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PAU CO

POT BIEN MAT POAN GEN LMP1-EBV
DAU HIEU CHO PHAT SINH UNG THU VOM MUI HONG
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Nguyén Trinh Gia Minh!, Nguyén Tran Phwong Vy!

TOM TAT

Pit van dé: EBV la nguy co chinh giy ung
thu vom miii hong, véi 3 nhém gen EBV chinh
co lién quan 1a EBNA, EBER va LMP, trong do,
gen LMP1-EBV la quan trong nhét trong bénh
sinh ung thu vom miii hong, dac biét, tinh trang
dot bién mat doan trén gen LMP1-EBV lién quan
dén sy phét sinh vatién trién khéi u ac tinh tai té
bao biéu mé vom miii hong & bénh nhan ung thu
vom hong c6 nhiém EBV. Muc tiéu nghién ciru:
Khao sat dic diém dot bién gen LMP1-EBV ¢
mo sinh thiét vom ciia bénh nhén ung thu vom
mili hong, diéu tri tai Bénh vién Ung budu Can
Tho. Pdi twong va phwong phap nghién ciru:
Nghién ctru mé ta cit ngang trén 33 mau mo sinh
thiét khéi u vom cta bénh nhan da duge chan
doan x4c dinh ung thu vom miii hong c6 nhiém
EBV. Tién hanh k¥ thuat giai trinh ty gen dé
khao sat dic diém dot bién gen LMP1-EBV & té
bao biéu mé vom mii hong. Két qua nghién
curu: Trong 33 bénh nhan ung thu vom miii hong
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khéo sat, ty s6 nam/nit: 2/1; d6 tudi 41-60 chiém
cao nhat (51,5%), v6i 57,6% bénh nhan ung thu
O giai doan III; thé mo bénh hoc chiém cao nhat
1a ung thu biéu mo gai khong stmg hoa (54,6%);
25/33 miu moé (75,8%) c6 dot bién mat doan
30bp trén gen LMP1-EBV va 8/33 (24,2%) mau
md chia céac loai dot bién khic ma khong c6 dot
bién mat doan 30bp. Vi tri dot bién mét doan
30bp trén gen LMP1-EBV la 168266-168295
(343-350),day 1a vi tri nhan dién khang nguyén
clia EBV tai hoat ¢ cac bénh nhan nhiém EBV.
Két ludn: Kiéu dot bién mét doan 30bp tai vi tri
168266-168295 (343-350) trén gen LMP1-EBV
xuét hién kha cao & mo sinh thiét khdi u ciia bénh
nhan ung thu vom miii hong. Budc dau nhan
dinh c6 khaniang dic diém d6t bién nay 1a co so
phat sinh ung thu vom miii hong ¢ bénh nhan.

Tir khéa: LMP1-EBV, d6t bién gen mat
doan, ung thu vom miii hong

SUMMARY
LMP1-EBV GENE DELETION
MUTATIONS SIGNS OF
NASOPHARYNGEAL CARCINOMA
GENERATION

Background: EBV is the main risk for
nasopharyngeal cancer, with three main EBV
gene groups involved: EBNA, EBER, and LMP,
of which the LMP1-EBV gene is the most
important in the pathogenesis of nasopharyngeal
cancer. In particular, deletion mutations in the
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LMP1-EBV gene are related to the emergence
and progression of malignant tumors in
nasopharyngeal epithelial cells in nasopharyngeal
cancer patients infected with EBV. Objective:
Describe the characteristics of LMP1-EBV gene
mutations in nasopharyngeal biopsy tissue of
patients with nasopharyngeal cancer, treated at
Can Tho Oncology Hospital. Materials and
methods: A Cross-sectional descriptive study on
33 nasopharyngeal tumor biopsy tissue samples
of patients diagnosed with EBV-infected
nasopharyngeal cancer. Doing the gene
sequencing techniques to describe the
characteristics of LMP1-EBV gene mutations in
nasopharyngeal epithelial cells. Results: Among
33 nasopharyngeal cancer patients surveyed, the
male/female ratiowas 2/1; The age group 41-60
accounts for the highest number (51.5%), with
57.6% of cancer patients in stage I11; The highest
histo-pathological type is non-keratinizing
squamous carcinoma (54.6%). There were 25/33
tissue samples (75.8%) with a 30bp deletion
mutation in the LMP1-EBV gene and 8/33
(24.2%) tissue samples containing other
mutations without the 30bp deletion mutation.
The 30bp deletion mutation location on the
LMP1-EBV is 168266-168295 (343-350), this is
the antigen recognition site of reactivated EBV in
EBV-infected patients. Conclusion: The 30bp
deletion mutation at position 168266-168295
(343-350) onthe LMP1-EBV gene appears quite
high in tumor biopsy tissue of nasopharyngeal
cancer patients. Initially, this mutation may be
the basis for the development of nasopharyngeal
cancer.

Keywords: LMP1-EBV, gene deletion
mutation, nasopharyngeal carcinoma.

I. DAT VAN DE
Ung thu vom mii hong (UTVMH) la
khdi u &c tinh xuat phét cha yéu tir 16p té bao

biéu mé phit vom miii hong vai cac muac do
biét hdéa khac nhau [2]. Su hién dién gen
LMP1-EBV trong mau md sinh thiét vom
cta bénh nhan UTVMH da duoc khang dinh
qua két qua nghién ctru cua nhiéu téc gia &
cac nudc trén Thé gioi (chi yéu 1a Pong
Nam A) va tai Viét Nam [3], [5], [7]. Kiéu
dot bién mat doan 30bp trén gen LMP1-EBV
duoc xem 1a kiéu dot bién cha yéu & mé sinh
thiét bénh nhan UTVMH [5],[7]. Theo
Nguyen-Van D. et al. (2008) va Tang Y.L. et
al. (2008), dot bién mat doan gen LMP1-
EBV c6 lién quan dén sy phat trién khdi u ac
tinh tai té bao biéu mo6 vom mii hong & céc
bénh nhan ¢ nhiém EBV [5],[7], véi ly giai
rang, tinh trang dot bién mat doan 30bp nay
c6 thé da giup cho EBV thoat khoi su giam
sat cua té bao mién dich chéng EBV, ching
ton tai va tai hoat dong ¢ co thé tic cha
[5],[7]. Dé ching minh diéu nay, nghién ctu
duoc tién hanh véi muc tiéu “Khdo sdt diic
diém dpt bién trén gen LMP1-EBV ¢ md
sinh thiét khéi u vom cia bénh nhan ung
thw vom miii hong diéu trj tai Bénh vign
Ung bwéu Cén Tho.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

Doi twong nghién ciru: Bénh nhan duoc
chan doan xac dinh ung thu vom mili hong
va diéu tri tai Bénh vién Ung budu Cén Tho.

Tiéu chuéin chon méu: Bénh nhan c6 két
quad mo bénh hoc xéc chén 1a ung thu biéu
md vom miii hong cac thé; miu mé sinh thiét
khéi u vom mili hong ¢ két qua PCR LMP1-
EBV duong tinh, khong phan biét tudi va
gio1 tinh.

Tiéu chudn logi triv: Bénh nhén co két
qua giai trinh tu gen LMP1-EBV nhung
khong phan tich duoc, do nhiu séng tin
hi¢u.
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Dia diém va thoi gian nghién civu:
Nghién ciou dugc tién hanh tai Bénh vién
Ung buéu Can Tho va phong xét nghiém
Sinh hoc phan ti Truong Dai hoc Y Dugc
Can Tho tir thang 12 nam 2016 dén thang 12
nam 2018.

2.2. Phwong phap nghién ciru

Thiét ké nghién civu: M6 ta cit ngang

Cé mdu: Trong quéa trinh nghién ciru,
chung t6i thu duoc 108 mau mo sinh thiét
vOm cua cac bénh nhin duoc x&c chan Ia
UTVMH, bing ky thuat PCR, ching t6i xac
dinh ¢6 70 mau c6 su hién dién gen LMP1-
EBV (70/108), trong d6 c6 33/70 mau (n =
33) dat tiéu chuan dé thyc hién k¥ thuat giai
trinh tu va phan tich trinh tu nucleotide trén
doan gen nay [1].

Noi dung nghién ciru: Ghi nhan céc dic
diém ddi tuong nghién ciru (gdm gidi tinh,
tudi, dan toc, md bénh hoc va giai doan bénh.
Pic diém dot bién gen LMP1-EBV thong
qua két qua giai trinh tu (gém ty 1& kiéu dot
bién mat doan 30bp, phan tich vé s6 lwong
nucleotid bi mat, vi tri nucleotid va acid amin
& doan 30bp bi mat & cac miu co két qua dot
bién mat doan, dong thoi, phan tich vi tri
nucleotid va acid amin & doan 30bp khong bi

ll. KET QUA NGHIEN cU'U

mat & cac mau c6 két qua khong co mat doan
30bp dé ddi chiéu. Ghi nhan thém cac kiéu
dot bién khac trén gen LMP1-EBV nghién
clru.

Phwong phdp thu thip va xir ly s6 liéu:
S liéu dugc thu thap theo phiéu di soan san;
Pic diém bénh nhan dugc ghi nhan theo hd
so bénh 4n cua bénh vién; Mau mo sinh thiét
khdi u vom miii hong duoc thu tir khoa giai
phau bénh (GPB) cua bénh vién ung budu
Can Tho, di dugc dbi chiéu két qua xac nhan
tr khoa GPB cua Bénh vién K Ha Noi; Thuc
hién k¥ thuat PCR xac dinh sy hi¢n dién gen
LMP1-EBV tai Vién Cong ngh¢ sinh hoc va
thuc phém, Pai hoc Can Tho va thuc hién ky
thuat giai trinh ty doan gen dé xac dinh dot
bién gen LMP1-EBV trén hé thong may giai
trinh tu ty dong ABI PRISM 3730x1 Genetic
Analyzer tai phong thi nghiém First BASE
Laboratory, Malaysia, st dung phan mém
Geneious/Bioinformatics solutions for the
analysis of molecular sequence data, dé phan
tich, so trinh tu cia mau nghién ctru véi trinh
ty cia chung chuan EBV B95-8 (Genbank
V01555). Phan tich thong ké s lidu thu duoc
bang chuong trinh SPSS 18.0.

3.1. Pic diém chung cia déi twong nghién ciu
Bdang 1. Ddc diém chung cua bénh nhdn ung thw vom miii hong nghién ciru (n=33)

Pic diém chung ciia bénh nhin Tansé (n) | Ty 18 (%)
o Nam 22 66,7
Gioi tinh Nit 11 333
> 20 0 0,0
Y 21-40 9 27,3
Do ol 41-60 17 515
>60 7 21,2
Dan toc Kinh 30 90,9
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Hoa 1 3,0
Kho me 2 6,1
X A Ung thu biéu mo khong biét héa 15 45,4
Th bénh h A ;

© MO Demh A0 Ung thu biéu md gai khong stirng hoa 18 54,6
I 1 3,0
1 3 91

o o A h ]
Giai doan bén i 19 57.6
v 10 30,3

Nhin xét: Nam gi6i chiém ty 18 66,7%, ti sé nam/nit=2/1; 41-60 chiém ty 1& cao nhat
(51,5%); 90,9% 1a dan toc Kinh; ung thu biéu mé gai khong sung hoa (54,6%); giai doan 111
(57,6%).

3.2. Pic diém dot bién gen LMP1-EBV trén bénh nhéin ung thw vom miii hong

Bing 2. Ty 1¢ dot bién dét bién mat doan 30bp trén gen LMP1-EBV ¢ bénh nhéin ung
thuw vom miii hong (n=33)

Pic diém dot bién gen LMP1-EBV Tén sb (n) TV 18 (%)
. . Mit doan 25 75,8
Kiéu do6t bién gen LMP1-EBV — .
Loleng Khong mat doan 8 33,3
Nhén xét: Kiéu dot bién mat doan gen LMP1-EBV chiém ty 18 75,8% (25/33).

168..260 168:266 16§.270 168..280 168;290 168:295 168..300 168:310 168:320
_CGCCGCCAEEE==Emm e m m e s e e =HCCGTCTGTCATCGAAGGCGGGCCCCG!
60 163266 168.270 168,280 168,290 168;95 168,300 168,320

TGGCCGGAATCATGACTATGACCGCCGCC CCGTCTGTCATCAAAGGCGGGCCCTG«
e A A0 AN A

R e e HCCGTCTGTCATCGAAGGCGGGCCCCG!
Hinh 1. Phan tich doan 30bp bi mit trén gen LMP1-EBV ¢ mdu nghién civu [1]
Nhin xét: Chiéu dai mat doan trén gen LMP1-EBV la 30bp, vi tri mat doan la 168266 -
168295, acid amin mit doan 1a 10 acid amin tir 343-352.
Bing 3. Ty I¢ cdc thay déi nucleotide khdc trén gen LMP1-EBV 6 mdu nghién civu

(n = 33)
Vi tri nucleotide Thay ddi nucleotide | Thay déi acid amin TV 18 (%)
168225 A>T N366Y 100 (33/33)
168268-168269 +T 12,5 (1/8)
168276-168277 +GA 12,5 (1/8)
168295 T>A 100 (8/8)
168308 A>G 0338R 100 (33/33)
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168320 T>C

L 334P 97 (32/33)

168320 T>G

L334R 3 (1/33)

Nhin xét: Dot bién thay thé nucleotide &
vi tri A168225T (N366Y) va A168308G
(Q338R) (100%), T168320C (L334P) (97%)
va T168320G (L334R) (3%) trén gen LMP1-
EBV c0 & tit ca cic mau nghién ciru (ca mat
doan va khong mit doan 30bp). Riéng & cac

168,260 168,266 168270 168280

7~ ~rr

168290
“CGCCGCCATGGCCGGAATCATGACTATGACCGCCGCCACCGTCTGTCATC

mau khong co dot bién mat doan 30bp, con
c6 cac thay ddi nucleotid khac: T168295A
(8/8 mau-100%), 12,5% (1/8) mau khong
mat doan 30bp c6 dot bién thém 1-2
nucleotide.

168295 163300

168,266 168270 168.280

168290

168,295

'CGCEGCC TGGCCGGAATCATGACTATGACCGCCGCC CCGTCTGTCATCAAAGCCGGGCCCTGC

CGCC TGGCCGGAATCATGACTATGACCGCCGCCA CGTCTGI

________

Nhin xét: Cac miu khong co dot bién
mat doan 30bp gen LMPI1-EBV tai vi tri
168266-168295 thiy c6 su thay doi
nucleotide tai vi tri T168295A; A168308G
(Q338R).

IV. BAN LUAN

Vé dic diém chung cua ddi tugng nghién
ctru, trong 33 mau mé sinh thiét khdi u thu
dugc tu bénh nhan ung thu vom miii hong
nghién ciru, cho thay phan 1on bénh nhan la
nam giéi (66,7%), do tudi 41-60 chiém ty 1¢
cao nhit (51,5%), c6 90,9% bénh nhan 1a dan
toc Kinh; da sb bénh nhan & giai doan III
(57,6%), v6i thé mo bénh hoc 14 ung thu biéu
md gai khong sing hoa chiém cao nhat
(54,6%); c6 su phu hop vé gioi tinh, do tudi
va giai doan bénh cua bénh nhan voi cac
nghién ctru trude [8], [9]. Tuy nhién, cé su
khac biét vé két qua thé moé bénh hoc, két

*J._A

Hinh 2. Phén tich mdu khéng cé dét bién mit doan 30bp trén gen LMPI-EBV

qua caa ching téi ghi nhan ty 1é thé md bénh
hoc ung thu biéu mo gai khong sing hoa
(54,6%) cao hon ty 1& thé md bénh hoc ung
thu biéu md khong biét hoa (45,4%), day la
thé mo bénh hoc ma cic nghién ctru trude
day déu ghi nhan chiém ty 1¢ kha cao & bénh
nhan ung thu vom mii hong (UTVMH), dac
biét 1a véi cac bénh nhan UTVMH & cac tinh
phia Bic-Viét Nam [9]. Su khéc biét nay co
thé do su khac nhau vé dic diém co dia va
khu vuc dia ly cia cta bénh nhan UTVMH
tai Viét Nam va diéu nay ciing da duoc cac y
van trén thé giéi dé cap dén.

Bang ky thuat giai trinh doan gen trén
san pham khuéch dai gen LMP1-EBV, chlng
t6i dd xac dinh duoc ty 1& dot bién mat doan
30bp 1a 75,8% (28/33 mau) va ty ¢ khong c6
dot bién mat doan 30bp 1a 24,2% (8/33 mau),
cho thay dot bién mat doan 30bp trén gen
LMP1 cia EBV la kiéu dot bién chinh cua
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gen nay. Két qua nay ciing twong dong voi
két qua cua cac nghién cau trudce [5], [6], [7].
Bén canh d6, ching t6i con xac dinh dugc vi
tri mat doan 30 bp trén gen LMP1-EBV nam
& vi tri 168266-168295, do6 1a vi tri cé vung
exon 3 cua gen LMP1l-EBV (168965-
168163). Vi tri 168266-168295 la vung gen
ma hoa cho 10 acid amin tir 343-352, trinh tu
10 acid amin nay cé lién quan dén ving
TES2 (313-386) cua dau carboxyl trén phan
tr LMP1-EBV. Diéu dic biét quan trong la
vi tri dot bién mat doan 30bp (343-352)
khéng anh hudng dén ving hoat héa tin hiéu
noi bao NFkB (379-384) va TRADD (384-
386) cua vung hoat héa CTAR2 (351-386)
trén phan td LMP1-EBV, c¢6 nghia la qua
trinh sao chép nhén, su tang sinh qua muc,
su sdng sot, su bién doi va rdi loan biét hoa
té bao biéu moé vom miii hong van xay ra
[10]. Nghién ctru cua tac gia Leen et al.,
(2001) khang dinh c6 3 vi tri acid amin trén
phan tir LMP1-EBV la trinh tu epitope cho té
bao lympho TCD4 nhan di¢n khang nguyén,
mot trong s6 d6 1a doan acid amin ¢ trinh tu
TDGGGGHSHDSGHGG  (340-354) [4].
Piéu nay cho phép ching téi suy luan rang,
dot bién mat doan 30bp (168266-168295)
(343-352) di dan dén kha ning mat doan
acid amin cd tinh quyét dinh khang nguyén
(epitope) trén phan tir LMP1-EBV, néu day
1a doan rit quan trong dé gidp té bao TCD4
nhan biét khang nguyén EBV thi khi mat
doan gen nay, EBV tai hoat hoa sé dugc bao
vé, tranh sy nhan biét cia cac té bao mién
dich chéng ung thu. Noi cach khac, day 1a
diéu kién thuan loi dé EBV ton tai, phat trién
va gay bién chuyén &c tinh té bao, tir d6, phat
sinh bénh UTVMH trén lam sang.

Trén ca 33 mau dua vao nghién ciu,
ngoai vung trinh tu 168266-168295 thi vi tri
168225 c6 su thay doi trinh ty 1 nucleotide

A>T voi tan suat 100% (33/33) va lam thay
ddi acid amin N366Y; vi tri 168308 cO su
thay d6i trinh ty 1 nucleotide A>G véi tan
suat 100% (33/33) va lam thay ddi acid amin
Q338R; vj tri 168320 c6 su thay d6i trinh tu
1 nucleotide T>C v&i tan suat 97% (32/33)
lam thay doi acid amin L334P va riéng 1
mau (code 179) thi T>G véi tin suit 3%
(1/33) ciing lam thay déi acid amin L334R.
So sénh két qua phan tich cac dot bién nay
trén gen LMP1-EBV véi két qua phan tich tur
cac nghién curu trong va ngoai nuéc khac,
nghién ctu cia Nguyen-Van D et al., (2008)
cong b mot s6 vi tri dot bién twong déng Vo
két qua cua chung t6i, nhu cac thay ddi & vi
tri nucleotide 168308 va 168320 [5]. Nghién
cau cua Nurhantari et al., (2003) tai
Indonesia, ciing c6 cong bd dot bién & cac vi
tri nucleotide 168225, 168308 va 168320
trén gen LMP1-EBV [6].

Chang t6i tiép tuc phan tich trinh tu
nucleotid tir vi tri 168266-168295 cua 8 mau
khong c6 kiéu dot bién mat doan 30bp, két
qua di ghi nhan dugc mot s6 thay doi
nucleotide khac, nhu sau: c6 12,5% (1/8)
mau (mau 192) c6 trinh tu nucleotide & vi tri
168266-168295 khéc han trinh ty cua ching
chuan EBV B95-8, ching toi phat hién thém
hién tugng co thém 1 nucleotide bi chen &
gitra vi tri 168268 va 168269 (GC — GTC),
tuong tu cO thém 2 nucleotide ¢ gitra vi tri
168276 va 168277 (CA — CGAA), nén tdng
chiéu dai caa doan nay 1én dén 33bp thay vi
30bp. Ngoai ra, con c6 thay doi nucleotide &
vi tri 168295 T>A véi ty 1é 1a 100% (8/8).
Két qua nay tuong dong véi nghién ctu cua
tac gia Nurhantari et al., (2003) tai Indonesia
& Vi tri 168295 [6]. Tuy nhién, dot bién thém
tir 1 dén 2 nucleotide ciia mau 192 thi chua
thdy nghién ctru ndo trong va ngoai nudc
cong bd. Pay co thé dugc xem 1a mot phét
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hién méi vé kiéu dot bién gen LMP1-EBV &
c&c mau khong c6 dot bién mat doan
(168266-168295). Nhu vay, ching to ¢ su
thay ddi nucleotide ¢ ving gen 168266-
168295, 1a doan epitope quan trong cua
khéng nguyén EBV can trinh dién cho té bao
mién dich. T 46, goi y vé mot hudng nghién
crtu mGi & nhém khong co dot bién mat doan
30bp gen LMP1-EBV trén bénh nhéan
UTVMH dé gop phan 1am rd thém bénh sinh
hoc caa bénh nhan UTVMH tai Bong bang
song Cuu Long.

V. KET LUAN

Kiéu dot bién mat doan 30bp gen LMP1-
EBV tai vi tri dot bién 168266-168295 (343-
350) xuat hién cao trén bénh nhan ung thu
vom miii hong. Budc dau nhan dinh day la
co so phét sinh ung thu do dot bién & vi tri
nhan dién khang nguyén EBV tai hoat hoa.
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BAO CAO CA LAM SANG BON UNG THU PONG PHAT VUNG PAU CO
VA THU’C QUAN TAI BENH VIEN UNG BUO'U THANH PHO CAN THO'

Phan Dwong Thanh Duy!, Tran Thanh Phong?, Huynh Thi Trac Mail

TOM TAT

Ung thu viing dau ¢6 1a ung thu pho bién trén
thé gigi va tai Viét Nam. Bénh nhan méic ung thu
vung dau ¢ c6 nguy co cao mic thém ung thu
nguyén phat tha hai. Ung thu dong phat duoc
cho 13 ¢6 lién quan dén céc bién doi tai ving cua
niém mac duong hd hap — tiéu hoa trén lién quan
dén céc yéu té gay ung thu nhu thude 14, ruou
bia. Pa sb c4c bénh nhan ung thu ving dau ¢
chi c6 mot khdi budu nguyén phat. Cac truong
hop ¢6 hai khéiu 1a kha it va cac trudng hop c6
khéi u thtr ba duogc coi la hiém gap. Ching toi
b&o cdo mot truong hop 1am sang ung thu voi
bén ung thu dong phat gom ba ung thu ¢ ving
dau ¢6 va ung thu thyc quan ¢ bénh nhan nam 75
tudi. Muyc tiéu cua bo céo 1a bd sung cho y vin
mat truong hop bénh nhan rat hiém gip, qua do
nhan manh thém vai trd cuaviéc khao sat day da
va danh gia toan dién ¢ bénh nhan ung thu vung
dau co.

SUMMARY
FOUR SYNCHRONOUS CANCERS IN
THE HEAD AND NECK REGION AND
ESOPHAGEAL CANCER: CASE
REPORT FROM CAN THO
ONCOLOGY HOSPITAL

'Bénh vién Ung buéu Thanh Phé Can Tho
Chiu trdch nhiém chinh: Phan Duong Thanh Duy
SDT: 0377189827

Email: pdtduy2109@gmail.com

Ngay nhan bai: 23/7/2024

Ngay phan bién: 27/7/2024

Ngay chip nhan ding: 30/7/2024
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Head and neck cancer is a common disease
in worldwide and Vietnam. Patients with head
and neck squamous cell Carcindm are at high
risk for the development of a second primary
malignancy. Synchronous second primary
malignancy can be associated with changes in the
mucosa of upper aero digestive tract due to
carcinogenic factors such as tobacco and alcohol.
The majority of head and neck cancer have only
one primary tumor. Cases with two tumors are
very rare, and those with a third tumor are
considered extremely rare. We present a clinical
case involving a 75-year-old male patient with
four synchronous cancers, including three head
and neck cancers and esophageal cancer. The
objective of this report is to contribute to the
medical literature with a very rare patient case,
thereby highlighting the importance of thorough
investigation and comprehensive evaluation in
patients with head and neck cancer.

I. DAT VAN DE

Ung thu ving dau c¢é dang hang thu 7
trong 10 loai ung thu phd bién nhit, vai
khoang 660.000 ca mic méi va khoang
320.000 ca tir vong mdi nam. Hon chin muoi
phan trim ung thu dau cb c6 giai phau bénh
la carcindm té bao gai. Hoc miéng va thanh
quan la hai vi tri thuong gap nhat cua ung
thu dau ¢ [1].

Kilciksiz dinh nghia ung thu dong phat
(synchronous) dugc nghia 1a ung thu tha hai
Xuat hién ddng thoi hoic trong vong 6 thang
ké tir khi dugc chan doan ung thu dau tién va
ung thu khac thoi (metachronous) la loai ung
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thu xuat hién sau hon 6 thang ké tir khi chan
doan ung thur dau tién. Ung thu dong phaét 1a
nguyén nhan tha hai gay tr vong ¢ bénh
nhan ung thu dau cb. Udc tinh mot phan ba
dén mot phan tu bénh nhan ung thu dau 6 tu
vong c6 lién quan dén ung thu ddng phat
hoac ung thu khac thoi [2].

Bénh nhan carcindm té bao gai ving dau
¢ ¢6 nguy co mic ung thu nguyén phat th
hai cao hon. Ty 1é mic ung thu nguyén phat
thtr hai d6i v6i bénh nhan ung thu dau c6 dao
dong tir 2-7% mdi nim. Trong khi do, ty lé
bénh nhan mic ung thu thir 3 thip hon rat
nhiéu, chi vao khoang 0,5%. Trudng hop
mic ung thu tht 4 14 rat hiém, véi ty 1é mic
bénh khoang 0,3% [3]. Trong bao céo nay,
chdng téi mé ta mot truong hgp bénh nhéan
hiém gip duoc chan doan ung thu dong phat

4 vi tri 1a héc miéng, khau hau, thanh quan
va thuc quan tai Bénh vién Ung Budu Thanh
phd Can Tho.

Il. CA LAM SANG

2.1. Lam sang va can lam sang

Bénh nhan L& Hdng M, 75 tudi. Bénh
nhan ¢4 tién st nghién thudc 14 va udng rugu
nhiéu nim. Thang 1 nim 2024 bénh nhan
nuét dau, dén kham phat hién khéi u ving
day ludi bén trai va u nudu rang ham dudi
bén trai. Noi soi tai miii hong ghi nhan: u day
ludi trai dang dudi niém va u sui nudu rang
ham dudi trai khoang 1cm, gigi han rd. Ong
tai, hbc miii, vom hau, ha hong thanh quan
khong ghi nhan u. Sinh thiét mot phan ca 2
khdi u.

Hinh 1. Ngi soi tai miii hong va ndi soi thwe qudn da day
cua bénh nhéan Lé Hong M, 75 tuoi

11
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(A) U sui nuéu rang ham dudi bén trai.
(B) U day ludi bén trai. (C) U sun phéu bén
trai. (D) U sui thuc quan 1/3 dudi

Két qua giai phdu bénh cua u day ludi 1a
Carcindm té bao gai xam nhap Grad 2, u
nuéu rang ham dudi trai [a Carcindm té bao
gai Grad 2. Bénh nhan dugc nhap vién sau
khi c6 két qua giai phdu bénh. Tai thoi diém
nhap vién, bénh nhan tinh, ECOG 1, nuét
dugc com. Can nang 58 kg voi BMI 21,3
kg/m2. Khdm hach ngoai vi thdy da hach ¢
trai nhom 111 véi kich thude tir 1-2cm, chac,

di dong duoc. Kham hong thdy u sui nuéu
rang ham dudi bén tréi vi tri rang sb 8, kich
thudc lem, kém theo u day ludi dang tham
nhiém léch trai khoang 2cm. Bénh nhan dugc
lam céc can lam sang phuc vu chin doan va
diéu tri cho két qua: Chup cit I6p vi tinh ham
mat cd can quang: U day lugi léch trai
20x26mm. Hach c¢b trai nhém 111 10-18mm.
FNA hach cé trai: Carcindm di can hach.
Siéu am bung, xquang nguc: khong di can
xa. Dién tim: ngoai tdm thu that day.

ciia bénh nhéin Lé Hong M, 75 tudi

(A) U sun phéu trai. (B) ddu hoa thi: u
day ludi bén trai. U nudu rang khong quan
sat dugc trén CT do xdo anh. (C) U thuc
quan 1/3 dudi. (D): U day ludi (dau hoa thi)
va u sun phéu (miii tén) trén mat phang dimg
doc

Chéan doan so bo: U ac nudu ring ham
dudi bén trai TIN2bMO/ U ac day ludi
T2N2bMO0/ Ngoai tdm thu that day. Bénh
nhan dugc xuit vién dé di diéu tri bénh ly
tim mach, hen tai kham sau 2 tuan dé soi da
day va danh gia xa tri. Bénh nhan khéng tro

12

lai diéu tri theo lich hen.

Thang 06/2024, bénh nhan nhap vién
diéu tri tiép. Tinh trang l0c nay: Bénh tinh,
ECOG 2, khdng nuét dugc com, nudt dugc
ch&o. Can nang con 52kg vai BMI 19 kg/m?.
Kham hong: U sui nudu rang ham dudi bén
trai vi tri rang s6 8, kich thugc 1,5cm kém u
day ludi bén trai dang tham nhiém 2,5cm.
Bénh nhan dugc lam thém céac can lam sang
dé danh gia lai tinh trang bénh. Noi soi tai
mii hong ghi nhan u nudu rang ham dudi
bén trai va u day ludi trai, kém theo la u sui
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viing sun phéu bén tréi. Sinh thiét u ving sun
phéu trai c6 két qua Carcindm té bao gai xam
nhap Grad 2. Noi soi thuc quan da day phat
hién u sui cach cung rang 35cm, kéo dai
4cm. Sinh thiét u thuc quan: Theo ddi budu
mo6 dém duong tiéu héa. Nhuém hdéa md
mién dich véi CD117, S100 va SMA cho két
qua am tinh, phdi hop véi 1am sang va céac
két qua giai phau bénh da c6 cua bénh nhan,
két luan u thuc quan la Carcindm té bao gai
dang Sarcdm. Chup cét I6p vi tinh ham mat
c6 can quang ghi nhan u nudu rang ham dudi
trai 14mm, u day ludi trai 16mm, u sun phéu
14mm, hach ¢6 trai 15mm. Chup cat 1op vi
tinh 1dng nguc ¢6 can quang: thuc quan 1/3
dudi day thanh 5mm. Siéu &m 6 bung: chua
ghi nhan bat thuong. Xa hinh xwong: hinh
anh tang hap thu ving cing cut, chua 15 ban
chat.

2.2. Chan doan

U 4c nudu rang ham dudi trai TAIN2bMO/
U ac day ludi T2N2bMO0/ U ac thugng thanh
mon T1aNOMO/ U ac thuc quan 1/3 dudi
T2NOMO

2.3. Piéu tri

Bénh nhan dugc chi dinh mo théong da
day nudi dn dé nang d& téng trang va chim
soc giam nhe. Tuy nhién, bénh nhan khong
ddng y phau thuat mo da day, xin cham soc
giam nhe tai nha. Bénh nhan xuét vién ngay
28/06/2024.

ll. BAN LUAN

3.1. Tiéu chuan chin doan ung thw
dong phat

Tiéu chuan chan doan modt bénh nhan
mic ung thu nguyén phat thi hai dugc
Warren va Gates dé xudng vao nam 1932 va
van con ap dung dén nay. Dé chan doan mot
bénh nhan méic ung thu nguyén phat thi hai,
can phai théa mén 3 tiéu chuan gom: (1) phai

c6 két qua md bénh hoc &c tinh caa khdi u
nguyén phat dau tién va khéi u nguyén phat
tha hai; (2) hai khéi u phai dugc ngin cach
vé mat giai phau boi 16p niém mac binh
thuong va (3) kha ning khéi u nguyén phat
ther hai 1a khéi di can tir khéi u dau tién phai
duoc loai trir [4]. Trong thuc hanh lam sang,
tiéu chuan dau tién Ia dé thoa nhat. Déi véi
tieu chuan tha 2, khi cac khdi u xuat hién
trong cing mot vi tri giai phau, thi phai théa
mén vé khoang céch giira cac khéi u. Béi véi
ung thu ddéng phét, khoang cach trén 2 cm
thuong dugc 4p dung. D6i voi ung thu khac
thoi, do kho khan trong viéc xac dinh chinh
xac vi tri ctia khéi budu dau tién do da trai
qua phau thuat hoic xa tri, nén duoc thay
bang thoi gian xuat hién gitra hai khdi budu.
Trong tinh huéng nay, cé4c tac gia ung ho thoi
gian xuat hién cia khéi u tha hai phai trén 3
nam ké tir khi khdi u dau tién xuat hién [5].
Tiéu chuan tht 3 duoc dit ra trong tinh
huéng ung thu thir hai 1a ung thu & phdi va
c6 cung giai phau bénh véi ung thu dau cé.
Khi d6, can phan tich nhiém sic thé d6 hoic
giai trinh tu gen dé loai trir kha nang di can
phdi cia ung thu dau c6 [6]. Trén bénh nhan
ctia ching toi, cac khdi u déu cé két qua md
bénh hoc, thoéa tiéu chuan Warren va Gates
dau tién. Cac khdi u nam ¢ céc vung giai
phau khéc nhau, bao gom nudu ring thudc
hc miéng, day ludi thuoc khau hau, sun
phéu thudc thanh quan va cudi cing 1a thuc
quan, thoa tiéu chuan thi hai. Tiéu chuan tha
3 ciing thoa do khong cd khéi nao & phoi.

Y vin thé gioi ciing ghi nhan mot trudng
hop 4 ung thu dong phéat vao vién vi dau
lugi. Bénh nhan nay cé 3 ung thu véi giai
phau bénh 1a Carcindm té bao gai va héa md
mién dich p16 am tinh & by trai ludi, san
miéng bén trai va nép phéu nap thanh mon
bén phai. Bénh nhan dwgc phau thuat cit ca 3

13
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khdi u va xa tri bd tic. Ung thu tht tu trén
bénh nhan nay la lymphém dang nang giai
doan IVa duoc chan doan théng qua tity do.
Bénh nhan khéng co triéu chung va thudc
nhom dién tién cham caa lymphoma nén
dugc chi dinh theo dai tai kham dinh ky [7].
Bénh nhan cua ching t6i ciing c6 3 ung thu ¢
vung dau cb véi tién st hat thudc 14 va
nghién ruou, kha twong ddng véi bénh nhan
trong y van.

3.2. C4c yéu t6 nguy co cia ung thw
dong phat

Viéc cac khdi u véi giai phiu benh 1
Carcindm té bao gai cing xuat hién ¢ duong
hd hap — tiéu hoa trén phu hop véi khai niém
ung thu hoa tai chd (field cancerisation).
Khéi niém nay duoc md ta lan dau tién boi
Slaughter khi phéat hién ra sy xuit hién cua
nhiéu khdi u doc lap voi nhau di kém véi su
bat thudng cua I6p biéu md & ving niém mac
xung quanh cac khdi u [8]. Ung thu hoa tai
chd duoc giai thich bang (1) céc té bao ung
thu riéng 1é hodc cac cum té bao ung thu di
chuyén qua 16p duéi niém mac dén céc ving
niém mac ké can, (2) cac té bao ung thu bi
bong troc dudi cac diéu kién thuan loi duoc
gieo ric va phat trién tai cac vi tri md lanh
khéc va (3) mot ving lién tiép bi dot bién
gen ton tai trong 16p biéu md cua niém mac
duong hd hap — tiéu hoa trén, tir d6 tao nén
c4c ton thwong tién ung thu dan dén ung thu
& nhiéu vi tri & dudng hd hap — tiéu hoa trén.
Ving bi dot bién gen nay cé thé c6 duong
lén dén >7cm. Ving dot bién gen thuong co
lién quan dén sy tiép xUc véi cac tac nhan
gdy ung thu ving dau c6 nhu hat thude 14,
tiéu thy ruou bia [7].

Trén bénh nhan cua ching toi, ly thuyét
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vé ving bién doi gen trong khai niém ung
thu hoa tai chd ¢ thé giai thich cho sy xuét
hién cua cac khdi u & nudu ring, day ludi va
sun phéu. Bén canh do, Iy thuyét vé sy bong
troc va gieo rac cua té bao budu giai thich
cho su xuét hién cua khéi u ¢ thuc quan.

3.3. Piéu tri va tién lwong ung thu
dong phat

Hién nay, chua co diéu tri tiéu chuan cho
truong hop ung thu nguyén phat thir hai. Doi
v6i ung thu khac thoi, ¢ thé xem xét diéu tri
gibng nhu tinh hubéng ung thu tai phat tai
chd. Déi v6i ung thu dong phat, diéu tri theo
nguyén tic ca thé hoa, phu thudc vao vi tri
khdi u, micc do xam Ian va thé trang cua
ngudi bénh. Phau thuat 1a bién phap diéu tri
dau tay trong tinh hudng cé thé phau thuat
dugc. Xa tri sau md dugc chi dinh cho bénh
nhan ¢ yéu té nguy co tai phat cao. Xa tri
triét dé duoc &p dung khi khéng thé phiu
thuat dugc khdi u nguyén phat. Hoa tri tam
bg thuong dung khi khéng con chi dinh xa tri
trigt dé (qua lieu xa 1én co quan lanh hoic
tong trang kém) [9]. Trong truong hop bénh
nhan cua chang tdi, khi chan doan day du 4
ung thu, thé trang bénh nhan da giam s(t rat
nhiéu, nguy co bién chirng khi phau thuat
hoic Xa tri triét dé rat cao. Bén canh dé, danh
gia bénh nhan ciing khong thé dung nap doc
tinh héa tri. Do d6, chung t6i quyét dinh ma
da day dé dinh dudng cho bénh nhan, muc
dich nang tong trang va chim séc giam nhe
cho bénh nhan.

Tién lugng: Bénh nhan mic ung thu dong
phat c6 tién lwong song con kém hon so voi
bénh nhan chi c6 mot ung thu. Trong mot
nghién ctru trén 3436 bénh nhan, ty 18 song
con toan bd 5 nim cua ung thu dau cb 1A
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48%. Trong khi d6, & bénh nhan mic ung thu
ddng phat, ty 1é sbng con toan b 5 nam 1a
26%. Bénh nhan mic ung thu dong phét chi
& vung dau co c6 tién lugng séng con 5 nim
t6t hon so véi mac ung thu dong phét & cac
co quan khac ngoai ving dau cb (31% so véi
8%) [10].

IV. KET LUAN

Ung thu dong phat tai bbn vi tri bao géom
hdc miéng, khau hau, thanh quan va thuc
quan la mot treong hop hiém gap déi véiy
van trong nudc va qudc té. Hién tai chua co
huéng dan diéu tri tiéu chuan cho tinh hudng
nay. Bén canh do6, tinh hudng bénh nhan ung
thu ddéng phat co tién luong sbng con kém
hon so véi bénh nhan mic mot ung thu. Can
thém cac nghién cau vai sb lwong bénh nhan
I6n dé dua ra phac do diéu tri tiéu chuan cho
tinh hudng bénh nhan ung thu dong phat.
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GIA TRI CUA PET/CT TRONG CHAN POAN BUO'U NGUYEN PHAT
O’ BENH NHAN CARCINOMA DI CAN HACH CO CHU’A RO NGUYEN PHAT

TOM TAT

Muc tiéu: Ung thu di cin hach ¢6 chua 16
nguyén phat néu chi chan doan dwa vao kham
lam sang, si€éu &m, noi soi, CT, MRI...ty & tim
duoc budu nguyén phat con han ché gay kho
khin trong chan doan, tién lugng va diéu tri.
PET/CT la k¥ thuat chan doan hién dai c6 thé
phat hién dugc cac bat thuong vé hinh anh giai
phau va chuyén hod c6 do nhay, do dic hiéu
trong chan doan ung thu cao hon nhiéu phuong
phép chan doan hinh anh khac. Chlng t6i thyc
hién nghién ctu v4i 2 muctiéu: Panh gia vai tro
ctia PET/CT trong chan doan budu nguyén phat
(ty 1€ tim dugc budu nguyén phat, ¢ nhay, do
dac hiéu) va nhan xét dac diém cta budu nguyén
phat.

Poi twong va phuwong phap: BN c6 chan
doan ung thu di can hach ¢6 chwa rd nguyén phat
dya trén nhirng tiéu chuan phu hop, duoc chup
PET/CT tai BVQY 175; NC cit ngang, hdi ctiu
va tién cu.

Két qua: 59 bénh nhan chan doan carcinoma
di cin hach c6 chua rd nguyén phat duoc chup
PET/CT, tudi trung binh 12 53,6£13,3. C6 38/59
BN (64,4%) phét hién dugc budu nguyén phét

Wién Ung buéuvaY hoc Hat nhan - Bénh vién
Quény 175

Chiu trach nhiém chinh: Pham Thanh Luan
Email: dr.phamthanhluan@gmail.com

SPT: 0986215331

Ngay nhan bai: 12/7/2024

Ngay phan bién: 18/7/2024

Ngay chip nhan dang: 25/7/2024
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bing PET/CT, tuy nhién chi 32/38 bénh nhan
duoc sinh thiét xac nhan biang mé bénh hoc 1a 4c
tinh. C6 5/59 ca PET/CT khong goi y dugc budu
nhung sau d6 xac dinh dugc budu nguyén phat
bang theo ddi sau diéu tri. Do nhay va do dic
hiéu caa PET/CT lan luot 12 86,5%, 84,3%. Vi tri
buéu nguyén phat chu yéu tai viung dau c
(85,7%).

Két luan: PET/CT la phuong tién chan doan
cO vai tro quan trong trong goi y budu nguyén
phat cho nhém bénh nhén carcinomadi can hach
cd chua rd nguyén phat. Buéu nguyén phat
thudng gap nhat 1a ¢ ving dau co.

Tirkh6a: PET/CT, carcinoma di cin hach co
chua rd nguyén phat

SUMMARY
PET/CT VALUE IN DIAGNOSIS OF
PRIMARY TUMOR ON CERVICAL
LYMP NODE METASTASIS OF
UNKNOWN PRIMARY TUMOR
Purpose: Cervical lymp node metastasis of
unknown primary tumor if diagnosed only based
on clinical examination, ultrasound, endoscopy,
CT, MRI... the rate of finding the initial tumor is
still limited, causing difficulties in diagnosis,
prognosis and treatment. PET/CT is a modern
diagnostic  technique that can detect
abnormalities in anatomical and metabolic
images with much higher sensitivity and
specificity in diagnosig cancer than other
imaging methods. We conducted the study with 2
goals: Evaluate the value of PET/CT in diagnosis
(rate of finding primary tumors, sensitivity,
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specificity) and describe the characteristics of
primary tumors.

Methods: Patients was diagnosed with
cervical lymp node metastasis of CUP based on
appropriate criteria and had perform PET/CT in
175 Military Hospital, cross-sectional study.

Results: 59 patients with cervical lymp node
metastasis of CUP had PET/CT scan, the mean
age of patients was 53,6+£13,3. There were 38/59
patients (64,4%) detected primary tumor by
PET/CT, however, only 32/38 patients were
confirmed as malignant (by pathology). In 5/59
patients, PET/CT was not suggest the primary
tumor but then identified by orther methods. The
sensitivity and specificity of PET/CT were
86,5%, 84,3%, respectively. The location of the
primary tumor in 38 patients was suggest by
PET/CT, mainly in head and neck area (85,7%).

Conclusion: PET/CT is a high role diagnose
method in suggest primary tumor for cervical
lymp node metastasis of unknown primary
tumor. Primary tumors often occur in the head
and neck area.

Keywords: PET/CT, carcinoma of unknown
primary tumor cervical lymp node metastasis.

I. DAT VAN DE

Ung thu chua r6 nguyén phat (CRNP) 1a
mot nhoém bénh 1y ung thu chua biét nguon
g6c khdi u ban dau, chiém ty Ié khoang 2-
10% trong tat ca cac bénh ung thu biéu hién
véi nhitng bénh canh khac nhau: di can hach,
xuong, ndo, phoi..chua rd nguyén phat,
trong d6 di cin hach c6 chwa rd nguyén phat
chiém ty 1& cao nhat [1], [2], [3]. Néu chi dya
vao cac k¥ thuat chian doan nhu kham lam
sang, siéu am, noi soi, CT, MRI...ty I& tim
duoc budu nguyén phat con han ché. Do do,
day 1a mot nhom bénh 1y con khé khan trong
chéan doan, tién luong va diéu tri.

PET/CT la ki thuat chan doan hién dai
duoc wng dung trong nhiéu chuyén nganh
dac biét 1a ung thu, dya trén nguyén ly cac té
bao ung thu sinh truédng va nhan doi nhanh,
tiéu thu glucose nhiéu hon té& bao binh
thuong do d6 s& hip thu manh phan tir 18-
FDG (duoc gan vai phan tir glucose va tiém
vao tinh mach). PET/CT c6 thé phat hién
duoc ca cac bat thuong vé hinh anh va
chuyén hod, ghi dugc nhitng hinh anh bénh
ly s6m, tham chi khi chua c6 thay doi rd vé
cau trdc [4]. Vi vay, do nhay, d6 dac hiéu dé
chan doan ung thu ciia PET/CT cao hon rat
nhiéu cac phuong phap chan doan hinh anh
khac. Chiang t6i thuc hién nghién ctru nay
VGi 2 muc tiéu:

- Danh gid vai tro cua PET/CT trong
chan doan budu nguyén phat & bénh nhan
carcinoma di can hach ¢6 CRNP: Ty 1¢ tim
dugc budu nguyén phat, do nhay, do dac
hiu.

- Nhédn xét dic diém cia budu nguyén
phat cua cac bénh nhan trén.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pdi twong nghién ciru

Céc bénh nhan chan doan mé bénh hoc 1a
carcinoma di cin hach c6 chua rd nguyén
phat tai Vién Ung budu va y hoc hat nhan -
Bénh vién Quan y 175 tu 9/2013 - 5/2022
dugc chup PET/CT tim budu nguyén phat.

2.2. Phwong phap nghién ciru

Nghién ctu cit ngang, hdi cau va tién
cuu.

Mau thuan tién, thu thap toan bo BN du
tiéu chuan trong thoi gian tién hanh nghién
cau.

Phuong tién nghién ctru: BN dugc chup
bang miy PET/CT TruFight Select/hing
Philips, duoc chat phéng xa sir dung la
18FDG
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Quy trinh nghién ctru: Lwa chon hd so
bénh nhéan d tiéu chuan vao nghién ctru. Ghi
nhan cic thong tin vé dic diém can BN theo
hd so bénh an. Ghi nhan cac dic diém theo
két qua PET/CT va sinh thiét. Nhap va xir Iy
s lidu. Viét bao cao nghién clru.

Tiéu chuan chan doan carcinoma di cin
hach ¢ chua rd nguyén phat truée khi chup
PET/CT: Bénh nhan dugc chan doén
carcinoma di cdn hach ¢6 chua 16 nguyén
phat khi da c6 két qua mo bénh hoc sinh thiét
tr hach di can tuy nhién thyc hi¢én nhiing
tham kham xét nghiém sau khong ghi nhin
budu nghi ngd nguyén phat: Kham chuyén
khoa tai miii hong - thanh quan bang lim
sang va ndi soi, khdm rdng ham mat — hbc
miéng, khdm vi1, da. Siéu &m hach c6 - siéu
am tuyén giap, CLVT/MRI dau c6 tir nén so
dén can xwong e, CLVT nguc — bung ¢
thudc can quang.

lIl. KET QUA NGHIEN cUU

3.1. Pic diém bénh nhan nghién ciru

Nghién ctru thu thap duogc 59 BN du tiéu
chuan véi cac dac diém sau:

Tudi trung binh BN trong nghién ciru 1a
53,6 +13,3 (thap nhat la 14 tudi, cao nhat la
88 tudi).

Phan I6n bénh nhan trong nghién ciu l1a
nam (78,0%).

C6 57,6% BN ghi nhan co tién sir hat
thudc 14 va 100% bénh nhan trong nhém nay
la nam gidi.

Pa sé BN khong duoc xét nghiém dé xac
nhan nhiem HPV trén bénh pham hach di can
(84,7%), v6i 9 bénh nhan dugc xét nghiém
thi ty 1é duong tinh cao (8/9).

3.2. Pic diém vé md bénh hoc hach di
can

Pa s6 cac BN ¢6 di cin >3 hach (81,3%)

Nhom hach di can hay gip nhat 1a nhom
Il (28.7%), nhém 111 (31,3%) va nhém V
(13,3%). Ty 1é di can thap nhat la nhém VI
(1,3%).

Vi tri hach dau tién hay gap nhat la nhém
I (40,7%) va nhém 111 (37,3%).

Kich thudc trung binh hach di can 16n
nhat:; 36,3 + 11,9mm, BN c6 hach nho nhét
la 20mm va 16n nhét & 70mm.

Pa s6 cac BN & giai doan N2b va N2c
(téng 88,1%).

Muc d6 hap thu phéng xa (SUVmax)
trung binh cua hach di can la 12,7+4,5. BN
hap thu thip nhat 1a 8,0 va cao nhét 1a 31,0.

Két qua md bénh hoc tai hach di can chi
yéu la carcinoma kém biét hoa va loai té bao
gai (vay), tuy nhién trong nhiéu két qua chi
ghi nhan la carcinoma khéng phéan loai
(15,3%).

3.3. Gia tri chin doan buwéu nguyén
phat cia PET/CT

3.2.1. Ty l¢ va vi tri goi y bwdu nguyén
phattrén PET/CT

Ty 1€ goi y budu nguyén phat la 38/59
(64,4%) voi cac dac diém nhu sau:

* Vi tri budu nguyén phét theo goi y cua
PET/CT

Bdng 3.1. Phan logi vi tri gei y bwdu nguyén phat trén PET/CT

Vi tri bwéu goi y S6 lwong Ty 18 (%)
\VVom hong 10 28,5
Amidan 09 25,7
bay ludi 05 14,3
Ha hong 06 17,1
Vi tri khac 05 14,4
Tong 35 100

18
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Nhgn xét: Két qua PET/CT goi y vi tri buéu nguyén phét chu yéu tai ving dau cd

(85,7%).
3.2.2. Két qud sau sinh thiér bwéu nguyén phéat

* Vi tri budu nguyén phat xac dinh sau sinh thiét.

Day ludi

12%

Biéu dé 3.1. Vi tri bwéu nguyén phat sau sinh thiét (n=32)

Nhdgn xét: C6 38 BN dugc goi y budu
nguyén phat theo két qua PET/CT, ca 38 BN
déu dugc duoc sinh thiét, trong d6 c6 32 BN
duoc xac nhan 4c tinh. Chu yéu budu nguyén
phat tim thiy va duoc xac nhan giai phiu
bénh déu ¢ ving dau ¢ (75,0%), trong d6 ty
I& cao nhit 1 vom hong va amidan (47,0%).

* Piac diém giai phau bénh cua budu
nguyén phét sau sinh thiét (n=32)

Chu yéu loai giai phdu bénh hay gap la
carcinoma té bao gai (62,5%), c6 8 bénh
nhan c6 giai phau bénh thuoc nhém
carcinoma khéng biét hoa va kém biét hda
déu c6 vi tri budu nguyén phét tai vom hong.

* Do nhay va d6 dac hiéu

Sau qua trinh theo déi diéu ti co 3 ca da
phat hién dugc budu nguyén phat du
PET/CT khong ghi nhan, ty I¢ &m tinh gia la
13,5%. C6 6 trong 38 bénh nhan phat hién
trén trén PET/CT nhung sinh thiét khéng xac
nhan &c tinh, ty I1¢ duong tinh gia 15,7%. Tu
d6 ching t6i tinh dugc do nhay va do dac

hiéu cia PET/CT trong nghién cau nay lan
luot 12 86,5% va 84,3%.

IV. BAN LUAN

4.1. Ty l¢ bénh nhan dwgc PET/CT goi
y buwéu nguyén phat

Ty 1€ BN dugc PET/CT goi y budu
nguyén phat trong nghién ctru cua chdng toi
la 1a 38/59 (64,4%). Két qua nay cua ching
tdi khé cao so véi hau hét cac nghién ciru co
thiét ké tuong tu trén thé gi¢i nhung lai kha
twong dong vai cac nghién ciru trong nudce.
Trong nghién curu cua tac gia Miller F R [1]
(n=26) ty & goi y budu nguyén phéat chi la
30,8%, cua nhém tac gia Nassenstein K [2]
(n=39) la 28,0%, Lee M Y [3] (n=133) la
48,0%, Mai Trong Khoa [4] (n=39) la
23,1%, Nguyén Thé Tan [5] (n=30) la
60,0%, nhom tac gia Ngoé Van Dan [6]
(n=36) 12 63,9%.

Vai ty 1€ phat hién budu nguyén phat
trong nghién ctru cao nhu trén, nhém nghién

19



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

clru da phan tich va dua ra mot s6 nhan dinh
nham ly giai cho két qua nay nhu sau:

Thtr nhat, chdng toi nhan thiy tiéu chan
doan carcinoma di can chua rd nguyén phat
trudc khi dugc chup PET/CT trong céc
nghién ctru khdng thyuc su théng nhit [1], [2],
[7], [8], [9]. Trong nghién cru cua chung toi
tiéu chi chan doan lya chon bénh nhan kha
chat ché (dugc kham Iam sang ham mat, tai
mili hong, ndi soi tai miii hong- thanh quan,
chup CT/MRI ving dau cd). Tuy nhién khi
xem xeét lai ting treong hop tim dugc budu
nguyén phat thi ngoai cac treong hop khéch
quan la budu & ngoai vi tri dugc khao sat thi
mot s tham kham 14m sang, can 1am sang da
thuc hién nhung chat lrgng khong nhu mong
mudn, vi du: noi soi khong day du céc vi tri
co quan ving dau cd, phim CT/MRI khao séat
thiéu viing c6 budu nguyén phat. Do dé ty 18
PET/CT phéat hién buéu nguyén phat cao
gian tiép phan anh qua trinh thyc hién cac k§

thuat chan doan trudc khi chyp PET/CT con
han ché.

Thir hai, ching t6i nhan thiy trong
nghién ctu nay 85,0% bénh nhan dugc chup
CT, chic6 15,0% BN dugc chup cong huong
tir (MRI). Véi cac budu ving dau cb noi
chung, gia tri cia MRI trong danh gia budu
va hach tét hon cit I6p vi tinh (CT) vé ca do
nhay, do dac hiéu va gia tri tién doan.

Thir ba, khi khao sat lai hinh anh
CT/MRI trude chup PET/CT cua cac bénh
nhan phat hién dugc budu nguyén phat,
chdng tdi nhan thiy c6 6/32 bénh nhan bj bo
s6t ton thuong, 1a cac budu & nhitng ving co
dic diém hinh thé thuong khong dong nhat
va thuong co tinh trang viém, qua phat nhu
day ludi, amidan. Tir d6 néu loai trir 6 trudng
hop nay khoi déi twong nghién cau thi ty 1&
phét hién trong nghién cuu chi la 49% tuong
duong véi nghién ctiru c6 ¢ mau khé I6n cia
tac gia Lee MY (n=133) 1a 48% [3].

Hinh 4.1. Minh hga bénh nhan ghi nhgn bwéu tai cuc trén amidan phai

4.2. Pic diém buwéu nguyén phat goi y
trén PET/CT va mo bénh hoc

Két qua sau khi sinh thiét budu nguyén
phat 38 BN duogc PET/CT goiy, c6 32 bénh
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nhan dwgc xac nhan bang giai phiu bénh ac
tinh, 6 bénh nhan con lai la mé lanh tinh
(viém, u nhd). Vi tri buéu nguyén phét trong
38 BN duoc goi y trén PET/CT chu yéu tai
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ving dau ¢o (85,7%). Trong d6 cac vi tri hay
giap nhat lan luot & vom hong (28,5%),
amidan (25,7%), ha hong (17,1%) va day
ludi (14,3%). Két qua nay cua ching toi
cling kha déng nhét véi téc nghién ctu cua
cac tac gia khac nhu nghién ctu cia Mai
Trong Khoa va cs (100%) [4], Nguyén Thé
Tan va cs (76,6%) [5]. Tuy nhién so vai
nghién ctru cua Lee M Y va cs thi nhém tac
gia ghi nhan cha yéu ving dau ¢ nhung voi
ty 16 thap hon dang ké (53,4%) [3]. Ghi nhan
két qua mod bénh hoc budu nguyén phat va so
sanh véi md bénh hoc tai hach ching toi thay
100% két qua 1a tuwong thich v& mat ngudn
géc té bao.

Xét riéng tung vi tri budu nguyén phat,
trong khi cac nghién ctru trong nudce cho ty 1€
ung thu tai vom hong cao nhét thi nghién ctu
cia Au — My lai rat it. Ty I¢ budu tai vom
hau caa ching toi 1a 28,5%, cua Mai Trong
Khoa va cs [4] la 88,9%, cua Nguyén Thé
Tén va cs [5] la 20%, thi nghién cutru cua Lee
M Y [3] chi la 0,6%. V&i cac vi tri con lai
(amidan, ha hong, day ludi) thi lai kha twong
ddng gitra nghién ctru caa chang tdi so vai
tac gia Lee M Y, Johansen J [3], [7]. Piéu
nay c6 thé ly giai do co cau dich t& cua nhém
bénh ung thu vom hong, day la loai bénh ly
c6 ty lé mac cao & cac nude ving Pong A va
Pong Nam A, cic ving ¢ thoi quen n cac
moén in dugc mudi-uép chua, trong khi ty 1é
ung thu vom hau & cac nuéc Au- My thuong
thap [1], [10].

Tir cac két qua NC cua ching t6i, ciing
nhu cac két qua cua tac gia trong va ngoai
nudc cho thdy moét nhan dinh chung véi
nhom bénh nay. Budu nguyén phat thuong
¢6 nguodn gbc chii yéu 1a ving dau c¢b. Céc vi
tri nguyén phét hay gap cha yéu 1a ving éng
hau hong. Do dé trong xéac dinh tén thuong
nguyén phat dic biét l1a véi cac co so y té

khong duogc trang bi mdy PET/CT thi viéc
tham kham lam sang, ndi soi, phén tich hinh
anh CT/MRI can that day du va chi trong
dén céac vi tri nay.

4.3. P9 nhay, d¢ dac hiéu va gia tri tién
doan cia PET/CT

T két qua trén chdng téi nhan dinh
PET/CT da bo sot 5/37 truong hop co budu
nguyén phét, tic ty Ié &m tinh gia la 13,5%.
Co0 6 trong 38 bénh nhan phat hién budu goi
y trén trén PET/CT nhung sinh thiét lai
khong x&c nhan buéu, ty 1€ duwong tinh gia
15,7%. Tu do ching toi tinh duge do nhay
va do dac hiéu cua PET/CT trong nghién ctru
nay lan luot 1a 86,5% va 84,3%. Két qua nay
cling kha tuong dong véi nghién cau thuan
tap hoi ciru cia Maghami va cong sy trén 52
bénh nhan, PET/CT c6 d6 nhay 83%, d6 dac
hiéu 87%; gia tri du doan duong tinh 89%;
gia tri du doan am tinh 80% [10].

V. KET LUAN

Ti 1&¢ phat hién budu nguyén phét cua
PET/CT 1a 64,4%, d6 nhay la 86,5%, d dac
hiéu la 84,3%.

Vi tri budu nguyén phat duoc phat hién
trén PET/CT cha yéu la vung dau cd
(85,7%), trong d6 vi tri hay gap nhat la vom
hong va amidan.

VI. KIEN NGHI

PET/CT Ia cong cu chan doan co gia tri
trong tam soat budu nguyén phét. Tuy nhién
VGi ty 16 cao cac budu nguyén phat tim thay
déu thudc ving dau cd thi vai cac ca bénh
khong thé tiép can PET/CT cac nha ung thu
lJam sang nén dic biét cha y dén cac ving
nay dac biét 1a vom hong va amidan.
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KET QUA PHAU THUAT NOI SOI TUYEN GIAP QUA TIEN PINH MIENG
TAI BENH VIEN UNG BUO'U THANH HOA

TOM TAT

Muc tiéu: Danh gia két qua phau thuat noi
soi tuyén giap quatién dinh miéng tai Bénh vién
ung buéu Thanh Hba.

Phwong phap nghién ciu: M6 ta hoi ctu
két hop tién ctru 100 bénh nhan duoc phiu thuat
noi soi tuyén giap qua tién dinh miéng tai Bénh
vién ung budu Thanh Hoa tir thang 5/2020 dén
thang 5/2024.

Két qua: 100 bénhnhan (80 ni), tudi trung
binh 1a 32,5+9,3 (13 dén 55) tudi, trong d6 60
bénh nhan budu giap nhan, 39 bénh nhan ung thu
thé nha, 01 bénh nhan bénh Grave. Kich thudc
nhan giap trung binh1a 19,03 = 11,4 (4 dén 46)
mm. Phiu thuat cat giap toan bo vét hach ¢
trung tdm 12 trudng hop, cat gidp toan bo 3
trudng hop, cét thiy vaeo kém vét hach co trung
tam 10 truong hop, cét thily giap 69 trudong hop,
5 truong hop cét eo giap, 01 truong hop chuyén
mo ma. Thoi gian mé trung binh 12 111,5 + 42,2
(45 dén 300) phat. Tén thuong than kinh thanh
quéan quit nguoc: tam thoi 7 ca, vinh vién 1 ca;
suy can giap: tam thoi 5 ca, vinh vién 1 ca; té
viing cam 10 ca; khong c6 truong hop nao chay
mau hay nhidm trung sau mo.

'Khoa ngogi Pau Mdt Cé, Bénh vién ung buou
Thanh Héa

Chiu trach nhiém chinh: Luu Xuin Thong
Email: luuxuanthong@gmail.com

SPT: 0916686629
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Ngay phan bién: 26/7/2024

Ngay chip nhan ding: 30/7/2024
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Két luan: Phau thuat ndi soi tuyén giap qua
tién dinh miéng la phuong phap an toan, hiéu qua
va&i nhitng bénh nhan duogc lya chon va mong
muén tranh seo trén da.

Tir khéa: Phiau thuat noi soi tuyén giap
duong miéng, TOETVA, Nhan tuyén giap.

SUMMARY
SURGICAL OUTCOMES OF
TRANSORAL ENDOSCOPIC
THYROIDECTOMY VESTIBULAR
APPROACH AT THANH HOA
ONCOLOGY HOSPITAL

Objective: To evaluate surgical outcomes of
Transoral Endoscopic Thyroidectomy Vestibular
Approach (TOETVA) at Thanh Hoa oncology
Hospital

Methods: A retrospective and prospective
descriptive study on 100 patients who underwent
TOETVA at Thanh Hoa oncology Hospital from
May 2020 to May 2024.

Results: 100 patients (80 females), the mean
of age was 32,5+9,3 (13 to 55). The indications
for surgery included 59 thyroid nodule patients
and 39 papillary carcinoma patientsand 1 patient
of Basedow disease. The mean pre-operative
diameter of the nodules was 19,03 £ 11,4 (4 to
46) mm. Total thyroidectomy with central lymph
node dissection in 12 cases, total thyroidectomy
in 3 cases, lobectomy and isthmectomy with
central cervical lymph node dissection in 10
cases, lobectomy in 69 cases, and isthmectomy in
5 cases. The mean operating time was 111,5 +
42,2 (45 to 300) minutes. Recurrent laryngeal
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nerve (RLN) injury: transitent 7 cases (7,1%),
permanent 1 case (1%); hypoparathyroidism:
transient 5 cases (5,1%), permanent 1 case (1%);
10 cases of transient chin numbness; There were
no cases of infection or bleeding post-operation
in our patients.

Conclusion: TOETVA is a safe and
effective procedure for selected patients wishing
to avoid a cercical scar.

Keywords: Transoral Endoscopic
Thyroidectomy Vestibular Approach, TOETVA,
Thyroid nodule.

I. DAT VAN DE

Phau thuat noi soi tuyén giap qua tién
dinh miéng ké tir khi dwgc Anuwong béo cdo
loat 60 ca dau tién trén nguoi tai Thai Lan
nam 2016 véi thuat ngit TOETVA (Transoral
Endoscopy  Thyroidectomy  Vestibular
Approach) da gay su chi y 1on trén thé gioi.
Nam 2018 tac gia nay tiép tuc béo céo cap
nhat chi dinh, cac budc thuc hién ki thuat
nay va két qua cua 200 ca mo da duoc thuc
hién cho thay day 1a ki thuat an toan, kha thi,
gilp bénh nhén tranh dwoc vét seo trén da
[1], [2]. Sau d6, phuong phap nay da phat
trién tai nhiéu noi trén thé gigi trong d6 co
Viét Nam. Céc nghién ciu trong nhitng nam
qua di cho thdy ring day la phuong phap kha
thi, an toan va hiéu qua so cho nhitng bénh
nhan dugc lya chon phu hop [3]. Mac du co
mot sd cai tién nho vé ki thuat & cac trung
tam khac nhau, tuy nhién hién nay, da s6 cac
phau thuat vién déu thuc hién theo ki thuat
ma Anuwong md ta, vé chi dinh TOETVA
c6 thé thuc hién cho céc bénh ly tuyén giap
lanh tinh va ung thu biéu mo tuyén giap thé
biét héa (nhi va nang), véi tiéu chuan lya

24

chon tuy theo diéu Kién co so vat chat va ki
ning, kinh nghiém cua phau thuat vién.

Bénh vién ung budu Thanh Hoa da thuc
hién TOETVA tir nim 2020 dén nay cho cac
bénh ly tuyén giap lanh tinh va sau d6 13 ung
thu tuyén giap giai doan sém. Chung t6i thuc
hién nghién ctru nay dé danh gia két qua
bude dau phau thuat noi soi tuyén giép qua
tién dinh miéng tai Bénh vién ung budu
Thanh Hoa.

I. DOI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong: Bénh nhan duoc phiu
thuat noi soi tuyén giap qua tién dinh miéng
tai Bénh vién ung budu Thanh Hda tur thang
5/2020 dén thang 5/2024.

e Tiéu chudn lwa chen:

- Kich thuéc 16n nhat caa thay tuyén
giap khong qud 6 cm; nhéan giap lanh tinh
kich thudc < 4cm; u thé nang kich thudc <
2cm

- Ung thu biéu md tuyén gidp thé nha
cTINOMO (AJCC 8)

- Chtrc ning tuyén giap trong gigi han
binh thuong

e Tiéu chudn logi trir:

- Bénh nhan cd tién st tia xa hodc phau
thuat vaing ¢, cam trude do;

- Viém nhiém cép tinh khoang miéng;

- Chéng chi dinh chung cua phau thuat,
gay mé hoi sic.

2.2. Phwong phap nghién ciru: Mo ta
hoi ciru két hop tién ciu, bénh nhan dép (g
tiéu chuan dugc tién hanh TOETVA theo ki
thuat mé ta bai Anuwong 2018 [2]. Céc bién
s6 duoc thu thap tai cac thoi diém truée,
trong, sau phau thuat, kham lai sau 3 thang
va 6 thang biang céc khai thac ho so bénh én,
tham kham truc tiép va goi dién thoai.
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ll. KET QUA NGHIEN cU'U

100 bénh nhan dd dugc tién hanh TOETVA, 99 truong hop thuc hién thanh céng, 01
trudng hop chuyén mé mé. Trong s 99 ca thuc hién TOETVA két qua nhu sau:

Bdng I: Pdc diém bénh nhan

Bién s Gia tri
Tudi: TB+SD (min-max) 32,5+ 9,3 (13-55)
Gioi: n (%)
- Nam: 19 (19,2%)
- Nir: 80 (80,8%)
MG bénh hoc: n (%)
- Nang giap 4 (4,0%)
- Budu giap keo 45 (45,5%)
- U tuyén thé nang 10 (10,1%)
- Basedow 1 (1,0%)
- Carcinoma thé nh 39 (39,4%)
Bdng 2: Két qud phdu thuat
Bién s6 Gia tri
Kich thuéc u (mm): TB £ SD (min-max) 19,03 + 11,4 (4 — 46)
- Lanh tinh 24,8 £ 9,9 (4-46)
- Ac tinh 10,25
Phuong phap phau thuat: n (%)
- Cit gidp toan bo + VHC trung tam 12 (12,1)
- Cit gidp toan bo 3(3,0)
- Cit mot thiy va eo + VHC trung tdm cling bén 10 (10,1)
- Cat mot thiy giap 69 (69, 7)
- Cit eo gidp 5 (5,1)

Thoi gian phau thuat (phat): TB = SD (min-max)
- Cit giap toan bo + VHC trung tam
- Cit giap toan bo
- Cat mot thiy va eo + VHC trung tam cling bén
- Cit mot thuy giap
- Cit eo giap

111,5 + 42,2 (45-300)
141,7 + 20,8 (120-180)
140 + 10,0 (130 — 150)
119,2 + 25,7 (95 — 170)

107,4 + 44,7 (45-300)

63,0 + 17,2 (50 — 90)

Tinh trang hach:

- S6 ca vét hach: n (%) 22 (22,2)
- S hach vét dugc: TB = SD (min-max) 7,59+51(1-21)
- S ca c6 di can hach: n (%) 12 (54,4)
Dan Iuu hé giép 0
Thoi gian hau phau (ngay) 8,4+32

25




HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

Bdng 3: Tai bién, bién ching ciia phdu thudt

Bién sb Gia tri
Ton thuong TKQN
- Tam thoi 7(7,1)
- Vinh vién 1(1)
Suy can giap trang
- Tam thoi 5(5,1)
- Vinh vién 1 (1)
Ton thuong TK cam
- Tam thoi 10 (10,1)
- Vinh vién 0
Nhiém triing 0
Tu dich 5(5,1)
Bong da 1(1)

IV. BAN LUAN

Nhom bénh nhén trong nghién ciru (NC)
cua ching tdi ¢ tudi trung binh la 32,5+9,3
tudi (13 dén 55 tudi), ti 16 Nam/Ni xap xi
1/4; két qua nay trong NC cua Fernandez 1a
47 + 134 (31-68) va 1/7,3; NC cua
Anuwong la 40,76 + 12,06 va 1/24; NC cua
Nguyén Xuan Hau la 37,01+8,84 va 1/69 [2],
[4], [6]. Nhu vay, cd thé thay bénh nhan
trong NC cua chdng t6i tré hon va c6 ti 1€
nam giéi cao hon, diéu nay 1a do nhu cau caa
bénh nhan va ngudn bénh nhan caa mdi co
S0.

V¢ chi dinh caa TOETVA, trong NC cua
ching téi gap 3 nhdém bénh ly chinh, trong
d6 chu yéu 1a budu gidp nhan/nang gidp
chiém 59%, ung thu biéu md tuyén giap thé
nhi (PTC) chiém 39,4%, chi c6 01 trudng
hop bénh Grave do bénh vién ching toi la
bénh vién chuyén khoa vé ung buéu. NC caa
Anuwong ti lé budu gidp nhan/nang giap
chiém 55%, bénh Grave la 6,5% va PTC la
5,5%; NC cua Deroide budu giap nhan la
46,5%, PTC 12%, con lai la bénh Grave va
nhan giap tu chu [2], [6]. Pay déu la cac NC
kinh nghiém budu dau va déu c6 ti 1& bénh
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nhan budu gidp nhan/nang giap la cao nhat
cho thiy céc tac gia déu than trong trong viéc
chi dinh TOETVA khi méi bat dau. Tai bénh
vién ching toi, sau gan 50 ca dau tién chlng
t6i moi bat dau thyuc hién ki thuat nay cho
bénh nhan PTC. Kich thudéc u gidp trung
binh trong NC cua chang téi la 19,03 + 11,4
mm, trong d6 nhom lanh tinh la 24,8 + 9.9
(4-46)mm, u 16n nhat 13 46mm, nho nhat
4mm 1a treong hop c6 két qua té bao hoc
nghi ngo PTC nhung sau d6 mo6 bénh hoc la
NIFPT (u thé nang c6 dic diém nhan thé nhi
khong xam lan). Két qua nay tuong dwong
véi NC cua Fernandez kich thudc u trung
binh 1a 22mm, nho hon két qua NC cua
Anuwong la 4,1 = 1,78cm va Deroide la 36,1
+ 19,9mm [2], [4], [6]. Piéu nay c6 thé do
nhém bénh nhan NC cua chdng téi co ti lé
PTC cao hon cac tac gia, trong nhom PTC thi
tiéu chuan lua chon kich thuéc u <2cm.

V¢ cac loai phau thuat, trong nghién cau
ciia ching t6i TOETA c6 thé thuc hién cac
muc d6 cat giap tir cat toan bo tuyén giap, cat
mot thlly va eo, cat thlly va cat eo giap; ddi
véi vét hach TOEVA c6 thé thuc hién vét
hach c6 trung tm mot bén hoic 2 bén. Thoi
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gian phau thuat trung binh la 111,5 + 42,2
(45-300) phut, trong d6 thoi gian cia phau
thuat cat giap toan bo vét hach ¢ trung tam
la dai nhat, trung binh 1a 141,7 + 20,8 (120-
180) phat. Tuy nhién thoi gian ca mé dai
nhat 300 pht lai 1a mot trudng hop cit thiy
tuyén giap, u c6 kich thuéc I6n dan dén thao
tac kho khan va thoi gian ldy bénh pham
cling kéo dai khi ma kinh nghiém phau thuat
cta ekip con méi. So sanh vé trung binh thoi
gian phiu thuat cit giap toan bo vai cac tac
gia khac trong cac NC kinh nghiém budc
dau, két qua NC cua ching tbi thip hon
Deroide la 168 £+ 39.9 phut (85—240) phut,
cao hon NC cua Anuwong la 130 + 40,38
phlt (45-300phut), diéu nay cd thé lién quan
dén cac yéu t6 vé kich thuéc u va loai phau
thuat: cac truong hop PTC c¢6 kich thudc nho
nén thao tac nhanh hon; lién quan dén c&
mau hay néi cach khac 1a kinh nghiém trén
s ca da thyuc hién trong NC nay 1a 99 ca,
Deroide 90 ca va Anuwong la 200 ca;
Nguyén Xuan Hau thuc hién cét giap toan bo
& 40 bénh nhan PTC thoi gian phau thuat
trung binh 1a 119,87+27,78 phit; Ngd Qudc
Duy cét giap toan bo 4 trudng hop vai thoi
gian phau thuat trung binh 1a 140,5 phat [5],
[7]. NC cua chang t6i c6 01 truong hop
chuyén mé mé 1a bénh nhan nam nhan giép
kich thuéc I6n, chay méau khong kiém soat
duoc; mot s nghién ciu c6 béo céo céc
trudong hop chuyén mé mo nhu Deroide ¢6 5
treong hop, Sharin Pradhan co6 4 truong hop,
mot sb nguyén nhan chuyén mé mé duoc
dua ra 1a: khong boc 16 dugc day than kinh
quat nguoc, chay mau, thing mang nhan
giap trong qua trinh tao phau truong [6], [8].

Trong nghién cuu cua chang toi c6 39
bénh nhan PTC, 22 truong hop dugc vét
hach c6 trung tdm cing bén va hai bén,
ching téi thiy rang viéc tiép can qua tién

dinh miéng xudng gidp kiém soat va xu ly tét
ca 2 thuy tuyén giap va khoang hach c6 trung
tam ca hai bén, khi ma sé hach trung binh vét
dugc 1a 7,59 + 5,1 (1 — 21) hach, NC cia
Nguyén Xuan Hau sé hach vét duoc trung
binh 14 5,92 + 3,94 hach, Ngo Quéc Duy la
4,9 + 2,9 hach [5], [7]. Ban dau ching toi
vét hach khi kiém tra trong mé nghi ngo, tir
cudi nam 2023 tro lai ddy chung toi thuc
hién vét hach co trung tim cting bén thuong
quy cho bénh nhan vi thdy rang viéc vét hach
twong ddi thuan lgi do day than kinh quat
ngugc dugc boc 16 rd va phong dai, dung cu
phiu thuat cd thé tién sdu xudng dudi hdm
trc. Tuy nhién viéc bao ton tuyén can giap
dudi van 1a mot thach thae dé phau thuat
vién c6 quyét dinh vét ca hai bén khoang
trung tdm ddi véi treong hop chi ung thu
mot thay tuyén giap.

Theo di sau md: tat ca bénh nhan trong
NC déu khong dat dan luu, hau phau c6 5
truong hop dong dich hé giép can choc hat
dudi huéng dan siéu am va bing ép nhe.
Thoi gian nam vién sau mé trung binh 1 8,4
+ 3,2 ngay, cao hon hau hét cac NC trong va
ngoai nudc vi diéu kién tu cham soc y té cua
bénh nhan con han ché nén thuong ching toi
cho bénh nhéan ra vién sau 7 ngay hoac hon.
V¢ tai bién, bién chung cua phau thuat, tén
thuong than kinh thanh quan quit nguoc
chang téi gap 7 truong hop (7,1%) tam thoi
va 01 truong hop (1%) ton thuong vinh vién;
két qua nay twong duongng véi nghién ciru
cua Deroide 1a 7,8% tén thuong tam thoi,
cao hon cic NC cua Anuwong 4%,
Fernandez 4%, Nguyén Xuan Hau 2,4%; cac
tac gia nay khong co trudng hop nao ton
thuong vinh vién [2], [4], [5], [6]. Truong
hop ton thuong vinh vién trong NC cua
ching t6i kha ning cho nhiét lan khi tién
hanh cit day chang Beri bang dao ning
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luong cao. Suy can gidp trang, két qua NC
cia chung t6i c6 5 truong hop (5,1%) tam
thoi va vinh vién 01 truong hop (1%); trong
NC cua Anuwong ti 1€ suy can giap tam thoi
1&n ti 17,5% do ti I& cat giap toan bo cua tac
gia 1a 44,5%, trong khi ti 1& cat giap toan bo
cta ching toi 1a 15%, chung ta déu biét khi
cit giap toan bo thi nguy co suy can giap
ting cao ro rét. Néu tinh ti Ié trén sb ca cét
toan bo thi ti 1€ suy can giap trong NC cua
ching téi la 5/15 (33%) va Anuwong la
35/99 (35%).

C06 10 bénh nhan (10%) dugc ghi nhan co
té bi ving cam sau mo, va déu hdi phuc sau
2-3 thang, ti 1€ nay giam rd rét khi vi tri dat
troca 5 duoc diéu chinh ra ngoai va ra sau
hon; trong nghién ciru cia Ngé Quéc Duy ¢6
20% truong hop xuat hién té ving cam va
mdi dudi, Nguyén Xuan Hau nghi nhan 2,8%
bénh nhan, Deroide la 28,9% [5], [6], [7].
Mic du TOETVA tiép can qua ving miéng
nhung trong NC ctia chdng t6i va hau hét cac
tac gia déu khdng gap nhiém trung, dé dam
bao viéc nay can vé sinh ring miéng tét
trudc md va khang sinh du phong.

V. KET LUAN

Phau thuat noi soi tuyén giap qua tién
dinh miéng 14 phuong phap an toan, hiéu qua
v&i nhirng bénh nhan duwogc huea chon va mong
mudn tranh sco trén da.
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PAC PIEM LAM SANG, CAN LAM SANG CUA BENH NHAN
UNG THU BIEU MO TUYEN GIAP THE BIET HOA KHANG 131]
TAI BENH VIEN TRUNG WONG THAI NGUYEN

Nguyén Thanh Lam!, Vii Pinh Kién2, Vii Vin Thé?,

TOM TAT

Muc tiéu: Khao sat mot sé dic diém lam
sang, can 1am sang cia bénh nhan ung thu biéu
md tuyén gidp thé biét héa khang 21 tai Bénh
vién Trung wong Thai Nguyén.

P6i twong va phwong phap nghién ciru:
Nghién ctu mé ta tién ctu tién hanh trén cac
bénh nhéan ung thu biéu mé tuyén giap thé biét
héa di dugc diéu tri bang 11 sau mé cat toan bo
tuyén giap va duoc xac dinh khang 31 tai Bénh
vién Trung wong Thai Nguyén tur thang 5/2019
dén thang 5/2024.

Két qua: Tudi trung binh cua cacbénh nhan
la 47,8 £11,3, 87,3% la nir. Ung thu biéu mo
tuyén giap thé nha chiém 90,9% sb bénh nhan.
Ty 1& bénh nhan ¢ giai doan I, II, 111 va IV lan
luot la 43,6%, 27,3%, 7,3% va 21,8%. 81,8%
bénh nhan c6 nguy co tai phat trung binh va cao.
Tong lidéu 13 trung binh da diéu tri 1a 345,5 +

'Bénh vién Trung wong Thdi Nguyén

2Trung tam Ung buéu - Bénh vién Trung wong
Thai Nguyén

SGiam déc Trung tam Ung bwou - Bénh vién
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*Truéng khoa Y hoc hat nhan - Bénh vién Trung
wong Qudn doi 108

Chiu trach nhiém chinh: Nguyén Thanh Lam
SDT: 0982581779

Email: lamthanhnguyen2008@gmail.com
Ngay nhan bai: 19/7/2024

Ngay phan bién: 25/7/2024

Ngay chip nhan ding: 30/7/2024

Vi Tran Doanh3, L& Ngoc Ha?

132,4 mCi vasé lan diéu tritrung binh 12 2,24 +
1,1. Tatca bénh nhan van con nong do Tg kich
thich cao tai thoi diém phét hién khang 321, Ty lé
bénh nh&n ¢ nhom 1, 2, 3 va 4 theo phén loai
khang 3! cia ATA 2015 lan luot 1a 52,7%,
21,8%,9,1%val16,4%. 72,7% bénh nhanc6 1
ton thuong khang 31, 85,5% c6 ton thuong
khang 21 & hach ¢ hodc hach c6 két hop voi &
vi tri khac.

Két luan: Ung thu biéu mé tuyén giap thé
biét hoa khang I thuong gap ¢ bénh nhan co
nguy co tai phat trung binh hoac cao. Phan lén
moé ung thu va di can khong hap thu 2321 tir lan
diéu tri dau hoac sau vai lan diéu tri. Tén thuong
khang 3!l hay gap & vi tri hach c¢6 hoac két hop
VGi ¢ cac vi tri khac.

Tir khoa: Ung thu biéu mé tuyén giap biét
hoa, khang iod phdng xa (**!1), xa hinh toan than,
Hiép hoi tuyén giap Hoa Ky.

SUMMARY
CLINICAL AND SUBCLINICAL
CHARACTERISTICS OF
RADIOIODINE REFRACTORY
DIFFERENTIATED THYROID
CARCINOMA PATIENTS AT THAI
NGUYEN NATIONAL HOSPITAL
Objective: To investigate some clinical,
subclinical characteristics of radioiodine
refractory diffrentiated thyroid carcinoma
patients at Thainguyen National Hospital.
Materials and method: A prospective
descriptive study was conducted on differentiated
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thyroid carcinoma patients treated with 3!l post-
total thyroidectomy and were defined to be
radioiodine refractory at Thainguyen National
Hospital from May 2019 to May 2024.

Results: The average age of the patients was
478 + 11.3, 87.3% were female. 90.9% of
patients were papillary thyroid carcinoma. The
proportion of patients in stages I, II, Il and IV
were 43.6%, 27.3%, 7.3% and 21.8%
respectively. 81.8% of patients had intermediate
and high risk of recurrence. The mean total dose
of 13| treated was 345.5 + 132.4 mCi and the 31
treatment courses were 2.24 + 1.1. Patients’
serum stimulated Tg levels were still high at the
time radioiodine refractory was detected. The
rate of patients in groups 1, 2, 3 and 4 were
52.7%, 21.8%, 9.1% and 16.4% respectively
according to ATA 2015 radioiodine refractory
classification of differentiated thyroid carcinoma
(DTC). 72.7% of patients had 1 radioiodine
refractory lesion, 85.5% had radioiodine
refractory lesions in cervical lymph nodes or
cervical lymph nodes combined with other
locations.

Conclusion: Radioiodine refractory
diffrentiated thyroid carcinoma (RR-DTC) was
common in patients with intermediate or high
risk of recurrence. Most malignant tissues and
metastatic tissues did not concentrate radioactive
iodine from the first or after treatment courses.
Radioiodine refractory lesions were often found
in cervical lymph nodes or in combination with
other locations.

Keywords: Differentiated thyroid carcinoma,
radioiodine refractory, whole body scan (WBS),
American Thyroid Association (ATA).

I. DAT VAN DE

Ung thu tuyén giap 1a ung thu tuyén noi
tiét hay gap nhat va dang c6 xu huéng gia
ting sd ca mac trong thoi gian gan day. Theo
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GLOBOCAN 2020, ung thu tuyén giap dang
th 9 trong 10 bénh ung thu pho bién nhat. O
Viét Nam, ung thu tuyén giap ding hang tha
6 trong cac ung thu & nit gigi. Pa s6 ung thu
tuyén giagp 1a ung thu biéu md biét hoa
(DTC), trong d6 thé nha hay gap nhat. Véi
hau hét cac truong hop ung thu biéu md
tuyén giép biét hoa, “cit tuyén giap + liéu
phap iod phong xa + liéu phap tc ché TSH”
duoc coi 1a phuong phap diéu tri chuan, hiéu
qua 1am sang duoc ghi nhan rd rang. Piéu tri
bang iod phong xa (*311) 1a diéu tri bo tro sau
phiu thuat dé huy mo giap con s6t va 6 di
cin nho, tai phat. Theo thong ké nim 2014 &
Hoa Ky, phan lon cac truong hop dap (ng
v6i 131] tét ngay ca khi ¢ di can xa, ty 18
séng sau 5 nam 1a 83 - 98%, tuy nhién, c6
khoang 5 - 15% sé truong hop ung thu biéu
mb tuyén giap biét hoa khang 3! (RAIR-
DTC). Ung thu biéu md tuyén giap thé biét
hoa khang 1311 c6 thé dugc xac dinh 1a nhiing
truong hop ma md tuyén giap 4c tinh hoic
mb tuyén giap di cin mét di kha ning hap
thu 131] ngay tir khi bat dau diéu tri hoic sau
mot vai lan diéu tri bang 131, Tién lvong cua
c4c bénh nhan nay rat xau, vai ty 1& sdng
thém 10 ndm chi 10%, bénh nhan khang 131i
c6 di can xa thi thoi gian séng thém trung
binh chi 2,5 - 3,5 nam. Diéu tri bang 1311 s&
khéng hiéu qua néu bénh nhan khong dap
rng hodc khang tri vgi 1311, Do do, phat hién
va chan doan kip thoi ung thu biéu mo tuyén
gi4p biét hoa khang 131 c6 thé tranh duogc
viéc diéu tri bang 1311 khéng can thiét va
chuyén sang cac phuong phap diéu tri khéc.
Tai Viét Nam, cho dén nay viéc chan doan
som, diéu tri nhitng truong hop khang tri véi
131] van con kho khin va ¢6 nhirng diéu chua
ddng thuan trong thuc hanh 1am sang.

Tur d6, ching t6i thyc hién nghién cuu
nay voi muc tidu: Khdo sat mét sé dégc diém
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Idm sang, cdn lam sang cia bénh nhan ung
thw biéu md tuyén gidp thé bigt hda khang
1311 tgi Bénh vién Trung wong Thdi
Nguyén.

Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

Bénh nhan ung thu biéu mé tuyén giap
thé biét hoa di dugc mod cat toan bo tuyén
gidp, nao vét hach cd, dugc diéu tri bang 131
tai Trung tam Ung budu - Bénh vién Trung
wong Thai Nguyén) tir thang 5/2019 dén
thang 5/2024 va dugc xac dinh khang 1311,

* Tigu chuan chon bénh nhan:

Bénh nhan ung thu tuyén gidp thé biét
hoa dugc diéu tri bang 1311 sau m6 dap ung 1
trong 4 tiéu chuan cua Hiép hoi tuyén giap
Hoa Ky (ATA) nam 2015 [1]:

(1). M6 ung thu hoic to chic di cin
khéng hap thu 131].

(2). T6 chirc u mat kha niang hap thu 31|
sau mot sd lan diéu tri.

(3). Mot s ton thuong hap thu 1311, mot
s6 ton thuong khong hap thu 1311,

(4). Céc ton thuong tién trién mac di co
hap thu 131].

* Tigu chuan loai tru:

Bénh nhén ung thu tuyén gidp thé biét
hoa chua dugc phiu thuat va diéu tri bang
131], Bénh nhan ung thu tuyén giap thé biét
hoa khong theo ddi va kham xét dugc day du
sau diéu tri.

2.2. Phuong phap nghién ciru

2.2.1. Thiét ké nghién cizu

Nghién ciru mé ta tién cuau.

2.2.2. Chgn mdu

Chon méu thuan tién, khong xac suat.
Chon toan bo bénh nhan du cac tiéu chuin
lva chon va loai trir trong thoi gian nghién
cuu.

2.2.3. Chitieu nghién ciru

- Bénh nhan dugc kham lam sang, thu
thap cac théng tin vé tudi, gioi, tinh trang
khdi u, hach, di can, thé md bénh hoc,
phuong phap phau thuat.

- Chan doan giai doan theo Hiép hoi Ung
thu Hoa Ky ndm 2017 (AJCC 8).

- Panh gia nguy co tai phat theo tiéu
chuan cua Hiép hoi Tuyén gidp Hoa Ky nim
2015 (ATA 2015) [1]:

- S6 lan diéu tri bang 1311, tong lidu 31|
da diéu tri.

- Pinh luong ndng d6 Tg, anti-Tg huyét
thanh trugc va sau cac lan diéu tri 131 bang
phuong phap mién dich héa phat quang trén
may Unicel® Dxl 800 cua hdng Backman
Coulter tai khoa Sinh hoa - Bénh vién Trung
uong Thai Nguyén.

- Xa hinh toan than (whole body scan:
WBS) sau md véi 3 va sau diéu tri bang
1311 thyc hién trén may gamma SPECT
Millenium va Infinia cuia hédng GE
Healthcare tai khoa Y hoc hat nhan - Bénh
vién Trung vong Quan doi 108.

- Ghi nhan dap ung khdng hoan toan vé
Ciu trac, di can, tai phat qua hinh anh siéu
am vung cb, 6 bung, chup X quang, chup CT,
MRI, PET/CT v¢i 18FFDG... phdi hop. Panh
gia sb luong, kich thuéec, vi tri ton thuong.

2.2.4. X ly sé ligu

Str dung phan mém SPSS 20.0 for
Windows.
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lll. KET QUA NGHIEN CU'U

Trong thdi gian nghién ciru, 55 bénh nhan duoc xac dinh 14 ung thu biéu mé tuyén giap
thé biét hoa khang 1311.

Bdng 1: Tudi, gigi va thé md bénh hec ciia bénh nhan nghién ciu

Chi tiéu nghién ciru Pic diém (ty 1é %)
2oy 2 L Trung binh 47,8+ 11,3

Tuoi khi dugc chan doan (nam) Thép nhit - cao nhat 26 - 74

. Nit 48 (87,3)

Gigi tinh Nam 7 (12.7)

Thé nhi 50 (90,9)

Thé mé bénh hoc Thé nang 3 (5,5)

Thé hdn hop nhd - nang 2 (3,6)

Nhgn xét: Tudi trung binh cua bénh nhan DTC 14 47,8 + 11,3, ¢6 87,3% bénh nhan 1a ni.
90,9% trueong hop 1a ung thu biéu md tuyén giap thé nha.
Bdng 2: Giai doan TNM va giai doan bénh trwéc diéu tri 1311 theo AJCC 8 (2017)

Giai doan S6 bénh nhan (n = 55) Ty 1é %
Tla 5 9,1
T1b 18 32,7
T2 16 29,1
T T3a 7 12,7
T3b 3 5,5
T4a 2 3,6
T4b 4 7.3
NOa 6 10,9
N NOb 9 16,4
Nla 23 41,8
N1b 17 30,9
0 47 85,5
M 1 8 14,5
| 24 43,6
1 15 27,3
Giai doan bénh 11 4 7,3
IVa 4 7.3
I\Vb 8 14,5

Nhgn xét: Khéi u & giai doan T1b va T2 (kich thudc > 2 - 4 cm) chiém nhiéu nhét
(61,8%), 9 bénh nhan c6 khéi u xam lan ra ngoai tuyén giap (giai doan T3b, T4a va T4b).
Bénh nhan c6 di can hach ¢ 1a 72,7%, c6 di can xa la 14,5%. 70,9% bénh nhan & giai doan I,
11, 7,3% bénh nhan ¢ giai doan 111, 21,8% bénh nhan & giai doan 1V.
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Bdng 3: Danh gia nguy co tdi phdat theo ATA 2015

Neguy co tai phat S6 bénh nhan (n = 55) Ty 18 %
Thap 10 18,2
Trung binh 24 43,6
Cao 21 38,2

Nhdn xét: Vi giai doan TNM va giai doan bénh chwa danh gia dugc hét cac yéu té nguy
co tai phat, chung t6i danh gia nguy co tai phat theo ATA 2015. Két qua da ghi nhan 81,8%

bénh nhan c¢6 nguy co tai phat trung binh va cao.
Bdng 4: Téng liéu diéu tri va sé lan diéu tri bang 1311

Chi tiéu nghién ciru S6 bénh nhan (n = 55) Ty 18 %
<600 47 85,5
> 600 8 14,5
Tong liéu 1311 (mCi) Trung binh 3455+ 132,4
Thap nhét 100
Cao nhit 850
Trung binh 224+11
Sb lan diéu trj 1311 it nhat 1
Nhiéu nhét 6

Nhdn xét: Tong liéu diéu trj trung binh cia bénh nhan dén khi phét hién khang 1311 1a
345,5 + 132,4 mCi (85,5% bénh nhan nhan liéu tich liiy < 600 mCi). Thoi gian diéu tri trung
binh cua bénh nhan 12 2,24 + 1,1 lan (nhiéu nhat 1a 6 lan).

Bdng 5: Néng dé Tg, anti-Tg ¢ bénh nhan sau mé va khi dwoc xdc dinh khang 311

Xét nghiém huyét thanh Thoi diém sau mé | Thai diém khang 1311 p
Tg kich thich (ng/mL) 321,8 + 2957 354,3 + 2752 > 0,05
Anti-Tg (1U/mL) 32,3+554 28,9 + 49,5 > 0,05

Nhdn xét: T4t ca bénh nhan déu cd ndng do Tg kich thich van cao ¢ thoi diém phét hién
khéng 131, nong d6 anti-Tg & mirc binh thuong.
Bdng 6: Phin nhém ung thw tuyén giap thé biét hoa khang 1311 theo ATA 2015

Nhéom ung thu tuyén gidp thé biét hoa khang 1311 | Sé bénh nhan (n=55) | Ty & %
Nhom 1 29 52,7
Nhém 2 12 21,8
Nhém 3 5 91
Nhém 4 9 16,4

Nhdn xét: Ty 1é cao nhat gip & bénh nhan RR-DTC nhém 1 (52,7%) c6 WBS vai 132 (-):
khéng c6 hinh anh hap thu 1311 ngoai giwdng tuyén gidp trén hinh anh WBS sau lan diéu tri
dau tién; nhom 2 chiém 21,8%: WBS véi 131 (-) sau mot s6 lan diéu tri.
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Bang 7: Vi tri ton thwong dai dang, di cin

tdi phat khdang 1211 ¢ bénh nhan

Vi tri S6 bénh nhan (n = 55) Ty 16 %
Hach cd 35 63,6
Giudng tuyén giap 5 9,1
Hach ¢ + giwdng tuyén giap 3 5,5
Hach c6 + hach trung that 2 3,6
Hach ¢ + phoi 4 7.3
Hach ¢ + giwdng tuyén giap + phoi 2 3,6
Hach c6 + phoi + xuong 1 1,8
Vi tri khac 3 55

Nhgn xét: Vi tri ton thuong hay gap nhat & hach ¢ hoic & hach ¢ két hop véi vi tri khac
(85,5%), 14,5% & giwdng tuyén giap hoic giwong tuyén giap va hach co.
Bdng 8: Sé Vi tri tén thwong khdng 1311 trén bénh nhan

S6 vi tri ton thuwong S6 bénh nhan (n = 55) Ty 18 %
1 vi tri 40 72,7
2 vi tri 12 21,8
3 vj tri 3 5,5

Nhdn xét: Da sé bénh nhan c6 1 vi tri tén
thuong khang 1311 (72,7%), 21,8% bénh nhan
c6 2 vi tri khang 1311 va chi 5,5% bénh nhan
c6 3 vi tri khang 1311.

IV. BAN LUAN

Tuoi, giéi cia bénh nhan:

Bénh nhén nghién ctru caa ching toi co
tudi trung binh khi phat hién bénh 1a 47,8 +
11,3 (26 - 74) - 6 muc trung binh so vai cac
nghién ctru khac va khong cao hon ro rét so
Vi tudi cia bénh nhan DTC khong khéang 131
I trong nudc. Tudi trung binh cua cac bénh
nhan DTC khang 131 theo b4o céo cua Bui
Quang Biéu (2019) la 45,7 + 14,9 [2]; Lé
Ngoc Ha (2018) la 50,07 + 14,93 [3];
Nguyén Thi Lan Huong (2021) 1a 43,85 +
14,27 [4]. Nhiéu nghién ctru da chi ra RR-
DTC gap nhiéu hon ¢ bénh nhan c¢6 d6 tudi
cao hon: Ye Liu (2022) thiy nguy co khang
131 ting & cac bénh nhan > 48 tudi [5];
Jinyan Chai (2022) va L. Schubert (2024)
déu thay bénh nhan > 55 tudi c6 ty 1é khang
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1311 cao hon [6],[7]; tuy nhién YiLuo (2020)
chua thiy lién quan giira tudi, gioi va ty 1é
bénh nhan RR-DTC [8]. 87,3% s6 bénh nhan
cua ching tdi 1a nit - twong tu nhu ty 18 vé
gidi trong cac nghién catu cua cac tac gia
khac [2],[3],[4] va cling khong khac so véi ty
Ié theo gioi caa bénh nhan mic ung thu
tuyén giap ndi chung ma y van ghi nhan.
Giai doan TNM va giai doan bénh:
Bénh nhan caa chdng tdi c6 khdi u & giai
doan T1b va T2 chiém nhiéu nhit (61,8%), 9
bénh nhan (16,4%) c6 khdi u xam lin ra
ngoai tuyén giap, trong d6 3 bénh nhan cd
khéi u xam lin nhom co trudc gidp va 6 bénh
nhan c6 khdi u xam lan ciu trGc ving cé.
62,7% bénh nhan c6 di cin hach co, 14,5%
bénh nhén c6 di can xa. 70,9% bénh nhan ¢
giai doan I, I, 7,3% bénh nhan & giai doan
I11, 21,8% bénh nhén ¢ giai doan IV. Mot )
nghién ctru cua cac tac gia khac ciing cho
thiy bénh nhan c6 giai doan T1, T2 chiém ty
Ié cao nhat, ty I& di can hach ¢ cao twong tu
nhu cua chung t61 nhung ty 1€ di can xa khac
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nhau [3], [4]. L& Ngoc Ha (2018) phéat hién
13,4% bénh nhan c6 di can xa, 53,4% bénh
nhan ¢ giai doan 1V [3]; Nguyén Thi Lan
Huong (2021) thay chi 2,4% bénh nhan c6 di
can xa, 26,8% bénh nhan ¢ giai doan 1V [4];
Bui Quang Biéu (2019) thay 37,6% ¢ giai
doan 1V [2]. Ye Liu (2022) chi ra nhitng
bénh nhan ¢ duong kinh khdi u nguyén phat
> 18,5 mm, ¢6 di can xa, c6 nhiéu 6 di can c6
nguy co khang 3 cao hon [5]. Aama
Hassan (2016) nhan thay khang 1311 it xay ra
¢ bénh nhan DTC giai doan | va Il [9].
Jinyan Chai (2022), L. Schubert (2024) ghi
nhan RR-DTC xay ra nhiéu hon ¢ nhiing
truong hop ¢6 xam lan ra ngoai tuyén giap,
xam 1an mach mau, di can xa [6], [7].

Thé mé bénh hoc:

YiLuo (2020) ghi nhan nhitng bénh nhan
ph&n nhdm moé bénh hoc c6 nguy co ac tinh
cao, ung thu biéu md tuyén giap dang nang,
thé nha bién thé nang, ung thu biéu mo tuyén
giap biét hoa kém...co ty Ié khang 131l cao
[8]. Bénh nhan DTC cua chdng tdi c6 90,9%
& thé nhd, thé nang va thé nhi - nang c6 sé
lwong nho, khong du diéu kién phan nhom dé
c6 thé phan tich sau hon.

Nguy co tai phat:

Panh gia tong thé theo ATA 2015, 81,8%
bénh nhén cia ching t6i ¢ nguy co tai phat
trung binh va cao. Piéu nay phu hop véi céc
nghién ctru khéc: ty 1é nay theo nghién ctru
cia L& Ngoc Ha (2018) la 83,3% [3],
Nguyén Thi Lan Huong (2021) 14 95,9% [4],
Aama Hassan (2016) la 81,03% [9].

Tong lidu 1310 diéu tri va sé lan diéu
tri:

Tong lieu 1311 diéu tri va sé lan diéu tri
khac nhau gitra cac nghién ctu la tuy theo
nhom bénh nhan khang giap theo phéan loai
cua ATA 2015, thoi gian phéat hién khang 1311
va dic diém cua tirng bénh nhan. Bénh nhan

cia ching tdi ¢ tong liéu 1311 trung binh la
3455 + 132,4 mCi va sb lan diéu tri trung
binh 1a 2,24 + 1,1 (14,5% bénh nhén nhan
lidu tich Ity > 600 mCi). 30 bénh nhan cia
Lé Ngoc Ha (2018) c6 2,47 + 1,13 lan diéu
tri voi tong lidu 301,8 mCi [3]; 123 bénh
nhan cua Nguyén Thi Lan Huong (2021) c6
2,76 = 1,3 lan diéu tri véi tong liéu 358,6 +
221,6 mCi (8,9% bénh nhan nhan liéu tich
liy > 600 mCi) [4]; 41 bénh nhan DTC c0 di
can phoi, xwong Nguyén Thanh Cong (2024)
c6 tong liéu trung vi 1a 650 mCi [10]. Mot sb
tac gia nhu Ye Liu (2022) [5], Haugen, B.R.
(2016) [1] cho rang bénh nhan co liéu tich
liy > 600 mCi, dap ung khéng hoan toan cé
thé dugc xem l1a khang 311.

Nong d¢ Tg va anti-Tg huyét thanh:

Noéng do Tg huyét thanh la dau 4n ung
thu rat 6 gia tri dé theo d&i bénh va danh gia
két qua diéu tri. Anti-Tg la xét nghiém di
cung dé tang do tin cay cia Tg. Pap ung
hoan toan khi nong dé Tg khong kich thich <
0,2 ng/mL hodc Tg kich thich <1 ng/mL va
anti- Tg (-) két hgp khdng phat hién thay ton
thuong bang cac phuong phap chin doan
hinh anh. Tt ca bénh nhan caa chung t6i déu
c6 nong do Tg kich thich tai thoi diém phét
hién khang 31 cao va khong giam so vai
thoi diém sau phau thuat, nong do anti-Tg
thap, xa hinh toan than bang may SPECT véi
131] khéng c6 vi tri tap trung hoat do 1311 bat
thuong va phat hién thay ton thuong khang
131] bang cac phuong phap chan doan hinh
anh khac. Jinyan Chai (2022) nghién ctu
trén 199 bénh nhan DTC dugc diéu tri > 2
liéu 31| nhan thdy ty Ié bénh nhan RR-DTC
cao hon vai nhém bénh nhéan c6 anti-Tg (-)
khi ndng d6 Tg kich thich giam it hon 43%,
nong d6 Tg khong kich thich giam it hon
19%; v&i nhom bénh nhan cé anti-Tg (+) khi
nong do anti-Tg cao gap 14,8 lan giéi han
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trén, nong do anti-Tg giam it hon 46,4% [6].

Phan nhém ung thw biéu mo tuyén
giap thé biét hoa khang 31:

Theo phan nhom cua ATA 2015, ty I¢
bénh nhan RR-DTC cua ching tdi & nhom 1,
2, 3 va 4 lan luot 12 52,7%, 21,8%, 9,1% va
16,4%. Ye Liu (2022) thay ty I bénh nhan ¢
nhom 1 1a cao nhat (64,13%), nhém 2 la
12,11%, nhom 3 la 16,59%, nhém 4 1a 5,38%
va nhom bénh nhan c6 liéu 1311 tich liy > 600
mCi 1a 1,79% [5]: L& Ngoc Ha (2018) théy
bénh nhan & nhoém 1 chiém ty ¢ cao nhat
(70%) [3]; Nguyén Thi Lan Huong (2021)
thay bénh nhan c6 ty 1é cao & nhém 2 va 1
(48% va 39,8%) [4]; con Nguyén Thanh
Cong (2024) lai thay bénh nhan RR-DTC &
nhom 4 chiém ty 1¢ cao nhat (73,2%) [10]. O
nhom 1, t6 chic ung thu hodc di can khong
hap thu 131] do khéng c6 céc chat van chuyén
Nal (NIS) trong mang day cua té bao nang
tuyén giap dé hap thu iod (thuong do dot
bién hodc sip xép lai cac gen: dot bién
BRAF V600E, TERT, RAS, ALK, sip xép
lai RET...) v su kich hoat bat thuong cua
cac dudng truyén tin hiéu; dan dén biéu hién
bit thuong cia cac gen dic hiéu tuyén giap;
dan dén su dé khang cua cac té bao ung thu
tuyén gidp biét hoa d6i voi 131. G nhém 2,
khbi u mat kha nang hap thu 1311 sau mot thoi
gian diéu tri. Nhiing truong hop nay bénh
nhan thuong cd khéi di can 1on, nhiéu, 1311 da
tiéu diét nhitng té bao u biét hda con hap thu
1311 nhitng ving té bao kém biét héa khong
bi 31| tiéu diét nén bénh s& tién trién. O
nhom 3, 131 van tap trung & mot sé ton
thuong nhung mot s6 ton thuong khong hap
thu 1311, Nhitng truong hop nay thuong gap ¢
bénh nhan ¢6 di can nhiéu, 16n. O nhém 4,
bénh van tién trién di ton thuwong van hap
thu 131 (xuat hién tén thuong mai, ton
thuong tién trién, Tg huyét thanh tang).
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S6 lwong va vi tri ton thwong khang
131|:

Nghién ctu caa ching téi ghi nhan ton
thuong khang 1311 & 1 vi tri gap 72,7% trong
d6 chu yéu 1a & hach c6 (63,6%), 21,8% ton
thuong & hach c6 két hop véi ¢ vi tri khéc.
Lé Ngoc Ha (2018) thiy 80% bénh nhan c6 1
vi tri ton thuong, 76,8% & hach co, 16,7% &
girdng tuyén giap va giwdng tuyén gidp két
hop vai ¢ vi tri khac, s6 it & hach co két hop
Vi ¢ phodi, xuong [3]. Nguyén Thi Lan
Huong (2021) thiy 79,7% bénh nhan c6 1 vi
tri ton thuong, 74,1% & hach cd, 4,1% o
girdng tuyén giap, 11,4% & giwdong tuyén
gi4p va hach cd, s it & hach cb két hop véi
vi tri & xa khac [4]; Ye Liu (2022) ciing thay
ton thuong RR-DTC & hach c¢6 chiém ty 18
cao nhat rdi dén hach cb két hop & phoi, vi tri
khéc it gap [5].

V. KET LUAN

Nghién ctu trén 55 bénh nhan ung thu
tuyén giap thé biét hoa diéu tri bang 1311

sau md cit toan bo tuyén giap, duoc xac
dinh khang 1311 tai Bénh vién Trung wong

Théai Nguyén tir thang 5/2019 dén thang
5/2024, chung t6i thu dugc két qua:

Tudi trung binh cua cac bénh nhan 1a
47,8 + 11,3, 87,3% bénh nhén Ia nit. Ung thu
biéu md tuyén giap thé nha chiém 90,9% s
bénh nhéan. Ty I¢ bénh nhan ¢ giai doan I, 11,
11 va 1V lan luot 12 43,6%, 27,3%, 7,3% va
21,8%. 81,8% bénh nhan c6 nguy co tai phat
trung binh va cao. Tong liéu 13! trung binh
da diéu tri 1a 3455 + 132,4 mCi va sb lan
diéu tri trung binh 1 2,24 + 1,1.

T4t ca bénh nhan déu c6 néng do Tg kich
thich khdng giam sau céc lan diéu tri. Ty 1¢
bénh nhan khang 31 & nhém 1, 2, 3 va 4
theo phan loai ATA 2015 lan luot la 52,7%,
21,8%, 9,1% va 16,4%. Ton thuong di cin,
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tai phat khang 1311 thuong phat hién ¢ 1 vi tri,
chu yéu 1a hach cb (63,6%), 21,8% & hach ¢
két hop véi 6 vi tri khac, 14,5% ton thuong &
givong tuyén giap hoic két hop ¢ giwdong
tuyén giap voi hach cé.

TAI LIEU THAM KHAO

1.

Haugen, B.R., etal. 2015 American Thyroid
Association Management Guidelines for
Adult Patients with Thyroid Nodules and
Differentiated Thyroid Cancer: The
American Thyroid Association Guidelines
Task Force on Thyroid Nodules and
Differentiated Thyroid Cancer. Thyroid.
2016;26(1):1-133.

Bui Quang Biéu. Pic diém hinh anh va gia
tri chan doan cua 18F-FDG PET/CT & bénh
nhéan ung thu tuyén giap biét hda sau phau
thuat c6 thyroglobulin huyét thanh cao va xa
hinh toan than vai 21 am tinh. Tap chi Y
Duoc lam sang 108. 2019; 14(3): 105-113.
Lé Ngoc Ha, Nguyén Thi Lan Huong,
Nguyé&n Thi Nhung. Pic diém 1am sang, can
Iam sang cua cac bénh nhan ung thu tuyén
giap biét hda khang 311. Tap chi Bién quang
Viét Nam. 2018;30:11-16.

Nguyén Thi Lan Hwong, Nguyén Hitu
Nghia, L& Ngoc Ha, Nguy&n Thanh
Huwéng. Nghién ctru dic diém 1am sang, can
lam sang cua bénh nhan ung thu tuyén giap
biét hoa khang **I. Tap chi Y Duoc Iam sang
108. 2021;16(8):57-65.

Ye Liu, Yuhua Wang, Wanchun Zhang.
Scoring system and simple nomogram for
predicting radioiodine refractory
differentiated thyroid cancer. EJNMMI Res.

10.

2022;12(1). https://doi.org/10.1186/s13550-
022-00917-8.

Jinyan Chai, Ruiguo Zhang, Wei Zheng,
Guizhi Zhang, Qiang Jia, Jian Tan.
Predictive value of clinical and pathological
characteristics for metastatic radioactive
iodine-refractory differentiated thyroid
carcinoma: a 16-year retrospective study.
Front. Endocrinol. 2022;13.
https://doi.org/10.3389/fend0.2022.930180.
L. Schubert, A. M. Mbekwe Yepnang, J.
Wassermann, Y. Braik Djellas. Clinico-
pathological factors associated with
radioiodine refractory differentiated thyroid
carcinoma status. Journal of
Endocrinological Investigation.  2024.
https://doi.org/10.1007/s40618-024-02352-z.
YiLuo, Hongyi Jiang, Weibo Xu, Xiao
Wang, Ben Ma, Tian Liao, Yu Wan.
Clinical, pathological and molecular
characteristics correlating to the occurrence
of radioiodine refractory differentiated
thyroid carcinoma: a systematic review and
meta-analysis.  Front. Oncol. 2020.
https://doi.org/10.3389/fonc.2020.549882.
Aama Hassan, Saima Riaz, Humayun
Bashir, M. Khalid Nawaz, Raza Hussain.
Can the American Thyroid Association risk
of recurrence predict radioiodine refractory
disease in differentiated thyroid cancer. Eur
Thyroid J. 2016;5(4):261-267.

Nguyé&n Thanh Céng, Tran Ping Ngoc
Linh, Tran Quyét Tién. Pac diém diéu tri
bénh nhan ung thu tuyén giap thé biét hoa di
can phoi va di can xuong bang 131, Tap chi
Y hoc Viét Nam. 2024;536(1B):26-30.

37


https://doi.org/10.1186/s13550-022-00917-8
https://doi.org/10.1186/s13550-022-00917-8
https://doi.org/10.3389/fendo.2022.930180
https://doi.org/10.1007/s40618-024-02352-z
https://doi.org/10.3389/fonc.2020.549882

HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

MOI LIEN QUAN GI(rA NONG PO EBV-DNA HUYET THANH
VO'I1 KET QUA PIEU TRI UNG THU VOM MUI HONG GIAI POANII - IVA

L& Thi Swong?, Trinh L& Huy?, Nguyén Viét Binh3

TOM TAT

Muc tiéu:

1. Khao sat nong do EBV-DNA huyét thanh
theo motsé dac diém l1am sang, bénh hoc trudc
va sau diéu tri ung thu vom miii hong giai doan
II-IVA tai bénh vién Ung buéu Nghé An.

2. Khao sat méi lien quan giita nong do
EBV DNA huyét thanh va két qua séng con.

Po6i twong va phwong phap nghién ciu:
M6 ta hdi ctu két hop tién ctiru 78 bénh nhan ung
thu vom miii hong giai doan II-IVA tai bénh vién
ung budu Nghé An tir 1/2021- 5/2024.

Két qua: Tudi trung binh 53,08+13,46,
nhoém tudi hay gap nhat 40-60 (41%), nam/ni
(82,1%/17,9%). Cht yéu UTBM khong simg hoa
typ biét hoa va khong biét hoa (97,5%). Giai
doan 111: 39,7%, IVA:32,1%. Phan 16n bénh nhan
duoc hoa chét din dau sau d6 hoa xatri (71,8 %).
Nong d6 EBV-DNA trung binh trudc diéu
tri:63234,9+308562,4copies/ml, sau diéu tri:
1762,9+1840,9 copies/ ml, ndng d6 EBV-DNA
huyét thanh sau diéu tri giam hon so véi truéc

'ThS.BS - Phé truong khoa Ngi 1 bénh vién Ung
buou Nghé An

2PGS.TS - Phé truong b mon Ung thur Pai hoc
Y Ha Ngi

SThS.BS - Phé gidm déc Bénh vién Ung buou
Nghé An

Chiu trach nhiém chinh: Lé Thi Suong

SPT: 0975194326

Email: bs.lethisuong@gmail.com

Ngay nhan bai: 12/7/2024

Ngay phan bién: 20/7/2024

Ngay chip nhan ding: 26/7/2024
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diéu tri c6 y nghia théng ké (p<0,01). Nong do
EBV-DNA huyét thanh trung binh truéc va sau
diéu tri cao hon & giai doan IVA so véi giai doan
II, III ¢6 y nghia théng ké (p<0,05). Nong do
EBV-DNA huyét thanh >300 copies/m] trudc
diéu tri cao hon & nhém BN UTBM khéng sing
hoa typ khong biét hoa so véi hai nhdm con lai
(p<0,01). V¢i thoi gian theo ddi trung binh 20,6
thang (7-36,7 thang), thoi gian séng thém PFS,
DMFS, OS 2 nam lan luot 1a: 89%, 91%, 93%,
khong c6 su khac biét vé sdng thém giita hai
nhém EBV-DNA (p>0,05).

Két luan: Két qua budc dau didu tri
UTVMH véi ti 1é séng thém cao, va c6 mébi lién
quan giita nong ¢6 EBV-DNA huyét thanh véi
maot sé yéu té nhu giai doan bénh, md bénh hoc.

Tarkhoa: Ung thu vom miii hong, giai doan
11-IVA, EBV-DNA huyét thanh.

SUMMARY
CORRECLATION BETWEEN SERUM
EBV-DNA LEVELSAND TREATMENT

OUTCOMES FOR STAGE II-IVA

NASOPHARYNGEAL CANCER

Objective:

1. Investigating serum EBV-DNA levels in
relation to certain clinical and pathological
characteristics and serum EBV-DNA levels
before and after treatment of stage II-IVA
nasopharyngeal cancer at Nghe An Oncology
Hospital.

2. Examining the correclation between
serum EBV-DNA levels and survival outcomes.

Patients and methods: A retrospective and
prospective descriptive study of 78 stage II-IVA
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nasopharyngeal cancer patients at Nghe An
Oncology Hospital from January 2021 to May
2024,

Results: The average age was 53.08+13.46,
with the most common age group being 40-60
(41%), male/female ratio was 82.1%/17.9%.
Most patients had differentiated and
undifferentiated non-keratinizing carcinoma
(97.5%). Stages Il and IVA were 39.7% and
32.1%, respectively. Most patients received
induction  chemotherapy  followed by
chemoradiotherapy (71.8%). The average serum
EBV-DNA concentration before treatment was
63234,9+308562.4copies/ml, and after treatment
was 1762,9+1840,9 copies/ml, showing a
statistically significant decrease (p<0.01). The
average serum EBV-DNA concentration before
and after treatment was significantly higher in
stage VA compared to stages Il and 111 (p<0.05).
Serum EBV-DNA concentration >300 copies/ml
before treatment was higher in the
undifferentiated non-keratinizing carcinoma
group compared to the other two groups
(p<0.01). With an average follow-up time of 20.6
months (7-36.7 months), the 2-year PFS, DMFS,
and OS were 89%, 91%, and 93% respectively.
No significant difference in survival was
observed between the two EBV-DNA groups
(p>0.05).

Conclusion:  The initial results of
nasopharyngeal cancer treatment show a high
survival rate, and there is a relationship between
serum EBV-DNA levelsand several factors, such
as disease stage, and pathology.

Keywords: Nasopharyngeal cancer, stage I1-
IVA, serum EBV-DNA.

I. DAT VAN DE

Theo Globocan 2020, c6 khoang hon
130.000 ca mic m&i UTVMH trén toan cﬁu,
trong d6 ti 1& mic cao nhat & mién Nam

Trung Quéc, Dbong Nam A, Béc Phi. Tai Viét
Nam, bénh ¢6 ti 1é mic cao nhit trong téng
sd cac ung thu ving dau cd, dimg hang thir 9
vé ti 1&6 mic mai, hang thu 7 ve ti 16 tir vong.
UTVMH Ia ung thu ¢6 nguy co di can xa cao
nhit trong tit ca cac loai ung thu ving dau
co. Tuy nhién, bénh kh4 nhay cam vé&i hoa
chét, xa tri, ddc biét, voi ki thuat xa trj tién
tién hién nay, ti 1 tai phat ving xay ra it hon
10% trong tong sd giai doan bénh tién trién
tai cho [1].

Nhiém virus Epstein Barr (EBV) la mot
trong nhitng nguyén nhan phat trién
UTVMH. Nhiéu nghién ctru di khang dinh
vai tro xét nghiém EBV trén miu mo hoic
trong huyét thanh UTVMH dé danh gia theo
d&i bénh tai phat, ton du sau diéu tri. Sir
dung phuong phap Real-time PCR
(Polymerase Chain Reaction) dinh lugng
EBV DNA (Deoxyribonucleic acid) trong
huyét thanh bénh nhan v61 d§ nhay va do dac
hiéu dao dong tir 53%-96%, va 88%-100%
[2]. P4i véi nhom bénh nhan UTVMH tién
trién tai ving, cac nghién ctru ciing da chi ra
mirc EBV-DNA tai thoi diém chan doan ban
dau cao hoic EBV-DNA con tdn du sau diéu
tri xa tri hoac hoa xa tri co tién lugng Xau
hon trén UTVMH giai doan II-1V [3]. Mot
da phan tich gdm 13 nghién ctru da chi ra
mirc EBV DNA cao trong huyét thanh trudc
diéu tri 1a yéu t6 tién lwong doc lap d6i voi ti
1¢ tu vong (HR, 2.81; 95% CI, 2.44-3.24; p <
0,001) va ti 1€ di can xa (HR, 3.89; 95% ClI,
3.39-4.47; p <0,001), mac du nhiing nghién
ctru nay khong ddng nhét [4]. Ngoai ra, cac
nghién ctru ciing st dung dinh lugng EBV
DNA trong huyét thanh dé danh gia dap tng
héa chat dan dau hodc hoa xa trj dé thém vao
ké hoach diéu tri hoic theo ddi dap tmg hoa
chat ¢ doan tai phat, di can. Theo NCCN
(Mang ludi ung thu qudc gia M¥) phién ban
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2022 d khang dinh vai tro xét nghiém EBV
mau md trong chan doan UTVMH ddi véi
nhirng trudng hop di can biéu mo vay tai
hach ¢ ma khong c6 tén thuong tai vom.

Bénh vién Ung budu Nghé An, bit dau
trién khai dinh lvgng nong d6 EBV DNA
huyét thanh trong chan doan va diéu tri bénh
nhan UTVMH tu nam 2021. Do vy, ching
t61 tién hanh nghién ctru nay véi 2 muc tiéu:

1. Khao sat nong d6 EBV-DNA huyét
thanh theo mot sé dic diém 1am sang, bénh
hoc trudc va sau diéu tri ung thu vom mii
hong giai doan II-IVA tai bénh vién Ung
budu Nghé An tur 1/2021-5/2024.

2. Khao sat méi lién quan giira nong do
EBV DNA huyét thanh va két qua séng con.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Poi twgng nghién ciru: Doi tuong
nghién ciru bao gdm 78 bénh nhan ung thu
vom miii hong giai doan II-IVA dugc dinh
lwong nong @6 EBV-DNA huyét thanh truéc
v sau diéu tri.

* Tiéu chudn chon bénh nhin:

- M6 bénh hoc tai vom la UTVMH (theo
WHO 2005).

- Chan doén giai doan II-1VA theo AJCC
2017 chua diéu tri truée do

- Chi sb toan trang (PS — Performance
Status) 0,1

- Puoc dinh luong ndng do EBV-DNA
huyét thanh truéce va sau diéu tri.

- Pugec diéu tri hoa chat dan dau, hoa xa
tri hodc hoa xa tri c6 hodac khong co bo tro
theo chi dinh.

- Duogc theo doi va tham kham danh gia
trong va sau qua trinh diéu tri.

* Tiéu chudn logi triv:

- Bénh nhan UTVMH giai doan T2NOMO
chi dinh xa tri don thuan.

- Mic ung thu khac.
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2.2. Phwong phap nghién ciru: Nghién
ctru mo ta hoi ctru két hop tién ciru

- C& mau: chon tat ca bénh nhan du tiéu
chuan vao nghién cuiru

- Céc buéc tién hanh:

Budc 1:

+ Thu thap thong tin bénh nhan theo mau
bénh an

+ Khém truc tiép BN, danh gi4 1am sang,
can lam sang, giai doan T, N, M.

Buéc 2: Xét nghiém ndng d6 EBV-DNA
huyét thanh bang ki thuat Real-time PCR
trude va sau diéu tri (d6i v6i bénh nhan co
chi dinh hoa chit dan dau xét nghiém trudce
diéu tri, sau két thiic hoa xa 3 thang; ddi véi
bénh nhan cé chi dinh hoa xa trj c6 bd trg,
xét nghi€m trudc diéu tri, sau hoa xa 3 thang
hodc sau két thiic hoa chat b6 tro 1 thang; ddi
v6i bénh nhan c6 chi dinh héa xa tri dong
thoi, xét nghiém trudce khi diéu tri va sau hoa
xa tri 3 thang). Xét nghiém dugc lam tai
khoa giai phau bénh — Bénh vién Ung buéu
Nghé An theo qui trinh chuan. Cac mau
DNA huyét twong dd duoc dinh lugng DNA
EBV bang hé théng RTQ-PCR nhim vao
vung phan manh BamHI-W cua b6 gen EBV.
Néng d6 EBV DNA trong huyét twong <300
copies/ml dugc xac dinh la mic khong thé
phat hién.

Bugc 3: Piéu tri theo huéng dan chan
doan cua bd Y té 2020 va hudng dan cua
NCCN

+ Hoéa chat dan dau phac do6 Gemcitabin-
Cisplatin x 3 dot d6i v6i nhirng trudng hop
giai doan T1-2N1MO nguy co cao (mirc EBV
DNA >2300 ban sao/ml trude diéu tri, hach >
3 c¢m, hach v& vo), T3-4N0-3MO0, sau do6 hoa
xa tri d@)ng thoi (xa tri 70 Gy u, hach),
Cisplatin 100 mg ngay 1, 22, 43 néu mirc loc
cdu than >50ml/p, néu muc loc cdu than
<50ml/p Carbopltin AUC 6 ngay 1, 22, 43).
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Péi voi truong hop muc loc cau than
<50ml/p tai thoi diém chan doan diéu tri hoa
xa tri v&i Carboplatin AUC 6 ngay 1, 22, 43,
b6 tro Carboplatin- 5FU.

+ Hoa xa trj dong thoi véi truong hop
T2NOMO nguy co cao, T1-2N1MO khéng
nguy co cao (xa tr1 70 Gy u, hach di céan, 60
Gy du phong hach cb, Cisplatin hodc
Carboplatin tiy mirc loc ciu than).

Buéc 4: Danh gia dap ung diéu tri: sau 3
chu ki héa chit dan dau, sau hoa xa tri 3
thang hodc sau hoa cht bd trg 1 thang theo
RECIST 1.1. Phan tich d&i séng thém theo
Kaplan Meier. PFS (Thoi gian song thém
bénh khong tién trién): 1a thoi gian tinh tir
khi bat dau diéu tri dén thoi diém bénh tién
trién hodc tor vong, DMFS (Thoi gian séng
thém khong di can xa): la thoi gian tinh tur

. KET QUA NGHIEN cU'U
3.1. Dic diém bénh nhén
Bang 1. Dac diem bénh nhdn

khi bat dau diéu tri dén thoi diém bénh di can
xa hodc tir vong, hoac mat dau, OS (Thoi
gian séng thém toan bd): 1a thoi gian tinh tir
khi bat dau diéu tri dén thoi diém tir vong.

Buéc 5: Phan tich mdi lién quan giita
mot sd dic diém 14m sang, can 1am sang va
két qua diéu tri v6i sy bién thién ndng do
EBV DNA huyét thanh trén nhom bénh nhan
nghién cuu.

2.3. Phan tich va xir Iy s6 liéu: Nhap va
xt Iy s6 liu bang phan mém SPSS 20.0.
Thuét toan thong ké mo ta, so sanh ti 1& ghép
cap st dung test khi binh phuong theo Mc
Nemar, so sanh 2 trung binh bang kiém dinh
Mann- Whitney, so sanh cic ndng do trung
binh bang kiém dinh Kruskal- wallis H. Phan
tich thoi gian sdng thém theo phuong phap
udce tinh Kaplan-Meier.

N (%)
Tudi (trung binh, nim)
53,1+13,5, nhé nhét: 21, cao nhét: 76
Nhém tudi hay gip nhat 40-60: 41%
Gioi
Nam 64 (82,1)
N 14 (17,9)
Giai doan bénh
1 22 (28,2)
11 31 (39,7)
IVA 25 (32,1)
M0 bénh hoc
UTBM vay surng hoa 2 (2,5)
UTBM khéng sirng hoa typ biét héa 13(16,7)
UTBM khoéng sirng hoa typ khéng biét hoa 63 (80,8)
Phwong phap diéu tri
Hoa chat dan dau - hoa xa tri 56 (71,8)
Hoa xa trj c6 bd trg 13 (16,7)
Héa xa tri khong co bb trg 9 (11,5)
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Nhgn xét: Tudi mic trung binh 1a
53,08+13,46, tudi nhé nhét 1a 21, cao nhat 1a
76 tudi. Nam/nit (82,1%/17,9%),

chu yéu

UTBM khong sung hoa typ biét hoa va

khong biét hoa (97,5%). Giai doan 111, 1V

gap nhiéu hon (I1I: 39,7%, IVA:32,1%), giai
doan 11 chiém 28,2%. Chu yéu BN duoc hoa
chéat dan dau sau d6 hoa xa tri chiém 71,8 %.

3.2. Nong d6 EBV-DNA huyét thanh

Bdng 2. EBV-DNA huyét thanh trwéc va sau diéu tri

ciia nhom bénh nhin nghién ciru

Nong EBV-DNA huyét Truéc diu tri Sau diéu tri p
thanh n % n %
> 300 copies/ ml 71 91 19 24,4
< 300 copies/ ml 7 9 59 75,6 <0,01
Tong 78 100 78 100
Trung binh 63234,9+308562,4 1762,9 + 1840,9

Nhgn xét: Nong d6 EBV-DNA huyét thanh sau diéu tri giam hon so véi trude diéu tri co

¥y nghia thong ké (p<0,01).

3.3. Lién quan ndng @9 EBV-DNA trwée diéu tri véi mot sé yéu td
Bdng 3. Méi lién quan gi#a nong dp EBV-DNA huyét thanh véi giai doan UTVMH

Néng d EBV-DNA huyét thanh Giai dogn bgnh
ong do uye T i IVA P
| >300 copies/ml | 20(90,9%) | 27 (87,1%) 24 (96%)
Trwoc dieu ) 0,543
i < 300 copies/ml 2 (9,1%) 4 (12,9%) 1 (4,0%)
) Néng d6 trung binh [4322,7+7787,9/9676,9+14758,5(161318,4+507760,7(0,034
>300 copies/ml 2 (9,1%) 6 (19,4%) 11(44%) 0.015
Sau diéu tri| <300 copies/ml 20 (90,9%) 25 (80,6%) 14 (56%) ’
Néng d6 trung binh | 214,9+279,7 | 488,2+966,9 919,7+1615,7 |0,016
Bdng 4. Méi lién quan gi#a nong dé EBV-DNA huyét thanh véi md bénh hoc
M bénh hoc
s . UTBM kho UTBM khd
Néng ) EBV-DNA huyét thanh | P IEMRRONG L ENERRONG g
UTBM vay | sirng hda typ strng hoda typ
biét hda khong biét hoa
) >300 copies/ml 1 (50%) 10 (76,9%) 60 (95,2%)
Trwéc ; 0,013
didu tri < 300 copies/mi 1 (50%) 3 (23,1%) 3 (4,8%)
1€ 1 3
" | Nong d6 trung binh [1370,0+1598,1|5934,6+11448,7 |69018,3+324964,3| 0,08
a >300 copies/ml 0 (0%) 4 (30,8%) 15 (23,8 %)
Sau dieu ) 0,84
i < 300 copies/mi 2 (100%) 9 (69,2%) 48 (76,2%)
1 R
) Nong dd trung binh 175£106,1 1120,8+1935,4 443,1+881 4 0,73
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Nhdn xét: UTBM khéng sirng héa typ khéng biét hoa
- Nong do EBV-DNA huyét thanh trung  so vai hai nhém con lai (p<0,01).
binh trudc va sau diéu tri cao hon & giai doan - Mbi lién quan giira nong 46 EBV-DNA
IV so véi giai doan 11, 111 (p<0,05). huyét thanh vai thoi gian séng thém

- Nong do EBV-DNA huyét thanh >300
copies/ml truge diéu tri cao hon & nhém BN

.04 s o A Phin nhém EBV-DNA
L tredre didu try
T L - 7« 300 Coplesinl
MR e o 22300 Copresinl
- .censored
0867 + .cenmored
opd PFS 2 ndm trong nhom EBV-DNA <300 Copies/ml: 100%
< PFS 2 ndm trong nhom EBV-DNA =300 Copies/ml: 83%
- p=0439
=
0.4
0.2+
0.0+
J L} T L) L
00 10.00 2000 3000 40.00
Thé&i gian séng thém bénh khéng tién trién (PFS, thang)
Biéu do 1. PFS
' o R Phin nhém EBV-DNA
! truéc diu tn
- - -40»--00“- 4ot rj‘g‘:w‘m
2 Copie:
T -censored
084 - .censored
DMFS 2 nam nhom EBV-DNA <300 copies/mi. 100%
067 DMFS 2 ndm nham EBV-DNA =300 copies/mi: 1%
2 = o
o p=0486
=
04
024
0.0+
\J ¥ L} Ny ¥
00 10.00 2000 30.00 40.00

Thél gian séng thém khéng di cin xa (DMFS, thang)
Biéu do 2. DMFS
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089

OS 2 ndm trong nhom EBV< 300 copies/ml; 100%

Phan loai EBV-DNA
trude didu tn

~I71<300 copies/mi
=300 copiesimi

= .censored
-censored

- 0.6 OS 2 nam trona nhom EBVz= 300 copies/ml: 93%
L) -
- p=0,78
=
0.4+
0.2
0.0
L | ] ] 1]
00 10.00 20,00 30.00 40.00

Thei gian séng thém toan bd (OS, thang)
Biéu d6 3. OS

Nhdn xét: Véi thoi gian theo ddi trung
binh 20,6 thang (7-36,7 thang), ti 1€ PFS,
DMFS, OS khoéng c6 su khéc biét gitra hai
nhém EBV-DNA (p>0,05).

IV. BAN LUAN

Nghién ctu cta chang t6i, véi thoi gian
theo do6i trung binh 20,6 thang (7-36,7
thang), két qua diéu tri buéc dau cho thay ti
16 séng thém bénh khéng tién trién, khdng
thém khong di can xa va séng thém toan bo
lan ot la 89%, 91%, 93%. 78 bénh nhén
theo ddi c6 6 bénh nhan tién trién sau thoi
gian diéu tri, trong d6 c6 5 bénh nhan di cin
xa (1 co tai phat vung va di can xa, 4 di can
xa), 1 BN ti phat vung, 2 bénh nhan ti vong
(1 tai phat vung va di can xa, 1 di cén xa).
Vai trd caa EBV-DNA huyét thanh di duoc

44

xac dinh tr nhirng nam 1998, va sau do6 duoc
cac nghién ctru rong réi trong chan doan, tién
luong va theo ddi dap g diéu tri, cling nhu
kha nang tai phat, di can sau diéu tri trong
UTVMH.

Trong nghién cuau cua chung toi, ti I¢
EBV-DNA huyét thanh dwong tinh (>300
copies/ml) trude diéu tri chiém 91%, chi co
9% c6 EBV-DNA am tinh (<300 copies/ml)
va sau diéu tri ti 16 EBV-DNA duong tinh
giam con 24,4%, su khac biét nong do EBV-
DNA huyét thanh trude va sau diéu tri cO y
nghia théng ké véi p<0,01. Theo nghién ciru
cia Pham Huy Tan (2018) [5], ti 1& bénh
nhan c6 ndng d6 EBV-DNA > 300 copies /
ml truée didu tri 1a 74,0%, theo nghién ciru
cua Lertbutsayanukul C. ti 1¢ EBV-DNA
duong tinh trudc diéu tri 12 59,1% [6]. Két
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gua nghién ctru cua chung t6i cao hon so vai
cac nghién ctiru khéc c6 thé do dbi tuong lra
chon cua ching toi vai giai doan 11 (xét theo
yéu t6 EBV-DNA & muac cao >2300
copies/ml) dé xét lya chon phuong an diéu tri
theo huéng dan NCCN 2020 va ching toi
loai trir nhirng bénh nhan T2NOMO vé&i mirc
EBV-DNA <2300 copies/ml, thé tich u nho
chi dinh xa tri don thuan. Nong do EBV-
DNA trung binh truée diéu tri trong nghién
ceu cua chang toi la 63234,9+308562,4
copies/ml, nong do nay thap hon nghién ctu
ciia Pham Huy Tan (2018), theo tac gia nay
nong d6 EBV-DNA trung binh trudc diéu tri
la 143084,1 + 298768,2 copies/ ml, c6 thé do
trong nghién ctru ctia Pham Huy Tan bao
gom ddi tuong ca giai doan di can [5]. Tuy
nhién néng d6 EBV-DNA huyét thanh trong
nghién ctru ching t6i, cling nhu cac tac gia
trong nudc déu cao hon so véi cac tac gia
nudc ngoai. Theo tac gia Lertbutsayanukul
C., néng do EBV-DNA trung binh trudc diéu
tri 1a 2000 copies/ml [6], tdc gia Chen M.
nong do nay la 9440 copies/ml [7]. Su khac
biét nay can phai cd nghién cau phdi hop
gitra cac trung tdm ung budu trén toan qubc
va thoi gian theo doi dai dé cd thé dua ra két
ludn xac dang. Nghién ctu cua chung toi,
Néng do EBV-DNA huyét thanh trung binh
trude va sau diéu tri cao hon & giai doan IV
S0 Vvoi giai doan 11, 111 (p<0,05). Nong do
EBV-DNA huyét thanh >300 copies/ml
trude diéu tri cao hon & nhém BN UTBM
khong strng hda typ khong biét hda so vai
hai nhoém con lai (p<0,01). Két qua nay ciing
twong dong vai cac tac gia trong nudc va trén

thé gioi. Céc nghién ctru ciing da chi ra, ndng
d6 EBV-DNA truéc diéu tri tuong quan véi
giai doan u cling nhu ganh ning thé tich u va
hach c¢6. Trong nghién ctu cua ching toi,
chua xac dinh duoc méi lién quan giita nong
d6 EBV-DNA huyét thanh truée diéu tri véi
ti 1& sbng thém (>0,05). Tuy nhién céc
nghién ciru da chi ra nong d6 EBV-DNA
huyét thanh trueée didu tri cao 1a yéu té tién
lwong xau véi ti 16 sdng thém thap hon. Theo
Chen M, ti I€¢ OS, PFS 2 nam & nhom EBV-
DNA duong tinh va 4m tinh lan luot 1A
98.4%, 80.8% so va&i 100%, 94,4%, OS
khong c6 su khéac biét gira 2 nhém, tuy
nhién, PFS trong nhém EBV-DNA duong
tinh thap hon nhém EBV-DNA am tinh (P =
0.044) [7]. Ngay cang c6 nhiéu nghién ciru
ching minh tinh nhat quan cua gia tri EBV
trude diéu tri trong tién lwong UTVMH. Céc
gia tri ngudng EBV trudce didu tri da duoc
danh gia trong nhiéu nghién cau va muic
EBV cao trudc diéu tri luon lién quan dén ty
& tr vong cao hon va PFS, DMFS thap hon.
Mot nghién  ctu  gan  day
Lertbutsayanukul C. (2018) dwoc cdng b
trén tap chi Nhat Ban, da chi ra diém cut off
méi EBV-DNA trudc diéu tri la 2300
copies/ml, vaéi ti Ié¢ PFS, DMFES, OS 3 nam
thap nhat & nhém giai doan I11, IV ¢6 ndng
d6 EBV-DNA huyét thanh trudc didu tri
>2300 copies/ml so v&i nhom <2300
copies/ml (p<0,01) [6].

cua

V. KET LUAN
V&i 78 bénh nhan UTVMH duoc diéu tri
va theo ddi 2 nim cho thay ti & sbng thém
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cao, va co su giam nong d6 EBV-DNA huyét
thanh sau diéu tri rd rét, c6 mdi lién quan
gitta nong d6 EBV-DNA huyét thanh véi
giai doan bénh va md bénh hoc, tuy nhién
chua c6 su khéc biét vé thoi gian song thém
gita 2 nhdém ndng d6 EBV. Do viy can ¢
nghién cau véi ¢ mau I6n hon va thoi gian
theo d&i dai hon dé xac dinh méi lién quan
nay.
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PANH GIA KET QUA HOA TRI PHAC PO GEMCITABIN - PLATINUM
TRONG BENH NHAN UNG THU’ VOM MUI HONG GIAI POAN
TAI PHAT, DI CAN TAI BENH VIEN UNG BUO'U PA NANG

Nguyén Kim Théng!, Nghiém Tran Vwong!, Luu Thi Nhit Linh!

TOM TAT

Pit van dé: Ung thu vom miii hong 12 loai
ung thu phé bién, ty 1é tir vong lién quan chiyéu
t6i tai phat, di can xa véi diéu tri chinh 1a hoa tri.
Chung t6i thuc hién dé tai ndy nham mé ta dic
diém 1am sang, can 1am sang va danh gia két qua
diéu tri phac do Gemcitabin — Platinum trong
bénh nhan ung thu vom mii hong giai doan tai
phat, di can tai bénh vién Ung budu Pa Nang.

Po6i twong va phwong phip: Nghién ciu
md ta hoi ciru két hop tién ctiu trén 54 bénh nhan
c6 chin doan xac dinh 13 ung thu vom miii hong
giai doan tai phat, di cin, duoc diéu tri bang phac
dd Gemcitabin — Cisplatin/Carboplatin, tai Bénh
vién Ung budu Da Ning tir 1/2018 — 09/2023.

Két qua: Vi tri di cin thudong gip nhat 13
gan, phoi, chiém ty 1& lan luot 13 41,3% va
39,1%. Ty I¢€ dap ting khach quan la 78,8%. Thoi
gian séng thém bénh khong tién trién (PFS) la
8,58 thang. Tac dung khéng mong muén hay gap
nhat la thiéu méu, giam bach cau, giam bach cau
hat chiém ty I¢ lan luot 12 92,6%, 74,1% va
55,6%.

Két luan: Phac d6 Gemcitabin — Platinum c6
ty I& dap (ng cao, gidp kéo dai thoi gian séng

'Khoa N¢i 2 - Bénh vién Ung buéu Pa Ncing
Chiu trach nhiém chinh: Nguyén Kim Théng
SPT: 0914747500

Email: drthong32@yahoo.com.vn

Ngay nhan bai: 15/7/2024

Ngay phan bién: 22/7/2024

Ngay chip nhan dang: 24/7/2024

thém khong bénh tién trién vai kha niang dung
nap tot.
Tar khéa: ung thu vom mii hong, di can.

SUMMARY
EVALUATING THE RESULTS OF
GEMCITABINE - PLATINUM
REGIMEN CHEMOTHERAPY IN
PATIENTS WITH RECURRENT AND
METASTATIC NASOPHARYNGEAL
CANCER AT DA NANG ONCOLOGY
HOSPITAL

Background: Nasopharyngeal cancer is a
common type of cancer, the mortality rate is
mainly related to recurrence and distant
metastasis, with the main treatment being
chemotherapy. We conducted this study to
describe the clinical and paraclinical
characteristics and evaluate the results of
Gemcitabine - Platinum regimen treatment in
patients with recurrent and metastatic
nasopharyngeal cancer at Da Nang Oncology
Hospital.

Methods: Retrospective and prospective
descriptive study on 54 patients with a confirmed
diagnosis of recurrent and metastatic
nasopharyngeal cancer, treated with the
Gemcitabine - Cisplatin/Carboplatin regimen, at
Da Nang Oncology Hospital from January 2018 -
September 2023.

Results: The most common metastatic
locations were the liver and lungs, accounting for
41.3% and 39.1%, respectively. The objective
response rate was 78.8%. Progression-free
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survival (PFS) was 8.58 months. The most
common adverse effects were anemia,
leucopenia, and neutropenia, accounting for
92.6%, 74.1%, and 55.6%, respectively.
Conclusions: Gemcitabine - Platinum
regimen has a high response rate, helping to
prolong progression-free survival with good
tolerability.
Keywords:
metastasis.

nasopharyngeal cancer,

I. DAT VAN DE

Ung thu vom mii hong la mot trong
nhitng loai ung thu phd bién va cé tinh chét
khu vuc. O nudc ta, ung thu vom miii hong
dung hang tha 9 vé ty 16 mai mic, chiém
3,3% va dang hang thir 7 vé ty Ié tar vong,
chiém 3,0% tong s cac trudng hop tir vong
do ung thu [1], [2].

Ung thu vom miii hong c0 ty I¢ di can xa
cao nhét trong sé céc loai ung thu vung dau
co. Piéu tri bénh & giai doan nay chua yéu 1a
vai tro cua hoa tri ligu [3]. Nghién ctu Iam
sang pha III GEM20110714 duoc tién hanh
trén bénh nhan (BN) ung thu vom mii hong
giai doan tai phat, di can cho thay: phac d6
Gemcitabin — Cisplatin cé trung vi thoi gian
séng thém bénh khoéng tién trién (PFS) 1a 7,0
thang dai hon c6 y nghia so vai Cisplatin —
5FU 14 5,6 thang (p < 0,001) va dung nap tét
hon [4]. Bac biét, & nhom bénh nhan di can
chua dugc didu tri trude day, phac dd
Gemcitabin — Cisplatin giup kéo dai thoi
gian sdng thém toan bo (OS) [5].Vi thé, hoa
tri phac d6 Gemcitabin — Cisplatin dd tro
thanh diéu trj tiéu chuan cho bénh nhan ung
thu vom miii hong giai doan tai phat, di can.
Ching t6i thuc hién dé tai : “Panh gia két
qua hoa tri phac d6 Gemcitabin — Platinum
trong bénh nhan ung thu vom miii hong giai
doan tai phat, di can tai Bénh vién Ung budu
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Pa Nang” v4i hai myc tiéu:

1. M6 ta mot s dic diém 1am sang, can
ldm sang bénh nhan ung thu vom miii hong
giai doan tai phat, di can.

2. Panh gia két qua diéu tri phac dd
Gemcitabin — Platinum trén nhdm bénh nhéan
nghién cuu.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi tweng nghién ciru

Cac BN c6 chan doan xic dinh I3
UTVMH giai doan tai phat, di cin, dugc diéu
tri bang phac d6 Gemcitabin — Cisplatin/
Carboplatin, tai Bénh vién Ung buéu Da
Nang tir 1/2018 — 09/2023.

- Tiéu chudn lwa chen: BN dugc chan
doan UTVMH duyatrén két qua mé bénh hoc.
Giai doan di can tai thoi diém chan doan
hodc tai phat di can. C6 tén thuong dich xac
dinh theo tiéu chuan RECIST 1.1. biéu tri
hoa chat Gemcitabin — Cisplatin/Carboplatin
it nhat 3 chu ky. Chi s6 toan trang trudc diéu
tri (ECOG): 0, 1, 2. Chtrc nang gan, than, tay
xuong trong gidi han cho phép diéu tri.

- Tiéu chudn logi trie: BN duoc diéu tri
hoa chit c6 platinum trong thoi gian dugi 6
thang. C6 ung thu khac phdi hop. BN khong
ddng y tham gia nghién caru, mat theo doi.

2.2. Phuong phap nghién ctru

2.2.1. Thiét ké nghién ciu: Mo ta hoi
ctru két hop tién ctru dya trén bénh an nghién
ciru. C& mau thuan tién, ching téi thu thap
duoc 54 BN.

2.2.2. Cdc bwéc tién hanh:

- Lya chon bénh nhan c6 day du tiéu
chuan vao nghién ctu.

- Ghi nhan théng tin 1dam sang, can lam
sang trudc diéu tri.

- Tién hanh diéu tri héa chat: Gemcitabin
1000mg/m2, truyén tinh mach ngay 1 va 8,
két hop Cisplatin 75 — 80mg/m2 hoic
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Carboplatin AUCS5, truyén tinh mach ngay 1. 2.2.4. Pgo dirc nghién ciru: Phac do6
- Ghi nhan tinh trang dap tng diéu tricia  nghién ciru da dugc phé duyét trong “Hudng

BN va céc tac dung khong mong mudn trong  dan chan doan va diéu tri mot s6 bénh ung

qua trinh diéu tri; danh gi, phan tich két qua. budu” cua Bo Y té. Nghién ciru dugc thong
2.2.3. Xar Iy s6 ligu: Xir ly va phan tich  qua bai Hoi dong Nghién ctru khoa hoc cua

s6 lieu bang phan mém SPSS 20.0. Panh gia  Bénh vién Ung budu Pa Néng. Moi thong tin

séng thém bang phuong phdp Kaplan — caa BN duoc dam bao giit bi mat.

Meier.

. KET QUA NGHIEN cUU
3.1. Pic diém bénh nhan
3.1.1. Pdc diém Vé tudi

35.0%
30.0%
25.0%
20.0%
15.0%
10.0%

5.0%

0.0%

29.6% 29.6%

Dusi40 41-50 51—-60  Trén 60

Biéu dé 3.1. Phan bé bénh nhan theo nhém tudi
Nhgn xét: Nhom tudi hay gap nhat tir 40 — 60 tudi, chiém ty l¢ 54,5%. Tudi nhé nhat Ia
36, 16n nhat 71, tudi trung vi 1a 58 tudi.
3.1.2. Péc diém trigu chieng 1am sang

Bdng 3.1: Ly do vao vién va triéu chwng lim sang thwong gap
Triéu chirng S6 bénh nhan (n) Ty 1€ (%)
Nbi hach c6 40 74,1
U tai 21 38,9
Ngat miii 10 18,5
Chay mau miii 7 13,0
Dau dau 27 50,0
Pau xuong 9 16,7
Khéc 6 11,1
Nhgn xét: Chi yéu BN dén vién vi ndi hach c6 (74,1%), dau dau (50,0%) va U tai

(28,9%)).
3.1.3. Vi tri di can
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Bdng 3.2: Vitri di cin

Vi tri di ciin S6 bénh nhén (n) TV 18 (%)
Xuong 15 32,6
Gan 19 41,3
Phdi 18 39,1
Hach khong phai hach ving 18 39,1
Khac 4 8,7

Nhdn xét: Vi tri di can thuong gap nhat Ia gan, phéi, hach khéng phai hach vung, chiém
ty 1& lan luot 12 41,3%, 39,1% va 39,1%.

3.1.4. Sé lwong co quan di cin
Bing 3.3: S6 lwong co quan di cin

S6 lwong co quan di ciin S6 bénh nhan (n) TY 18 (%)
1 vitri & 1 co quan 9 19,1
>2vitri ¢ 1 co quan 18 38,3
Tir 2 co quan tro 1én 20 42.6

Nhdn xét: Hau hét cac truong hop di cin da 6 tai mot co quan hodc di can tir hai co quan

trg 1én (chiém ty 1¢ 80,9%)
3.2. Két qua diéu tri
3.2.1. Ty lé ddp g

Bdng 3.4: Ty lé bénh nhan theo mirc do dap wwng sau 03 chu ky

Dap ing S6 bénh nhén (n) Ty 1€ (%) Phin trim cong don
Pap urng hoan toan 0 0 0
Dap trng mot phan 29 53,7 53,7
Bénh gilr nguyén 17 31,5 85,2
Bénh tién trién 8 14,8 100,0
Tong 54 100,0

Nhdn xét: Sau 3 chu ky diéu tri, c6 53,7% trudng hop dat duoc dap ng mot phan. Khadng
c6 truong hop nao dat dap tng hoan toan. C6 14,8% bénh nhan tién trién.

Bang 3.5: Ty lé bénh nhdn theo murc do dap wng sau 06 chu ky

Dip img S6 bénh nhén Ty 18 Phin trim
(n) (%) cong don
Dap trng hoan toan 0 0 0
Dép trng mot phin 26 78,8 78,8
Bénh gilr nguyén 5 15,2 93,9
Bénh tién trién 2 6,1 100,0
Tong 33 100,0

Nhgn xét: Trong s6 33 bénh nhan diéu tri di 6 chu ky, hau hét cac bénh nhan dat dugc
dap wng mot phan, chiém ty 16 78,8%. Khong co truong hop nao dat dap tng hoan toan. Co

6,1% bénh nhan tién trién.

3.2.2. Thei gian séng thém khong tién trién
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Biéu @6 3.2: Thoi gian song thém khéng tién trién
Nhgn xét: Thoi gian sdng thém khong tién trién trung vi 1a 8,58 thang. PFS 3 thang dat
90,7%; 12 thang: 28,4%
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Biéu dé 3.3: Song thém khéng tién trién theo sé lwong co quan di cin
Nhgn xét: O nhém di cin & 1 co quan, trung vi thoi gian PFS 1a 11,6 thang dai hon nhém
di can tir 2 co quan trd 18n 14 6,2 thang, su khéc biét co ¥ nghia théng ké véi p = 0,007.
3.3. Tac dung khdng mong muén
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Biéu dé 3.4: Phén bé cdc tic dung khong mong muon

Nhdn xét: TDKMM hay gap nhat la
thiéu mau, chiém ty l¢ 92,6%. Giam bach
cau, giam bach cau hat chiém ty ¢ cao, lan
luot 1a 74,1% va 55,6%. Tang men gan, tang
creatinin mau chiém ty 1é thap.

IV. BAN LUAN

4.1. Pic diém l1am sang, can 1am sang

4.1.1. Pdc diém vé tuéi va gidi

Tudi trung binh trong nghién ctu caa
ching toi la 48,6 + 1,68 tudi. Tudi trung vi la
50 tudi. PO tudi tir 41 — 60 chiém ty lé
51,8%. C6 18,5% bénh nhan trén 60 tudi.
Két qua nay tuwong dong véi nghién cou da
duoc cong bé.

Hau hét cac nghién cau trén thé gigi déu
ghi nhan nam gigi c6 ty l¢ mac UTVMH cao
hon nir gidi, ty 1€ trong khoang tur 2 — 3/1.
Trong nghién catu nay, ty 1é nam/nt la 5/1.
Ty 1¢ nam gidi luon cao hon nir gidi chua
xac dinh dugc nguyén nhan rbé rang, tuy
nhién c6 thé do yéu té nguy co phoi nhiém
nghé nghiép, tinh trang st dung thudc 14,
ruou bia 6 nam gidi cao hon nir gi¢i[6], [7].

4.1.2. Pdc diém triéu chieng 1am sang

Triéu chung thuong gap nhat la néi hach
cd (74,1%), dau dau (50,0%) va U tai
(28,9%). Céc triéu chirng khac nhu ngat miii,
chay mau miii, dau xuong gap voi ty ¢ thap
hon. Két qua nay tuong tw VGi cac nghién
ctru khac trong va ngoai nudc.
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4.1.3. Tinh trang di cin

Phan 16n c4c bénh nhan tai phat sau diéu
tri ban dau, chiém ty I 63%. C6 20 bénh
nhan di can tai thoi diém chan doan, chiém ty
I&¢ 37%. C6 7 bénh nhén tai phat tai vung,
chiém ty 1¢ 13%. Két qua nay cling tuong tu
véinghién cau cua Li Zhang (2016).

UTVMH thudng hay di cin xuong, phoi,
gan. Trong nghién ctru cua ching toi, gan la
vi tri di can thuong gap nhat véi 41,3%. Di
can phdi, hach khéng phai hach ving ding
tha hai véi ty 1é ngang nhau 1a 39,1%. Hau
hét céc truong hop di can da b tai mot co
quan hodc di can tur hai co quan trd |én
(chiém ty 1& 80,9%). Ty I& di can tir hai co
quan tré 1én 1a 42,6% tuong dong véi Li
Zhang va cs (2016) la 47%, Nguyén Thi
Phuong Anh (2021) 13 45,5% [4], [8] .

4.2. Panh gia két qua diéu tri

4.2.1. Ddnh gia ddp ving didu tri

Viéc danh gid dwa trén tiéu chuan
RECIST 1.1 vé danh gia dap ung cua khéi u
dic. Sau 3 chu ky diéu tri, c6 53,7% trudng
hop dat duoc dap tng mot phan. Khang co
truong hop nao dat dap ung hoan toan. Co
14,8% bénh nhan tién trién.

Trong s6 33 bénh nhan diéu tri du 6 chu
ky, hau hét cac bénh nhan dat dugc dap ung
mot phan, chiém ty 16 78,8%. Khong co
treong hop nao dat dap wng hoan toan. C6
6,1% bénh nhan tién trién.
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Ty lé dap tng khach quan dat 53,7% thap
hon so vai trong nghién ciru cua Li Zhang va
cs (2016) vai ty I¢ dap ung khach quan la
64%, c6 thé lién quan dén lidu diéu tri cua
ching téi thap hon. Tuy vay, ty I8 kiém soét
bénh 14 twong duong gitra hai nghién cau, lan
lwot 13 85,2% va 90% [4].

4.2.2. Thoi gian song thém khong tién
trién

Trung vi thoi gian song thém khong tién
trién 1a 8,58 thang. PFS tai thoi diém 3 thang
dat 90,7%; 12 thang la 28,4%. Két qua nay
twong tu nghién cau cua Li Zhang (2016) la
7,0 thang, Nguyén Thi Phuong Anh (2021)
la 8,9 thang [4], [8].

Song thém khdng tién trien va mét sé yéu
t6 lién quan

Qua phan tich méi twong quan giira song
thém khong tién trién va mot s6 yéu td nhu
gi6i, tudi, vi tri di can, chung toi nhan thay
su khac biét 1a khong c6 y nghia thong ké véi
p > 0,05.

Di cin xa 1a mot yéu té tién luong xau
caa bénh nhan UTVMH. Zixun Zeng va cs
(2016) tién hanh nghién ctu trén 860 bénh
nhan UTVMH téi phat di cin cho thiy di cin
da co quan c6 nguy co ti vong cao hon di
cdn mot co quan, sy Khac biét c6 y nghia
théng k&, vai p < 0,01 [9]. Trong nghién ctru
caa chung tbi, ¢ nhom di can ¢ 1 co quan,
trung vi thoi gian PFS 1a 11.6 thang dai hon
nhom di can tir 2 co quan tro 1én 1a 6,2 thang,
su khac biét co y nghia théng ké véi p <
0,05.

4.3. Tac dung khong mong muén

TDKMM hay gip nhat la thiéu mau,
chiém ty l¢ 92,6%. Giam bach cau, giam
bach cau hat chiém ty ¢ cao, lan luot la
74,1% va 55,6%. Tiang men gan, tang
creatinin mau chiém ty I¢ thap.

Trong nghién cu nay, hdu hét cac
truong hop ¢ thiéu mau trong qua trinh diéu
tri, chiém ty 1& 92,6%, trong d6 chi yéu la do
1, 2 (79,6%). Hau hét cac trudng hop khong
phai didu chinh liéu diéu tri lién quan thiéu
maul.

Ty 1& giam bach cdu va giam bach cau
hat lan luot 1a 74,1% va 55,6%. Trong doé
giam bach cau hat d6 1, 2 chiém ty 18 27,6%,
¢ 22,2% bénh nhan c6 giam bach cau hat d6
3 va ba bénh nhan c6 giam bach cau hat d6 4,
chiém ty 18 5,6%. Trong nghién ctru cua Li
Zhang va cs (2016) ty 1é giam bach cau hat 1a
66%, ty 1& giam bach cau hat do 3, 4 chiém
ty 1¢ lan lugt 14 21% va 2%. Nhu vy, so vi
nghién ctru trén, ty 1¢ giam bach cau hat cua
chung t6i thap hon, tuy nhién, ty 1¢ doc tinh
d6 3, 4 1a tuong duong [4].

Tang men gan gip & 16,7% s bénh
nhan. Chi c6 hai bénh nhén tang creatinin
trong qua trinh diéu tri, & d6 1, 2; khong gip
truong hop tdng creatinin do 3, 4. Poc tinh &
hai bénh nhan nay ty phuc hdi khi duoc bu
dich, loi tiéu, tri hoan diéu tri. Két qua cua
chung t6i tuong tu véi nghién cuu cua Li
Zhang va cs (2016) khi khong quan sat thay
truong hop nao cd doc tinh trén than [4].

V. KET LUAN

Nghién cuu trén 54 truong hop ung thu
vom mili hong giai doan tai phat, di can tai
Bénh vién Ung budu Pa Nang, chiing toi rat
ra mot sb két lun sau:

5.1. Pic diém chung cia nhém BN
nghién ciru

- D6 tudi trung binh trong nghién cau 1a
48,6 = 1,68 tuoi, trung vi 50 tuoi (21 — 70
tudi). Ty 1é nam/nir 1a 5/1.

- Ty I8 di can tai thoi diém chan doan 1a
37%, tai phat di can la 67%.
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- Li do vao vién va triéu chirng 1dm sang
thuong gap nhat 1a noi hach ¢b (74,1%), dau
dau (50,0%) va U tai (28,9%).

- Vi tri di can thuong gap nhét l1a gan,
phdi, hach khdng phai hach viing, chiém ty I¢
lan luot 12 41,3%, 39,1% va 39,1%.

5.2. Két qua diéu tri

- Sau 3 chu ky diéu tri, co 53,7% trudng
hop dat dugc dap (tng mot phan. Khéng cé
treong hop nao dat dap tng hoan toan. Co
14,8% bénh nhan tién trién.

- Sau 6 chu ky diéu tri, hau hét cac bénh
nhan dat dugc dap tng mot phan, chiém ty 1é
78,8%. Khong co truong hop nao dat dap
rng hoan toan. C6 6,1% bénh nhan tién trién.

- Trung vi thai gian sbng thém khong tién
trién la 8,58 thang (95%Cl: 6,3-10,8 thang).

- O nhém di cin & 1 co quan, trung vi
thoi gian song thém khong tién trién 1a 11,6
thang dai hon nhém di can tur 2 co quan trd
Ién la 6,2 thang, su khac biét co y nghia
théng ké véi p < 0,05. Khdng cd su khéac biét
vé thoi gian song thém khong bénh tién trién
theo gidi, tudi va vi tri di can.

- Tac dung khéng mong mudn hay gap
nhat 1a thiéu méu, chiém ty 1¢ 92,6%. Giam
bach cau, giam bach cau hat chiém ty Ié cao,
lan lwot 12 74,1% va 55,6%. Tang men gan,
tdng creatinin méau chiém ty Ié thap.

5.3. Han ché caa nghién ciu

Nghién ciru md ta hoi ciru dua trén ho so
bénh 4n do d6 cac dic diém 1am sang, can
Iam sang nhiéu lac chua dwoc ghi nhan mot
cach dung dan va day dua. Thoi gian theo doi
trung binh chua dai, s lugng bénh nhan con
it va c6 mot s6 bénh nhan bi mat theo d&i anh
hudng téi viée tinh toan dé dua ra két qua vé
thoi gian song thém.
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P OI CHIEU CHAN POAN TE BAO HOC VO'I MO BENH HOC
CAC KHOI U TUYEN GIAP DANG NANG THEO PHAN LOAI WHO 2022

Nguyén Thi Thanh Yén!, Dwong Hoang Hao!, Pham Minh Anh?,
Poan Thu Hién!, Nguyén Thu Yén!, Pao Thanh Lan?

TOM TAT

Piatvan dé: Hién nay, mau chét trong diéu
tri UTTG van 14 1am thé nao dé chan doan sém
va can thiép kip thoi dé diéu tri [1]. Céc khdi u
tuyén gidp dang nang la cac ton thuong c6 vo
hoac gigi han rd. CAc ton thuong nay co thé lanh
tinh, ac tinh hoac giap bién, cé quan ly, theo doi
khac nhau. Phan loai mdé bénh hoc (MBH) UTTG
theo WHO 2022 gitp cai thién thém cho cac
phan loai cii trong viéc 4p dung vao thuc tidn dé
diéu tri, tién luong va theo ddi sau phau thuat.
Muc dich chinh gitup tranh chan doan quéa muc
c&c ton thuong khéng phai 1a ung thu thanh ung
thu, giam sy diéu tri qua mac cho bénh nhan,
chlng toi tién hanh dé tai “D4i chiéu két qua té
bao hoc vi md bénh hoc cac khéi u tuyén giap
dangnangtheo phan loai WHO 2022 v&i muc
tiéu: Doi chiéu két qua té bao hoc véi mé bénh
hoc céc khdi u tuyén giap dang nang theo phan
loai WHO 2022.

P6i twong va phwong phap nghién ciu:
Nghién cuu tién ctru md ta cat ngang trén 395
bénh nhan cé nhan tuyén giap cé két qua siéu
am la tirads 3 va 4a (khoéng c6 cac dau hiéu:
chiéu cao>chiéu rong, bo vién khong déu, vi voi
héa va rat giam am) duoc choc hit té bao bing

'Bénh vién Ung Buéu Ha Ngi

Chiu trach nhiém chinh: Nguyén Thi Thanh Yén
SDT: 0979424628

Email: thanhyen.ubhn@gmail.com

Ngay nhan bai: 17/2024

Ngay phan bién: 22/7/2024

Ngay chip nhan ding: 26/7/2024

kim nho va phau thuat lam MBH tai bénh vién
ung budu Ha NoI.

Két qua: chan doan té bao hoc: Bethesda
nhom 1 chiém 23,8%: nhdm 2 chiém 49%:; nhém
3 chiém 11,3%, nhom 4 chiém 14,6%, nhom 5
chiém 1,3%, nhém 6 chiém 0%. Chan doan
MBH: U thé nang bao gdm 3 nhém u: U lanh
tinh gom U tuyén thé nang -FA(58,9%); U tuyén
té bao ua acid - OA(4%), Nhomu d6 thap gdm u
c6 tiém ning ac tinh thap UMP (4,6%); tan san
nang tuyén giap cé dic diém nhan giéng nha
khong xam nhap - NIFTP (2,6%). Nhém u ac
tinh gom ung thu thé nhd bién thé nang c6 vo
xam nhap- IEFVPTC (4%); Ung thu biéu mo thé
nang -FTC (2%); cac u khang phai thé nang gom
ung thu thé nhu bién thé nang lan toa — FVPTC
(4%); va bénh nét nang (19,9%). Su phd hop
trong chan doan u thé nang 1 74,4%. Gié tri chan
doan té bao hoc: Po nhay chiém 13,3%:; D6 dic
hiéu 100%; Do chinh xac 91,4%; gia tri du bao
duong tinh 100%; gia tri du b4o 4m tinh 91,3%.

Két luan:

Chan doan MBH theo phan loai cia WHO
2022 gilip cho cac nhalam sang c6 thé tién luong
va lya chon duoc phuong phap phau thuat phu
hop nhat cho cac bénh nhan mic u tuyén giap thé
nang, tr d6 tranh duoc cac diéu tri qua muc
(phau thuat cit tuyén giap toan bo hay xa tri bd
trg), gilp nang cao chat luong séng cho bénh
nhan. Ty Ié am tinh gia cao trong chan doan té
bao hoc c4c ton thuong u thé nang do vay nén két
hop vai siéu am véi nhitng khuyén céo riéng
danh chonhém u thé nang dé cac nha 1am sang
Iya chon cac phuong phap quan ly theo ddi hay
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phau thuat phi hop.
Tirkhoa: Ung thu tuyén giap, Phan loai mo
bénh hoc, WHO 2022.

SUMMARY
COMPARISON OF CYTOLOGICAL
RESULTS WITH
HISTOPATHOLOGICAL FINDINGS OF
THYROID GLAND NODULES
ACCORDING TO THE WHO 2022
CLASSIFICATION

Introduction: Thyroid cancer is the most
common type of cancer in the endocrine system.
Currently, the key to treating cervical cancer is
still how to diagnose it early and intervene
promptly for treatment [1]. Follicular thyroid
tumors are well-circumscribed or encapsulated
lesions. These lesions can be benign, malignant,
or borderline, with different management and
monitoring. The histopathology classification of
thyroid cancer WHO 2022 helps improve the old
classifications in practical application for
treatment, prognosis, and post-operative
monitoring. The main purpose is to help avoid
overdiagnosis of non-cancerous lesions into
cancer, reducing overtreatment for patients. We
conducted the project "Comparing cytological
results with histopathology of follicular thyroid
tumors according to classification." WHO 2022,"
to compare cytological results with the
histopathology of follicular thyroid tumors
according to the WHO 2022 classification.

Subjects and methods: A cross-sectional
prospective study on 395 patients with thyroid
nodules with ultrasound results of triads 3 and 4a
(no signs: height>width, irregular borders,
microcalcifications, and very reduced negative)
was aspirated for cells with a fine needle and had
surgery to perform MBH at Hanoi Oncology
Hospital.
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Results: Bethesda Category 1 accounted for
23.8%; Category 2 for 49%; Category 3 for
11.3%; Category 4 for 14.6%; Category 5 for
1.3%; and Category 6 for 0%. Histopathological
diagnosis: Cystic thyroid lesions included three
groups of tumors: Benign tumors consisted of
colloid nodules (58.9%) and acidophilic cell
adenomas (4%); low-grade tumors included
tumors of uncertain malignant potential (UMP)
(4.6%) and noninvasive follicular thyroid
neoplasm with papillary-like nuclear features
(NIFTP) (2.6%). Malignant tumors included an
invasive encapsulated follicular variant of
papillary thyroid carcinoma (IEFVPTC) (4%);
the concordance in diagnosing cystic tumors is
74.4%. follicular thyroid carcinoma (FTC) (2%);
non-cystic tumors included diffuse sclerosing
variant of papillary thyroid carcinoma (FVPTC)
(4%); and nodular goiter (19.9%). Diagnostic
value of.

Conclusions: Diagnosing MBH according to
the WHO 2022 classification helps clinicians
predict and choose the most appropriate surgical
method for patients with follicular thyroid
tumors, thereby avoiding overtreatment. (total
thyroidectomy or adjuvant radiotherapy) helps
improve the patient's quality of life. The high
false-negative rate in cytological diagnosis of
cystic lesions should be combined with
ultrasound with specific recommendations for
cystic tumors so that clinicians can choose
appropriate management methods. appropriate
monitoring or surgery.

Keywords:  Thyroid gland  cancer,
histopathological classification, 2022 WHO

I. DAT VAN DE

Ung thu tuyén giap 1a loai ung thu phd
bién nhat trong cac ung thu ctia hé ndi tiét.
Hién nay, mau chét trong diéu tri UTTG vén
la 1am thé nao dé chan doan sém va can thiép
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kip thoi dé diéu tri [1]. Cac khdi u tuyén giap
dang nang la cac ton thuong ¢ vo hoic giGi
han r8, chdng c6 thé lanh tinh, &c tinh hozc
giap bién va c6 quan ly, theo ddi khac nhau.
Pé phan biét vai mot tén thuong dang nang
[a 1anh tinh hay é&c tinh thi can phai c6 bang
chang vé MBH. Theo d6, bénh nhan cé xu
huéng duoc khuyén nghi phau thuat. Phan
loai MBH UTTG theo WHO 2022 giup cai
thién thém cho céc phan loai cii trong viéc ap
dung vao thuc tién dé diéu tri, tién luong va
theo ddi sau phau thuat. Siéu &m (SA) tuyén
giép voi cac dic diém nguy co cao dugc bao
cao nhu nhan dac, giam am, bo khong déu,
chidu cao I6n hon chiéu rong va vi voi hda
v&i do nhay 26-87% va d6 dac hiéu 53-93%
lai thuong dai dién cho UTBMTG thé nhd.
CAc ton thuong dang nang thudng xuét hién
trén siéu am dudi dang dong am, rat giong
vGi nhu mo tuyén gidp binh thuong, khdng
c6 voi hoa va c6 duong vién déu dan [2]. Té
bao hoc (TBH) c¢6 d6 nhay va do dac hiéu rat
cao trong chan doan cac ndt tuyén giap. Tuy

Il. KET QUA NGHIEN cU'U
3.1. Két qua té bao hoc

nhién, sy khéac biét vé ki thuat Iy té bao va
kinh nghiém trong chan doan dan dén van c6
nhitng chan doan bi bo sét, chan doan sai va
c6 su khac biét trong chan doan té bao hoc
va md bénh hoc khi dwgc déi chiéu. Muc
dich chinh gitp tranh chan doan qua mirc cac
ton thuong khong phai 1a ung thu thanh ung
thu, giam sy diéu tri qua mic cho bénh nhan
nén ching tdi tién hanh dé tai ndy voi muc
tiéu: Péi chiéu két qud té bao hec véi md
bénh hec cac khéi u tuyén giap deng nang
theo phan logi WHO 2022.

I. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Nghién ctru tién caru md ta cit ngang trén
395 bénh nhan c6 u tuyén giap dugc phan
loai trén siéu &m la tirads 3 va 4a (nhan giam
am nhe, hodc c6 voi hoa vién,khdng co vi voi
hoa, chiéu cao>chiéu rong, by vién khéng
déu, hozc rat giam am) duoc choc hat té bao
bang kim nho va duoc phau thuat 1am MBH
tai bénh vién Ung Budu Ha Noi tir 1/4/2023
tGi 1/10/2023.

Két qua té bao hoc

1.30%

14.60%
11.30%
» Bethesda | = Bethesda 2 =Bethesda 3

Bethesda 4 = Bethesda 5§ = Bethesda 6

Biéu d6 3.1. Két qua Té bao hoc

57



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

Nhin xét: Két qua chan doan té bao hoc
ctia 395 dbi twong nghién ctru cho thay c6 5
nhom chan doan Besthesda xuét hién. Chéan
doan Bethesda nhom 2 (lanh tinh) chiém wu
thé 49,9%; nhom 5 nghi ngd ac tinh chiém ti

Bdng 3.1. Két qud chdn dodn Mé Bénh h

1¢ thap (1,3%). Khong c6 chan doan nhom 6
&c tinh. Trong s6 395 bénh nhan nghién ciru
c6 151 bénh nhan duoc ph?lu thuat. Két qua
MBH sau m6 nhu sau:

3.2. Két qua mé bénh hoc

oc sau phau thuat

M©6 bénh hoc S6 lwong n Tilé % Tong n(%)
FA 89 58,9%
U lanh :
an 0A 6 4%
. , UMP 7 4,6% 115
hé nan O tha ’
Uthénang | Udothap ™ -rp 4 2.6% 76,2%
U ot |VEFYPTC 6 4%
FTC 3 2%
Khong phai u FVPTC 6 4% 30
thé nang Bénh ndt nang 30 19,9% 23,8%
Tong 151 100%

Nhdn xét: Két qua chan doan MBH sau
phau thuat c6 76,2% trudng hop u thé nang
va 23,8% khong phai u thé nang. Nhém u thé
nang sau phau thuat duoc chan doan xac dinh
gém 3 nhom. Nhém u lanh tinh: FA chiém
nhiéu nhat (58,9%), OA chiém 4%. Nhom u
4c tinh gap hai loai la IEFVPTC chiém 4%

va FTC chiém 2%. Nhom u nguy co thap
gom UMP chiém 4,6% va NIFTP chiém
2,6%. U khong phai thé nang gap hai nhém
FVPTC (4%) va bénh nét nang (19,9%).

3.3. Md bénh hoc sau mé cac u tuyén
giap c6 chan doan té bao hoc nhom 3 va 4
trueéc phau thuat

Bdang 3.2. Sw phu hop chin dodn cdc u thé nang sau phédu thugt

MBH n % Tong %
FA 22 56,4
HA 1 2,6
U thé nang NIFTP 1 2,6 74,4
IEFVPTC 3 7.7
FC 2 51
. ez FVPTC 2 5,1
Khoéng phai u theé nang Bénh not nang 3 205 25,6
Tong 39 100%

Ty 1& phi hop chan doan cac u thé nang sau phau thuat 1a 74,4%. Cac u khéng phai u thé
nang chiém 25,6% gap & hai nhém FVPTC va bénh nét nang.
3.4. Péi chiéu két qua té bao hoc va md bénh hoc
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Bdng 3.3. Péi chiéu giira két qud TBH va két qua mé bénh hoc

P Mo bénh hoc 2
Tebao Ac tinh Lanh tinh Tong
. 2 0
Actinh Duong tinh that Duong tinh gia 24

13 136
Lanh tinh ~ ) A 127
anh tin Am tinh gia Am tinh that
Tong 15 136 151

Coi cac truong hop nghi ngo ac tinh la
duong tinh. Gia tri chan doan cua té bao hoc
gom: Bo nhay (Se) 13,3%; Do dac hiéu (Sp):
100%; D6 chinh xac (Acc): 91,4%; Gia tri du
bao duong tinh (PPV): 100%; Gia tri dy bao
am tinh (NPV): 91,3%

IV. BAN LUAN

Pic diém té bao hoc

Biéu d6 3.1 cho thay két qua té bao hoc
c6 5 nhém chan doan, nhém chan doéan
chiém nhiéu nhat 1a nhém lanh tinh
(Bethesda 2) chiém 49%; thap nhat 1a nhém
nghi ngd &c tinh chiém 1,3%; Nhém chan
doan u thé nang hoic té khong dién hinh/ ton
thuong nang khong dién hinh nghi ngd u thé
nang nhom Bethesda 4 va 3 chiém ty I¢
14,6% va 11,3%. Két qua nay phu hop voi
cac nghién ctru trude day nhu nghién ctru cua
Tran Manh Ha [3] cho thay da phan cac u
tuyén gidp giap 1a lanh tinh chiém 95,4%,
nhom nghi ngd ac tinh chiém 1,2%. Nghién
ciru ciia Nguyén Huy Quang [4] nhém u lanh
tinh chiém 34,2%, nhém nghi ngo &c tinh
chiém 16,4%, ac tinh chiém 27,6%, nhém té
bao khong dién hinh nhém 3 chiém 4,3%,
nhém 4 chiém 3,7%.

Chan doan mé bénh hoc sau phiu
thuat

Theo phéan loai MBH cia WHO 2022

chia ra lam 3 nhom u: Nhém lanh tinh, nhom
u nguy co thip va u 4c tinh. Trong dé khac
v6i 4n ban 2017, u tuyén thé nang la ton
thuong lanh tinh duy nhét trong khdi u c6
ngudn géc tir t& bao nang, an ban 2022 cé
thém u tuyén c6 ciu tric nh, u nay khéng co
dic diém nhan cia UTBMTG thé nhi va
thuong lién quan tai tinh trang cuong giap.
WHO 2022 ciing d6i tén u tuyén té bao
Hurthle thanh u tuyén té bao &i toan do thuat
ngit tén goi Hurthle da khong duoc khuyén
khich vi thuat ngir nay dugc dua ra dau tién
bai nha khoa hoc tén Hurthle khi mé ta cac té
bao C cua tuyén giap.

Bang 3.1 nghién cau két qua chan doan
MBH cua 151 truong hop duoc phau thuat
trong tong sé 395 trudng hop nghién ctu
(38,2%) trong d6 c6 8 chan doan MBH bao
gém nhom u thé nang (76,2%) va khong phai
u thé nang (23,8%). Nhém u thé nang gém
nhém lanh tinh (FA chiém cao nhit 58,9%;
OA chiém 4%). Nhém u nguy co thip (UMP
4,6%, NIFTP 2,6%). Nhom é&c tinh
(IEFVPTC 4%, FTC 2%). Két qua cua ching
t6i cho thdy tuong tu vai nghién ciru cia cac
tac gia khac nhu Nguyén Manh Ha va Choi
McHenry ty & cac u sau mé cha yéu la lanh
tinh (70,9% - 80%) [3]; [5]. Nhém u nguy
co thap theo WHO 2022 1a céc khéi u c6 gisi
han r8, c6 hinh thai va lam sang trung gian
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gitta cac khoi u lanh tinh va &c tinh. Nhiing
khdi u ndy cd kha ning di can, nhung ty I¢ di
can 1a cyc ky thap. Ty lé NIFTP trong nghién
Clru cua chung t6i cao hon so véi cac nghién
ctru ciia Nhat Ban (khoing 0,8%) nhung van
thip hon cic nghién chu Cia cic nude
phuong tay (13,6-25%) [6]. Tuy nhién, do s6
lwgng mau nghién ciu cua chiing t6i chura du
I6n dé dua ra mot con sé chinh xac hon vé ty
Ié mac NIFTP tai Viét Nam nhung ciing
phan nao noi 1én ty 1& nay la thap, twong
ddng va phu hop véi cac nghién ciu trong
khu vuec.

Nhom u &c tinh theo phéan loai MBH cua
WHO truée dady UTBM TG thé nhi bién thé
nang gom 2 dang: dang tham nhiém
(infiltrate) va dang cd vo, xam nhap
(Invasive encapsulated Follicular variant of
PTC - IEFVPTC). FVPTC dang tham nhiém
la mot bién thé cia UTBMTG thé nhi. M6
hoc hay gap thé cat, mé dém dang xo va
thuong biéu hién sy xam lan quanh day than
kinh va mach bach huyét. Nguoc lai, dang c6
VO giéng nhu FTC, phat trién nhu mot ton
thuong md rong véi duong vién rd rang va
c6 phan tng xam lan cuc bd vao vo xo hoic
mo 1an can (néu khong c6 vo xo), va khi c6
sy xam nhap vao ca&c mach mau, chdng
thuong 1a ca&c mach mau nam trong vo u hon
la mach bach huyét. Cac nghién ciru phan tir
da chi ra ring FVPTC tham nhiém 13 mot
khdi u co dot bién BRAF giéng cac PTC ¢b
dién khac, trong khi IEFVPTC Ia mét khéi u
c6 dot bién RAS, tuong ty FTC hon 1a PTC.
Trong phién ban tha 5 cia WHO 2022
IEFVPTC da dugc tach riéng la mot nhém
doc lap khéng nam trong bién thé cua
UTBMTG thé nhd. Sy khac biét cua
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IEFVPTC vé6i FTC hoan toan dua vao dac
diém nhan té bao. Ca hai loai khdi u nay déu
duoc phan nhém nho dua trén mirc do xam
lan v va mach méu (khéi u chi xam lan téi
thiéu vo u, u xam lan vao mach mau trong vo
u, hodc u xam lan rong rdi ra md gidp xung
quanh) dé xac dinh phan tang nguy co va
quan ly 1am sang. Ty Ié song s6t khéng bénh
trong 40 thang da dugc bao cdo 1a 97% doi
véi xam 1an téi thiéu, 81% ddi véi xam lan
mach méau va 45% dbi véi FTC xam lan rong
rai, va cac hanh vi lam sang tuong tu da
duoc bao cao ddi voi IEFVPTC. Két qua cho
thay ty lé FTC trong két qua nghién ciru cua
chung t6i kha twong ddng vai céc két qua cua
Ccac tac gia trén rang ty Ié cua FTC la thap
(Al — Zaher 14% [7]; Nguyédn Thi Hdng
2,3% [8]) tuy nhién day van la nhom UTBM
biét hda pho bién thir 2, chi sau UTBM tuyén
giép thé nha.

Doi véi nhém chan doan khong phai u
thé nang trong nghién ciru c6 36 trudong hop
(23,8%) gom bénh nét nang tuyén giap
(19,9%) va FVPTC (4%). Trong d6 bénh nét
nang la chan doan méi duoc dua ra trong
phién ban tha 5 cia WHO 2022 cho nhirng
ton thuong da nhan ma kho phan dinh dugc
1a cac truong hop tan san nét dang u tuyén,
budu giap da nhan hay u tuyén thé nang cua
tuyén giap. Nhitng ton thuong nay thudng
nhiéu nét va dugc goi 1a budu giap da nhin
trude kia, tuy nhién diéu ndy la khong pho
hop, vi nhiéu ton thuong, bao gém viém
tuyén giap, ndt ting san va u tan sinh, co thé
lam phaét trién tao ra tuyén giap c6 da nhan
va phi dai trén Iam sang. Hay gap nhat 1a mot
s6 rdi loan chirc ning tuyén giap, duoc dic
trung boi nhiéu tén thuong bao gdm céc té
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bao biéu md nang c6 cau trdc rat thay doi:
nang nho, nang lon, vi nang, c6 gi¢i han ro
hoac khdng. Céc nét trong rdi loan nay cé
thé gidng hinh théi u tuyén. Bai vi c6 nhitng
chuyén dang &c tinh cd thé xay ra trén céac
ndt da nhan nay, dic biét voi nhitng khéi da
nhan c6 kich thudc I6n gay chen ép, anh
huéng ti ngudi bénh. Ciing ¢6 nhiéu nghién
ctru chi ra rang gié tri chan doan té bao hoc
cac ndt tuyén gidp ¢ cac ndt >40mm giam
hon cac khdi <40mm, do vay véi nhitng tén
thuong da ndt c¢6 kich thudc Ion (>40mm),
mac du c6 TBH va SA khdng nghi ngo
nhung cac d6i twong nghién ciru cua ching
t0i van duoc thuc hién phau thuat.

Sw phu hep chan doan u thé nang sau
phiu thuat

Pé danh gia cac ndt tuyén gidp trudc
phau thuat, FNA 1a phuong phap c6 gia tri va
dang tin cdy vai phan lon cac nét tuyén
gi&p.Tuy nhién cac u thé nang va ton thuong
twong tuy nhu bénh nét nang hoic FVPTC rat
kho phén biét trén dich hat FNA. Vi ly do
nay Bethesda dd dé& xuit nhom chan doan
nhém 4 (U thé nang hoic nghi ngd u thé
nang) dé chi ra céc tén thuong co nguy co
UTBM thé nang do vay can dugc phiu thuat.
Nhom nay chiém 25% chan doan FNA tuyén
gidp, voi nguy co ac tinh 15 — 30%. Pay la

xét nghiém sang loc cho mét u tdn san nang
va can md bénh hoc dé phan biét giita u
tuyén va ung thu biéu mé thé nang, UTBM
té bao &i toan hay UTBM nha bién thé nang,
hodc céc khdi u nguy co thap theo phan loai
cua WHO 2022.

Khi xem xét nhém chan doan TBH truéc
phau thuat 1a nhdm 3 hoic nhoém 4 sau khi
phau thuat duoc chan doan xac dinh bang
MBH trong bang 3.2 thi ty 1€ phu hgp trong
chan doan cua ching t6i la 74,4%, chan doan
sai xay ra nhiéu nhat & nhom bénh nét nang
véi 20,5% (8/39 truong hop); sai ¢ nhom
FVPTC chi chiém 5,1% (2/39 trudng hop).
Tuong ty mot sé nghién ctu, ty 1 phi hop
dao dong tir 32% dén 62% (Kanghee Han
(2018) [9] su phu hop la 43,1%; Wu va cs.
(2012) [10] 1a 61,5%, bénh nét nang va
FVPTC thuong bi nham véi u thé nang trén
té bao hoc.

Péi chiéu chan doan té bao hoc véi mod
bénh hoc sau phiu thuat trong bang 3.3 Néu
coi cac trueong hop nghi ngd ac tinh thanh
duong tinh thi gia tri té bao hoc cua cac khoi
u dang nang sé la gia tri du bao duong tinh
100%; gié tri du bao am tinh 91,3%; do dac
hiéu 100%; do chinh xac 91,4%. Tuong tu
cac tac gia duai day.

Tac gia D6 nhay Do dac hiéu Do chinh xac
Nguyén Huy Quang (2019) 98,98% 81,81% 97,25%
Tran Manh Ha (2021) [3] 100% 92% 93,5%

Tuy nhién d6 nhay trong nghién ctru cua
ching t6i rat thap (13,3%). Két qua nay do ty
I¢ &m tinh gia trong nghién cuau kha cao:
13/15 trudng hop. Phan 1on chan doan nay
nam trong nhém té bao hoc nhém nhém 3 va

4 do ung thu thé nang khong thé phat hién
dugc trén TBH, cé4c bién ddi vé TBH la rét it,
chi ¢6 thé goi y chan doan 1a u thé nang dé
dua ra khuyén céo phau thuat cho bénh nhan.
Tur d6 cho phép danh gid lanh tinh, nguy co
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thap hay &c tinh dua trén xam nhap vo va
xam nhap mach trén md bénh hoc. Két qua
nay phu hop véi khuyén cdo cua Bethesda
rang TBH tai u c6 gia tri chan doan cao ddi
v6i UTBM thé nhua, do nhay khéng cao trong
UTBM thé nang.

V. KET LUAN

Chan doan MBH theo phan loai cua
WHO 2022 gitp cho céc nha 1am sang c6 thé
tién luong va lya chon dugc phuong phap
phau thuat pht hop nhat cho cac bénh nhan
méc u tuyén gidp thé nang, tir d6 tranh duoc
cac diéu tri qua mac (phau thuat cat tuyén
gidp toan bo hay xa tri bd trg), gitip nang cao
chat lwong séng cho bénh nhan. Ty l¢ &m
tinh gia cao trong chan doan té bao hoc cac
ton thuong u thé nang do vay nén két hop véi
siéu am véi nhiing khuyén céo riéng danh
cho nhém u thé nang dé cac nha lam sang lya
chon cac phuong phap quan ly theo ddi hay
phau thuat phu hop.
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Muc dich: Panh gia tinh trang di cdn xa sau
mo ung thu phdi khong té bao nho (UTPKTBN)
tai Bénh vién Ung Buéu TPHCM.

Bénh nhian va phwong phap: Nghién ctu
mo ta loat ca 48 bénh nhan UTPKTBN duoc
phau thuat noi soi 16ng nguc tai Bénh vién Ung
Buéu TP HCM trong ba nam tir 2018 dén 2020.

Két qua:

+ Ti I¢ di can xa la 42% (KTC 95%: 28-
56%). Trong s cac truong hop di cin xa; di cin
xuong, ndo va phdi-mang phdi chiém da sb
(84%).

+ Cac bénh nhan di can xa co tién lugng
sbng con toan bo kém hon cac bénh nhan khang
di can.

+ Lugng CEA huyét thanh truéc mé cao, giai
doan bénh muon vagrad mé hoc cao khéng anh
huong dang ké dén dén kha ning di cin xa sau
mo.

'B6 mén Ung thu, Pai hoc Y Duoc TP.HCM
?Khoa Ngoai Nguc - Bung, Bénhvién Ung Burou
TP.HCM

*Khoa Diéu tri Tong hop, Bénh vién Ung Butéu
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Email: phcuongvn@yahoo.com

Ngay nhan bai: 17/7/2024

Ngay phan bién: 26/7/2024

Ngay chip nhan ding: 30/7/2024

+ Ca kiéu cach di cin xa (don doc hay di can
xa nhiéu vi tri) va thoi gian di can xa (di cin sém
hay muon) déu anh huéng dén thoi gian séng con
toan bo khi phan tich don bién, nhung chi thoi
gian di can xa co6 gia tri tién lwong doc lap khi
phan tich da bién.

Két luan: Di cin xa sau mé UTPKTBN
chiém gan phan nta truong hop; voi da s6 1a di
cin xuong, ndo va phodi-mang phoi. Cac bénh
nhan di can xa c6 tién lugng kém hon cac bénh
nhan khong di can. Di can xa som (<12 thang) la
yéu 6 tién lugng xau doc lap thoi gian séng con
toan bo.

Tir khoa: ung thu phdi khdng té bao nho,
phau thuat noi soi 16ng nguc, di cin xa, di cin
sém, sbng con toan bo.

SUMMARY

DISTANT METASTASIS AFTER

VIDEO-ASSISTED THORACOSCOPIC
SURGERY FOR TREATMENT NON-
SMALL CELL LUNG CANCER
PATIENTS

Purpose: To evaluate the distant metastasis
after using video-assisted thoracoscopic surgery
(VATS) for treatment patients with non-small
cell lung cancer (NSCLC) at HCMC Oncology
Hospital.

Patients and methods: Records of 48
patients with NSCLC received treatment with
VATS from 2018 through 2020 at HCMC
Oncology Hospital were studied and presented in
case series.
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Results:

+ The overall distant metastasis rate was
42% (95% CI:. 28-56%). Among cases of
metastasis; bone, brain and lung-pleural
metastases accounted for the majority (84%).

+ Patients with metastases had poorer overall
survival than non-metastatic patients.

+ High preoperative serum CEA level, late
disease stage and high tumor grade did not
significantly affect the likelihood of distant
recurrence after surgery.

+ Both the pattern of metastases (to single or
to multiple sites) and the time to metastases
(sooner or later) affected overall survival in
univariate analysis, but only the time to
metastases had independent prognostic value in
multivariate analysis.

Conclusion: Distant recurrences after
surgery for NSCLC accounts for nearly half of
cases; with the majority being bone, brain and
lung-pleural metastases. Patients with metastases
have a significant worse prognosis than non-
metastatic patients. Early distant metastasis (<12
months) is an independent poor prognostic factor
for overall survival.

Keywords: non-small cell lung cancer, video-
assisted  thoracoscopic  surgery, distant
metastasis, early metastasis, overall survival.

I. DAT VAN DE

Ung thu (UT) phéi la mot trong nam loai
ung thu thudng gap nhat tai Viét Nam va ca
tai TP.HCM.12 Ung thu phoi khong té bao
nhé (UTPKTBN) thuong giap hon UT phoi té
bao nho, chiém ti 16 khoang 85%.
UTPKTBN thuong can diéu tri da mo thuc,
trong d6 phau thuat Ia chu yéu, gitp diéu tri
khoi cac bénh nhan giai doan sém (giai doan
I-111A).3

Khoang Y5 cac bénh nhan UTPKTBN giai
doan sém (giai doan I-111) sé bi di can xa sau
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md. Cac bénh nhan nay thuong tar vong
sém.* Céc vi tri di cdn xa thuong gap theo
thir ty 1a ndo, xwong, gan va tuyén thuong
than.>

Tai Viét Nam, dd c6 nhiéu nghién ctru vé
mé mé hoac mo noi soi diéu tri UTPKTBN.
Tuy nhién co it nghién ctru trong nudc khao
sat rieng vé tinh trang di cin xa sau md
UTPKTBN.

Chung toi thuc hién khao sat ndy nham
muc tiéu: Khdo sat tinh trang di can xa sau
mé ung thw phéi khong té bao nhé tgi Bénh
vién Ung Buwéu TPHCM.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru: 1a cac bénh
nhan UTPKTBN duoc md noi soi 16ng nguc
(VATS) tai bénh vién Ung Buéu TPHCM
trong ba nam, tir 2018 dén 2020.

2.2. Phwong phap nghién ciru: Hoi ctu
mo ta loat ca.

2.3. C4c bién sé chinh

- Di cin xa dugc ghi nhan khi c6 ton
thurong u xuét hién trong hoic ngoai long
nguc (sau khi dd duwoc mé cét thiy phdi va
sinh thiét hach trung thit) bing cac phuong
tién chan doan hinh anh nhu: siéu am, phim
chyp CT scan hoac MRI, PET-CT hoac xa
hinh xuong. Cac ton thuong nay dugc Xac
dinh bang té bao hoc hoic giai phau bénh
néu k§ thuat c6 thé thyc hién duoc. Thoi gian
séng khong di can duoc tinh tir ngay mé dén
ngay c6 thong tin vé tinh trang di cin xa.

- Di can som khi thoi gian tir ngdy mé
dén ngay c6 thong tin vé tinh trang di cin xa
<12 thang.

2.4. Xir 1y s6 liéu

S6 liéu dugc ghi nhan vao phiéu thu thap
dir liéu.

Nhap va xt Iy sé liéu biang phan mém
SPSS 25.0 for Windows.
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+ Céc bién sb dinh tinh dugc dém tan
xuat hién dién cé hoic khéng.

+ Céc bién s thay doi theo thoi gian (di
cin xa, song con) dugc udc tinh bing
phuong phap Kaplan-Meier.

+ Gia tri p < 0,05 dugc chon l1a cO y
nghia théng ké, véi do tin cay 95%.

Méi tuong quan giira hai bién s6 dinh
tinh duoc kiém dinh bang phép kiém Chi
binh phuong (?).

Phép kiém Log-rank dugc dung dé so
sanh céc kiéu phan bd thoi gian séng theo
céc bién sb. Céc bién sb co y nghia 1am sang
duoc dua vao phan tich da bién véi phuong
phép hdi quy Cox dé tim ra cac bién sé c6
gia tri tién lwong doc lap.

. KET QUA NGHIEN cU'U

3.1. Pic diém caa nhom bénh nhan
khao sat

Nhom khao sat gom 48 bénh nhan.

+ Pai da sb cac bénh nhan >50 tudi
(90%), ti sb nam:ni 1a 1,2.

+ Budu nguyén phat thuong ¢ thuy trén
hon (54%). Pa s6 budu co kich thugc <3cm
(63%). Pai da s6 cac bénh nhéan c6 giai doan
lam sang la giai doan | va Il (83%).

+ Cit thay phdi la phau thuat thuong
duoc thuc hién (90%).

+ Loai giai phiu bénh carcindm tuyén
chiém dai da s6 (92%). Giai doan sau md
(pTNM) da sé 1a giai doan 111 (42%). (Bang
1).

Bdng I: Pic diém ciia nhom bénh nhan khdo st

S6 bénh nhan
<50 5
Tubi 50-59 19 (40%)
60-69 15 (31%)
>70 9
e, Nam 26 (54%)
Gioi tinh NG 2
Phéi phai
Thuy trén 18 (37%)
Thuy gitra 3
Vi tri buéu Thuy dudi 12
Phoi tréi
Thuy trén 8 (17%)
Thuy dudi 7
<3cm 30 (63%)
Kich thwéc bwéu >3 -<5cm 14
>5 - <7cm 4
Giai doan lam sang III 34 (;1%)
(CTNM) A 8
Cit thuy phoi 43 (90%)
Phiu thuat Cit 2 thuy phoi 4
Cit phéi hinh chém 1
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Carcindm tuyén 44 (92%)
Giai phau bénh Carcinom té bao gai 3
Carcinbm gai-tuyén 1
Giai doan sau mé III 12
(PTNM) 1 20 (42%)

3.2. Di can xa sau mo
Bdng 2: Vi tri di cin xa sau mo

Vi tri di can xa

S6 bénh nhan

Xuwong-cot song 10 (30%)
N&o 8 (24%)
Phdi-mang phdi 10 (30%)
Tuyén thuong than 2
Gan 2
Khéc 1
Tong cong 33

Trong thoi gian theo ddi trung vi 31
thang (1-55 thang), ching t6i ghi nhan c6 20
truong hop di cin xa, chiém ti 1&é 42% (KTC
95%: 28-56%). Trong sé cac truong hop di
can xa; di cin xuong, ndo va phoi-mang phoi
chiém da s6 (84%) (Bang 2).

Trung vi thoi gian di can xa 1a 37 thang.

Ti I€ di can xa sau 1 nam, 2 nam va 3
nam lan luot 12 18%, 45% va 49 %.

3.3. Di ciin don ddc va di cin nhiéu vi
tri

(C6 bénh nhan di can xa nhiéu hon 1 vi tri)
Trong 20 bénh nhan di can xa c6 10
truong hop di cin don doc (Mot vj tri) chiém
ti 1& 50% va 10 truong hop di cin nhiéu vi
tri. S6 trudng hop tir vong caa cac bénh nhan
di can don doc va di can nhiéu vi tri lan luot
la 2 va 6, chiém ti I¢ lan lugt 1a 20% va 60%.
Céc bénh nhan di can nhiéu vi tri c6 thoi
gian song con trung binh la 32 thang, thap
hon dang ké so véi cac bénh nhan di can don
doc (40,5 thang) (p=0,008) (Biéu d6 1).

S$6ng con toan bd theo kiéu cach di can

————— -

L

v

: ***%  51théng (46-56,5) Do gad

32 thang
(20-40,5)

o

Théri glen

40,5 thang (35-45,5)

p=0,008

w00 00 wo

" an tokn b (thing)

Biéu do 1: Thei gian séng to

an bg cia cac bénh nhan

theo kiéu cdch di ciin xa don déc hay nhiéu vi tri
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3.4. Di cin s6m va di cin mudn

Trong 20 bénh nhan di can xa c6 8
treong hop di can soém (<12 thang) (40%) va
12 trudng hop di can mudn. S6 trudng hop tir
vong cua cac bénh nhan di can sém va di can

muoén lan luot 12 5 va 3, chiém ti 18 lan luot
la 62% va 25%.

Céc bénh nhan di can sém co thoi gian
sdng con trung binh 1a 25,5 thang, thap hon
dang ké so voi cac bénh nhan di cin mudn

(42,5 thang) (p=0,001) (Biéu db 2).

TSN S T2 dn Di caén
Ll . 1 é(géng
T 51thang (46-56,5) MSE,,,
42,5 thang ;
...... (38,5-46,5);
!
- i Le, 1 1
-
25,5 thang (17-34)
p=0,001

Thoi gian séng con toan bd (thing)
Biéu do 2: Thei gian séng toan bg cia cac bénh nhan theo théi gian di cin sém hay mugn
3.5. C4c yéu té anh hwéng dén di cin xa
Cac bénh nhan c6 lugng CEA huyét thanh truéc md cao, giai doan bénh mudn va grad mo
hoc cao xuat hién di cin xa soém hon, nhung nhung sy khac biét khong cé y nghia théng ké
(Bang 3).
Bdng 3: CAc Yéu té dnh hwéng dén khd ning di cin xa

Yéu to |Sé bénh nhan | Di cin xa |Th(‘)’i gian séng khong di ciin trung binh | p
Lwgng CEA huyét thanh 0,338
< Sng/mL 23 9 26,5-43 thang
> 5ng/mL 12 5 16-43 thang
Giai doan bénh 0,366
GbI 15 5 31,5-50,5 thang
GbII 13 7 18,5-40 thang
Gb 111 20 8 17,5-29,5 thang
Grad m6 hoc 0,155
Grad 1 4 0 Khong xac dinh
Grad 2 30 13 25,5-42 thang
Grad 3 13 7 17-37,5 thang
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3.6. Piéu tri di cin xa

Diéu tri di can xa sau md chu yéu 1a diéu
tri toan than (héa tri, thuéc nhiam dich hoic
mién dich). Cac bénh nhan di cian don doc co

thé diéu tri phau thuat cat khoi di can. Cac
bénh nhan di can nhiéu vi tri, téng trang kém,
c6 nhiéu bénh nén c6 thé chi diéu tri cham
sOc giam nhe (Bang 4).

Bdng 4: Cac phwong phap diéu tri di can xa sau mé

Phuwong phap diéu tri S6 bénh nhan

Diéu tri toan than 16

Cham so6c giam nhe 4

Tong cong 20

3.7. Tién lwgng séng toan b cia cAc bénh nhan di cin xa:
. TSﬂgr_yﬂg"Eg:\ toan bd theo tinh trang di can xa Di c3n xa
1 § gl:long
"""" 51 thang (46-56,5) °
A g
o 36,5 thang:
(31-42)
p=0,02

Thei gian sdng con toan bd (thang)
Biéu dé 3: Thei gian séng toan bg cia cac bénh nhan theo tinh trang di cin sau mé

Céac bénh nhan khong di can ghi nhan 2
truong hop tir vong (2/28=7,1%), tuy nhién
trong 20 bénh nhan di can xa da c6 8 bénh
nhan tir vong (40%).

Céc bénh nhan di can xa c6 thoi gian
séng con trung binh 1a 36,5 thang, thap hon
dang ké so vai cac bénh nhan khong bi di cin
(51 thang) (p=0,02) (Biéu db 3).

Ca kiéu cach di can xa (di cin xa nhiéu vi
tri hay don doc) va thoi gian di can xa (di can
sém hay muon) déu anh hudng dén thoi gian
séng toan bo cua cac bénh nhan UTPKTBN
sau mo khi phan tich don bién (Biéu do 1 va
2), nhung chi thoi gian di can xa c6 gia tri
tién lugng doc lap khi phan tich da bién ting
budc theo phuong phap Cox (Bang 5).

Bdng 5: CAc yéu té giup tién lwong qua phan tich da bién.

Yéu to B

p Ti s6 odds (OR)

Di can xa sém (<12 thang) 2,098

0,002 8,149

Céc bénh nhan di can xa sém c6 nguy co tir vong cao hon 8,1 1an.
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IV. BAN LUAN

Di cin xa c6 thé gap & cac bénh nhan
UTPKTBN ngay khi chan doan hoac sau khi
da diéu tri. Sau mé6 UTPKTBN c6 thé ghi
nhan cac tai phat: tai phat tai cho-tai ving
hoic tai phéat xa. Tai phéat xa la khai niém dé
chi cac di can xa xay ra sau khi da diéu trj.

Theo Hung JJ.6 ti I¢ di can xa sau mo CAc
bénh nhan UTPKTBN giai doan | l1a 14-23%.

Theo Potter AL,’ ti I¢€ tai phat 5 nim sau
mb 497 bénh nhan UTPKTBN giai doan |-
la 20,1%. Cac bénh nhan di can xa chiém ti
1& 82% va c6 thoi gian sbng con thap.

Theo Cho S,® khio sat trén 245 bénh
nhan UTPKTBN giai doan IITA (N2) duoc
md tai Han Quéc thai gian 2003-2014 véi
89% c6 chyp PET-CT trudc mo, ti Ié di can
xa sau mo 1a 69%.

Theo Moore S,° khao sat 1658 bénh nhan
UTPKTBN giai doan I-111 thoi gian 2005-
2012, ti 18 di cin xa sau diéu trj 1a 46%.

Trong khao séat nay, ti 1& di cin xa sau m
VATS la 42%, khong khac véi y van. Do
42% céc bénh nhan caa ching tdi khi mo da
O giai doan Ill. Cac bénh nhéan di can xa co
thoi gian séng con trung binh 1a 36,5 thang,
thap hon dang ké so véi cac bénh nhan
khong bi di can (51 thang) (p=0,02).

4.1. Kiéu cach di ciin xa

4.1.1. Di can don djc

Theo AJCC phién ban 8, di can xa don
doc cung thoi diém chan doan budu nguyén
phat & phdi duoc xép hang la M1b va xép
vao giai doan IVA, twong tu khi di cin phdi-
mang phdi (xép hang M1a). Cac bénh nhan
UTPKTBN giai doan IVA ¢ ti Ié séng con 2
nam va 5 nam lan lugt 1a 23% va 10%.

Theo Hung JJ,% khao sat trén 933 bénh
nhan UTPKTBN giai doan I dugc diéu tri
phau thuat tai Pai Loan thoi gian 1980-2000,
6 17,8% bénh nhan di cin xa sau mé. Ti I¢

di can mdt vi tri la 64%, vaéi cac vi tri di can
thuong gap lan luot 1a: xwong, ndo, phdi va
gan.

4.1.2. Di ciin nhiéu vi tri

Theo AJCC phién ban 8, di cin xa nhiéu
vi tri ¢ thoi diém chan doan dugc xép hang la
Milc va xép vao giai doan 1VB. Cac bénh
nhan UTPKTBN giai doan VB ¢4 ti 1& sng
con 2 nam va 5 nam lan lugt 1a 10% va 0%.
Céc bénh nhan di can xa nhiéu vi tri ¢ tién
lwong séng con toan bo kém hon han so voi
cac bénh nhéan di can don doc.

Theo Hung JJ, di cin nhiéu vi tri sau md
chiém ti lé 36%, voi cac vi tri di can thuong
gap lan luot la: xuwong, nao, phéi va tuyén
thugng than.®

Theo Niu FY, céc vi tri di can xa thuong
gap nhat 1a: ndo (47%), xuong (36%), gan
(22%), tuyén thugng than (15%), phoi-mang
phdi (11%), hach (10%). Céac co quan khac
hiém khi bi di can (<5%): mé mém, than,
tuy, lach, phic mac, rudt, tay xwong, mit,
budng triing, tuyén giap, tim, vi, amidan va
xoang miii.>

Theo Cho S, khao sat cac bénh nhan
UTPKTBN giai doan I11A, khdng thiy c6 su
khac biét vé thoi gian séng con sau tai phat
gitta di cin xa nhiéu vi tri va di cin xa don
doc.” Hung JJ cling khong ghi nhan gia tri
tién luong doc lap sdng con sau tai phat cac
bénh nhan UTPKTBN giai doan | cua yéu td
di cin xa nhiéu vi tri.®

Trong khao sat nay, ti 1€ di can xa don
doc chiém 65%. Cac vi tri bi di can thuong
gap nhat lan luot 1a xuong, ndo, phoi-mang
phdi va gan, tuyén thuong than; tuong tu Voi
y van. Cac bénh nhan di cin nhiéu vj tri co
thoi gian séng con trung binh thap hon déng
ké so v&i cac bénh nhan di can don doc (32
thang so vai 40,5 thang; p=0,008), nhung
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khéng phai la yéu té tién lwong song con doc
lap.

4.2. Thoi gian di can xa

Cac bénh nhan c6 di can xa ngay khi
chan doan bénh s& c6 thoi gian séng con toan
bo kém hon cac bénh nhan xuat hién di can
xa sau khi diéu tri (md hoic hoa-xa tri). Theo
Moore S,° khao sat 9.651 bénh nhan
UTPKTBN tai Canada thoi gian 2005-2012,
C4c bénh nhan c6 di cin xa ngay khi chan
doan (giai doan 1V) cd trung vi thoi gian
séng con toan bo thap hon dang ké so vai céc
bénh nhan (giai doan I-111) xuat hién di cin
xa sau khi diéu tri (4,7 thang so véi 6,9
thang; p<0,001). Mdi trong nam 2023, Su
CC tai Hoa Ky ciing két luan sbng con toan
bo cua cac bénh nhan di cin xa sau diéu tri
c6 thoi gian séng con toan bo tét hon cac
bénh nhan c6 di cin xa ngay khi chan doan
(ti s6 nguy co 1a 0,72; p<0,001).4

Thoi gian xuat hién di can ngin phan anh
ban chit sinh hoc hung hén cia budu.® Céac
bénh nhan UTPKTBN co6 thoi gian tu khi
diéu tri dén khi xuat hién di can xa ngan thi
thoi gian séng con toan b ciing ngin. Theo
Cho S,2 thoi gian di can xa >12 thang 1a mot
trong nhitng yéu té tién lwong doc lap thoi
gian sbng con sau tai phat cac bénh nhan
UTPKTBN giai doan 1A (ti s nguy co
0,97; p=0,015). Hung JJ ciing ghi nhan gia tri
tién luong doc lap séng con sau tai phéat cac
bénh nhan UTPKTBN giai doan | cua yéu tb
thoi gian di can xa mudn, tuy nhién méc thoi
gian xac dinh muodn 1a >16 thang (ti sb nguy
co 0,53; p=0,046).5

Trong khao sat nay, cac bénh nhan di can
sém (< 12 thang) co tién luong séng toan b
kém hon cac bénh nhan di can mudn
(p=0,001). Thoi gian di can xa 1a yéu té tién
lwong doc lap sdng con toan bo khi phan tich
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da bién voi nguy co tir vong cua cac bénh
nhén di can sém cao hon 8,1 1an.

4.3. C4c yéu to6 anh hwong dén di cin
xa

Céac bénh nhan xuit hién di cin xa sau
mé thudng cd tong khdi té bao UT Ién (kich
thudc budu hodc hach 16n) hoic ban chat
sinh hoc cta budu hung han (grad mo hoc
cao, xam lan khoang mach mau, xam lan
than kinh, ti l¢ Ki-67 cao, ...).1° Theo Peng
Z, cac yéu td cb gia tri tién doan di can xa
trén cac bénh nhan UTPKTBN loai carcindm
tuyén 1a lugng CEA huyét thanh cao, xép
hang N muon va tudi cao.10

Trong khao sat nay, cac bénh nhan co
luong CEA huyét thanh trugc md cao, giai
doan bénh mudn va grad md hoc cao xuat
hién di can xa sdém hon, nhung su khac biét
khong c6 ¥ nghia thong ké.

Nghién ciru ndy c6 han ché la:

- Hdi ctru mé ta loat ca nén mot sb bién
s0 ghi nhan chua day du.

- C& miu nhd, nén cac két qua thu nhan
dugc khong dii ¥ nghia thong ké khi phan
tich, do d6 can co cic nghién ciru bd sung
v6i ¢ mau 16n hon dé xac nhan két qua.

V. KET LUAN

Di can xa sau mé6 UTPKTBN chiém gan
phan nira truong hop; voi da s 1a di cin
xuong, nio va phdi-mang phoi. Cac bénh
nhan di can xa c¢o6 tién lugng kém hon cac
bénh nhan khong di cdn. Di can xa som la
yéu té tién luong xau doc lap thoi gian sdng
con toan bé.

TAI LIEU THAM KHAO

1. Globocan 2022. Available from: URL:
https://gco.iarc.fr/itoday/data/factsheets/popul
ations/704-viet-nam-fact-sheets.pdf
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PANH GIA HIEU QUA VA PO AN TOAN CUA OSIMERTINIB
TRONG PIEU TRI BO'C MOT TREN BENH NHAN UNG THU PHOI
KHONG TE BAO NHO GIAI POAN TIEN XA CO POT BIEN EGFR:
NGHIEN CUO’U DU LIEU PO’ I THU'C TAI VIET NAM

Hoang Pinh Kinh!, LAim Phwong Nam?, Tran Vinh Tho!,
Tran Thi Ngoc Mail, Nguyén Thi Diéu Thiiy!, LAim Quéc Trung?

TOM TAT.

Muc tiéu: Panh gia hiéu qua va an toan ctua
Osimertinib trong diéu tri budc 1 cho bénh nhan
ung thu phéi khong té bao nho giai doan tién xa
c6 dot bién EGFR duong tinh.

Po6i twong va phwong phap: Nghién ctru
hdi ctru mo ta trén cac bénh nhan ung thu phoi
khong té bao nho giai doan tién xa c6 dot bién
EGFR thuong gip (mét doan exon 19 hoac dot
bién diém exon 21 L858R), chua timg diéu tri
trude do, duge chan doan tai Bénh vién Pai hoc
Y Dugc TPHCM trong khoang thoi gian tu
03/2019 dén 03/2022. Tét ca bénh nhan duge
diéu tri budc mot bang Osimertinib 80mg udng
mdi ngay. Hiéu qua diéu tri duoc danh gid qua
lam sang va hinh anh hoc méi 3 thang. Ghi nhan
thoi gian sdng khong bénh tién trién (PFS), thoi
gian séng toan by (OS), va ddc tinh cua
Osimertinib. Thoi gian séng khong bénh tién
trién (PFS), thoi gian séng toan bo (0OS), vahd so
an toan cua Osimertinib dugc ghi nhan.

Két qua: C6 tong cong 45 bénh nhan duoc
lua chon va phéan tich. Ty 1€ dap ung khach quan

‘Khoa Héa tri Ung thu — Bénh vién Pai hoc Y
Duoc TPHCM

Chiu trach nhiém chinh: Hoang Pinh Kinh
SPT: 0906519777

Email: kinh.hd@umc.edu.vn

Ngay nhan bai: 22/7/2024

Ngay phan bién: 26/7/2024

Ngay chip nhan dang: 31/7/2024
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(ORR) dat 75,6% va ty 1& kiém soat bénh (DCR)
dat 93,3%. Bacbiét, ® nhom bénh nhan c6 di can
ndo, ORR dat 83,3% va DCR dat 100%. Thoi
gian séng khong bénh tién trién va thoi gian song
toan bd chua dat trung vi, véi thoi gian theo doi
trung binh 18,2 thang. Ty 1¢ dap Ung tai thoi
diém 12 thang1a 65,3% (KTC 95%: 49%-77%),
va ty 1¢ séng con tai thoi diém 12 thang 1a 83,5%
(KTC 95%: 69%-92%). Tac dung phu dugc ghi
nhan 6 35,4% bénh nhén, khong c6 trudng hop
nao gap tac dung phu tr d¢ 3 tro 1€n, va khong co
bénh nhan nao phai giam lidu, gian doan hoic
ngimg diéu tri do tic dung phu.

Két luan: Diéu tri budc mot voi Osimertinib
& bénh nhan ung thu phéi khong té bao nho c6
dot bién EGFR cho théy hi¢u qua vé ty 1€ dap
tmg, thoi gian sdng toan bo va thoi gian sng
khong bénh tién trién, véi hd so an toan chap
nhan duogc. Piéu nay dic biét ndi bat & nhom
bénh nhén c6 di can nio tai thoi diém chan doan.

Tir khoa: ung thu phdi khong té bao nho
chua diéu tri, osimertinib, dot bién EGFR

SUMMARY
EFFICACY AND SAFETY OF
OSIMERTINIB AS FIRST-LINE
TREATMENT IN ADVANCED EGFR-
MUTANT NSCLC: A REAL-WORLD
STUDY FROM VIETNAM
Objective: To evaluate the efficacy and
safety of Osimertinib as a first-line treatment for
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patients with advanced-stage EGFR-positive
non-small cell lung cancer (NSCLC).

Patients and Methods: This retrospective
study involved treatment-naive patients with
advanced-stage EGFR-positive NSCLC
(commonly exon 19 deletions or exon 21 L858R
point mutations), diagnosed at the University
Medical Center Ho Chi Minh City between
March 2019 and March 2022. All patients
received first-line treatment with Osimertinib
80mg orally once daily. Clinical and
radiographic responses were assessed every three
months. Progression-free survival (PFS), overall
survival (OS), and Osimertinib safety profiles
were recorded.

Results: A total of 45 patients were enrolled
and analyzed. The objective response rate (ORR)
was 75.6%, and the disease control rate (DCR)
was 93.3%. Notably, the ORR was 83.3% among
patients with brain metastases, and the DCR was
100%. Median PFS and OS were not yet reached,
with a median follow-up of 18.2 months. The 12-
month response rate was 65.3% (95% CI: 49%-
77%), and the 12-month survival rate was 83.5%
(95% CI: 69%-92%). Adverse events were
observed in 35.4% of patients, with no grade 3 or
higher adverse events reported, and no patients
required dose reductions, interruptions, or
discontinuations due to adverse events.

Conclusions:  First-line treatment with
Osimertinib in patients with EGFR-mutant
NSCLC demonstrates significant efficacy in
response rates, overall survival, and progression-
free survival, with an acceptable safety profile.
This is particularly noteworthy in patients with
brain metastases at diagnosis.

Keywords: treatment-naive non-small cell
lung cancer, osimertinib, EGFR mutation

I. DAT VAN DE

Ung thu phdi 14 loai ung thu phd bién
nhat trén thé gidi, ding dau vé ty 1é mic méi
va 1a nguyén nhan hang dau gay tir vong do
ung thu & ca hai giéi. Tai chau A, ty 18 tir
vong do ung thu phdi cao nhat!. Ung thu
phdi khong té bao nho (UTPKTBN) chiém
khoang 85% tong sd ca ung thu phdi, véi
phan 16n bénh nhan dugc chan doan & giai
doan tién trién va di cin xa khong con kha
nang diéu tri khoi bénh. Lya chon diéu tri
cho UTPKTBN giai doan tién trién, di can
thuong dya vao cac phuong phéap diéu tri
toan than, nhim kiém soat bénh, kéo dai thoi
gian sdng va cai thién chat luong cudc sdng
cho ngudi bénh.! Hoéa tri dwa trén phac d6 c6
platinum 13 phuong phap diéu tri chi yéu
trong nhiéu nim trudc day, nhung khong
dem lai lgi ich vuot troi va di kém véi nhiéu
doc tinh khong mong mudn. Sy phat trién
cua sinh hoc phan tir va sy ra doi cua cac
thudc nham trang dich va liéu phap mién
dich di mang lai nhiéu tién bd mdi trong
diéu tri UTPKTBN giai doan tién xa. Dot
bién EGFR 1a mét trong nhitng dot bién phd
bién nhat & UTPKTBN, ti 1 bat gip khac
nhau gitta cac chung toc va 1a myc ti€u cua
nhiéu thudc diéu tri nhim trung dich hién
nay.?

Osimertinib 14 mot chat e ché tyrosine
kinase thé hé thtr ba nhim vao thu thé EGFR.
Nghién ctru FLAURA so sanh tryc tiép hiéu
qua cta osimertinib voi cac thude TKI tiéu
chuan (Gefitinib hodc Erlotinib) trong diéu
tri budc mdt cho bénh nhan UTPKTBN giai
doan tién trién, di can, cho théy osimertinib
cai thién dang ké thoi gian séng toan bod
(38,6 thang so voi 31,8 thang, p=0,046,
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HR=0,8) va thoi gian séng con khong bénh
tién trién (18,9 thang so voi 10,2 théang;
p<0,001; HR=0,46) v&i doc tinh thip hon.
bang cha y, osimertinib mang lai loi ich
dang ké ca ¢ bénh nhan c6 di cin ndo va
khong ¢6 di cdn ndo.3* Nghién clru
FLAURA Asian subset, thuc hién trén 322
bénh nhan tai chau A, ciing cho két qua
twong tu vé thoi gian sdng khong bénh tién
trién (16,5 théng so véi 11,0 thang,
p<0,0001, HR=0,54).5 Vi viy, chiing t6i tién
hanh nghién ciru nay nham danh gi4 hiéu qua
an toan ctia Osimertinib trong diéu tri budc
mdt cho bénh nhan UTPKTBN giai doan tién
trién, di can tai Bénh vién Pai hoc Y Dugc
TPHCM.

1. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

Péi twong nghién ciru:

Hoi crtu md ta 45 truong hop ung thu
phdi khong té bao nho giai doan tién trién, di
cin c6 dot bién EGFR duong tinh dugc diéu
tri v&i Osimertinib buéc mot tir 03/2019 dén
03/2022.

Tiéu chi chon lya:

Ung thu phéi khong té bao nho giai doan
tién trién, di can (IIIB-1IVA AJCC 8t), co dot
bién EGFR duong tinh dya trén xét nghiém
mau md hodc miu mau, diéu tri osimertinib
budc mot it nhat 3 thang, c6 thé phdi hop
diéu tri giam nhe (biphosphonate trong
truong hop di can xwong, cac thudc giam
dau, khang viém corticosteroid) hoic kiém
soat bénh tai chd (xa tri ndo, phau thuat cat
khi di can ndo).

Tiéu chi loai trir: Nguoi bénh da duoc
diéu tri toan than trudc d6 bao gdbm hoa tri
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hoac diéu tri TKIs cho ung thu phdi khong té
bao nho. Nguoi bénh ¢6 ung thu thi hai

Phwong phap nghién ciru: Hoi ciru md
ta

Noi dung nghién ctru va phuong phap
théng ké: danh gia dap ung cac sang thuong
c6 thé do duoc trén hinh anh hoc thdng qua
tiéu chuan RECIST 1.1. Panh gia doc tinh
cia thudc theo bang phan do CTCAE 5.0.
Céc bién dinh tinh duoc thong ké bang ty 1é
phan trim. Cac bién dinh lrong duoc thdng
ké qua trung vi, gia tri Ion nhat, gia tri nho
nhat. Dung phép kiém thong ké 2 xét mbi
twong quan cua hai bién dinh tinh, phép kiém
T-student danh gid méi twong quan cua hai
bién dinh lrong, ngudng cé ¥ nghia théng ké
khi p<0,05 vai d6 tin cay 95%. Phén tich
song con Kaplan-Meier cho PFS va OS.

IIl. KET QUA NGHIEN cU'U

Pic diém dan sé nghién ciru

Tong cong ¢ 45 bénh nhan duoc diéu tri
V6i osimertinib budc mot, trong do tat ca cac
bénh nhan déu & giai doan 1V. Tudi trung
binh tai thoi diém chan doan la 63.3 véi
66,7% bénh nhan Ia nit. Pa phan bénh nhan
(66,7%) khong hat thudc 1a. Phan 1on bénh
nhan c6 chi s6 hoat dong co thé ECOG 0-1
(95,4%) va c6 giai phau bénh carcindm tuyén
(95,4%). 18 bénh nhan c6 di can nio tai thoi
diém chan doén, trong d6 c6 1 trudng hop di
phiu thuat ldy khéi u ndo trudc diéu tri va 2
truong hop Xa tri ndo trude diéu tri. Dot bién
EGFR mat doan exon 19 gap ¢ 66,7% bénh
nhan va 100% dot bién EGFR dugc xac dinh
trén mau mo.
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Bdng I: Pdc diém bénh nhan trong nghién ciu

Pic diém S6 lrong (n=45) %
Tudi trung binh 63.3
<65 26 57,8
>65 19 42,2
Gioi
Nam 15 33,3
N 30 66,7
Hut thudce 14
Co 15 33,3
Khong 30 66,7
ECOG
0-1 43 95,6
2 2 44
Giai doan
v 45 100
Di can nao
Cé 18 40,0
Khéng 27 60,0
Giai phau bénh
Carcindm tuyén 43 95,6
Carcindm té bao gai 2 44
Loai dot bién
Mat doan exon 19 30 66,7
Exon 21 L858R 15 33,3
M4au bénh pham
Mau md 45 100

Két qua diéu tri

Ddp irng diéu tri
Ti I€ dap trng khach quan chung cua
nghién cau la 75,6% va&i 34 bénh nhan dat
dap (rng mot phan va ti 1& kiém soat bénh dat
93,3%. Ti I& dap tng khach quan & nhom co
di can ndo 1a 83,3% (15/18) va & nhom
khong c6 di can ndo 1a 70,4% (19/27), khong

c6 su khac biét co y nghia théng ké

(p=0,323). Ti I¢ kiém soat bénh & hai nhém

lan Tuot 12 100% va 88,9%. Ty ¢ dap tng

khach quan & nhom dot bién mat doan exon

19 va exon 21 L858R lan Iuot 12 80,0% va
66,7%, khong cd su khéc biét co6 y nghia
théng ké (p=0.407). (

Bang 2)
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Bing 2: Ty Ié dap vrng diéu tri

Di cin nio Pot bién gen
. Chung . . MAt doan Exon 21
: So lwong (%) |So lwong (%) | So lwong (%) | So lwong (%) | So lwong (%)
(n=45) (n=18) (n=27) (n=30) (n=15)
PR 34 (75,6) 15 (83,3) 19 (70,4) 24 (80,0) 10 (66,7)
SD 8 (17,8) 3(16,7) 5 (18,5) 5 (16,7) 3 (20,0)
PD 3(6,7) 0 3(11,1) 1(3,3) 2 (13,3)
ORR 34 (75,6) 15 (83,3) 19 (70,4) 24 (80,0) 10 (66,7)
DCR 42 (93,3) 18 (100) 24 (88,9) 29 (96,7) 13 (86,7)

_Thoi gian séng con khong bénh tién
trien PFS
Trung vi thoi gian séng con khdng bénh
tién trién cua dan sb nghién ctru chwa dat
duoc (KTC 95%, 11,1 — NC) véi thoi gian

Bang)

Phan tich dudi nhém trong dan sé nghién
ctru, thoi gian song con khdng bénh tién trién
(PFS) 12 thang cta nhém c6 di can ndo va
khong di cin ndo lan luot la 63,6% va
66,0%; khéng co sy khac biét c6 y nghia
théng ké gitra hai nhém (p=0,90, HR=0,98,
KTC 0,43-2,60). (*NR: Not reach; NC:
Not be calculated

) Két qua twong ty khi so sanh gitra hai
nhom dot bién gen, dot bien mat doan exon
19 c6 PFS 12 thang 1a 69,0% va dot bién
exon 21 L858R la 57,1%, khong co6 khac biét

Bang)

Thoi gian sdng con toan bo tai thoi diém
12 thang gitta nhém co6 di can ndo va khong
di can ndo lan luot l1a 81,8% va 84,6%,
khong c6 sy khac biét co6 ¥ nghia théng ké
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theo doi trung binh 18,2 thang; trong d6 thoi
gian PFS ngin nhat 1a 3,3 thang va dai nhat
la 36,4 thang. PFS tai thoi diém 12 thang va
24 thang lan luot 12 65,1% va 46,5%. (

c¢6 y nghia thong ké (p=0,10, HR=0,43, KTC
0,87-5,08). (Error! Reference source not
found.)

Thoi gian séng con toan bé
Trung vi thoi gian séng con toan bo cua
nhom dan sb nghién ctru chwa dat duoc
(KTC 95%, NC - NC) trong thoi gian theo
ddi trung binh 18,2 thang, vai thoi gian séng
con toan bo ngan nhat 1a 4,6 thang va dai
nhét 1a 36,4 thang. Tai thoi diém két thic
nghién ciru, ¢6 35 bénh nhan con sbng,
chiém 77,8% va 10 truong hop tir vong
chiém 22,2%. Ty 1é OS tai thoi diém 12
thang la 83,5% va tai thoi diém 24 thang la
72,1%. (
(p=0,44, HR=1.98, KTC 0,47-5,67). (*NR:
Not reach; NC: Not be calculated

) Phan tich hai nhém dot bién gen mat
doan exon 19 va exon 21 L858R c6 OS 12
thang lan luot 12 93% va 64,3%, su khac biét
khong c6 ¥ nghia théng k& (p=0,15,
HR=0.48, KTC 0,71-8,54). (Error!
Reference source not found.)
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Bing 3: Ty I¢ bénh nhdn dat PFS va OS tai tirng thoi diém

PFS 0S
Bénh nhan xay ra bién cb (n,%) 21 (46,7) 11 (24,4)
Ty 1& bénh nhan khong bién ¢ tai 12 thang 65,3 (49-77) 83,5 (69-92)
thoi diém (%, KTC 95%) 24 thang 46,5 (29-62) 68,7 (55-85)
Trung vi thoi gian sbng con (thang) NR (11,1-NC) NR (NC-NC)

Théi gian song cén khong bénh tién trién

20
Théng

PFS(%)

*NR: Not reach; NC: Not be calculated

PFS theo tinh trang di cén ndo
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Hinh 3: Thoi gian song con khéng bénh tién trién PFS
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Hinh 4: Thei gian song con toan b OS

Déc tinh Osimertinib

O 45 bénh nhan diéu tri Osimertinib
budc mot, chi ghi nhan 4 truong hop (8,8%)
c6 tac dung phu tiéu chay do 1, 4 truong hop
(8,8%) c0 triéu chirng viém quanh méng d6 1
va 8 truong hop (17,8%) ghi nhan noi ban da
do 2. Trong d6, khong ghi nhan truong hop
tac dung phu tir d6 3 tro 1én va gay giam liéu

hoac ngirng thudc. Ngoai ra khéng ghi nhan
cac tac dung phu khac Ién hé tim mach, tiét
niéu, huyét hoc.

IV. BAN LUAN

Vé ty 1é dap tng diéu tri, trong nghién
ctru doi thuc cua chung téi trén 45 bénh nhan
dugc diéu tri Osimertinib budc mot theo doi
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trung binh 18,2 thang, ghi nhan ty I¢ dap trng
khach quan (ORR) dat 75,6% (34/45) va ty I¢
kiém soat bénh (DCR) dat 93,3% (42/45).
Nghién ctu FLAURA phan tich ¢ dan sb
Chau A thuc hién trén 162 bénh nhan diéu tri
Osimertinib budc mot, ghi nhan ORR dat
80% va DCR dat 98%.5 Két qua ching toi
ghi nhan dugc khdng cd su chénh léch vai
nghién cau FLAURA trén dan sé Chau A,
mac di ¢& mau trong nghién ciru cua ching
tdi con han ché. Trong nghién ct:u caa ching
t6i, cO 40% bénh nhan (18/45) dugc chan
doén di can ndo tai thoi diém chan doan voi
ORR 83,3% (15/18) va DCR 100%. Két qua
dat dugc trong nhdm bénh nhan di can nio
twong dong véi két qua trong nghién cau tién
ctru, doi thuc FLOURISH thuc hién trén 500
bénh nhan Trung Qudc, trong dé co 35%
bénh nhin di can ndo, ORR va DCR ¢ nhém
bénh nhan nay lan luot 14 63,8% (90/141) va
95% (134/141).5

V& thoi gian sdng con khdng bénh tién
trién (PFS) va thoi gian séng con toan bo
(OS) trong nghién curu cua ching toi chua
dat dugc vai thoi gian theo ddi trung binh
18,2 thang, véi ty 1€ bénh nhan dat PFS la
46,7% va OS la 24,4%. Tuy nhién, ty I& PFS
va OS tai thoi diém 12 thang lan luot dat
65,3% (KTC 95% 49%-77%) va 83,5%
(KTC 95% 69%-92%). Nghién ctu
FLOURISH voi thoi gian theo doéi 18,0
thang, PFS va OS tai 12 thang la 79.6%
(KTC 95% 75.0%-83.3%) va 90.0% (KTC
95% 86.8%-92.5%).6 Nghién ciru pha ba, mu
doi FLAURA thuc hién trén 556 bénh nhan
UTPKTBN trong d6 279 bénh nhan duoc
diéu tri buéc mot vai Osimertinib ghi nhan
PFS 12 thang la 64% (KTC 95% 58%-70%)
va OS 12 thang la 89% (KTC 95% 85%-
92%) trong thoi gian theo d6i 17,2 thang ¢
nhom Osimertinib.# Tir d6 cho thiy PFS va
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OS trong nghién ctiru cta ching téi mac du
van can thém thoi gian theo ddi va mé rong
c& mau dé dat duoc trung vi thoi gian nhung
budc dau cho thay hiéu qua caa osimertinib
trén nhém dan s nghién cau théng qua su
twong dong voi cac nghién ctu trude day.
Bén canh do, tinh riéng trong nhom bénh
nhan c6 di cdn ndo trong nghién ctu cua
chung t6i, PFS 12 thang dat 63,6% (KTC
95% 36%-82%) va OS 12 thang dat 81,8%
(KTC 95% 53%-94%). Nghién cuau
FLOURISH & nhém bénh nhéan di ¢in ndo co
PFS va OS 12 thang lan luot dat 78,9% va
90,1%.%5 Nghién catu FLAURA di ching
minh lgi ich cta Osimertinib & nhém bénh
nhan c6 di can ndo vé PFS (15,2 thang sv 9,6
thang) va OS (38,6 thang sv 31,8 thang).® T
d6 cho thay Osimertinib c6 lgi ich vé PFS va
OS dbi vai nhém bénh nhan UTPKTBN c6
di can ndo. Trong nghién citu FLOURISH c6
ghi nhan nhoém bénh nhan c6 dot bién mat
doan exon 19 (n=235) c6 PFS 12 thang
(84,2% sv 75,0%) va OS 12 thang (93,4% sv
86,8%) cao hon so v&éi nhdm bénh nhéan cé
dot bién exon 21 L858R (n=212).5 Trong
nghién ctru caa chung téi ghi nhan PFS 12
thang ctia nhom dot bién mat doan exon 19
(69%, KTC 95% 49%-82%) cao hon so voi
nhém c6 dot bién exon 21 L858R (57,1%,
KTC 95% 28%-78%), du su khac biét khdng
c6 ¥ nghia théng ké (p=0,10, KTC 0,87-
5,08). Tuong tu v&i OS 12 thang cua hai
nhom lan lwot 13 93,0% (KTC 95%: 75%-
98%) va 64,3% (KTC 95% 34%-83%), su
khéc biét khong c6 y nghia théng ké (p=0,15,
KTC 0,71-8,54). Nhém bénh nhan co dot
bién mat doan exon 19 dugc didu tri véi
Osimertinib  trong nghién ciau pha 3
FLAURA c6 ty s6 nguy hai ddi vai OS la
0,68 (KTC 95% 0,51-0,90), trong khi nhém
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bénh nhan c6 dot bién exon 21 L858R cb
HR=1,00 (KTC 95% 0,71-1,40).3

Xét vé tinh an toan cua thudc, trong
nghién cuu cua chung tdi ghi nhan tac dung
phu & 24,4% bénh nhan (11/45). Trong do,
téc dung phu thuong gap nhit la néi ban da
V6i 17,8%, sau do 1 tiéu chay (8,8%) va
viém da quanh méng (8,8%). Tat ca cac tac
dung phu déu ¢ d6 1 va 2, khdng ghi nhan
tac dung phu tir do 3 tro 1én. Nghién cuu
FLAURA ghi nhan it nhat mét tac dung phu
0 98% bénh nhan ca hai nhoém, trong do 42%
bénh nhan nhom Osimertinib c6 tac dung
phu tr d6 3 tro 1én. Tiéu chay gap ¢ 60%
bénh nhan nhém Osimertinib, ndi ban da
hoac mun va anh huéng 1&n méng lan luot
chiém 59% va 39%. Tac dung phu do 3 &
bénh nhan diéu tri Osimertinib thudng gap 1a
tiéu chay (3%) va giam cam giac ngon miéng
(3%). O nhoém diéu tri Osimertinib, gian
doan liéu diéu tri & 120 bénh nhan (43%),
giam liéu ¢ 14 bénh nhan (5%), gian doan
diéu tri kéo dai vi tdc dung phu & 41 bénh
nhan (15%).

Mic du két qua ¢ nhiéu tuong ddéng voi
céc nghién cau trén thé gisi, nhung day van
la nghién cau hdi ciru, mot nhanh, don trung
tam vo&i ¢& mau nho va thoi gian theo doi
ngin, vi vay chua thé danh gia hiéu qua va
tinh an toan dai han trén nhdm dan s nghién
ctru. Do d6, ching toi dé& xuat can c thém
cac nghién ctru dugc thyc hién trén ¢& mau
I6n hon vé&i thoi gian theo ddi dai hon dé
danh gia hiéu qua vé PFS va OS trén nhom
dan sb nay.

V. KET LUAN

biéu tri buéc mot véi Osimertinib & bénh
nhan ung thu phoi khdng té bao nho co dot
bién EGFR buéc dau dem lai lgi ich vé ty 1€
dap @ng va thoi gian song con toan bo, thoi

gian séng con khdng bénh tién trién, cling
vé6i tinh an toan chip nhan duoc, dic biét &
nhom bénh nhan c6 di cin ndo tai thoi diém
chan doan.

TAI LIEU THAM KHAO

1. Sung H, Ferlay J, Siegel RL, et al. Global
Cancer Statistics 2020: GLOBOCAN
Estimates of Incidence and Mortality
Worldwide for 36 Cancers in 185 Countries.
CA: a cancer journal for clinicians. May
2021;71(3):209-249. doi:10.3322/caac.21660

2. Taha T, Khoury R, Brenner R, et al.
Treatment of Rare Mutations in Patients with
Lung Cancer. 2021;9(5):534.

3. Ramalingam SS, Vansteenkiste J,
Planchard D, et al. Overall Survival with
Osimertinib in Untreated, EGFR-Mutated
Advanced NSCLC. The New England
journal of medicine. Jan 2 2020;382(1):41-
50. doi:10.1056/NEJM0al1913662

4. Soria JC, Ohe Y, Vansteenkiste J, et al.
Osimertinib in Untreated EGFR-Mutated
Advanced Non-Small-Cell Lung Cancer. The
New England journal of medicine. Jan 11
2018; 378(2): 113-125. doi:10.1056/
NEJMoal713137

5. Cho BC, Chewaskulyong B, Lee KH, et al.
Osimertinib versus Standard of Care EGFR
TKI as First-Line Treatment in Patients with
EGFRm Advanced NSCLC: FLAURA Asian
Subset. Journal of thoracic oncology :
official publication of the International
Association for the Study of Lung Cancer.
Jan  2019;14(1):99-106. doi:10.1016/
j.jtho.2018.09.004

6. J. Zhou, L. Shen, D. Lv. Real-world
effectiveness and safety of first-line
osimertinib for EGFR-mutated advanced
NSCLC in China (FLOURISH study).

79



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

80

Annals of Oncology. 2023;34(4):S1689- S1690. doi:10.1016/j.annonc.2023.10.641



TAP CHi Y HOC VIET NAM TAP 542 - THANG 9 - SO CHUYEN DE - 2024

NHU’NG TIEN BO TRONG PIEU TRI BO TRQ' UNG THU PHOI
KHONG TE BAO NHO

TOM TAT,

Ung thu phoi khéng té bao nho 1a ung thu
thuong gap thir hai nhung la nguyén nhan gay tu
vong hang dau trong c4c bénh ung thu. Da s6 ung
thu phdi duoc phét hién & giai doan muon nén
tién lugng rat xau. Nhimg trudng hop duoc phét
hién & giai doan sém con c6 kha nang phau thuat
triét can thi ti 1& tai phat van con khé cao. Diéu tri
bé tro sau phau thuat cét thuy phdi tiéu chuan cai
thién két qua sdng thém toan bo va séng thém
khong bénh cho bénh nhan ung thu phéi khdng té
bao nho.

Céc tién bo gan day trong chan doan va diéu
tri ung thu phéi da chting minh loi ich cua diéu
tri bo tro véi cac thube tring dich va liéu phap
mién dich cho nhiing bénh nhan ung thu phoi
khéng té bao nho va co dot bién nhay thudc
va/hoic cobiéu 16 chbt chan mién dich sau khi
da duoc phau thuat tiéu chuén.

Tir kho&: Ung thu phdi khong té bao nho,
diéu tri bd tro.

SUMMARY
ADVANCES IN ADJUVANT THERAPY
FOR NON SMALL CELL LUNG
CANCER

'Phé Giam doc, Bénh vién Thong Nhat
2Khoa Ung buéu, Bénh vién Thong Nhadt
$Bénh vién Pai hoc Y Dugc TP Ho Chi Minh
Chiu trach nhiém chinh: B3 Kim Qué

SPT: 0913977628

Email: dokimque@gmail.com

Ngay nhan bai: 19/7/2024

Ngay phan bién: 25/7/2024

Ngay chip nhéan dang: 29/7/2024

D3 Kim Quél, Tran Manh Hoang?,
Trinh Gia B4o?, P4 Cao Duy Anh3

Non Small Cell Lung Cancer (NSCLC) is the
second most common cancer in both sex but it is
still the leading cause of cancer death. Most of
NSCLN appear in late stage so the prognosis is
very poor. Although, the patient in early stage
NSCLC who underwent standard lobectomy but
the recurrent rate is still so high. Adjuvant
therapy after standard surgical therapy give the
patient better in overall survival (OS) and disease
Free Survival (DFS).

Recently advances in dignosis and treatment
for NSCLC show the benefit of adjuvant therapy
with TKI or Immunotherapy for selected NSCLC
patients.

Keywords: Non Small Cell Lung Cancer,
Adjuvant therapy.

l. MO DAU

Ung thu phoi 1a mot trong cac loai ung
thu thuong gap nhat ¢ Viét Nam ciing nhu
trén thé gioi, day 1a ung thu cé tién luong
kém va 1a nguyén nhan tir vong hang dau
trong céc tir vong do ung thu. Cac phuong
phap diéu tri ung thu phd bién bao gom phau
thuat, hoa tri va xa tri. Nhitng tién bo gan
day da dan dén sy xuat hién cua cac phuong
phap méi va hiéu qua hon, nhu liéu phap
mién dich va liéu phap trang dich. Khoang
15% bénh nhan ung thu phdi dugc chan doan
& giai doan som 1. Muyc tiéu diéu tri ung thu
phdi giai doan khu trd con phiu thuat duogc la
hét bénh, khdng tai phat. Phau thuat la
phuong phap diéu tri chinh ung thu phoi
khong phai té bao nho (UTPKTBN) giai
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doan khu tr0. Viéc xac dinh chinh x&c giai
doan cua ung thu phdi khong té bao nho va
xac dinh chinh xac mac do6 phau thuat triét
cin ciing nhu chan doan giai phau bénh hoc
va cac xét nghiém phan tu vé dot bién gien,
biéu 16 mién dich 1a vd cung can thiét cho
viéc chon lya phuong phap diéu tri da mo
thic t6i wu cho ngudi bénh.

Hiép hoi Nghién ctru Ung thu Phdi Qudc
té (IASLC) ! dinh nghia 1a RO tat ca cac bd
phau thuat khong c6 té bao &c tinh va lay
hach toan bo hoic it nhat phai lay dugc ba
hach bach huyét trong phdi, ba hach rén phoi
va ba hach tir viing trung that N2, tiy thudc
vao vi tri caa khéi u nguyén phat. IASLC
chia bénh nhan thanh ba nhom theo mic do
lien quan dén ton thuong trung that, mdi
nhom ¢ ty 1é sdng con khac nhau. Nhém 1:
mot hach ron phdi bi anh huong (N1, séng
con 5 nam 1a 48%), nhom 2: nhidu hach N1
hoac mot hach N2 (song con 5 nam 1a 35%)
va nhoém 3: nhiéu hach N2 (séng con 5 nam
la 20%).

Tuy nhién viéc cit bo hoan toan u phoi
va hach chi dat dugc trong khoang 30%
truong hop. Nhitng bénh nhan sau phau thuat
cit toan bo u va nao hach van c6 ti Ié tai
phat, vi vay can phai c6 mot phuong thirc
diéu tri khac kém theo sau phau thuat cét u
va hach hoan toan gilp han ché t6i da ti 16 tai
phét, cai thién song con. Céc thtr nghiém Iam
sang diéu tri bd tro véi hoa chat va xa tri va
céc thude diéu tri tring dich cho bénh nhan
ung thu phdi khdng té bao nho sau khi phau
thuat tiéu chua da cho thay két qua tét hon.

Il. CAC PHUONG THU'C BIEU TRI BO TRQ
2.1. Hoa tri
Hoa tri bo tro trong ung thu phoi khong
té bao nho (UTPKTBN) sau phau thuat cong
cho thay hiéu qua su gia tang ty 1& sbng con
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chung toan bo (OS) la 5% so véi chi phau
thuat don thuan do d6 nhiéu trung tac gia
xem hoa tri bd trg 13 tiéu chuan sau phau
thuat diéu tri UTPKTBN & giai doan con
phau thuat dugc.

Niam 2005, Butts va cs 2 nghién cuu trén
482 bénh nhan giai doan IB-Il tir nam 1994
dén 2001, so sanh hda tri b tro cisplatin-
vinorelbine so véi chi theo d6i ¢ bénh nhan
ung thu phdi da dugc phiu thuat. Séng con
toan bo tét hon & nhdm hoa tri (94 thang so
vé6i 73 thang, HR: 0,69; p = 0,04). Séng thém
khéng bénh (DFS) ciing tét hon & nhoém hda
tri (chwa ghi nhan so véi 46,7 thang, HR:
0,60; p = 0,001), véi doc tinh chap nhén
duoc.

Nghién cttu ANITA 2 cling so sanh hiéu
qua cua cisplatin-vinorelbine bd tro so voi
theo ddi ¢ 840 bénh nhan NSCLC S IB-I1IA
tr 101 trung tdm. Trung vi song con 65,7
thang & nhém hoa tri so voi 43,7 thang ¢
nhém theo déi. Séng con 5 nam nhém hoéa tri
cai thién 8,6%, duy tri & mic 7 nam (8,4%)

Booth va cs* nghién ctru 1.032 bénh nhan
duoc diéu tri hda tri bd trg, trung vi thoi gian
bat dau diéu tri b tro 1a 8 tuan va 35% sau
hon 10 tuan sau phau thuat. Khong tim thay
méi lién hé gira thoi gian bat dau diéu tri bo
tro va séng con.

2.2. Xa tri

Xa tri bd trg duoc cho la lam giam tai
phat tai chd va tang ty 1& sbng con, nhung
phan tich téng hop cho thiy viéc str dung xa
tri bo tro 1am giam sdng con toan bo (tir 43%
xudng 30%). Didu nay co lién quan dén kha
ning gy doc cho phoi va tim lién quan dén
cac ky thuat dugc s dung trong nhirng nam
70. Mic du doc tinh di giam dang ké nho
nhitng tién bo céng nghé méi, nhung sy gia
tang sdng con vai xa tri bd trg van chua duoc
x&c nhan. Trong trudng hop cat bo hoan toan
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khéi ung thu phoi pNO - 1, viéc sir dung xa
tri bd tro co lién quan dén ty 1é song sot thap
hon khi so sanh véi theo doi, do d6 day
khong phai 1a phwong phap duoc khuyén
nghi cho nhém bénh nhan nay.

Bénh nhan c6 hach ching N2 sau phau
thuat c6 nguy co tai phat tai chd cao hon,
diéu nay co lién quan séng con kém hon.
Lally va cs thuc hién nghién ctu SEER
(Surveillance, Epidemiology, and End
Results) cong bd nam 20065, véi 7.465 bénh
nhan UTPKTBN giai doan 11111, duoc diéu
tri Xa tri b6 tro tir nim 1988 dén nam 2002
hoac theo doi; chung to Séng con 5 nam
twong ty nhau, tuy nhién ho nhan thiy tac
dong tiéu cuc ¢ nhirng bénh nhan pNO - 1,
cling nhu c¢6 loi ich séng con ¢ nhitng bénh
nhan pN2 (ti I¢ OS 5 ndm 27% so véi 20%, P
= 0,0036)

Nghién ctru cuia Wang va cs 8 cho thay tir
1 dén 17% céac ca cit bo phoi khong hoan
toan sach té bao ung thu R1 hoic R2, nhitng
bénh nhan ndy c6 nguy co tai phat tai chd
cao hon va ty 1¢ song thém toan bo thap hon.
Do d6, xa trj bd trg duoc khuyén nghi dé cai
thién kha nang kiém soat tai chd va séng con
& nhitng bénh nhan khéng thé cat bo hoan
toan. Nam 2015 Wang va cong su ® da
nghién ctu nhitng bénh nhan dwoc cit bo
UTPKTBN khoéng hoan toan tur nam 2003
dén nim 2011. Pay la nhitng bénh nhan &
giai doan 11111 da nhan duoc xa tri bo tro va
duogc liét ké trong Co sé D ligu Ung thu
Québc gia (NCDB: National Cancer Data
Base). Nghién ctu bao gom nhirng bénh
nhan xa tri liéu tir 50-74Gy; téng cong ho da
phén tich 3.395 bénh nhan va chia ho thanh
nhom c6 xa tri bd tro va khong. Ty 1é séng
con 5 nam 1a 32,4% so véi 23,7% (p = 0,001)
(HR 0,80; 95% CI: 0,70 — 0,92) nghiéng vé
nhém bénh nhan cd xa bd tlc. Liéu 50-70

Gy c6 lién quan dén lgi ich sbng con, trong
khi lieu >70Gy cho két qua tuwong tu VOi
bénh nhan khéng xa tri bo tro. Ho két luan
rang, trong truong hop phiu thuat cit bo
khong hoan toan giai doan I1-I11 NO - 2, xa
tri lién quan séng con cao hon. Trong céac
truong hop R2, xa tri dugc dua ra nhu mot
phuong phap diéu tri triét can, khong phai la
phuong phap bb tro.

Nghién ctru ANITA3 tap trung vao vai tro
cua héa tri b tro cisplatin-vinorelbine so voi
quan sat & 840 bénh nhan duoc cit bo hoan
toan. C6 232 bénh nhan da nhan duoc Xa tri
b6 tro (45-60 Gy dén 2Gy/fr). Ngudi ta quan
sat thay rang bénh nhan pN2 nhan héa tri bd
tro cong Vi xa tri bo tro c6 séng con 5 nam
tot hon so v&i nhitng ngudi chi nhan hoa tri
b tro (47,4% so vé&i 34%). Mot phan tich
tong hop nam 201013 da chung to rang
cisplatin bé trg sau phau thuat 1am giam tai
phat tai chd va tai phat di cin xa, quan sat
thay loi ich OS sau 5 nam 1a 4%, (95% CI:
3-6), tang tir 60% lén 64%. Viéc so sanh
gitta phau thuat cong xa tri so v&i phau thuat
cong xa tri cong hoa tri ciing dat dugc loi ich
séng con ¢ nhém hda tri (HR 0.88; 95% Cl:
0-81 — 0-97, p = 0,009), Véi gia ting ty 1&
sdng con 5 nam 1én 4% (tir 29% lén 33%).

Le Pechoux va cs 7 thuc hién thir nghiém
Lung ART mdt nghién ctru giai doan 111 tu
vién Goustave-Roussy, so sanh diéu tri xa tri
bé trg ky thuat méi so véi theo ddi ¢ bénh
nhan UTPKTBN cit bo dugc. Muc tiéu
chinh 1a séng con khdng bénh (DFS), muc
tiéu phu 1a doc tinh, kiém soét tai chd tai
viing, sbng con toan bo. Tai ESMO 2020,
Cecile Le Pechoux da trinh bay dw li¢u so
bo, bao gdom 252 bénh nhan & nhém xa tri bd
tro so v&i 249 bénh nhan & nhdm chirng. Két
qua khong cai thién séng con khong bénh sau
3 nam (43,8% so va&i 47,1%; HR 0,85; p =
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0,16), ciing nhu khong cai thién séng con
toan bo (OS) (66,5% & nhanh xa tri so véi
68,5% khoéng xa). Loi ich duoc thay & viéc
tai phat tai chd (46,1% so véi 25%), nhung
lién quan dén su gia tang ty & tir vong (5,3%
S0 V&i 14,6%) & nhom diéu tri xa tri, do doc
tinh trén tim phoi (16,2%).

2.3. Cac li¢u phap diéu tri bd tro toan
than méi

Tién bo trong diéu tri UTPKTBN giai
doan muon khéng phau thuat dugc voi cac
thudc trang dich phan tir nho hay céac liéu
phap mién dich da dat nhitng thanh tuu nhét
dinh, hiéu qua vuot troi so véi hoa tri chuan;
Vi vay diéu tri giai doan sém UTPKTBN véi
cac tac nhan ndy c6 hon hoa tri bd tro hay
khong?

Nghién ciru IMPOWER-0108 pha 3, ngau
nhién, da trung tdm, nhan mo, dugc thuc
hién tai 227 dia diém ¢ 22 quédc gia va khu
vuc. Thu tuyén bénh nhan tir 18 tudi tro 1én
UTPKTBN duoc cit bo u va hach hoan toan
giai doan IB (khéi u >4 cm) dén I11A theo hé
thong phéan giai doan ung thu cua UICC va
AJCC (phién ban 7). Bénh nhan dugc phan
ngdu nhién (1:1) dé nhan atezolizumab b trg
(1200 mg méi 21 ngay; trong 16 chu ky hoic
1 ndm) hodc cham s6c hd tro tét nhat (theo
d6i va chup CTscan thuong xuyén dé phat
hién bénh tai phét) sau hoa tri liéu bo trg bo
d6i v6i platinum (1 dén 4 chu ky). Tiéu chi
chinh, sbng khéng bénh duoc danh gia boi
nha nghién ctru, phan nhém dinh trudce bénh
nhan giai doan 11 —I 11 A khéi u biéu hién PD-
L1 1% tro lén (SP263), toan b bénh nhan
nhoém 11 — 1A, va cudi cung toan bd bénh
nhé&n trong nghién ctu. Tu ngay 7/10/2015
dén ngay 19/9/2018, 1280 bénh nhan da
duoc tuyén chon sau khi cat bo hoan toan u
phdi va hach, 1269 bénh nhan dwgc hoa tri
b6 tro chuan, trong d6 1005 bénh nhan du
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diéu kién duwoc chon ngiu nhién duing
atezolizumab (n=507) hoic chim soc ho tro
tot nhat (n=498); 495 ngudi trong mdi nhém
duoc diéu tri. Sau thoi gian theo ddi trung
binh 32,2 thang (27,4 — 38,3) & nhom dan sé
giai doan Il — IIIA, diéu tri bang
atezolizumab cai thién thoi gian séng khéng
bénh so véi cham soc hd tro tdt nhat & nhom
dan sb bénh nhan giai doan 11 — I11A c6 khbi
u biéu hién PD-L1 trén 1% (HR 0,66; 95%
Cl: 0,50 — 0,88; p=0,0039) va ¢ tat ca cac
bénh nhan trong quan thé giai doan 11-111A
(HR 0,79; 95% CI: 0,64 — 0,96; p=0,020).
Céc bién cd bat loi do 3 va 4 lién quan dén
Atezolizumab xay ra ¢ 53 /495 (11%) bénh
nhan va céac bién cb cdp 5 ¢ 4 bénh nhan
(1%). Két luan cua nghién ctru: IMpower010
cho thiy lgi ich sbng khéng bénh voi
atezolizumab so v&i cham séc hd tro tot nhat
sau héa tri bd tro & nhitng bénh nhan
UTPKTN giai doan II-1IIA di dugc phau
thuat hoan toan, véi loi ich rd rét ¢ phan
nhém c6 khdi u biéu hién PD-L1 trén 1% va
khong co6 doc tinh mai nao dugc ghi nhan.
Atezolizumab sau héa tri bd trg mang lai mot
lya chon diéu tri diy haa hen cho nhitng
bénh nhan bi UTPKTBN giai doan sém da
duoc phiu thuat cit bo hoan toan.
Atezolizumab di dugc Bo Y té Viét Nam
chap thuan cho chi dinh bé tro UTPKTBN.
Nghién cau KEYNOTE-091° pha 3, ngau
nhién, mu 3 (bénh nhan, nguoi nghién cau,
ngudi phan tich dir lidu), thu tuyén bénh
nhan tir 196 trung tam ¢ 29 quéc gia. Bénh
nhan tir 18 tudi tré 1én UTPKTBN dé phau
thuat cit u va hach hoan toan giai doan 1B
(budu >4cm), 11 hoac 1A theo AJCC (phién
ban 7) bat ké md bénh hoc va mic do biéu
hién PD-L1, chi s6 hoat dong co thé 0-1; hoa
tri b6 trg can nhic cho giai doan 1B, khuyén
c40 manh giai doan I1 va III, theo huéng dan
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tai trung tdm nghién ctru. Bénh nhan duoc
chia ngau nhién 1:1 pembrolizumab 200mg
hoac gia duogc, ca 2 nhoém dugc truyén mdi 3
tuan téi 18 chu ki. Phan nhom theo giai doan,
c6 hoa tri trude hay khdng, biéu hien PD-L1
(TPS) va chung toc. Muc tiéu chinh sbng
khong bénh va séng khéng bénh theo muc
biéu hien PD-L1 >50% (TPS). Tiur ngay
20/1/2016 dén ngay 6/5/2020, 1177 (60%)
trong s6 1955 nguoi duoc sang loc duoc chi
dinh ngau nhién vao pembrolizumab (n=590,
bao gom n=168 v&i PD-L1 TPS >50%) hoic
gia duoc (n= 587; bao gom n=165 voi PD-L1
TPS >50%). Thoi gian theo ddi trung binh
tinh dén thoi diém ngung di liéu (ngay 20
thang 9 nam 2021, phan tich gitra ki lan 2)
35,6 thang (27,1-45,5). Trong dan sé chung,
trung vi thoi gian séng khdng bénh 1a 53,6
thang (95% ClI: 39,2 — chua ghi nhan) &
nhém pembrolizumab so v&i 42,0 théang
(31,3 — chua ghi nhan) ¢ nhom dung gia
dugc (HR 0 ,76; 95% CI: 0,63 — 0,91,
p=0,0014). Trong dan sb c6 biéu hién PD-L1
TPS > 50%, trung vi séng khong bénh chua
ghi nhan & ca 2 nhom pembrolizumab (95%
Cl: 44,3 — chua ghi nhan) hoiac nhém gia
dugc (95% ClI: 35,8 — chua ghi nhan); (HR
0,82; 95% CI: 0,57 -1 ,18; p=0-14). Boc tinh
d6 3 tro Ién xay ra ¢ 198/580 (34%) bénh
nh&n pembrolizumab va 150/581 (26%) bénh
nhan dung gia dugc. Céc bién ¢ d6 3 hoic
nang hon xay ra ¢ it nhat 10 ngudi tham gia
trong ca hai nhom diéu tri 1a tang huyét ap 35
(6%) va viem phdi 12 (2%) Véi
pembrolizumab va ting huyét ap 32 (6%) so
véi gia duge. Boc tinh d6 3 tro 18n xay ra ¢ it
nhat 10 nguoi tham gia trong ca hai nhém
diéu tri 1a tang huyét ap 35 (6%) va viém
phdi 12 (2%) nhanh pembrolizumab so voi
tang huyét 4p 32 (6%) nhéanh gia duoc. Cac
doc tinh nghiém trong xay ra ¢ 142 (24%)

nguoi tham gia nhém pembrolizumab va 90
(15%) ¢ nhom gia dugc; cac doc tinh nghiém
trong xay ra & hon 1% sé ngudi tham gia la
viém phdi 13 (2%), viém phéi md k& 12
(2%) wva tiéu chay 7 (1%) nhénh
pembrolizumab va viém phdi 9 (2%) nhanh
gia dugc. Cac doc tinh lién quan dén diéu tri
dd dan dén tir vong ¢ 4 (1%) nguoi tham gia
duoc diéu tri bang pembrolizumab (mét ca
séc tim va viém co tim, mot do sé¢ nhidm
tring va viém co tim, mot do viém phoi va
moét do dot tu khdng ré nguyén nhan) va
khéng c6 bénh nhan ndo ¢ nhanh diéu tri
bang gia dwgc. Két luan cua nghién ctu:
pembrolizumab cai thién dang ké song khéng
bénh so véi gia duogc va khong phat hién doc
tinh méi ¢ bénh nhan UTPKTBN giai doan
IB-IIIA dugc phiu thuat cit bo hoan toan,
khong chon loc PD-L1. Pembrolizumab cé
kha ning 1a mot lwa chon didu tri moi
UTPKTBN giai doan IB—I11A sau khi phau
thuat cit bo hoan toan va héa tri bo tro bat ké
tinh trang PD-L1. Pembrolizumab chua dugc
Bo Y té Viét Nam chap thuan cho chi dinh
b6 tro UTPKTBN giai doan sém di phau
thuat cit u va hach hoan toan.

Nghién cau CTONG-1104 1° ngau nhién
pha 3 diéu tri bo tro gefitinib so véi hoa tri
b6 tro vinorelbine-cisplatin. Tir thang 9/2011
dén thang 4/2014, 222 bénh nhan tir 27 trung
tam duoc phan ngau nhién theo ty l¢ 1:1
gefitinib bd trg (n=111) hoic vinorelbine-
cisplatin  (n=111). Nghién cau thu nhan
nhitng bénh nhan UTPKTBN c6 dot bién
kich hoat EGFR (exon 19 deletion hoac exon
21 L858R) giai doan II-IIIA (N1 N2) di
dugc cat bo u nao hach hoan toan, nhan
gefitinib trong 24 thang hoac vinorelbine-
cisplatin mdi 3 tuan trong bén chu ky. Két
cuc chinh séng con khong bénh; két cuc phu
séng con toan bo, séng con khong bénh &
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thoi diém 3 nam 5 nam va ti Ié sbng con toan
bo ¢ thoi diém 5 nam. Két qua phan tich cudi
ki, thoi gian theo d6i trung binh 80,0 thang.
Trung vi séng con toan bo lan luot 12 75,5 va
62,8 thang vai gefitinib va vinorelbine-
cisplatin (HR 0,92; 95% CI: 0,62 — 1,36; p =
0,674); ty 1& song con sau 5 nam twong Ny
la 53,2% va 51,2% (p = 0,784). Liéu phép
diéu tri tiép theo duoc thuc hién khi bénh
tién trien 68,4% va 73,6% bénh nhan dung
gefitinib va vinorelbine-cisplatin, tuong ung.
Lieu phap nham dich tiép theo dong gop
nhiéu nhit vao séng con khdng bénh (OS)
(HR 0,23; 95% CI: 0,14 — 0,38) so vai khdng
diéu trj tiép theo. Ty 1é song khdng bénh 3
nam cap nhat lan luot 1a 39,6% va 32,5% v&i
gefitinib va vinorelbin-cisplatin (p = 0,316)
va ty 1& séng khong bénh 5 nim lan luot la
22,6% va 23,2% (p = 0,928). Két luan cua
nghién cau: lieu phap bd tro gefitinib &
nhitng bénh nhan UTPKTBN giai doan sém
dot bién EGFR giai doan d4u di chirng minh
séng con toan bo duoc cai thién so véi hoa
tri liéu tiéu chuan. Mac du loi thé séng con
khong bénh nay khong chuyén thanh sy khac
biét dang ké vé sdng con toan bo, séng con
vé6i gefitinib bo tro 14 dai nhat so voi dir ligu
trude day. Gefitinib chua dwoc Bo Y té Viét
Nam chdp thuan trong diéu tri bd tro
UTPKTBN giai doan sém c6 dot bién EFGR.

Nghién cau ALINA 1! ngau nhién, pha 3,
nhin ma, toan cau, diéu tri bo tro alectinib
cho nhitng bénh nhan UTPKTBN giai doan
soém da phau thuat cit u nao hach hoan toan
IB-IIIA c6 dot bién ALK so véi hoa tri bo trg
bo ddi vé6i platinum chuan. Nhitng bénh nhan
UTPKTBN tién xa c6 dot bién ALK electinib
1a diéu tri vu tién hang dau. Ngién ciu thu
tuyén bénh nhan du 18 tudi tro 1én, ¢d chi sb
hoat dong co thé 0-1 UTPKTBN giai doan
IB (>4 cm) - I11A (theo UICC/AJCC phién
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ban thir 7) da duoc phau thuat cit u nao hach
hoan toan co6 dot bién ALK. Bénh nhan dugc
phan ngau nhién theo ty I¢ 1:1 nhan alectinib
duong uéng 600 mg hai 1an mdi ngay hoic
t6i da bon chu ky héa tri bo trg chuan mdi
chu ki 21. Phan tang theo giai doan (IB so
véi 11 so véi I11A) va chung toc (Chau A va
khong phai Chau A). Alectinib duoc ding téi
da 24 thang hodc cho dén khi bénh tai phat,
doc tinh khong thé chap nhan duoc hoic
bénh nhan rit lai sy ddng y. Tiéu chi chinh:
séng khong bénh (DFS) do nghién ctu vién
danh gia, cac két cuc khéc bao gom: séng
con khéng bénh di cin ndo, séng con toan
bo, do an toan. Thoi diém phan tich dir liu
26/6/2023 va bao céo gitra ki ESMO 10/2023
tong cong 257 bénh nhan duoc phan ngiu
nhién nhan alectinib (n=130) hoac hoa tri
chuan (n=127), cac dic diém co ban can
bang tt gitta cac nhanh; thoi gian theo di
trung binh la 27,8 thang. Loi ich séng con
khong bénh khac biét co y nghia gitta nhém
sir dung alectinib so v&i héa tri bo trg chuan
o giai doan I1-111A (HR 0,24; 95% CI: 0,13 —
0,45) va toan bo quan thé dan sé (HR 0,24
95%Cl: 0,13 — 0,43). Loi ich vé séng khdng
bénh di can ndo c6 y nghia lam sang (HR
0,22; 95% CI: 0,08 — 0,58). Dit kién séng
con toan bd chua du thoi gian danh gia.
Khong phat hién doc tinh nao méi. Két luan
cua phan tich nay: alectinib Ia thudc @c ché
ALK dau tién cai thién dang ké sdng con
khong bénh so véi héa tri bd trg chuan va
cung cap chién lwgc didu tri méi hiéu qua
cho nhitng bénh nhan UTPKTBN giai doan
soém da phau thuat cit u nao hach hoan toan
c6 dot bién ALK. Alectinib chua dugc Bo Y
té Viet Nam chip thuan trong diéu tri b tro
UTPKTBN giai doan sém c6 dot bién EFGR.

Nghién cau ADAURA 2 pha 3 ngau
nhién, da trung tdm, mu do6i tuyén chon 682
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bénh nhan UTPKTBN giai doan IB-I11A
(AJCC/UICC phién ban 7) da phau thuat cit
u nao hach hoan toan c6 dot bién EGFR
(exon 19 deletion/exon 21 L858R) c6 thé
duoc hoa tri bo trg trude duoc phan ngau
nhién ti 1€ 1:1 nhan osimertinib 80mg ngay 1
lan (n=339) so véi gia dugc (n=343) trong 3
nam. Két cyc chinh séng con khdng bénh
danh gia theo nghién ctru vién giai doan I1-
I1A. Két cuc phu séng con khdng bénh giai
doan IB-I11A, séng con toan bo va an toan.
Cac mo hinh tai phat va séng con khong
bénh di cin no la két cuc tham do duoc dinh
trugc. Trong bao céo cap nhat két qua cudi
cung nam 2023; giai doan II-I11A trung vi
séng con khong bénh 65,8 thang (54,4 — NC)
(osimertinib) so v&i 28,1 thang (16,6 — 27,5)
gia duoc (HR 0,23; 95% CI: 0,18 — 0,30); ty
I&¢ séng con khong bénh sau 4 nim 1a 70%
(osimertinib) va 29% (gia duoc); ti 16 séng
con toan bd sau 5 nam la 85% (osimertinib)
va 73% (gia dwoc) (HR 0,49; 95% Cl: 0,33 —
0,73; p=0,0004). Trong dan s6 toan b, trung
vi séng con khéng bénh 65,8 thang (61,7 —

A

NC) (osimertinib) so v¢gi 28,1 thang (22,1 —
35,0) (gia duoc) (HR 0,27: 95% CI: 0,21 —
0,34); ty ¢ séng con khong bénh sau 4 nim
1a 73% (osimertinib) va 38% (gia dugc); ti Ié
séng con toan bd sau 5 nam 1a 88%
(osimertinib) va 78% (gia duoc) (HR 0,49;
95% Cl: 0,34 — 0,70; p<0,0001). Rét it bénh
nhan duoc diéu tri bang osimertinib bj tai tai
chd tai ving va tai phat di can xa so voi gia
duoc. Nguy co séng con khong bénh di cian
ndo ¢ giai doan II-111A HR 0,24 (95% CI:
0,14 — 0,42). Dt ligu an toan lau dai cua
osimertinib pht hop voi phan tich ban dau.
Két luan cua nghién ciu: osimertinib chirng
to kéo dai lgi ich séng con khéng bénh vuot
troi so vai gia dugc, giam nguy co tai phat
tai ving va di can xa, cai thién sdng con
khong bénh di cin ndo va hd so an toan nhat
quan; hd tro cho hiéu qua osimertinib b trg
UTPKTBN c6 dét bién EGFR di dugc diéu
tri bang phau thuat cit bo u va hach hoan
toan. Osimertinib da dugc Bo Y té Viét Nam
chap thuan trong diéu tri b6 trg UTPKTBN
giai doan sém c6 dot bién EFGR.

Median DFS, months (96% CI)

1.0 4
Osimertinib §5.8 154.4 1o NO)
0.9 4 Placebo 21.901661t0 27.5)
0.8 MR (98% C)H 0.23(0.18 t0 0.30)
: Maturity 51%
= osimertinib 32%, placebo 70%
= 074
= .
] 0.6 4
£0
e o054
=
v 0.4
.
S 03-
0.2
0.1 4 = Osimertinib
Placebo
T T T T T T L} T T T T
0 6 12 18 24 36 42 48 54 60 66 72
Time Since Random Assignment (months)
Nc¢ nr
Osimertinib 233 222 216 202 106 192 174 138 00 45 20 2
Placebo 237 191 141 124 106 74 61 a 23 n 1
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£
=
]
=1
[=]
—
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w
w
(a=]
No. at risk:
Osimertinib
Placebo

Median DFS, months (95% CI)

Ly Osimertinib  65.8 (61.7 to NC)
0.9 4 Placebo 28.1(22.110 35.0)
HR (85% CI) 0.27 10.21 10 0.34)
0.8 4 |
t Maturity 45%:
0.7 4 t osimertinib 28%, placebo 62%
|
0.6 ]
I
0.5 6 | |
1 J
044 | 6l
| I Bttt bl bttt
g 1 ] 3_/8R! e
0.3 i | .‘
I
0.2 4 : | !
| I I
0.1 4 = Osimertinib ; : “
—— Placebo i t |
T T T Ll T T T Ll T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72
Time Since Random Assignment (months)
339 316 307 289 278 270 249 201 139 73 33 13 0
343 288 230 205 181 162 137 118 84 48 3 4 0

Biéu dé 1: Thei gian song thém khong bénh giai dogn 11-111A (A) va toan bé dan sé (B)

Trong nghién cau ADAURA trung vi
séng con khong bénh di cin ndo chua tinh
duoc NR (65,8 — NC) (osimertinib) so voi
gia dugc NR (NC — NC) (HR 0,24; 95% CI:
0,14 — 0,42) ; clng nhu ti I tai phat di can

5

ndo cling it hon & nhanh osimertinib; phai
chang osimertinib qua dugc hang rao mau
ndo tét hon cac EGFR-TKI khac va cac tac
nhéan hoa tri, chung ta cung lugc xem cac bao
céo thubc ung thu qua hang rao mau nio.

A
E |
= i
3 |
o ! |
2 o054 i | | -
v | 1 I 3
& 044 [ | 1 Median CNS DFS, months (95% CI)
w ! ! 1 Osimertinib NR (65.8 to NC)
S 931 i i | Placebo NR (NC to NC)
0.2 ! ‘, ; HR (85% CI) 0.24 (0.14 10 0.42)
0.1 = Osimeninib | ) Maturity 13%: .
e PRAGOED ; 1 osimertinib 9%, placebo 17%
0.0 T T T 1 T T T t T T T T
0 6 12 18 24 30 26 42 48 54 60 66 72
Time Since Random Assignment (months)
No. at risk:
Osimertinib 233 222 218 202 196 192 175 138 90 45 20 2 0
Placebo 237 192 142 126 107 21 74 61 41 23 " 1 0
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Biéu do 2: Séng thém khong bénh tai phét 6 hé than kinh trung wong

Osimertinib da cho thdy hoat dong trén
hé than kinh trung wong trong cac thir
nghiém pha 111 (FLAURA va AURA3) mang
lai cai thién viéc diéu tri di can ndo so vdi
cac lieu phap hién tai. Trong thir nghiém
FLAURA, nhitng bénh nhan di can nao duogc
diéu tri bang osimertinib cho thdy nguy co
tién trién bénh hoic tir vong giam 52% so
v6i EGFR-TKI khac ¢ kha ning tham qua
BBB kém. Hon ntra, it bénh nhan & nhom
dung osimertinib gap phai tinh trang bénh
tién trién trén than kinh trung wong so v&i

bénh nhan ¢ nhom chang (12% so véi 30%)
29

Il. KET LUAN

Tién bo trong diéu tri bd tro UTPKTBN
giai doan sém (IB (>4cm) — II1A) cai thign
séng con cho bénh nhan.

Liéu phap hda tri doc té bao bé trg phu
hop hau hét bénh nhan giai doan phau thuat
cit thuy phdi va nao hach tiéu chuan.

Xa tri bd trg thuong phu hop véi bénh
nhan c6 di can hach N2 xac dinh qua giai
phau bénh Iy sau phau thuat hoiac bo phau
thuat con té bao ung thu. (R1 hoic R2).

Liéu phap mién dich bb tro atezolizumab
phl hop véi bénh nhan co biéu hién PD-L1
>1%.

Liéu phap trang dich bo tro osimertinib
phl hop véi bénh nhan co dot bién EGFR
nhay thubc, chiing to hiéu qua vuot troi so
vai céc ligu phap khac, va dac biét ngan ngura
tai phat di can nao.

Liéu phap trang dich bo trg alectinib phi
hop vé6i bénh nhan c6 dot bién ALK.
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PANH GIA KET QUA PIEU TRI HOA CHAT TREN BENH NHAN
UNG THU PHOI KHONG TE BAO NHO GIAI POAN IV
CO POT BIEN KRAS TAI BENH VIEN UNG BUO'U NGHE AN

TOM TAT.

Pit vin dé: Dot bién gen KRAS la mot
trong nhitng dot bién gay ung thu pho bién nhat
duoc phat hién & ung thu phdi khong té bao nho
(UTPKTBN), tai Viét Nam dot bién gen KRAS
dtng hang th 2 chi sau dot bién EGFR, chiém ty
6 20%. D6 voi diéu tri busc mot cho
UTPKTBN giai doan mudn co dot bién gen
KRAS li¢u phap miéndich hodc hda tri liéu dya
trén Platinum van 1a phuong phap diéu tri chinh.
Tuy nhién, trénthuc t& phan Ié6n bénh nhan van
chua tiép can dugc vai liéu phap mién dich nén
héa chat van 1a tiéu chuan chiam séc cho nhiing
d6i twong nay, do d6 ching t6i tién hanh nghién
ctru nham danh gia két qua diéu tri hoa chat trén
bénh nhan UTPKTBN giai doan IV c6 dot bién
gen KRAS tai bénh vién Ung budu Nghé An.

Po6i twong va phwong phip: Nghién ciu
md ta hoi ctu trén 41 bénh nhan UTPKTBN giai
doan IV c6 dot bién gen KRAS dugc diéu tri hoa
chat tai Bénh Vién Ung Budu Nghé An tir thang
1/2021 dén thang 12/2023.

Két qua: Ty lé dap ung toan bo 39,0%, kiém
soat bénh 1a 75,6%. Thai gian séng thém bénh
khong tién trién 1a 8,1 thang va thoi gian séng

'Bénh vién Ung buéu Nghé An

Chiu trach nhiém chinh: Nguyén Thi T4 Uyén
SPT: 0964973296

Email: uyennguyen98296 @gmail.com

Ngay nhan bai: 15/7/2024

Ngay phan bién: 22/7/2024

Ngay chip nhan dang: 28/7/2024

Nguyén Khanh Toan!, Ngb Vin Lam?,
Pham Thi Hwong?!, Nguyén Thi TG Uyén?!

contoan bo la 14,7 thang. Khéng c6 su khac biét
vé thoi gian séng thém bénh khéng tién trién,
thoi gian sdng con toan bo ¢ bénh nhén c6 dot
bién KRAS G12C vadotbién KRAS khac dugc
diéu tri bang hoa tri. Hoa chat bo doi co chira
Platinum cai thién PFS va OS so vé&i hda chat
don tri.

Két luan: biéu tri hda chat trén bénh nhan
UTPKTBN giai doan IV ¢ dot bién KRAS cho
ty 1& kiém soat bénh tot, phac dd bo doi co chira
Platinum kéo dai thoi gian séng thém bénh
khéng tién trién va cai thién séng con so véi hda
chat don trj.

Tir khoa: Ung thu phoi khong té bao nho,
KRAS, héa tri

SUMMARY
EVALUATING THE RESULTS OF
CHEMOTHERAPY ON STAGE IV
NON-SMALL CELL LUNG CANCER
PATIENTS WITH KRAS MUTATION
AT NGHE AN ONCOLOGY HOSPITAL
Background: KRAS mutation is one of the
most common cancer-causing mutation detected
in non-small cell lung cancer (NSCLC). In
Vietnam, KRAS mutation ranks second only
after EGFR mutation, accounting for 20%. As for
the first-line treatment of KRAS mutant NSCLC
patients, immunotherapy or platinum-based
chemotherapy is still the main treatment method.
However, in reality, the majority of patients still
do not have access to immunotherapy, so
chemotherapy is still the standard of care for
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these subjects, so we conducted research to
evaluate the treatment results of chemotherapy
on stage IV NSCLC patients with KRAS
mutation at Nghe An Oncology Hospital.

Materials and methods: Retrospective
descriptive study on 41 stage IV NSCLC patients
with KRAS mutation who received
chemotherapy at Nghe An Oncology Hospital
from January 2021 to December 2023.

Result: The overall response rate was 39.0%,
disease control rate was 75.6%. The progression-
free survival time was 8.1 months and the overall
survival time was 14.7 months. There was no
difference in progression-free survival and
overall survival in patients with KRAS G12C
mutation and other KRAS mutation treated with
chemotherapy. Platinum-based chemotherapy
improved PFS and OS compared with
monotherapy.

Conclusion: Chemotherapy treatment in
stage IV NSCLC patients with KRAS mutation
shows good disease control rates, with platinum-
based doublet regimens prolonging PFS and
improving OS compared to monotherapy.

Keywords: Non- small cell lung cancer,
KRAS, chemotherapy

I. DAT VAN DE

KRAS la mét trong sé 3 gen cua ho gen
RAS, nam ¢ nhanh ngan cia nhidém sic thé
12. Dot bién gen KRAS 1a mét trong nhitng
dot bién gay ung thu phd bién nhat dugc phét
hién ¢ ung thu phoi khong té bao nho, duoc
quan sat thdy o khoang 30% bénh nhan,
thuong gap ¢ ung thu biéu mé tuyén, nhitng
nguoi hut thude 14 va hiém gap & ung thu
biéu md té bao vay [1]. Tai Viét Nam, trong
UTPKTBN dot bién gen KRAS dirng hang
the 2 chi sau dot bién EGFR, chiém ty 18
20% [2].
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Mic du di c6 nhiéu tién bo 16n trong viéc
kham pha va phét trién céac liéu phap nham
muc tiéu trong diéu tri UTPKTBN nhung
hién tai van chua c6 loai thudc nhiam vao bat
ky dot bién KRAS nao dugc phé duyét cho
diéu tri budc mot. Gan déy, cic nghién cau
lam sang vé thubc nham muc tiéu cho KRAS
G12C d3 dat dugc mot s tién bo. Sorotasib
va Adagrasib 1a hai thuéc nham muyc tiéu
KRAS dugc Co quan Quan ly Thyc pham va
Duogc pham Hoa Ky (FDA) phé duyét dé
diéu tri cho nhitng bénh nhan UTPKTBN c6
dot bién KRAS G12C da nhan duoc it nhat
mét liéu phap toan than trude do.

Theo cac huéng dan thuc hanh 1am sang
trén thé gigi, doi véi diéu tri dau tay cho
UTPKTBN giai doan mudn co dot bién gen
KRAS liéu phap mién dich hoac hda tri liéu
dya trén Platinum van 1a phuong phap diéu
tri chinh. Dua trén két qua cua cac thu
nghiém 1am sang, liéu phap don tri liéu mién
dich da dugc phé duyét 1a lra chon diéu tri
dau tién cho UTPKTBN &m tinh véi dot bién
gen EGFR/ALK c6 biéu hién PDL-1 > 50%,
va ddi véi bénh nhan co biéu hién PD-L1 <
50%, liéu phap mién dich két hop vai hoa tri
va/hoic thude khang sinh mach ¢ thé mang
lai nhiéu loi ich séng sot hon hoa tri liéu.
Tuy nhién, trén thuc té do van dé vé chi phi
diéu tri nén phan lon bénh nhan UTPKTBN
c6 dot bién KRAS van chua tiép can duoc
v6i lidu phap diéu tri mién dich nén héa tri
van 4 tiéu chuan chiam soc cho nhiing ddi
twgng bénh nhan nay. Theo tac gia Anna K.
Brady va cong su, thoi gian séng thém toan
bo & bénh nhan UTPKTBN co dot bién
KRAS diéu tri bang hoa tri 1a 15,6 thang,
thoi gian séng thém bénh khong tién trién 1a
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7 théng [3].

Tai Viét Nam, con it nghién ctru danh gia
hiéu qua diéu tri hoa chat trén d6i tuong
bénh nhan UTPKTBN giai doan IV c6 dot
bién gen KRAS, do d6 chung téi tién hanh
nghién ciru v&i muc tieu: “Pdnh gid két qud
dieu tri hoa chat trén bénh nhan
UTPKTBN giai doan IV cé dgt biéen KRAS
tai bénh vign Ung bwéu Nghé An.”

. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru: Bénh nhan
UTPKTBN giai doan IV ¢6 dot bién KRAS
duoc diéu tri bang hoéa chat tai Bénh vién
Ung Budu Nghé An tir thang 1/2021 dén
thang 12/2023.

Tiéu chudn lga chen:

- Chan doan 1a UTPKTBN giai doan 1V
(Theo phan loai TNM lan thir 8 cia IASLC
nam 2017) c6 dot bién gen KRAS

- Puoc diéu tri buéc mot bang hoa chat
don tri hoic phéi hop, tdi thiéu 2 chu ky

- Chi s6 toan trang PS ECOG 0-2 (PS:
Performance Status — chi s toan trang).

- Khéng méc bénh ung thu khéc.

- CO6 cac toén thuong dich co thé danh gia
dap rng theo tiéu chuan RECIST 1.1.

- Khéng méc céac bénh cip tinh, man tinh
tram trong trong thai gian gan.

Tiéu chudn logi tree:

- Ho so luu trir khong c6 du théng tin
nghién ctu.

- Bénh nhan khéng dong y tham gia
nghién ctu.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciru

M@ ta héi cau

2.2.2. Cé* mdu nghién ciu

Chon mau thuan tién, thu nhan 41 bénh
nhan.

2.2.3. Cdc buwdéc tién hanh

- Thu thap thong tin theo mau bénh an
nghién ciru thong nhat, dya trén cac thong tin
hoi cau tir hd so bénh an duge luu trit. Goi
dién hen kham lai, phong van qua dién thoai
bénh nhan da diéu tri.

- Ghi nhan mét s dic diém: tudi, chi sd
hoat dong theo thang diém PS ECOG, loai
dot bién KRAS, phac d6 diéu tri.

- Panh gia dap ung theo tiéu chuan
RECIST 1.1 sau mdi 2 chu ky hoic khi co
lam sang bét thuong.

- Panh gia hiéu qua diéu tri: ty 1é dap
tng (ORR), thoi gian séng thém bénh khong
tién trién (PFS), thoi gian séng con toan bo
(0S).

2.2.4. X li phan tich sé ligu

S6 liéu duoc nhap va xa ly bang phan
mém SPSS 25.0. Sir dung théng ké mo ta,
tinh tan suat ty 1 voi bién dinh tinh, gia tri
trung binh vé&i bién dinh lwong. Panh gia
thoi gian séng thém bénh khéong tién trién,
thoi gian séng con toan bo bing phuong
phap Kaplan —Meier, kiém dinh sy khéc biét
bang Log-rank test.

2.2.5. Pago dirc nghién ciru

- Phac @6 diéu tri da duoc &p dung diéu
tri theo huéng dan cia Bo Y té Viét Nam

- T4t ca bénh nhan trong nghién ciru déu
hoan toan tu nguyén tham gia.

- bam bao bao mat thong tin lién quan
dén d6i tugng tham gia.

- Bénh nhan duoc tiép tuc diéu tri voi
phac db duy tri hoac buéc tiép theo néu co
chi dinh.
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ll. KET QUA NGHIEN cU'U

3.1. Pic diém nhom bénh nhan nghién ciu

Bdang 3.1. Pdc diém nhém nghién ciru

Dic diém bénh nhan S6 lreng (%)
Tudi: TB +SD 65,8+8,3 (46-83)
Phéan nhém dot bién KRAS
KRAS G12 C 27 (65,9)
Khac 14 (34,1)
PS ECOG
0-1 32 (78,0)
2 9 (22,0)
Phac d6 diéu tri
Hda tri bo doi chira Paltinum 33 (80,5)
Hoa tri don chét 8 (19,5)

Chu thich: TB: Trung binh, SD: B¢ 1éch
chudin PS: Performance Status, KRAS:
Kristen rat sarcoma, PS: Performance Status

Nhgn xét: tudi TB 1a 65,8+8,3 tudi, bénh
nhan cd thé trang PS ECOG 0-1 chiém
78,0%. Dot bién KRAS G12C chiém ty Ié

Bdng 3.2. Pdp irng diéu tri

cao 65,9% va da phﬁn duoc diéu tri bang
phac d6 hoa chit bo doi chira Platinum
(80,5%).

3.2. Két qua diéu tri

3.2.1. Pdp irng diéu tri

Tinh trang dap ng

S6 lreng (%)

Dap (tng hoan toan 0(0,0)
Pép &ng mot phan 16 (39,0
Bénh 6n dinh 15 (36,6)
Bénh tién trién 10 (24,4)
Tong 41 (100)

Nhin xét: Ty 18 kiém soat bénh 75,6%, bénh nhan dap ng mot phan chiém 39,0%, bénh
on dinh 36,6%, khong c6 bénh nhan nao dap ng hoan toan.
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Cum Survival

3.2.2. Thei gian song thém bénh khong tién trién
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Hinh 1. Thei gian séng thém bénh khong tién trién theo Kaplan Meir
Nhin xét: Trung vi thoi gian séng thém bénh khong tién trién 1a 8,1 thang.
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Survival Functions
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2B. Phac d6 diéu tri
Hinh 2: Thoi gian song thém bénh khéng tién trién ciia bénh nhan UTPKTBN
c6 dgt bien KRAS ¢ cac phan nhom: Phan tich Kaplan-Mesier, test Log-rank

Nhdn xét: Trung vi thoi gian sbng thém  diéu tri bang phac d6 hoa chat bo doi
bénh khéng tién trién & nhém KRAS G12C  Platinum cao hon nhém hoa chéat don tri (9,0
thap hon nhém KRAS khong phai G12C (7,3 so véi 4,9 thang, p=0,013) (Hinh 2B).
so v&i 10,0 thang, khac biét khong co y nghia 3.2.3. Thei gian séng con toan bg
théng ké vaoi p >0,05) (hinh 2A); & nhém

Survival Function

Survwal Funcltion
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Censwad

Cum Survival

100 200 xa 400
Thoi gian song con toan bé (month)
Hinh 3. Thei gian séng con toan bg theo Kaplan Meir
Nhin xét: Trung vi thoi gian sdng con toan bo 1a 14,7 thang.
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4B. Phac @b diéu tri
Hinh 4: Thoi gian séng con toan bé ciia bénh nhin UTPKTBN c6 dét bien KRAS
¢ cac phan nhom: Phén tich Kaplan-Meier, test Log-rank
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Nhgn xét: Trung vi thoi gian song con
toan bo & bénh nhan co dot bién KRAS
G12C 1a 17,9 thang, nhém dot bién KRAS
khong phai G12C la 12,8 thang, p= 0,905
(Hinh 4A); nhom diéu tri bang phac d6 hoa
tri bd d6i Platinum la 16,0 thang cao hon
nhom héa chat don tri 1a 8,3 thang, p=0,027)
(Hinh 4B)

IV. BAN LUAN

Dot bién KRAS duoc xem 1a mot trong
nhitng yéu tb tién luong xau anh huong dén
ty 1é dép ng ciing nhu thoi gian séng thém &
nhitng bénh nhan UTPKTBN diéu tri bang
hoa chat trong nhirng nghién cau da duoc
cong bd trude day. Nghién ciru cua ching toi
trén 41 bénh nhan UTPKTBN giai doan IV
c6 dot bién KRAS ghi nhan ty 1& dép tmg
toan bo 1a 39,0 %, ty 1& kiém soat bénh la
75,6%. Két qua nay twong dong véi két qua
cia Yanxialiu va cong su khi ghi nhén ty 1€
dap ung toan b la 34,55% [4]. Theo
Macerelli, ty 1¢ kiém soat bénh & bénh nhan
UTPKTBN c6 dot bién KRAS khi diéu tri
bang hoa tri 1a 76% [5].

Trong nghién ciru nay, trung vi thoi gian
séng thém bénh khong tién trién 1a 8,1 thang,
dai nhat Ia 16,6 thang. Két qua nay tuong
duong véi nghién ctru cua Yanxialiu va cong
su ghi nhan PFS 1a 9 thang [4]. M4t nghién
cu tai Y trén d6i tuong bénh nhan
UTPKTBN c6 dot bién KRAS diéu tri bude
mot béng hoa tri liéu dua trén Platinum cho
két qua PFS 1a 6,6 thang [6], nghién ctru cla
nhom tac gid ngudi Ha Lan ghi nhén PFS 1a
4,0 thang [7], thdp hon nghién ctru ciia chiing
t6i. Nguyén nhan co thé 1a do trong nghién
ctru cua chung t6i, bénh nhan dugc didu tri
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duy tri sau khi bénh duoc kiém soat v&i phac
dd diéu tri buéc mot. Dit liéu nghién ciru ghi
nhan thoi gian sdng thém bénh khéng tién
trién & nhom co dot bién KRAS G12C 14 7,3
thang va nhom dot bién KRAS khong phai
G12C la 10,0 thang, tuy nhién su khac biét
khong co ¥ nghia thong ké vai p >0,05. Mot
nghién ctu tai Trung Quédc trén 218 bénh
nhan UTPKTBN c6 dot bién KRAS ciing
cho két qua twong dong khi ghi nhan khéng
c6 su khac biét vé PFS gitra nhom d6t bién
KRAS G12C va KRAS khodng phai G12C
(4,4 thang so vai 4,2 thang, p=0,202) [8].
Ngién ctu cua tac gia Martin Sebastian va
cong su ciing bao cao két qua twong tu [9].
Cac huong dan thuc hanh 1am sang hién nay
khuyén cdo mién dich don tri hoic phdi hop
véi hoa tri bd do6i Platinum tuy thudc vao
muc do biéu hién PLD-1 1a lya chon dau tay
trong diéu tri UTPKTBN giai doan muon c6
dot bién KRAS, tuy nhién lya chon diéu tri
s& duoc ca nhan hoéa tly thudc vao thé trang
cling nhu kha ning tiép can diéu tri caa moi
bénh nhan. Trong nghién ciru cia chdng toi,
phac do diéu tri s& duoc quyét dinh dya trén
danh gia cta bac sy Iam sang va lua chon cua
bénh nhan, nhirng trudng hop duoc diéu tri
hoa tri don chét chi yéu 1a nhitng bénh nhan
16n tudi va c6 chi sb thé trang PS ECOG 2.
Két qua ghi nhan thoi gian séng thém bénh
khong tién trién ¢ nhom bénh nhan duogc
diéu tri bang phac db hoa chat bo doi co chira
Platinum cao hon so v&i nhom diéu tri héa tri
don chat (9,0 thang so voi 4,9 théng,
p=0,013). Trong truong hgp bénh nhén
khong tiép can dwoc vai liéu phap mién dich,
hoa chat by ddi c6 chira Platinum van 1a lra
chon wu tién va mang lai lgi ich cho bénh
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nhan UTPKTBN c6 dot bién KRAS.

Két qua nghién ciru cua ching toi ghi
nhan trung vi thoi gian séng con toan bo 1a
14,7 thang. Theo tac gia Anna K. Brady va
cong su, thai gian sdng con toan bo cua bénh
nhan UTPKTBN giai doan IV c6 dot bién
KRAS diéu tri bang hoa tri la 15,6 thang [3],
nghién cau cua Yanxia Liu cho két qua la
14,7 thang [4], twong duong vd&i nghién ciu
cua ching toi. Dot bién KRAS duogc béo cao
12 yéu té tién lwong kém anh hudng dén sdng
con trong nhirng nghién ctru trudce day, Si-
Yang va cong su di bao cdo thdi gian séng
thém toan bo & nhom c6 dot bién KRAS
ngan hon so v&i nhom khong co dot bién
(15,1 thang so véi 26,7 thang, p=0,002) [10],
Mirko Marabese ciing ghi nhan két qua
tuong tu (14,3 thang & bénh nhén khong co
dot bién va 10,6 thang ¢ bénh nhan c6 dot
bién KRAS, p=0,032) [6]. Khi phan tich trén
nhitng bénh nhan c6 dot bién KRAS, ching
tdi khdng tim thay sy khac biét vé thoi gian
séng con toan bd & nhém bénh nhan co dot
bién KRAS G12C va dot bién KRAS khac
(p=0,905). Két qua nay phu hop véi nhing
nghién cuu trude day khi ghi nhan thoi gian
séng con toan b 1a twong tu nhau & 2 nhém.
Trong nghién cttu nay nhom bénh nhan dugc
didu tri budc mot bang phac d6 bo doi chira
Platinum c6 thoi gian séng con toan bo cao
hon so v&i nhém diéu tri hda tri don chat
(16,0 thang so véi 8,3 thang, p=0,027). Phéan
tich cia Yanxia Liu danh gia hiéu qua cua
cic phac do hoa tri khac nhau ddi voi
UTPKTBN c6 dot bién KRAS phat hién ra
rang hoa tri bo doi co chua Platinum mang
lai lgi ich séng con cho bénh nhan hon, trong
d6 phac dd Palitaxel + Platinum lam tang ty

l¢ dap ung. Ngoai ra, viéc b6 sung thudc
khang sinh mach vao phac do cai thién dang
ké ca vé ty Ié dap ung va thoi gian sdng con
[4]. ’

Han ché cua nghién cuau nay la nghién
ctru hoi cau, ¢& mau con nhé va duoc thuc
hién tai don trung tdm. Can c6 thém nghién
ctru sau hon, da trung tam, trén c& mau lon
hon dé phan tich thém vé gié tri tién lwong
cia dot bién KRAS trong hoa tri lidu ciing
nhu so sanh dap tng vai cac phac do héa tri
khdc nhau ¢ nhitng bénh nhan mac
UTPKTBN giai doan 1V dya trén dot bién va
phan nhém KRAS.

V. KET LUAN

Héa tri trén bénh nhan UTPKTBN giai
doan IV ¢6 dot bién KRAS cho ty lé dap ung
toan bo 39,0%, ty I& kiém soat bénh tét
(75,6%). Thoi gian song thém bénh khong
tién trién 1a 8,1 thang va thoi gian séng con
toan bo 1a 14,7 thang, trong d6 hoa chit b
do6i co chira Platinum kéo dai thoi gian song
thém bénh khong tién trién va cai thién song
cOn so vGi héa chét don tri.
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KHAO SAT U TRUNG MAC MANG PHOI TRONG 10 NAM (2013 - 2023)
TAI BV. PHAM NGOC THACH - TP. HO CHi MINH

TOM TAT

1. Pat véan dé

Phan loai méi vé u trung mac mang phéi
theo T6 Chiic Y Té Thé Gidi nam 2021 d cho
thay nhiéu ung dung diéu tri méi. Tir 6, nhu cau
hdi ctu lai chan doan va diéu tri cho cac u trung
mac mang phoi. Muc tiéu nghién cau: Khao sat
mot sb biéu hién giai phau bénh va diéu trj cua u
trung mac mang phoi.

2. Poi twong va phwong phap nghién ciru

2.1. Péi twong nghién ciru

Tat ca cac bénh nhan nhap vién bénh vién
Pham Ngoc Thach trong 10 nam (Tt 01/01/2013
- 31/12/2023) ¢6 chan doan giai phau bénh va
héa mdé mién dich u trung mac mang phoi:
nhuom HE thuong qui; nhuém hda mo mién
dich: - Chan doan xac dinh u trung mac mang
phdi: D2-40, Calretinin, WT-1, Mesothelin, CK
5/6 - Chan doan phén loai mé hoc u trung mac:
BAP1, LICAM, CDKN2A, MTAP - Chan doéan
phan biét vai cac loai carcinbm khéac: CK7, TTF-
1, CEA, BER-EP4.

2.2.Phuwong phap nghién ciru

Théng ké mé ta cit ngang, hoi ctu. St dung
phan mém SPSS Version 20.0, phép kiém T-Test

‘Nguyén Trueng Khoa Gigi Phdu Bénh, BV.
Pham Ngoc Thach, TP. Hé Chi Minh

Chiu trach nhiém chinh: Nguyén Son Lam
PT: 0913148308

Email: drnsl1963@gmail.com

Ngay nhan bai: 15/7/2024

Ngay phan bién: 22/7/2024

Ngay chip nhan dang: 24/7/2024

Nguyén Son Lam!

va y2, phép kiém hai bén va gia tri co y nghia
théng ké < 0,05.

3. Két qua

3.1. Chan doan u trung mac mang phoi

Tong sb ca u trung mac mang phdi trong 10
nam (2013 —2023): 387 ca. Gigi tinh: Nam: 241
ca (62,27%) - Nir: 146 ca (37,73%). Tudi trung
binh: 65,78+ 8,99 tudi. Sy hién dién thé amiante
trong cac dich té bao hoc (Pam, dich ria phé
quan, dich raa phé quan phé nang): 49 ca
(12,66%). Dich t& hoc c6 yéu té tiép xuc
amiante: 194 ca (50,13%). Tinh trang hat thudc
14: 165 ca (42,64%) (Pa sb nam gisi: 107 ca
(64,85%). Chan doan giai phau bénh: U trung
mac lanh tinh va tién xam lan (Benign and
preinvasive mesothelial tumors): 29 ca (7,49%);
U trung mac ac tinh (Mesothelioma: localized
mesothelioma & diffuse mesothelioma): 358 ca
(92,51%).

3.2. Piéu tri

B6c vo mang phéi (pleural dissection): 164
ca (42,38%). Hoa tri liu bo doi Platinum va
Etoposide: 321 ca (82,95%). Boc vo mang phoi
va héa tri: 113 ca (29,20%). Hoéa tri va thudc
chdng tang sinh mach (Bevacizumab): 0 ca. Diéu
tri mién dich (Nivolumab + ipilimumab): 0 ca. S
bénh nhéan khong diéu tri thude (Thuc hién 1am
day dinh mang phéi bang Betadine): 66 ca
(17,05%), trong d6 c6 41 cakhodng tai phat tuong
duong 62,12%. Trung binh séng con khéng bénh
PFS: 55,63 + 6,93 thang (Thap nhat: 9,35 thang -
Cao nhat: 78,85 thang). Trung binh séng con
toan bo OS: 72,59 + 7,36 thang (Thap nhat: 11,5
thang - Cao nhat: 91,6 thang).

4. Két luan
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Hoi ctru 387 ca bénh u trung mac (theo phan
loai méi cia WHO 2023) cho thay ¢6 nhiéu ung
dung trong diéu tri 1am sang. Cac phuong phap
diéu tri hién nay chua day du: Hoa tri va boc vo
mang phoi. Can thuc hién thém cac xét nghiém
sinh hoc phan tir dé ¢d ching ctry hoc trong diéu
tri dich, diéu tri mién dich va tién luong, tién
doan diéu trj.

Tirkhéa: U trung mac lanh tinh va tién xam
I4n, u dang tuyén, u trung mac biét héa cao dang
nhd, u trung macac tinh tai chd, u trung mac ac
tinh dang biéu mé, u trung mac &c tinh dang
sarcdm, u trung mac ac tinh dang hén hop.

SUMMARY
SURVEY OF PLEURAL
MESOTHELIAL TUMORS IN 10 YEAR
(2013 - 2023) AT THE PHAM NGOC
THACH HOSPITAL - HO CHI MINH
CITY - VIET NAM

1. Background

The new classification of pleural mesothelial
tumors according to the World Health
Organization in 2021 has shown many new
treatment applications. From there, there is a
need to retrospectively diagnosis and treatment
for pleural mesothelioma. Research objective:
Survey of some pathological and treatment
manifestations of pleural mesothelioma

2. Objects and methods for research

2.1. Objects

All patients have admitted to PNT Hospital
for 10 years (FromJanuary 1, 2013 - December
31, 2023) with pathological and
immunohistochemical  diagnoses:  pleural
mesothelial tumors: Routine hematoxylin-eosin
staining;  Immunohistochemical  staining:
Diagnosis of pleural mesothelial tumors: D2-40,
Calretinin, WT-1, Mesothelin, CK 5/6 -
Diagnosis for type histological classification of
mesothelial tumors: BAP1, LLCAM, CDKN2A,
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MTAP - Differentiated diagnosis with other
types of carcinoma: CK7, TTF-1, CEA, BER-
EP4.

2.2. Research methods

A research with cross-sectional, retrospective
descriptive statistics, using SPSS Version 20.0
software, T-Test and 2 test, two-sided test and
statistically significant value < 0.05.

3. Results

3.1. Diagnosis of pleural mesothelioma

Total number of pleural mesothelioma cases
in 10 years (2013 - 2023): 387 cases. Gender:
Male: 241 cases (62.27%) - Female: 146 cases
(37.73%). Average age: 65.78 + 8.99 years old.
Presence of asbestos bodies in cytological fluids
(sputum, bronchial washing, brochoalveolar
lavage fluid): 49 cases (12.66%). Epidemiology
with factors of asbestos exposure: 194 cases
(50.13%). Smoking status: 165 cases (42.64%)
(Most men: 107 cases (64.85%). Pathological
diagnosis: Benign and preinvasive mesothelial
tumors: 29 cases (7.49%); mesothelioma
(Localized mesothelioma &  Diffuse
mesothelioma): 358 cases (92.51%).

3.2. Treatmens

Pleural separation technique: 164 cases
(42.38%). Chemotherapy with double medecine:
Platinum and Etoposide: 321 cases (82.95%).
Pleural separation technique and chemotherapy:
113 cases (29.20%). Chemotherapy and anti-
angiogenesis drugs (Bevacizumab): 0 cases.
Immunotherapy (Nivolumab * ipilimumab): 0
cases. No medecine treatment (Pleural thickening
pleural adhesions with Betadine Solution): 66
cases (17.05%) (41 cases without recurrence #
62.12%). Average disease-free survival PFS:
55.63 = 6.93 months (Lowest: 9.35 months -
Highest: 78.85 months). Average overall survival
OS: 72.59 + 7.36 months (Lowest: 11.5 months -
Highest: 91.6 months).

4. Conclusions
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A retrospective review of 387 mesothelioma
cases (according to the new WHO 2023
classification) shows that there are many
applications in clinical treatment. Current
treatment methods are inadequate, that is
including chemotherapy and pleural separation
technique. Additionally, molecular biology tests
should be needed to performed taking evidences
of targeted treatment, immunotherapy and
prognosis, prediction of treatment.

Keywords: Adenomatoid tumor, well-
differentiated papillary mesothelial tumor,
mesothelioma In Situ, diffuse mesothelioma,
epitheliod mesothelioma, sarcomatoid
mesothelioma, biphasic mesothelioma.

l. PHAN MO DAU

Phan loai cac u 16ng nguc cua T6 Chirc Y
Té Thé Gidi nam 2021, trong d6 c6 cac khoi
u trung mac mang phéi (UTMMP), véi cac
tr ngr mdi nhu cac u trung mac lanh tinh va
tién xam lan (Benign and preinvasive
mesothelial  tumors): u dang  tuyén
(Adenomatoid tumors), u trung mac biét hoa
cao dang nha (Well-differentiated papillary
mesothelial tumors), u trung mac ac tinh tai
chd (Mesopthelioma in situ); cac u trung mac
ac tinh (Mesothelioma): u trung mac ac tinh
khu trd (Localized mesothelioma), u trung
mac &c tinh lan toa (Diffuse mesothelioma)
[6]. Phan loai mdi nay da cho thay nhiéu tng
dung diéu tri méi. Tir 46, nhu cau hoi cau lai
chan doan va diéu tri cho cac u trung mac

mang phoi. Chlng téi thyc hién nghién ctu
v6i muc tiéu nhu sau: Khdo sat mét sé biéu
hién gidgi phdu bénh va yéu té diéu tri ciia u
trung mac mang phai.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

- Tat ca cac bénh nhan nhap vién bénh
vién Pham Ngoc Thach (BVPNT) trong 10
nam (Tur 01/01/2013 - 31/12/2023) c6 chan
doan UTMMP bang cac phuong phap giai
phau bénh thuong qui va hda md mién dich.

- Chan doan giai phau bénh UTMMP véi
cac phuong phap nhuom

e Nhudém hematoxylin-eosin thudng qui

e Nhuom héa md mién dich

= Chén doan xac dinh UTMMP: D2-40,
Calretinin, WT-1, Mesothelin, CK 5/6 [1, 3].

= Chan doan cac phan loai md hoc u
trung mac: BAP1, LICAM, MTAP [2].

= Chan doan phan biét voi cac loai
carcindbm khac: CK7, TTF-1, CEA, BER-
EP4 [4, 9].

2.2. Phwong phap nghién ciru

Thong k& mé ta cit ngang, hoi cuu, sir
dung phan mém SPSS Version 20.0, phép
kiém T-Test va y2, phép kiém hai bén va gia
tri c6 y nghia théng ké < 0,05. Phan loai mai
vé cac u trung mac cua To Chuc Y Té Thé
Gigi 2021, chia ra 2 nhdm chinh: céc u trung
mac lanh tinh va tién xam lan va u trung mac
ac tinh [6].

Bdng 1: Chén dodn phdn bigt cac u trung mac lanh tinh va tién xam nhdp [6, 8]

Chén do4n

Tiéu chuén can thiét

Tiéu chuan mong
muon

U dang tuyén
(Adenomatoid tumors)

- Sy tang sinh khu tri dang éng tuyén hoic c6
khong bao véi 16p té bao 16t trung mac det
hoic hinh khéi trong mé dém dang soi.

- Khdng c6 hinh anh xam Ian lan toa hoic da 6

- Héa md mién dich

cac dau 4n trung mac

(+), hoac LICAM (+).
- BAP1 (+) kém
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doc theo mang phoi va khong co cac dac diém|  CDKN2A (+)

mé hoc &c tinh, chiang han nhu sy ting sinh
xam l4n vao mé dém bén dudi, té bao khdng
dién hinh, hoai tir hoic céc té bao dang sarcom.

U trung mac biét hoa

, _ Sy hinh thanh mé dém nht duoc bao pha boi| 3 '\ uomhoamo.
cao dang nhu (Well- ) . miéen dich cho cac dau
. ) . I6p trung mac mong. J

differentiated papillary|  Khona c6 cuse xam lin mé dam an trung mac (+).
mesothelial tumor) g i i - BAP1 (+)

- Tran dich mang phdi (+)
- Khéng c6 bang chitng ni soi 1ong nguc hoic
hinh anh hoc cuaa khéi u.
- ,Mc:)t Ioﬂp te t}ao‘trunq bleu.gno gco hqac kAhong_ C6 hinh anh mo dém
e .[cO hinh anh té bao khong dién hinh) 16t trén bé

U trung mac ac tinh tai

ey x 2 nhu dugc bao phu boi
x i ) mat mang phoi. , \
cho (Mesothelioma in . e 12 R , g I6p trung mac mong.
. - Khong c6 diac diém mo hoc cua sy tang R A
situ) \ A1k - Khéng cé xam lan
truong xam lan mo dem
- BAP1 va/hoac MTAP (+) nhuém hoéa mb '

mién dich va/hoac CDKN2A véi nhuom FISH.
- Hoi chan da chuyén khoa vé chan doan sau
cung.

Bdng 2: Chdn dodn phén bigt cac loai md hec cia u trung mac 4c tinh [5, 10]

2 , A 2 A e Tiéu ChUéln
Chan doan Tiéu chuan can thiét P
mong muon

U trung mac | - Biéu hién dudi dang mét khéi u khu tra don doc véi hinh

ac tinh mang anh hoc va phau thuat noi soi. Thao luan da
phdi khu tré | - Hinh anh vi thé: khdng c6 xam lan ra mé dém quanh khdi | chuyén khoa dé
(Localized u (khéng xam lan ra ngoai ranh gigi khoi u). 6 chan doan xéac
pleural

- Dic diém mo hoc giéng véi u trung mac &c tinh lan téa lan toa dinh.

mesothelioma)|- Nhuém héa mé mién dich (+) cac d4u 4n té bao trung mac.

: . . 2| Nhuom héa mo
- Ton thuong day mang phoi lan téa véi hinh anh dang bicu ©

A . _ x mién dich BAP1
md, dang sarcom hoac dang hon hop. N
TR o va’hoac MTAP
U trund mac - Xam lan céac cau trdc lan can (nhu moé md, xuong co )
g 2 s va/hodc nhu md phoi), hoai tir khoi u.
mang phoi ac

- +
. . |- U trung mac dang bo s¢i (Desmoplastic mesothelioma) dac ,.C:DKJ\I 2A ()
tinh lan toa A DY -, e 2 %+ MOinhuom FISH,
. trung bdi mo collagen day dédc dugc ngan cach boi cac te bao e LiZ
(Diffuse ., 2 o, . £ hoac dot bien
pleural trung mac ac tinh dugc sap xép nhiéu Iop chiem 50% khoi u

x N X BAP1 hoac

. - U trung mac dang hon hop bao gom biéu hién 10% moi C 2
mesothelioma)|, . .., . = .2 < . . X v 2 R ~ | CDKN2A chan
loai té bao biéu moé va sarcom (Mau bénh pham mé hoc phau| ~, —, ..

e e R doén bang giai
thuat, sinh thiét nho hay té bao hoc) R X
A x . . NSO trinh ty gen the

- Hoa mé mien dich xac nguon goc tir té bao trung mac. he moi
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. KET QUA NGHIEN cUU

3.1. Sé liéu tong quat

Tong s6 ca UTMMP trong 10 nam (Tur
01/01/2013 dén 31/12/2023): 387 ca. Gigi
tinh: Nam: 241 ca (62,27%) - N@: 146 ca
(37,73%). Tudi trung binh: 65,78 + 8,99 tudi.
Hién dién thé amiing trong cac dich té bao
hoc (Pam, dich rira phé quan, dich ria phé
quan phé nang): 49 ca (12,66%). C6 yéu td
tiép xuc amidng: 194 ca (50,13%). Tinh trang
hat thude 1a: 165 ca (42,64%) (Pa s6 nam

giéi: 107 ca (64,85%). Chan doan giai phau
bénh: U trung mac lanh tinh va tién xam lan
(Benign and  preinvasive  mesothelial
tumors): 29 ca (7,49%), u trung mac &c tinh
(Mesothelioma: localized mesothelioma and
diffuse mesothelioma): 358 ca (92,51%).

3.2. Phan phéi cac nhém mé hoc

Céc nhdom mb hoc cac u trung mac mang
phdi s& phan ra hai nhém chinh: u trung mac
lanh tinh va tién xam nhap, u trung mac ac
tinh mang phoi (Bang 1 va 2).

Bdng 3: Phan phai cac nhdm md hec u trung mac lanh tinh va tién xam ldn

Chén do4n u trung mac lanh tinh va tién

S6 ca va ti Ié phan trim

xam lan N (sb ca bénh) Tilé %
U dang tuyén 6 22
U trung mac biét hoa cao dang nhu 19 70
U trung mac &c tinh tai chd 2 8
Tong cong 27 100

Tong s6 ca UTMMP lanh tinh va tién xam lan da s6 1 loai u trung mac biét hoa cao dang
nha (loai u trung mac c6 do &c tinh thip) 19 ca (70% téng s6 UTMMP lanh tinh va tién xam

14n).

U trung mac dc tinh dang hdn hop
{Biphasic mesothelioma), 119, 33%

U trung mac éc tinh deng sarcém
{Sarcomatold mesothelioma), 71, 20%

U trung mac déc tinh khu tril (Localized

mesothelioma), 5, 1%

U trung mac ac tinh dgng biéu md
(Epithelioid mesothelioma), 163, 46%

Biéu do 1: Phan phéi c4c logi u trung mac c tinh mang phai
UTMMP ac tinh da s6 1a loai UTMMP dang biéu mo 164 ca (46%), sau d6 1a dang hdn
hop 119 ca (33%), UTMMP dang sarcdm 71 ca (20%). UTMMP &c tinh khu trd it gap nhat 5

ca (1%).
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U trung mac 4c tinh t& bao sdng (Clear cell

mesothelioma), 5, 3%

U trung mac ic tinh dang mang rung
[Deciduoid mesothelioma), 3, 2%

U trung mac éc tinh dang cor viin
(Rhadoid mesothelioma), 1, 0%

U trung mac &c tinh dang lymphd md bio
(Lymphohistiocytoid mesothelioms), 1, 1%

U trung mgc ac tinh da dpng té bao
[Pleomorphic mesothelioma), 3, 2%

U trung mac éc tinh dang bidu mé
(Epitheliod mesothelioma), 150, 92%

_d

Biéu dé 2: Phan phaéi hinh thai mé hec céc logi u trung mac dgng biéu mo

UTMMP &c tinh dang biéu md phan Ién
van 1a loai hinh thai dang biéu mé don thuan
150 ca (92%), cé4c loai khéc hiém gap hon 13
ca (8%).

3.3. Mt sé tong két diéu tri

Tong s6 ca theo ddi dugc diéu tri: 321
(82,92%). Phau thuat béc vo mang phoi
(Pleurectomy/Decortication): 164 ca
(42,38%). Hoa tri liéu véi bo doi platinum va
etoposide (Pa sd la cac thudc Cisplatin va
Pemetrexed): 321 ca (82,95%). Phau thuat
boc vo mang phoi va hoa tri liéu vai bo doi
platinum va etoposides: 113 ca (29,20%).
Hda tri liéu véi bo doi platinum va etoposide
va thudéc chéng ting sinh  mach
(Bevacizumab): 0 ca. Diéu tri mién dich
(Nivolumab + Ipilimumab): 0 ca. Khong diéu
tri thudc toan than (Thuc hién 1am day dinh
mang phéi bang Betadine): 66 ca (17,05%).
Tri s6 thoi gian trung binh séng con khong
bénh PFS: 55,63 + 6,93 thang (Thip nhat:
9,35 thang - Cao nhit: 78,85 thang). Tri sb
thoi gian trung binh sdng con toan bo OS:
72,59 + 7,36 thang (Thap nhit: 11,5 thang -
Cao nhat: 91,6 thang).

IV. BAN LUAN
So sanh vé phan phdi gioi tinh, do tudi

trung binh twong duong vadi cac nghién cuu
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khéc trén thé gioi (cac tac gia Kaplan M A va
cs., Alberto M va cs., Andrew C va cs.,
Jennifer L S va cs, Dean F vacs.) [1, 3, 4, 9],
véi P = 0,0783 - 0,1946 > 0,05. Ky thuat
phét hién thé amiing trong cac loai dich tiét
& BVPNT cé khac véi cac trung tam khac
trén thé gigi, st dung céc loai bénh pham:
dam, dich rira phé quan, dich rira phé quan
phé nang (Muc 3.1). Trong khi d6, cac
nghién ciu khéc trén thé gioi chu yéu s
dung dich rira phé quan phé nang (Kenta K
va cs.; Julia L F va cs; Dean F va cs.) [5, 7,
8]. Ti l¢ phat hién duoc thé amiing thip so
Vi diéu tra dich té hoc co tiép xtic amidng:
49 ca phét hién thé amiing/194 ca c6 tiép
xtc amidng (25,26%). Ti 1é nay c6 thip hon
va khac biét c6 y nghia thong ké so véi mot
s6 nghién ctru khéc trén thé gioi: Simon H va
cs.: 43%; Julia R F va cs.: 38%; Ave M &
Diana S: 53%; Jarushka N: 36% [2, 6, 9, 10]
(V6i P = 0,0941 - 0,2875 > 0,05). Diéu nay
c6 thé do kinh nghiém va k¥ thuat dang thuc
hién tai BV.PNT: céac thao tac ky thuat thu
cong, Kky thuat nhuom don gian
(Papanicolaou va MGG), chua c6 cac dau an
sinh hoc dac hiéu dé thuc hién cac phuong
phédp nhuom dac biét hay nhuom hdéa mb
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mién dich, hoa té bao mién dich. Ngoai ra,
con mot Iy do cac bac si lam sang thuong
khong chl y thuc hién cac xét nghiém tam
soat tinh trang phoi nhiém amiing trén bénh
nhan, nhiéu truong hop khi co két qua chan
doan UTMMP mdéi duoc thuc hién cac thu
thuat l1dy mau tim amiing nhu xét nghiém
dam, soi phé quan va rira phé quan phé nang.
Tinh trang hat thudc 14 trén cac bénh nhan
UTMMP (42,64%) ciing tuong tu cac théng
ké khéc trén thé gioi: Tir 49% - 53%, v6i P =
0,0678 - 0,1359 > 0,05 [1, 2, 5, 8, 9]. Chan
doan hoi ctru theo phan loai mé hoc cac u
trung mac cia To6 Chac Y Té Thé Gidi nim
2021 [5, 7] ¢6 nhitng thay ddi trong chan
doan cudi cing: Xuat hién sé ca bénh: u
trung mac lanh tinh hay tién xam lin: 13 ca.
Céc kiéu hinh md hoc méi nhu: u trung mac
tai chd, u trung mac &c tinh khu trd chiém ti
I¢ thip: 2 ca va 5 ca. Pa s6 van la nhom u
trung mac &c tinh lan toa (Diffuse
mesothelioma) (353 ca tuong duong
91,21%), voi 3 loai md hoc: dang biéu mo,
dang sarcdm va dang hén hop. Cac hinh thai
mob hoc khac (dang co van, dang mang rung,
té bao sang, dang nhan, dang lymphd md
bao, da dang) duoc xép vé nhém u trung mac
4c tinh dang biéu mo, chiém ti I¢ thap 21 ca
twong duong 12,88% [1, 3, 5].V& céc chan
doan chuyén biét hon, chua c6 cac xét
nghiém chan doan sinh hoc phan tr nhu:
nhuom hoa mé mién dich hay nhuém FISH:
ALK, BAP1, L1CAM, CDKN2A, MTAP,
PD-L1 (CD274) hay k§ thuat RT-PCR, giai
trinh tu gen thé hé mai cho cac bién ddi gen:
BAPl1, BRCA2, CDKN2A, TMEM127,
VHL, WT1, MRE11A, va MSH6 [4, 7, 9].
Vé didu tri, da sd cac trudng hop bénh
nhan UTMMP duoc &p dung diéu tri véi hoa

tri liéu bo doi platinum va etoposide hay phdi
hop thu thuat béc vé mang phdi va héa tri
(Theo cac phac d6 cii tir nhung nam 2010
caa NCCN, ASCO hay ESMO). Hién nay,
chung t6i chua thuc hién duoc cac diéu tri
khac khi bénh tai phét tién trién nhu: Hoa tri
phdi hop véi thuc chéng tang sinh mach
(Bevacizumab) hay diéu tri mién dich
(Nivolumab =+ Ipilimumab) [9, 10]. Mot
nguyén nhan nira do chua thuc hién duoc cac
xét nghiém sinh hoc phan tir va xét nghiém
ddng hanh vai thube diéu tri, nén chua du
cac yéu t6 can thiét khi chi dinh diéu tri dich
hay diéu tri mién dich. Mot s6 ca chi thuc
hién thu thuat 1am dinh mang phdi bang
Betadine cho két qua tét (Hoi cau lai cac ca
nay déu thuéc nhém mé hoc u trung mac
lanh tinh hay tién xam lan, u trung mac &c
tinh khu trd) [6, 8]. Tuy nhién, v&i phuong
phap hoa tri liéu két hop véi boc vo mang
phdi, da cho két qua kha kha quan véi thoi
gian trung binh sbng con khong bénh PFS:
55,63 + 6,93 thang, thai gian trung binh séng
con toan by OS: 72,59 £ 7,36 thang (Muc
3.3). So sanh véi két qua diéu tri chung cua
UTMMP trong céc nghién ctru khac trén thé
gi6i ¢ su khac biét co ¥ nghia thong ké, thoi
gian séng con toan bo OS tir 95,71 — 108,63
thang, véi P =0,08342 — 0,1859 > 0,05.

V. KET LUAN

Nghién ctru hdi ctiru 387 ca bénh u trung
mac (theo phéan loai mgi cia WHO 2023)
cho thdy c6 nhiéu tng dung trong diéu tri
1am sang. Céac phwong phap diéu tri hién nay
chua day du, da sb véi cong thic héa tri va
boc vo mang phoi. Trong tuong lai, can thuc
phai thuc hién thém cac xét nghiém sinh hoc
phan tir dé c6 chiing ctr diéu tri dich, diéu tri
mién dich va c6 cin ctr danh gia tién lugng,
tién doan diéu tri.
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KET QUA PIEU TRI UNG THU PHOI KHONG TE BAO NHO
GIAI POAN III (HACH N2) SAU PHAU THUAT

Nguyén Vin Cao!, Nguyén Thij Thai Hoal, Poan Thi Tuyét!

TOM TAT.

Pit van dé: Ung thu phoi la loai ung thu c6
tién lugng x4u, diéu tri con nhidu kho khan, ty 18
tir vong cao, song thém 5 nam chi khoang 15%.
Trong d6 nhém bénh nhan giai doan 111 hach N2
c6 thé phau thuat dugc chi chiém ty 18 nho[1],
[2]. Mic du vay day 1a nhém bénh nhan rat kho
dua ra liéu phap diéu tri rd rang ma can phai cé
sy quyét dinh cua 1 tiéu ban véi sy tham gia caa
cac béac sy phau thuat, tia xa va héa chat. Panh
gia két qua diéu tri caa nhom bénh nhan nay s&
cung cap cac dit liéu can thiét cho viéc lya chon
bénh nhan vao tung liéu phap diéu tri phu hop
dac biét 1a trén nhom bénh nhan c6 thé phau
thuat duoc. Do d6 ching toi tién hanh nghién ciu
nay nham 2 muc tiéu: mé ta mét sé dic diém lam
sang va danh gia két qua séng thém khong bénh
cua nhém bénh nhan UTPKTBN giai doan III
(hach N2) di phau thuat tai bénh vién K.

Poi twgng, phwong phap: 64 bénh nhan ung
thu phoi khong té bao nho giai doan III hach N2
da dugc phau thuat tai Bénh vién K tir thang
1/2018 dén hét thang 12/2021.

Két qua: Trong s 64 bénh nhan ung thu
phéi khong té bao nho giai doan 11T di cin hach
N2 sau phau thuét ¢ 96,8% bénh nhan dugc cit
thiy phoi + vét hach, 1,6% bénh nhan cét phoi

'Khoa Ngi 2, Bénh vién K

Chiu trach nhiém chinh: Nguyén Vin Cao
SPT: 0966891669

Email: nguyenvancaoyhb@gmail.com
Ngay nhan bai: 15/7/2024

Ngay phan bién: 22/7/2024

Ngay chip nhan dang: 24/7/2024

hinh chém va 1,6% bénh nhéan duoc PT cit phan
thiy. Ty 1é diéu tri hda chat b tro 1a 96,9% trong
d6 chico 71,9% bénh nhan cé tia xa b6 tro sau
md. Panh gia hach trung that truge phau thuat:
42,2% hach NO, 32,8% hach N1 va 25% hach
N2. S6 lwong hach trung binh vét duoc 1a 12,19
+6,6, trong d6 s6 lugng hach di can trung binh 1a
4,75+4,2. Trung vi DFS la 21,57 thang, DFS tai
cac thoi diém 12 — 24 — 36 thang lan luot 14
70,3% -39% - 17,2%, Trung vi DFS ¢ nhém chi
c6 dican 1 nhomhach la 35,5 thang so vai 20,3
thang & nhém di can nhiéu hon 1 nhém hach (p =
0,122). Nhémbénh nhan duoc diéu tri tia xa bd
tro sau mo dat mDFS 1a 26,2 thang cao hon so
véi nhom khong duge diéu tri tia xa 1a 8,5 thang
(p=0,172).

Két luan: Di cin hach trung that N2 trong
UTPKTBN la ton thuong rat kho danh gia ding
trude phau thuat. Ty 18 chéan doan chinh x4c hach
N2 xac dinh sau phau thuat chi dat 25%. Trung
vi DFS dat dugc 21,57 thang, ¢6 sy khac nhau
nhung khdng ¢ ¥ nghia giita cac phan nhém: sb
nhom hach di cin sau phau thuat va lya chon c6
diéu tri tia xa b trg hay khong.

Tir khoa: ung thu phoi khdng té bao nho,
phau thuat, giai doan 111, hach N2,

SUMMARY

TREATMENT OUTCOMES OF STAGE

111 NON-SMALL CELL LUNG CANCER

(N2 LYMPH NODE INVOLVEMENT)
FOLLOWING SURGERY

Background: Lung cancer is a type of

cancer with a poor prognosis, difficult treatment,

high mortality rate, with only about 15%
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surviving for an additional 5 years. Among them,
patients in stage Il with N2 lymph node
involvement may be eligible for surgery, but they
representa small proportion. However, this is a
particularly challenging group of patients to
determine clear treatment strategies for, requiring
the decision of a committee involving surgeons,
radiation oncologists, and medical oncologists.
Evaluating the treatment outcomes of this patient
group will provide essential data for selecting
appropriate treatment modalities, especially for
those who may undergo surgery. Therefore, we
conducted this study with two objectives: to
describe certain characteristics and evaluate the
disease-free survival outcomes of stage Il lung
cancer patients (N2 lymph node involvement)
who underwent surgery at K Hospital.
Methods: 64 non-small cell lung cancer
(NSCLC) patients in stage Il with N2 lymph
node involvement who underwent surgery at K
Hospital from January 2018 to December 2021.
Results: Among the 64 stage Il NSCLC
patients with N2 lymph node involvement who
underwent surgery, 96.8% of patients underwent
lung resection + lymph node dissection, 1.6%
underwent wedge lung resection, and 1.6%
underwent wedge resection of lymph nodes. The
rate of adjuvant chemotherapy was 96.9%, with
only 71.9% of patients receiving postoperative
adjuvant chemotherapy. Preoperative lymph
node assessment: 42.2% NO, 32.8% N1, and 25%
N2 lymph nodes. The average number of
dissected lymph nodes was 12.19 + 6.6, with an
average number of metastatic lymph nodesbeing
4.75 + 4.2. Median disease-free survival (DFS)
was 21.57 months, with DFS rates at 12 — 24 —
36 months being 70.3% - 39% - 17.2%,
respectively. Median DFS in patients with single
lymph node metastasis was 35.5 months
compared to 20.3 months in patients with
multiple lymph node metastases (p = 0.122).
Patients receiving postoperative adjuvant
radiotherapy had a median DFS of 26.2 months,
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higher than the 8.5 months in patients not
receiving radiotherapy (p =0.172).

Conclusions: N2 lymph node metastasis in
stage Il NSCLC is a challenging entity to
accurately assess preoperatively. The accuracy
rate of postoperative N2 lymph node diagnosis is
only 25%. The median disease-free survival
(DFS) achieved is 21.57 months, there are
differences in median DFS, but no significance
among subgroups: number of lymph node
metastases after surgery and whether adjuvant
radiationtherapy is administered.

Keywords: non-small cell lung cancer,
surgery, stage I11, N2 lymph nodes.

I. DAT VAN DE

Ung thu phdi 1a mét trong nhiing loai ung
thu pho bién nhat trén thé gidi va 1a nguyén
nhan tir vong hang dau do ung thu ¢ ca 2
gi¢i. Ung thu phoi 1a loai ung thu c6 tién
luong Xéu, chi khoang 4 ) bénh nhan dén
vién trong giai doan sém co tiém ning diéu
tri triét can, trong d6 nhém bénh nhan giai
doan 111 hach N2 c6 thé phau thuat dugc chi
chiém ty 1& rat nho. Bong thoi day 1a nhom
bénh nhan rat kho dua ra liéu phap diéu tri ro
rang ma can phai co sy quyét dinh cua 1 tiéu
ban voéi sy tham gia cua cac bac sy phau
thuat, tia xa va hoa chat[2], [3]. Panh gia két
qua diéu tri caa nhém bénh nhan nay s&
cung cap cho cac bac sy diéu tri thém cac di
kién can thiét dé c6 thé lwa chon bénh nhan
vao ting liéu phap diéu tri phu hop dac biét
la trén nhom bénh nhan c6 thé phau thuat.
Do d6 ching t6i tién hanh nghién ctu nay
nham 2 muc tiéu:

- Mé td mot sé dac diém lam sang cua
nhom bénh nhan UTPKTBN giai doan III
(hach N2) da phdu thudgt.

- Pdnh gid két qud séng thém khéng bénh
cua nhom bénh nhan nay.
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Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pdi twong nghién ciru

Céac bénh nhan ung thu phoi khong té bao
nhd giai doan IIT (hach N2) dd duoc phiu
thuat tai Bénh vién K tir T1/2018 dén hét
thang 12/2021.

2.2. Phwong phap nghién ciru

2.2.1. Tiéu chudn lwa chon

- Bénh nhan dwoc chan doan ung thu
phoi giai doan 111 (hach N2) sau phau thuat.

- CO chan doan giai phdu bénh Ia
Carcinoma khong té bao nho (khdng bao
gém nhom Carcinoma than kinh noi tiét).

- Tudi > 18, PS0 - 2.

- Chtrc ning gan, than, huyét hoc trong
giéi han cho phép ap dung cac liéu phap diéu
tri.

- C6 day du thdng tin vé hd so bénh &n
cho dén khi két thdc nghién cuu.

2.2.2. Tiéu chudn logi triv

- Bénh nhan c6 2 ung thu tro 1én.

- Bénh nhan sau mé c6 chan doan GPB la
Carcinoma than kinh nai tiét (té bao lon hoic
té bao nho).

- Bénh nhan xuat hién di cin mang phoi
trong md, hodc cac di can khac phat hién
ngay sau mo. d2

- Dién cit duong tinh sau md.

- Bénh nhan bo do diéu tri hoic mat

ll. KET QUA NGHIEN cU'U
3.1. Pic diém 1am sang bénh nhin
Bing 3.1. Mt so diic diém lim sang

théng tin trong qua trinh nghién ctu.

2.2.3. Thiét ké nghién ciru: nghién ciu
hoi cuau.

2.2.4. C¢ mdu: Ap dung cong thic tinh
¢& mau udc tinh mot ty 1¢ trong quan thé
p(1-p)

dZ

N =2@1-u2) X

Trong do:

n 14 ¢& mau nghién ctru.

Z(1-02) 12 gid tri phan bd chuan tuong tng
voia = 0,05, Z@-a2)= 1,96.

platyl¢ mic bénh & giai doan III, p =
0,3 [6].

d 14 murc sai s6 tuyét d6i chdp nhan tuong
ung voip,d =0,1.

Tuong Gng ta tinh duoc n ti thiéu 1a 42
bénh nhan. Chung t6i thu nhan dugc 64 bénh
nhén théa man diéu kién tai bénh vién K.

2.2.5. phén tich va xiv Iy so liéu: Phan
tich va xir 1y sb li¢u bang phan mém SPSS
20.0. Str dung cac thuat toan thong ké: trung
binh, trung vi, min, max..., danh gia séng
thém bang phuong phap Kaplan — Meier.

2.2.6. Dgo dirc nghién ciru: Pay la cac
phuong phap diéu tri c6 hiéu qua da duoc
chang minh qua nhiéu nghién ctu va da
duoc dua vao hudng din diéu tri UTPKTBN
cia Bo Y té. Nghién ctru da duoc thong qua
hoi dong dé tai co so ctia bénh vién K.

Pic diém n(%)
Gioi
Nam 49(76,6%)
Nit 15(23,4%)
Tubi
Trung binh 57,38 £10,2
< 65 tudi 48(75%)
> 65 tudi 16(25%)
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Hiit thubde

Co 41(64,1%)
Khong 23(35,9%)
To6n thwong dich Kich thwéc
X £ SD (mm) 39,42+13,4
Min (mm) 15
Max (mm) 75
Giai doan T n(%0o)
T1 15(23,4%)
T2 33(51,6 %)
T3 15(23,4%)
T4 1(1,6%)
Hach trung thét truéc PT n(%o)
NO 27(42,2%)
N1 21(32,8%)
N2 16(25%)

Nhan xét: Nghién ctiru c6 64 bénh nhan,
trong d6 nam gigi chiém ty 1& cha yéu
76,6%. Tudi trung binh cua bénh nhén trong
nghién ctru 1a 57,38 £10,2, nhém tudi <65
tudi chiém da sd véi ty 18 75%. Ty 1& hat
thudc ctia nhém bénh nhan trong nghién ctru
la 64,1%. Ton thuong phdi trudc phiu thuat

c6 kich thudc trung binh 39,42+13,4 mm.
Trong do khéi u T1 chiém 23,4%, T2 chiém
51,6%, T3 chiém 23,4% va khdi u T4 1,6%.
Theo dénh gid ctia phiu thuat vién trudc
phau thuat hach NO chiém 42,2%, hach N1
chiém 38,2% con hach N2 chiém 25% cac
truong hop.

Bdng 3.2. Pdc diém ton thwong sau phdu thugt

Pic diém
Phwong phap PT n(%o)
Cit thuy phdi + vét hach 62(96,8%)
Cit hinh chém 1(1,6%)
Cit phan thuy phdi 1(1,6%)
GPB n(%o)
Carcnoma tuyén 56(87,5%)
Carcinoma vay 5(7,8%)
Hon hop tuyén vay 1(1,6%)
Carcinoma té bao 16n 1(1,6%)
Carcinoma khong té bao nho 1(1,6%)
Hach vét dugc Hach di can
X +SD X+SD
S6 luong hach trung binh 12,19 +6,6 4,75+4.2
Min 3 1
Max 33 24
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Phic db bb tro S6 bénh nhén Ty &8 %
Paclitaxel — Carboplatin 22 34,4
Vinorelbine - Cisplatin 10 15,6
Pemetrexed — Cisplatin 16 25

Khac 14 21,9

Khong diu tri bd tro 2 3,1
Xa trj bo tro S6 bénh nhén Ty 1€ %

Co tia xa 46 71,9

Khong 18 28,1

Nhgn xét: Phuong phap phau thuat chu
yéu ddi véi cac bénh nhan trong nghién ctu
la cit thdy phoi + vét hach chiém 96.8%.
Nhom bénh nhan chi yéu trong nghién ctu
la Carcinoma tuyén chiém 87.5%. Sé luong
hach trung binh vét duoc sau phau thuat 1a
12.19 #6.6 hach trong d6 sé hach trung binh
di cin sau phau thuat 1a 4.75+4.2 hach. C6

96.9% s6 bénh nhan dugc diéu tri bd tro voi
hoa chat. Xa tri sau phau thuat khéng duoc
ap dung trén toan bo bénh nhan nghién cau.
C6 46 bénh nhan duoc tia xa sau PT chiém
71.9%, con lai 28.1% bénh nhan khong tia xa
sau phau thuat.

3.2. Thoi gian song thém khong bénh
DFS

Survival Function

mDFS: 21,57 thang
€
O 04 L
h DFS. ”
mDFS Min Max DFS DFS DFS DFS
(thang) (thang) (thang) 12 thang 18 thang 24 thang 36 thang
21,57 0,88 64,8 70,3% 54,7% 39% 17,2%

Biéu dé 3.1. Trung vi DFS
Nhin xét: Trung vi song thém khong bénh dat dugc & nhom nghién ciru 1a 21,57 thang.
Ty 1&¢ DFS tai thoi diém 12 thang 1a 70,3%, tai thoi diém 24 thang 1a 39% va thoi diém 36

thang tuong tng 1a 17,2%.
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Bing 3.3. Trung vi DFS theo s6 lwong nhom hach di cin

S6 nh6m hach di ciin mDFS(thang) p
1 nhém 35,5 0.122
> 1 nhém 20,3 ’
Survival Functions
i | pinhomhachdicantoanbs
104 |
1 nhom
» 1 nhom
b
>
vs’ be
E
O 04
0.0
DFS

Biéu @6 3.2. Trung vi DFS theo s6 lwong nhém hach di cin
Nhin xét: Néu chi ¢6 di can 1 nhom hach thi mDFS dat duogc 1a 35,5 thang so voi 20,3
thang & nhom di can nhiéu hon 1 nhém hach, sy khac biét khong c6 y nghia véip = 0,122.
Bdng 3.4. Trung vi DFS theo tinh trang tia xa sau PT

Tia xa bo tro mDFS(thang) p
Co 26,2
Khdng 8,5 oire

Survival Functions

whing
e gd-consored
ndngcensored

Cum Survival

T T
X 2000 40 00 00 00

DFs
Biéu dé 3.3. Trung vi DFS theo finh trang tia xa sau PT

114




TAP CHi Y HOC VIET NAM TAP 542 -

THANG 9 - SO CHUYEN DE - 2024

Nhdn xét: Nhom bénh nhan duoc diéu tri
tia xa bo trg sau md dat mDFS 1a 26,2 thang
cao hon so v&i nhom khong diéu tri tia xa 1a
8,5 thang. Mic du co6 su chénh léch 16n vé
thoi gian tuy nhién trong nghién clru nay su
khac bi¢t khong c6 y nghia véip =0,172.

IV. BAN LUAN

Cac théng ké vé ung thu phdi déu cho
thay ty 16 mac bénh chu yéu xay ra & nam
gigi, hat thudc véi do tudi trung binh tir 50 —
60 tudi. Trong nghién ctru caa chdng toi ty 1é
nam/nit 1a 76,6%/23,4. Do tudi trung binh 1a
57,38 tuoi va ty I¢ hat thudc 1a 64,1%[2], [3].
Kich thudc trung binh cua khbi u 1A
39,42+13,4 mm, trong d6 chu yéu 1a cac khoi
u T2 chiém 51,6%, khéi u TI va T3 déu
chiém khoang 23%, chi c¢6 1 truong hop co
khdi u T4 véi kich thuéc 75mm trong nghién
cuu.

Pénh gia chinh xac hach trung that truéc
phau thuat la van d& quan trong quyét dinh
dén két qua diéu tri cua bénh nhan, dac biét
1a nhom di can hach trung that N2. Tuy nhién
day 1a 1 van dé rit khé khan ddi vai cac phau
thuat vién. C6 nhiéu phuong tién danh gia
hach N2 nhu chup cat 16p vi tinh, PET/CT,
noi soi va sinh thiét hach trung that xuyén
thanh EBUS hay phau thuat néi soi trung that
dé danh gia di cian hach N2. Mdi phuong
phap déu c6 wu nhuoc diém riéng va khdng
phai trung tdm nao ciing c6 thé ap dung
duoc[4]. Trong nghién ctu cua chung toi,
phuong tién danh gia chu yéu trudc phau
thuat 12 CT scanner 1ong nguc do dé chi c6
25% s6 bénh nhan danh gia ding 1a N2, con

lai 75% bénh nhan truéc PT duoc danh gia la
NO, N1. Ty I¢ danh gia hach N2 trudéc PT
thap hon so vai 1 s6 tac gia nhu Zhouguang
Hui 1a 39,4%, mot sé tac gia khac co ty lé
35,6% hay 43,5% khi danh gia hach N2
truéc mo[5]. S6 luong hach trung binh vét
dugc 12,19 + 6,6 hach, s6 hach di can trung
binh 4,75+4,2. Két qua nay tuong tu két qua
trong nghién ciu cua tac gia Nguyén Khic
Kiém véi s6 luong hach trung binh vét dugc
la 12,38 * 5,36 hach[6].

Két qua nghién ctu trén 64 bénh nhan
UTPKTBN hach N2 di can sau md, trung vi
DFS dat dugc 21,57 thang. Ty 1&6 % bénh
nhan séng thém khong bénh tai cac thoi diém
12 thang - 24 thang va 36 thang la 70,3% -
39% va 17,2%. Két qua nay cua chung toi
twong ty nhu tac gia Wenhui Wang voi
mDFS 19 thang va thap hon tac gia Nguyén
Khac Kiém véi mDFS la 25,2 thang. DFS tai
c4c thoi diém 12 — 24 — 36 thang lan luot 1A
77% - 50% - 36%, két qua nay cao hon ty I&
DFS tai cac thoi diém trong nghién ciu caa
ching tdi, mot phan Iy do c6 thé do trong
nghién ctu cua tac gia Nguyén Khic Kiém
chi phan tich nhom bénh nhan giai doan I11A,
trong khi trong nghién cutru caa ching toi sau
khi PT xong phat hién di can hach N2 thi c6
1 sb lwong bénh nhan di chuyén thanh giai
doan muon hon (giai doan I1IB) va tién
luong xau hon[6], [7]. Tac gia Cecile Le
Pechoux nghién ctru trén 224 bénh nhéan hach
N2 sau PT thuc hién tai c&c trung tam tai
Chau Au cho DFS khé cao tai thoi diém 3
nam 1a 47%[8], mot phén tich gop cua tac gia
Leanne Harling va cong su trén 9 nghién ctru
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cho két qua mDFS tir 16,8 dén 25,5 thang[9].
Nhu vay ciing khong cé su khac biét qua lon
gitta két qua & nghién ctu cia ching tdi voi
cac nghién ctru trén. Mac di vay so voi 1 sd
téc gia & cac trung tam diéu tri co két qua
cao, ching tdi can phai cai thién thém cac
van dé trong chan doan, phau thuat ciing nhu
didu tri bo trg dé nang cao hiéu qua diéu tri
cho nhom bénh nhan nay.

Céac nghién cau sau phau thuat ung thu
phdi déu cho thay sé lwong nhdm hach di can
cang nhiéu thi cang anh huong dén két qua
séng thém caa bénh nhan. Téac gia Cerfolio
R.J va cs dua ra két qua néu chi c6 1 nhém
hach N2 di cin thi ty I séng 5 nam dat 30%
nhung khi ¢6 nhiéu nhém hach N2 di can thi
ty 1€ nay giam con 10%][10]. Trong nghién
ctru cua ching téi néu chi di can 1 nhém
hach N2 thi mDFS la 35,5 thang cao hon 15
thang so véi di can nhiéu hon 1 nhom hach la
20,3 thang. Tuy nhién sy khac biét khong du
c6 y nghia voip =0,122.

Ty ¢ bénh nhan tia xa sau phau thuat la
71,9% con lai c6 28,1% cac bénh nhan
khong diéu tri xa tri bd trg do nhiéu li do
khac nhau. Trung vi DFS cta nhém bénh
nhan dugc tia xa 1a 26,2 thang cao hon gép 3
lan nhoém bénh nhan khéng tia xa la 8,5
thang. Két qua nay cua ching toi twong tu
nhu phan tich gop tir rat nhiéu nghién ctu
trudc 2015 cua tac gia Leanne Harling khi
chang minh xa tri b6 tro lam ting thoi gian
séng thém cho bénh nhan hach N2 sau PT[9].
Mic du sy chénh léch rat 16n vé mDFS xay
ra trong nghién ctu cia ching t6i nhung vai
p = 0,172 thi két qua mDFS giita 2 nhom cua
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ching toi la khdong c6 su khac biét. Cac
nghién ctru méi céng bb gan day cua tac gia
Zhouguang Hui cho két qua mDFS giira
nhom tia xa/khéng tia xa la 22,1/18,6 thang
véi [HR], 0,84; 95% ClI, 0,65-1,09; p = 0,20,
hay Le Pechoux va cs cho két qua 30,5 thang
& nhom xa tri bd tro va 22,8 thang & nhém
khong tia xa vai HR 0.86; 95% CI 0,68-1,08;
p=0,18. Nhu vay cac tac gia madi cho rang
Viéc xa tri bd tro khong lam thay doi két qua
séng thém cua nhom bénh nhan c6 hach N2
sau PT[5], [8]. Pay ciing 1a van dé can can
nhic trong giai doan hién nay khi cd thém rat
nhiéu cac nghién ciru mai véi cac thube diéu
tri dich hay mién dich 4p dung sém vao diéu
tri bo tro da chimg minh duoc hiéu qua cai
thién sbng thém DFS cho bénh nhéan. Diéu
nay di dan dan lam thay doi nhiéu quan diém
trén thuc hanh 1am sang vé vai tro cua xa tri
trong diéu tri b6 trg ung thu phdi sau phau
thuat.

V. KET LUAN

Qua nghién cau 64 bénh nhén
UTPKTBN giai doan 111 hach N2 sau phau
thuat chdng t6i nhan thiy ty l¢ chan doan
dung hach N2 truéc phau thuat chi dat duoc
25%. Trung vi DFS cta nhom bénh nhéan
trong nghién ctu dat dugc 21,57 thang va
khong c6 su khéc biét gitra cAc phan nhom.
Di cin hach trung that N2 trong UTPKTBN
1a ton thwong rit kho danh gia dung trude
phau thuat. Do d6 viéc két hop cac phuong
tién chan doan dé co thé nang cao ty 1¢ chan
doan chinh xé4c di can hach N2 1a van dé can
thiét nhim nang cao hiéu qua diéu tri cho
bénh nhan.
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PANH GIA KET QUA PIEU TRI UNG THU PHOI KHONG TE BAO NHO
GIAI POAN TIEN XA CO POT BIEN EGFR (+)

Tran Pinh Thanh!, Nguy&n Trin Anh Thu?, Ha Pé Pién2

TOM TAT

Muc tiéu: Danh gia két qua didu tri TKIs thé
hé 1,2 trong diéu tri ung thu phoi khong té bao
nho c6 dot bién gen EGFR qua ty 1& dap tng va
ty 16 sbng con toan bo, sbng con khdng bénh tién
trién

Po6i twong va phwong phap nghién ciu:
Hoi cttu 30 bénh nhan ung thu phoi khdng té bao
nho giai doan tién xa diéu tri tai bénh vién Hoan
My tir 01/01/2018 dén 30/06/2022

Két qua: Tudi trung binh 14 62 tudi, khoang
60% BN trén 60 tudi, ty I& nit nhiéu hon nam,
trong d6 da s6 BN khdng hat thudc 14 (76,7%).
Ho la triéu ching ban dau thuong gip nhat
(70,9%), hon 90% giai doan IV, da sé truong hop
c6 di cin mang phoi (54,8%), 1/3 bénh nhan di
can tir 2 co quan tré 1én. Ty 1é dot bién exon
19del va exon 21 L858R tuwong dwong nhau, hau
hét cac truong hop déu dugc sinh thiét u phoi
hoac ton thuong di cin dé cé giai phau bénh.
Thoi gian diéu tri TKIs trung binh I 10,8 thang.
Ty 1é dap tng chung toan b 12 66,7%, ty 1¢ kiém
soat bénh la 86,7%. C6 18 bénh nhén tir vong,
trung vi thoi gian séng con toan bo 27,4 thang,
trung vi thoi gian séng con khdng bénh tién trién

'Bs CKII. Truong khoa Ung buéu Bv Hoan My
Sai Gon

’Bs Khoa Ung buéu Bv Hoan My Sai Gon
Chiu trach nhiém chinh: Tran Pinh Thanh
SPT: 0903760437

Email: trandinhthanh55@gmail.com

Ngay nhan bai: 22/7/2024

Ngay phan bién: 26/7/2024

Ngay chap nhan dang: 1/8/2024
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1a 13,9 thang. Bac tinh kiém soat duoc, chu yéu
ngtra, ban da d¢ 2.

Két luan: Diéu tri TKIs trén bénh nhan
UTPKTBN giai doan tién xa c6 dot bién EGFR
gilp cai thién ty 1é dap ung va thoi gian séng con
khéng bénh tién trién

Tirkhoa: ung thu phoi khdng té bao nho giai
doan tién xa, EGFR.

SUMMARY
ASSESSMENT OF THE RESULTS OF
TREATMENT OF EGFR (+) MUTANT
ADVANCED NON-SMALL CELL LUNG
CANCERS

Purpose: To determine results of 1st and 2nd
generation TKIs in the treatment of non-small
cell lung cancer with EGFR mutations through
response rates and overall survival, progression-
free survival

Method: By retrospectively analyzing of 30
patients with advanced non-small cell lung
cancer treated at Hoan My hospital from January
1, 2018 to June 30, 2022

Results: The average age is 62 years old,
about 60% of patientsare over 60 years old, the
proportion of women is higher than that of men,
of which the majority of patients do not smoke
(76,7%). Cough is the most common initial
symptom (70,9%), more than 90% of stage 1V,
most cases have pleural metastases (54,8%), 1/3
of patients metastasize from 2 organs above. The
rates of exon 19del and exon 21 L858R
mutations are similar, most of the cases were
biopsied on lung tumors or metastatic lesions for
pathology. The mean duration of TKIs was 10,8
months. Overall response rate was 66,7%,
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disease control rate was 86.7%. There were 18
patients who died, the median overall survival
time was 27,4 months, the median progression-
free survival time was 13,9 months. Controlled
toxicity, mainly pruritus, grade 2 skin rash

Conclusions: Treatment of TKIs in patients
with advanced NSCLC with EGFR mutations
improves response rates and progression-free
survival time.

Keywords: advanced NSCLC, EGFR

I. DAT VAN DE

Ung thu phoi 1a mot bénh Iy ac tinh c6
tan suat mac bénh va tir suat hang dau thé
gi¢i. Xuat do6 ung thu phoi la 22,5/100.000
Vva tir suat chung 1a 18,6/100.000. Ung thu
phdi dugc chia lam hai nhém chinh gom ung
thu phoi khong té bao nho (UTPKTBN)
chiém khoang 85% va ung thu phoi té bao
nho chiém khoang 15% [1]. Trudc day, hoa
tri 1 phuong phap diéu trl chu yéu va duy
nhat cho giai doan muon (giai doan I1B-1V,
tai phat, di can). Tuy nhién ty lé dap (rng cua
hoa tri khoang 25%, thoi gian song con
khong bénh tién trién ngan, khoang 6 thang.
[21,3] |

Tt nam 2009, nhicu nghién ctru da chung
minh thuéc wc ché thu thé EGFR gefitinib,
erlotinib, afatinib c6 hiéu qua diéu tri hon
han hoéa tri ¢ nhitng bénh nhan ung thu phoi
khéng té bao nho giai doan tién xa va di can
c6 dot bién EGFR (voi ti 1 dap ung dao
dong 50-80%) [4],[5]. Céc thudc nay (goi
chung 13 cac EGFR TKIs) da tré thanh diéu
tri chuan cho ung thu phdi khdng té bao nho
giai doan tién xa va di can c6 dot bién EGFR.

Tur nam 2018, Bénh vién Hoan My Sai
Gon budc dau mé rong diéu tri bénh ly ung
thu, trong d6 bao gdm ca ung thu phdi giai
doan tién xa, di can co dot bién gen EGFR
(+) bang céc thudc TKIs thé hé 1, 2.

Muc tiéu nghién cau:

1. Khao sat dic diém lam sang va can
ld&m sang ¢ bénh nhan UTPKTBN giai doan
tién xa co dot bién EGFR

2. Khao sat dap tng diéu tri véi EGFR
TKIs, théng qua ty Ié dap wng, séng con toan
bo va séng con khodng bénh tién trién cua
bénh nhan UTPKTBN giai doan tién xa cd
dot bién EGFR tai bénh vién Hoan My Sai
Gon, trong thoi gian nghién ctu.

I. DOl TUONG VA PHU'ONG PHAP NGHIEN CUU

Thiét ké nghién ciu: Nghién cau hoi
ctru mo ta loat ca.

Péi twrgng nghién ciru: Bénh nhan dugc
chan doan xac dinh 1a UTPKTBN tai BV
Hoan My Sai Gon tur 01/01/2018 dén
30/06/2022 thoa cé4c tiéu chuan sau:

Tiéu chudn chen bénh:

- Giai doan tién xa, di can, tai phat (I11B,
HIC, 1V).

- C6 dot bién EGFR (+)

- Str dyng EGFR-TKIs thé hé 1 hoac 2.

Tiéu chudn logi trie: C6 ung thu th hai.

Phuwong phap nghién ciru: Hoi ciru mo
ta loat ca.

Xt ly bang phan mém SPSS 20.0. Khao
sat song con toan bo va séng con khong bénh
bang phuong phap Kaplan — Mesier.

. KET QUA NGHIEN cU'U

C6 30 truong hop UTPKTBN c6 diéu tri
thuéc TKIs thé hé 1 va 2 trong khoang thoi
gian tir 01/01/2018 dén 30/06/2022 véi:

-29 truong hop méi chan doan 1a giai
doan 1V chiém 96,8%

- 01 truong hop bénh tién trién sau diéu
tri (3,2%)

— Tudi cao nhéat 92, thap nhit 29, Tudi
trung binh: 62 + 2,5; Tudi trung vi: 61

3.1. Pic diém lam sang, can l1am sang
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Bdng 1: Pdc diém dich té hoc
Pic diém Sé ca (N) Ty 18 (%)
Nhém tudi < 60 tuo 13 42
> 60 tuol 17 58
Gisi - Nam 11 36,7
- Nir 19 63,3
, £ -Cé 7 23,3
Hut thuoc - Khang 23 76,7
Bdng 2: Pdc diém |am sang
Pic diém S6 ca (N) Ty 18 (%)
-Ho khan, ho ra mau 22 70,9
Triéu chirng ban dau —_Dlitontgfc 156 iéli
- Triéu ching do di can 5 16,1
—Mang phéi 17 54,8
— Phoi di bén 6 19,3
Vi tri di can - Xuong 5 16,1
-Nao 4 12,9
-Gan 4 12,9
- Thuong than 3 9,7
Lo, e o - Mot co quan 20 66,7
S0 vitri di can: _Tir hai coqquan 10 333
Bdng 3: Ddc diém Cdn 1am sang
Pic diém S6 ca (N) Ty 18 (%)
- exon 19 del 14 46,7
Loai dot bién EGFR - exon 21 L858R 14 46,7
- khac 2 6,6
o - Carcindm tuyén 23 76,7
Giai phau bénh - Khéng c6 7 233
- Md phoi 19 63,3
Liy mau - Dich mang phoi 4 13,4
- Mau 7 23,3
- CT scan 30 100
banh gia - MRI ndo 4 13,3
-PETCT 1 3,3

3.2. Panh gia dap wng

ngan nhat 1 thang va dai nhat 40 thang.

Thoi gian diéu tri TKIs tinh tir Idc bénh

nhan bat dau diéu tri cho dén khi ngung
thuéc do bénh tién trién hoac doc tinh khéng

chap nhan duoc, trung binh 12 10,8 thang,
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> Ddp irng diéu tri: Dap (ng cao nhat
ghi nhan tir khi bt dau diéu tri cho dén khi
bénh tién trién/tr vong.
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Bdng 4: Pdp irng

Pap ng Sé ca (N) TV 18 (%)
Hoan toan (CR) 2 6,7
Mot phan (PR) 18 60
Bénh 6n dinh(SD) 6 20
Bénh tién trién (PD) 4 13,3
Ty I€ dap ang chung (ORR) 20 66,7
Ty 1& kiém soét bénh (DCR) 26 86,7
> Thei gian séng con: oTrung vi thoi gian séng con bénh

o Trung vi thai gian séng con toan b [a  khong tién trién Ia 13,9 thang, ngan nhat 1
27,4 thang, ngin nhit 1 thang, dai nhat 46 thang, dai nhat 40 thang, ty I¢ séng con bénh

thang, ty 1& sbng con toan bd 1 nim la  khong tién trién 1 nam la
68,5%, 2 nam 1a 51,4% 33,2%

Ty 1& sdng con toan bj (%)

—
®o

Thei glan (thang)

Biéu do 1: Thei gian séng con toan bé

Ty |& s6ng con bénh khang tién trien (%)
o ° e >

T A\l
o 00 - 400
Thei glan (thang)

Biéu do 2: Thei gian séng con bénh khong tién trién

60,7%, 2 nam la
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IV. BAN LUAN

Trudc day, ung thu phdi phd bién & nam,
tuy nhién gan day, ty & mac bénh ¢ nam gigi
duong nhu dang giam hoic 6n dinh. Nguoc
lai, ty 16 mic bénh ¢ nit ngay cang tang lén &
hau hét cac nudc [1]. Ty 1é nam - nir cua
nghién ctru nay ciing twong ddng véi da sb
céc tac gia khac, cac nghién ctru déu c6 sd
lwong BN nit vu thé, 1a dbi twong co ty 18 dot
bién EGFR cao.

Tudi trung vi trong nghién ctu nay 1a 61
tudi, nam trong khoang tudi thuong gap cua
ung thu phoi theo y van 1a tir 50 — 70 tudi,
[6]. Khoang 2/3 truong hop déu khéng hit
thudc 14, didu nay ciing do sé lwong BN nit
trong nghién cau caa ching téi nhiéu hon
nam, két qua nay ciing tuong tu V§i Cac tac
gia khéc.

Nguoi bénh thuong khéng cd triéu ching
dic hiéu cho dén khi bénh tién trién ning.
Chung t6i ghi nhan khoang 2/3 BN nhap vién
vai tinh trang ho kéo dai, véi ho khan, ho cé
dam, chi ¢6 1 truong hop ho ra mau lugng it.
Bén canh d6 kho tho cling 1a mot triéu ching
thuong gap (51,6%), da sb kho the la do tran
dich mang phdi. C6 5 BN nhap vién vi triéu
ching di can co quan khac nhu xuong (dau
xuong), ndo (yéu % nguoi hay chong mit).
Két qua cua ching toi ciing trong dong véi
tac gia Buccheri [7] tong két trén 1277 bénh
nhan ung thu phdi, cac triéu chiung thuong
gap bao géom: ho khan (50%), ho ra mau
(29,8%), kho thé (33,9%), dau nguc (31,5%).
Mang phoi, phoi déi bén, gan, ndo, xuong la
cac vi tri di can thuong gap trong
UTPKTBN. Trong nghién ctru cua tac gia N.
P. Nguyén, xuong la vi tri di can thudng gap
nhat (41,9%) [8], tac gia Tamura [9] ghi
nhan mang phoi, phoéi, xuong (38,8%;
32,1%; 34,3%) con nghién curu ching toi ghi
nhan mang phoi (54,8%) 1a vi tri thuong gap
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nhat. Bén canh do6, chung toi ciing ghi nhan
duoc 1/3 s6 trudng hop di can tir 2 vi tri tro
1én, twong tu nhu nghién ciru cua tac gia N.
P. Nguyén. [8]

Dot bién del19 va L858R Ia nhirng dot
bién thuong gap nhat, chiém 85-90% trudng
hop UTPKTBN c6 dot bién EGFR. Mac du
ca hai déu 1a nhirng @6t bién nhay thude, ty
I¢ dap tng va tién lugng cua hai nhom dot
bién nay van khac nhau. Nhom dell9 thuong
co ty 1¢ dap tng cao hon va sdng con dai hon
nhom L858R [10]. Nghién ctru caa chung t6i
ghi nhan ty 1é cia 2 dot bién (46,7%), ciing
khdng co su khac biét so vai cac nghién ctu
trong va ngoai nudc.

Qua khao sat, chdng téi ghi nhan chi co
23/30 truong hop c6 giai phau bénh qua sinh
thiét mau moé va dich mang phéi, con 7
trudng hop khong thé tién hanh xac dinh giai
phau bénh, do BN Ién tudi, thé trang kém
nén phai ldy miu mau dé lam dot bién (sinh
thiét long). Hau hét cac truong hop déu 1a
carcinom tuyén, pht hop y vin thé, ty I¢ dot
bién EGFR cao & bénh nhan UTPKTBN c6
giai phau bénh carciném tuyén.

Thoi gian diéu tri TKIs trung binh trong
nghién ctru 1a 11,8 thang, ngan nhat 1 thang
va dai nhét la 40,6 thang. Két qua nay ciing
tuong tu tac gia N.P. Nguyén [8], thoi gian
diéu tri dai nhat Ia 37,13 thang va ngan nhat
la 0,83 thang. Thoi gian dén khi ngimg didu
tri trung vi la 11,43 thang.

Pap ng diéu tri

Trong thoi gian khao sat chang toi ghi
nhan 2 truong hop dat dap (ng hoan toan
(6,7%), 4 truong hop bénh tién trién (13,3%)
cao hon cac tac gia khac, nhung ty I¢ dap
rng mot phan (60%) thi thip hon, c6 thé do
s6 luong BN cua chung t6i it hon cac nghién
ctu khéc. Bén canh do, khi so sanh ty I€ dap
ung chu quan cua chiang toi la 66,7%, ty I&
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kiém soat bénh 86,7% cao hon tac gia Yang
J. [4] tong két trén 256 BN UTPKTBN st
dung Erlotinib va Gefitinib (54,3% va
85,6%), nhung thap hon nghién ctru IPASS
(71,2%) va OPTIMAL (83%) [5]:[11]

Séng con toan b

Céac thuéc EGFR TKI kéo dai dang ké
thoi gian song con khong bénh tién trién ¢
c4c bénh nhan UTPKTBN c6 dot bién EGFR
so voi hoa tri phac d6 cé platinum. Tuy
nhién, c&c thudc nay c6 rat it hoic khong cé
anh huong dén thoi gian séng con toan bo
trong cac thu nghiém 1am sang Ién. Trong
phan tich da bién cua Lee C K va cs, Véi
2.620 bénh nhan (1.475 c¢6 dot bién EGFR,
1.145 khong co dot bién EGFR) cho thay
thoi gian séng con khdng bénh tién trién kéo
dai c6 ¥y nghia thdng ké (trong diéu tri budc
mot, PFS cai thién rd rét trong nhém céd dot
bién EGFR véi HR 0,43, KTC 95% 0,38-
0,49, p<0,001 va trong diéu tri budc sau voi
HR 0,34, KTC 95% 0,20- 0,60; p<0,001).
Trong d6, hiéu qua thoi gian song con toan
bo khong duoc ghi nhan (HR 1,0, KTC 95%
0,87-1,18) [12].

Chidng tdi ghi nhan trung vi séng con
toan bo trong nghién cuu la 27,4 thang va
trung vi séng con khdng bénh tién trién la
13,9 thang. Khi so sanh véi cac nghién cuu
trong va ngoai nudc, két qua caa ching toi
ciing khong c6 sy khéc biét dang ké.

Day 1a dé tai hdi ciru & don vi Ung buéu
ma&i thanh 1ap trong bénh vién da khoa nén
s6 bénh ung thu phdi c6 EGFR (+) con han
ché chi c¢6 30 bénh nhan, vao thoi diém nay
chi c6 3 loai thuéc TK I dugc phép dung tai
Viét Nam gom thé hé 1 (erlotinib, gefitinib
va thé hé 2 (afatinib), do s6 bénh it nén
khong thé phan tich dénh gia riéng hiéu qua
va doc tinh tirng loai 12 han ché cua dé tai
nay.

V. KET LUAN

Bénh nhan ung thu phdi khong té bao
nho giai doan tién xa co dot bién EGFR hoat
héa, céc thudc TKIs thich hop 1a phuong
phap diéu tri chuan cho ty 1¢ dap ang cao va
kéo dai thoi gian séng con.
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TIEU HOA - GAN MAT

BAO CAO CA LAM SANG PIEU TRI PHAC PO ATEZOLIZUMAB
KET HO'P BEVACIZUMAB TREN UNG THU BIEU MO TE BAO GAN

TOM TATL6

Téng quan: Ung thu biéu md té bao gan la
ung thu ac tinh pho bién, thudng duoc chan doén
¢ giai doan mudn, tién luong Xau, nguy co ti
vong cao. Ung thu biéumd té bao gan giai doan
mudn, phuong phap diéu tri chinh 1a diéu tri toan
than bao gom liéu phap nham trang dich va diéu
tri mién dich

Ca lam sang: Bénh nhan nam, 47 tudi, duoc
chan doan ung thu biéu mo té bao gan tién trién,
duoc diéu tri todn than bing phac db
atezolizumab két hop bevacizumab tai Bénh vién
Hiru Nghi.

Tirkhoa: Ung thu biéu md té bao gan, diéu
tri toan than, Atezolizumab phdi hop
Bevacizumab.

SUMMARY
CASE REPORT TREATMENT
ATEZOLIZUMAB COMBINED WITH
BEVACIZUMAB REGIMEN IN
HEPATOCELLULAR CARCINOMA

!Bénh vién Hiu Ngh;

Chiu trach nhiém chinh: Mai Thanh Huyén
SDT: 0904281159

Email: huyenmt1302@gmail.com

Ngay nhan bai: 22/7/2024

Ngay phan bién: 27/7/2024

Ngay chip nhan ding: 30/7/2024

Mai Thanh Huyén!, Pham Thi Hing!

Overview: Hepatocellular carcinoma is a
common malignant cancer, often diagnosed at an
advanced stage, with a poor prognosis and high
risk of mortality. With advanced stage
hepatocellular carcinoma, the main treatment is
systemic therapy including targeted therapy and
immunotherapy.

Case report: A 47-year-old male patient,
diagnosed with advanced stage hepatocellular
carcinoma, was treated with systemic therapy
with Atezolizumab combined with Bevacizumab
regimen at Friendship Hospital.

Keywords:  Hepatocellular  carcinoma,
systemic therapy, Atezolizumab combined with
Bevacizumab.

I. DAT VAN DE

Ung thu biéu mdé té& bao gan
(UTBMTBG) la méot bénh ly &c tinh phd
bién, co ty 16 mac va ty I8 tir vong cao. Theo
théng ké Globocan 2020, ung thu biéu mo té
bao gan dirng hang thtr 6 vé ty & mac khoang
905.677 ca mic m&i mdi nam va nguyén
nhan ta vong thir 2 do ung thu trén toan cau.
Tai Viét Nam, ung thu biéu md té bao gan
dung dau vé ca ty 1é mic va ty I8 tir vong,
véi ty 1& mic chuan theo tudi 1a 39/100.000
dan ¢ nam va 9,5/100.000 dan ¢ nit.

Chi dinh phwong phap diéu tri
UTBMTBG phu thudc vao giai doan bénh.
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UTBMTBG giai doan sém hay giai doan
trung gian dwgc diéu tri bang phuong phap
phau thuat hay cac phuong phap can thiép tai
chd nhu d6t séng cao tan (RFA), nit mach
khdi u gan (TACE) di dwgc chang minh
mang lai loi ich séng thém cho ngudi bénh.
Tuy nhién voi UTBMTBG giai doan mudn,
bénh c6 tién luong Xau, thoi gian séng thém
ngan, phuong phap diéu tri chinh van la diéu
tri toan than trong d6 hoa tri mang lai rat it
hiéu qua. Véi su ra doi cua cac thude diéu tri
nham
Lenvatinib da mang lai két qua va lgi ich
séng thém cho bénh nhan UTBMTBG giai
doan tién trién. Tuy nhién, cac thuéc nham
trang dich ¢6 nhiéu doc tinh anh huong dén
chat Iuong cudc sdng cia ngudi bénh. Trong
nhitng nam gan ddy, nhing tién bo didu tri
mién dich trong UTBMTBG di mé ra nhitng
trién vong dang ké cai thién thoi gian sbng
thém dong thoi mang lai chat lwong cudc
séng tét hon cho ngudi bénh.

Atezolizumab 13 thudc khang thé don
dong globulin mién dich G1 (IgG1) c6 ngudn
gdc tir ngudi, ¢d kha nang lién két truc tiép
vGi PD-L1 va wc ché sy tuong tac ciia phan
tir ndy voi cac receptoer PD-1 va B7.1 tur do
phuc hdi lai hoat dong chong ung thu cua té
bao T. Bevacizumab 1a thuc khang thé don
dong khang yéu té tang truéng ndi md mach
mau (VEGF) uc ché sy hinh thanh mach va
su phat trién khdi u. Hiéu qua va tinh an toan
atezolizumab  két hop
bevacizumab da dugc ching minh qua mat
sd nghién ciu va thube da duoc phé duyét
trong diéu tri budc 1 UTBMTBG tién trién

tring dich nhu Sorafenib hay

cia phac dd
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trén thé gigi. Tai Viét Nam, phac dd
Atezolizumab két hgp Bevacizumab da duogc
Bo y té chap thuan trong diéu tri UTBMTBG
tién trién, tuy nhién chwa c6 nhiéu bao cao
danh gia hiéu qua caa phac do. Vi vay, chlng
ti tién hanh bao céo ca l4m sang ung thu
biéu mo té bao gan giai doan tién trién dugc
diéu tri bang phac d6 atezolizumab két hop
bevacizumab tai Bénh vién Htu Nghi.

Il. CA LAM SANG

2.1. LAm sang va chin doan

Bénh nhan Nguyén Dirc L. 47 tudi. Tién
sit Viém gan B dang diéu tri Tenofovir 300
mg/ngay. Thang 5 nam 2022, bénh nhan da
dugc chian doan ung thu biéu mo té bao gan
giai doan trung gian, diéu tri nat mach u gan
3 lan. Thang 11/2022, thoi diém nhap vién,
bénh nhén tinh téo, thé trang trung binh, dau
nhiéu ha sudn phai (dang diéu tri thudc giam
dau), gay stt 2kg, kham hach ngoai vi khong
phat hién trén 1am sang, bung mém, gan mip
mé bd suon va tudn hoan bang hé am tinh

Chup cong hudng tir 6 bung: U gan da 6
khéi 16n nhat u gan ha phan thuy IV-V kich
thude 101x47mm, cac ton thuong ting kich
thudc so voi phim chup thang 9/2022. Hach
cubng gan 13x8mm.

Chup cit 16p vi tinh 16ng nguc: Hién
khong thay ton thuong thi phat 2 phoi. Vai 6
gidn phé nang

Noi soi da day, dai trang: viém nhe hang
vi, khong c6 gian tinh mach thyc quan,
khong c6 tri.

Xét nghi¢m chi s6 AFP: 7,21 ng/ml; Xo
gan child pugh 5 diém
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Hinh 1: Céng hwéng tiv 6 bung thing 11/2021: U gan da 6 cd gan phii va trdi

Chén dodn: Ung thu biéu mo té bao gan
tién trién sau TACE/ Viém gan B — Xo gan
Child — pugh A.

2.2. Piéu tri va két qua

2.2.1. Diéu trj

Bénh nhan dugc diéu trj phac dd
Atezolizumab két hop Bevacizumab chu ky 3
tudn véi lidu:

Atezolizumab tinh mach 1200mg/ lan

Bevacizumab tinh mach 15 mg/kg/ 1an

Qua trinh theo doi, khong ghi nhén tac
dung khong mong mudn cta phac do : ting
huyét ap, ting men gan, giam tiéu cau, ho
mau.

2.2.2. Danh gia két qua diéu tri

Lam sang: bénh nhan khong dau bung va
khong phu thudc vao thudc giam dau, an
udng tot va ting 2 kg can ning.

Xét nghiém chi s6 AFP giam tir 7,21
xubng con 4,94, chic ning xo gan Child
pugh 5 diém.

Tai thoi diém sau diéu tri 10 chu ky, trén
phim chup cat 16p vi tinh hinh 4nh u gan ha
phan thuy 1V-V KT 82x38 mm, u gan ha
phan thuy IV 40x44mm khong ngdm thudc
sau tiém, gidm so vo&i phim chup thang
11/2022. Hach cuéng gan kich thudc
13x8mm.

Hinh 2: Cat I6p vi tinh é bung thang 6/2023: U gan khdi Ién nhdt ha phan thay 1V-V
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Panh gi4 sau diéu tri, bénh nhan bénh on
dinh, dung nap thuéc tét. Bénh nhan duogc
chi dinh duy tri diéu tri phac d6 Atezolizumb
+ Bevacizumab ddng thoi diéu tri duy tr
khéng virus viém gan B va theo ddi sat céc
doc tinh cua thude.

ll. BAN LUAN

Trudng hop bénh nhan nam, 47 tudi,
bénh nhan da duoc phét hién bénh Ung thu
biéu mo té bao gan da dugc diéu tri nGt mach
u gan (TACE) 3 lan. Sau 3 lan diéu tri
TACE, bénh nhén co triéu ching lam sang
biéu hién tién trién: dau ha suon phai, in
udéng kém, gay sGt can va hinh anh cong
huéng tir 6 bung cho thay cac khdi u gan
tang kich thudc so vai phim chup trudc khi
diéu tri nat mach u gan lan tha 3, c6 tén
thuong di can hach cuéng gan. Bénh nhan
dugc chan doan Ung thu biéu mo té bao gan
tién trién sau diéu trj TACE.

Ung thu biéu md té bao gan giai doan
tién trién, khong con chi dinh phau thuat, nat
mach, d6t u gan thi diéu tri toan than Ia
phuong phap diéu tri chinh. Phan Ié6n bénh
nhan UTBMTBG giai doan nay déu trén nén
bénh Iy vé gan man tinh va xo gan, vi vay
lya chon phwong phap diéu tri cho nguoi
bénh khéng chi phu thudc vao kich thudc
khdi u ma con phu thudc vao chie niang gan,
thé trang nguoi bénh. Viéc lya chon bat ky
mot phac do diéu tri nao déu c6 nguy co dan
dén suy giam chic ning gan va can dugc
theo doi, danh gia ky. Cung véi ra doi cua
céc thude diéu tri nhim tring dich va thudc
diéu tri mién dich, cho dén thai diém hién tai
dd c6 4 su lya chon cho diéu tri budc 1
UTBMTBG giai doan tién trién.

- Sorafenib — thudéc wc ché da kinase
duong udng 1a ligu phap didu tri dau tay
duoc ap dung tai Viét Nam va trén thé gioi tur
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nam 2007. Két qua tir 2 tha nghiém pha 111
mu d6i ngau nghién SHARP va AP cho thay
sorafenib cai thién thoi gian séng con toan bo
toi 10,7 thang so véi 4,2 thang ¢ nhdm gia
duoc va giam 31% nguy co tur vong do bénh.
Céc tac dung phu cua sorafenib cd thé gap
nhu phan (ng da ban tay — ban chan, tiéu
chay, tang huyét ap....

- Lenvatinib 1a thudc @c ché kinase
duong ubng, wc ché VEGFR 1-3, FGFR 1-4
va mot sb kinase khac, dugc chi dinh trong
UTBMTBG tién trién. Nghién cau
REFLECT cho thay thoi gian sbng con toan
bo 13,6 thang khong vuogt troi so vai
sorafenib 12,3 thang. Cac doc tinh hay gap
nhu ting huyét ap 42%, tiéu chay 39%, chan
an 34%, sat can 31%.

- Durvalumab — Tremelimumab: Nghién
ctru pha I11 Himalaya cho thidy nhom bénh
nhan diéu tri Durvalumab két hop véi
tremelimumab c6 thoi gian sbng con toan bo
16,4 thang so vai 13,6 thang nhém bénh
nhan diéu trj sorafenib. Phac d6 diéu tri nay
da duoc FDA chap thuan trong didu tri
UTBMTBG tién trién, chua dugc Bo Y té
Viét Nam phé duyét.

- Atezolizumab -  Bevacizumab:
Atezolizumab 1a khang thé don dong khoa
twong tac giita PD-L1 va B7.1 trén té bao
mién dich nham tang cudng hoat hoa té bao
T d6ng thoi khdi phuc hoat dong min dich
chéng ung thu nho tai hoat hda qué trinh tiéu
diét t& bao u qua trung gian té bao T.
Bevacizumab 1a thuéc khéng thé don dong
khéng yéu tb tiang truéng noi md mach mau
(VEGF) lam giam sy tc ché mién dich qua
trung gian VEGF trong khéi u va vi moi
truong khdi u, dong thoi ting cuong hiéuu
qua khang PD-1 va PD-L1 bing cach dao
nguoc sy ¢ ché mién dich qua trung gian
VEGF va thtrc day xam nhap té bao T trong
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kndi u. Su phdi hop cua phiac do
Atezolizumab + Bevacizuab nham tao vi moi
trudng thuan loi hon dé téi da kha ning tiéu
diét ung thu ciia hé mién dich. Trong nghién
cau IMBrave 150 la tht nghiém Idm sang
ngau nhién, pha 3, nhin mo, da trung tam.
Bénh nhan UTBMTBG giai doan tién trién,
di cin va/hoic khong con chi dinh phau
thuat, chua dugc diéu tri toan than trude do
duoc phan ngau nhién thanh 02 nhom theo ty
6 2:1, twong ung la: nhom diéu tri
Atezolizumab/bevacizumab  (Atezolizumab
1200mg, truyén tinh mach ngay 1;
Bevacizumab 15mg/kg, truyén tinh mach
ngdy 1, chu ky 03 tuin) va nhom diéu tri
bang sorafenib (sorafenib 400mg/lan x 02
lan/ngay, udng hang ngay), diéu tri cho toi
khi khéng con lgi ich 1am sang hoac doc tinh
khéng chap nhan dugc. Tiéu chi chinh la
danh gia séng thém toan bo va song thém
khong bénh tién trién. Tiéu chi phu la ty Ié
déap ng, thoi gian duy tri dap ung, phan tng
bat lgi.

Két qua 1a trong thoi gian tir 15/3/2018
dén  30/01/2019 c6 501 bénh nhén
UTBMTBG dép Gng du tiéu chuan tur 111
trung tam cua 17 qudc gia dugc diéu tri bang
Atezolizumab/Bevacizumab (336 bénh nhan)
hoac sorafenib (165 bénh nhan). Thoi gian
séng thém toan bo (OS) cua nhém
Atezolizumab/Bevacizumab la 19,2 thang
cao hon so véi 13,4 thang cua nhém
sorafenib (p< 0.001). Thoi gian séng thém
khong bénh tién trién trung binh (PFS) cua
nhom Atezolizumab/Bevacizumab la 6.8
théng, cao hon so véi 4.3 thang cua nhom
sorafenib (p< 0.001). Nhém bénh nhan diéu
tri atezolizumab + bevacizumab cho ty I¢ dap
g 33,2% cao hon gip 2 lan so v&i n nhém
diéu tri sorafenib 13,3% dugc danh gia theo
tiéu chuan mRECIST (p<0,001). Dua trén

két qua nghién cau nay, thang 5/2020 FDA
da chdp thuan bevacizumab két hop vai
atezolizumab trong diéu tri buéc 1
UTBMTBG va Bo Y té Viét Nam phé duyét
vao thang 10/2022.

Trong nghién ctru Imbravel50, tac dung
khéng mong muén d6 5 & nhém bénh nhan
diéu tri atezolizumab 1a 4,6% thap hon so véi
nhém bénh nhan diéu tri sorafenib 5,8%. Céc
tac dung khdng mong muén din dén diéu
chinh liéu hodc gian doan diéu tri xay ra
49,5% nhém diéu tri
atezolizumab+bevacizumab thap hon so véi
60,9% nhom diéu tri sorafenib. Ting huyét
ap do 3 hoac 4 gap ¢ 15,2% bénh nhén trong
nhém diéu tri atzolizumab + bevacizumab.

Bénh nhén trong bao céo cua ching toi
c6 chic ning gan t6t Child-Pugh A, bénh
nhan tré, thé trang tét dong thoi bénh nhan
khong c6 tién sir bénh 1y lién quan dén cac
bénh ty mién, mién dich, xuat huyét tiéu hoa
va tim mach. Bénh nhan dugc lya chon phac
dd phdi hop Atezolizumab + Bevacizumab
truyén tinh mach, chu ky 3 tuan.

Ca lam sang ching téi bao cao, bénh
nhan dugc danh gia bénh 6n dinh sau 10 chu
ky diéu tri atezoluzumab + bevacizuamab va
c6 thoi gian sbng thém bénh khdng tién trién
1a 7 thang tuong tu véi két qua caa nghién
ctru Imbravel50. Bénh nhan c6 dap ang vé
mat lam sang: ttr tinh trang dau bung ha suon
phai duy tri thudc giam dau sang khong dau
bung va khong phu thuéc vao thubc giam
dau dé kiém soat bénh, an udng tét va ting
can. Két qua sinh hoa cho thay nong d¢6 AFP
giam sau 10 chu ky diéu tri, tir 7,21 ng/ml
trude diéu tri va sau 10 chu ky diéu tri la
494, Cac chi s vé chirc niang gan
(AST,ALT, Bilirubin toan phan) tir khi diéu
tri van duy tri trong giéi han binh thuong.
Tréen hinh anh hoc theo tiéu chuan
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MRECIST, bénh nhan dugc danh gia 1a bénh
6n dinh. Tuy nhién, phan tich ky trén hinh
anh, chdng tdi nhan thay, sau 10 chu ky diéu
tri, khdi u 16n nhat & ha phan thuy V-V giam
kich thudc tir 101x 47 mm con 82x 38 mm
va céc khdi u gan da 6 giit nguyén kich thuéc
nhung khong tang sinh mach.

Bénh nhan cua chdng tdi dung nap thudc
tot, khéng ghi nhan bat ky tac dung khong
mong mudn nio trong qua trinh diéu tri phac
d6 atezolizumab + bevacizumab.

IV. KET LUAN

- Phac dd diéu tri ung thu biéu mo té bao
gan giai doan trung gian that bai sau diéu tri
tai chd hodc giai doan tién trién c6 nhiéu lra
chon.

- Lwra chon phac db diéu tri Atezolizumab
+ Bevacizumab mang lai hiéu qua diéu tri
cao va cai thién chat luong cudc sdng cho
nguoi bénh.

TAI LIEU THAM KHAO

1. Global Cancer Statistics 2020:
GLOBOCAN Estimates of Incidence and
Mortality Worldwide for 36 Cancers in 185
Countries - Sung - 2021 - CA: A Cancer
Journal for Clinicians - Wiley Online
Library. Accessed October 2, 2022.
https://acsjournals.onlinelibrary.wiley.com/d
0i/10.3322/caac.21660

130

Singal AG, Lampertico P, Nahon P.
Epidemiology and surveillance for
hepatocellular carcinoma: New trends. J
Hepatol. 2020;72(2):250-261. doi:10.1016/
j.jhep.2019.08.025

Cheng AL, Kang YK, Chen Z, et al.
Efficacy and safety of sorafenib in patients in
the Asia-Pacific region with advanced
hepatocellular carcinoma: a phase Il
randomised, double-blind, placebo-controlled
trial. Lancet Oncol. 2009;10(1):25-34.
doi:10.1016/S1470-2045(08)70285-7
Sorafenib in Advanced Hepatocellular
Carcinoma | NEJM. Accessed October 2,
2022. https://www.nejm.org/doi/full/
10.1056/nejmoa0708857

Villanueva A. Hepatocellular Carcinoma. N
Engl J Med. 2019;380(15):1450-1462.
doi:10.1056/NEJMral713263

Finn RS, Qin S, lkeda M, et al.
Atezolizumab  plus Bevacizumab in
Unresectable Hepatocellular Carcinoma. N
Engl J Med. 2020;382(20):1894-1905.
doi:10.1056/NEJMo0al1915745

30. Abou -Alfa Ghassan K., Lau G, Kudo
M, et al. Tremelimumab plus Durvalumab in
Unresectable Hepatocellular Carcinoma.
NEJM Evid. 2022;1(8):EVID0a2100070.
doi:10.1056/EVID0a2100070



TAP CHi Y HOC VIET NAM TAP 542 - THANG 9 - SO CHUYEN DE - 2024

NGHIEN C(*U PAC PIEM LAM SANG, CAN LAM SANG VA PANH GIA
KET QUA PIEU TRI UNG THU BIEU MO TE BAO GAN
BANG PHU'ONG PHAP POT NHIET SONG CAO TAN
TAI BENH VIEN UNG BUO'U THANH PHO CAN THO' NAM 2021-2023

Ping Quang Tung!, Nguyén Thi Nam Phwong?,

TOM TAT

Pit van dé: Ung thu biéu mo té bao gan la
bénh 1y 4c tinh thudng gap. D6t nhiét séng cao
tan 12 mot trong nhitg phuong phap diéu trj triét
cin d6i voi ung thu biéu mo té bao gan giai doan
sém. Tai Bénh vién Ung buéu TP Can Tho, d6t
nhiét séng cao tan da trién khai tir naim 2016, tuy
nhién chwa c6 nhiéu nghién ctru danh gia két qua
diéu tri mot cach day du.

Muc tiéu nghién ciru: 1) Khao sat dic diém
lam sang va can lam sang cua bénh 1y ung thu
biéu mo té bao gan; 2) Panh gia két qua diéu tri
ung thu biéu mo té bao gan bang dét nhiét séng
cao tan tai bénh vién Ung budu Thanh phé Can
Tho.

P6i twong va phuong phap nghién ciru:
Nghién ctu tién ctu, mo ta cit ngang trén 52
bénh nhan ung thu biéu md té bao gan duoc diéu
tri bang ddt nhiét séng cao tan.

Két qua: Tudi trung binh 12 60,0 + 13,0 tudi.
Ti 16 nam/nix 12 1,6/1. Nong do6 AFP trung binh:
177,0 £ 446,8 ng/ml. Kich thudc u trung binh:
2,85 +0,96 cm. S6 lan dét trung binh mai khdi u:
1,7 £1,31an. Thoi gian @bt trung binh mai khoi

'Bénh vién Ung buéu thanh phé Can Tho
2Bénh vién Pa Khoa Trung Uong Can Tho
Chiu trach nhiém chinh: Bang Quang Tung
Email: quangtung0912@gmail.com

Ngay nhan bai: 22/7/2024

Ngay phan bién: 25/7/2024

Ngay chip nhan ding: 29/7/2024

Tram Quang Huy?, Tran Xuan Théil

u: 21,4 + 12,3 phat. Ti Ié bién ching chung la
9,6%. Ti & khéi u hoai tir hoan toan sau 1 thang
1a 87,8%. Pap tng hoan toan sau dot tai thoi
diém 1 thang, 3 thang, 6 thang va 12 thang lan
luot la 83,3%, 80,5%, 80,6% va 72%.

Két luan: B4t nhiét song cao tan trong didu
tri ung thu biéu mo té bao gan la an toan va hiéu
qua.

Tir khoa: ung thu biéu mo té bao gan, dt
nhiét séng cao tan.

SUMMARY
RADIOFREQUENCY ABLATION OF
HEPATOCELLULAR CARCINOMA AT
CAN THO ONCOLOGY HOSPITAL IN
2021-2023

Background: Hepatocellular carcinoma is a
common malignancy. Radiofrequency ablation is
one of the radical treatment for early-stage
hepatocellular carcinoma. At Can Tho oncology
Hospital, radiofrequency ablation has been
implemented in 2016, however, there are not
many studies that fully evaluate the treatment
results.

Objectives: 1) To determine clinical and
subclinical features of hepatocellular carcinoma;
2) To evaluate the treatment results for
hepatocellular carcinoma by radiofrequency
ablation at Can Tho Central General Hospital,
Can Tho Oncology Hospital and Can Tho
University of Medicine and Pharmacy Hospital.
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Materials and methods: This was a
prospective, cross-sectional study on 52 patients
with hepatocellular carcinoma who were treated
with radiofrequency ablation.

Results: The mean age of the patients was
60.0 £ 13.0 years old. Male/female was 1,6/1.
Mean AFP was 177.0 + 446.8 ng/ml. The mean
tumor size: 2.85 £ 0.96 cm. Mean number of
ablations for each tumor: 1.7 + 1.3 times. Mean
time of ablation for each tumor: 21.4 + 15.3
minutes. Overall complication was 9.6%. The
rate of complete necrosis of the tumor after 1
month was 87.8%. The complete response after
ablation at 1 month, 3 months, 6 months and 12
months was 83.3%, 80.5%, 80.6% and 72%,.

Conclusion: Radiofrequency ablation of
hepatocellular carcinoma is safe and effective.

Keywords:  hepatocellular  carcinoma,
radiofrequency ablation.

I. DAT VAN DE

Ung thu gan nguyén phat la bénh ly ac
tinh thudng gap, udc tinh dén nam 2025, thé
gidi s€ ¢6 hon 1 triéu truong hop. Trong do,
ung thu biéu md té bao gan (UTBMTBG) la
dang pho bién nhat chiém khoang 90% [7].
Bénh dién tién nhanh va co tién luong xau
néu khong duoc phat hién va didu tri som.

Hién nay c6 nhiéu phuong phap diéu tri
UTBMTBG. Chi dinh phuong phap phu
thudc vao giai doan bénh. B4t nhiét song cao
tan (BNSCT) duoc coi la mot trong nhitng
phuong phap diéu tri triét can dwoc nhiéu
trung tam trén thé gisi a4p dung. Nhiéu
nghién ctru da chiang minh hiéu qua cua
DNSCT & nhom bénh nhan (BN) giai doan
sém twong duong nhu phiu thuat vé thoi
gian sdng thém va chat luong cudc sdng [9].

Tai Viét Nam, DNSCT duoc ap dung lan
dau tir nam 2002. Céac két qua nghién ctu tai
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bénh vién Bach Mai, bénh vién Trung wong
Quan doi 108 cho thiy day 1a phuong phap
diéu tri c6 nhiéu wu diém nhu it xam 14n, ti I¢
tai bién thap, phuc hdi bénh nhanh, gia thanh
hop Iy [4]. Tai Can Tho, DNSCT d trién
khai tai mot s6 bénh vién. Tuy nhién chua cé
nhiéu nghién ctu danh gia két qua diéu tri
mot cach day du. Xuat phét tir nhitng van dé
trén, chlng toi tién hanh thyc hién dé tai:
“Nghién ciru ddc diém lam sang, can lam
sang va danh gid két qua diéu tri ung thu
biéu md té bao gan bang phwong phdp dot
nhiét séng cao tan tai bénh vién Pa khoa
Trung wong Can Tho, bénh vién Ung buéu
Thanh phé Can Tho va bénh vién Truong
Dai hoc Y Dugc Can Tho nam 2021-2023 7,

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

- Nhitng BN dugc chin doan 1a
UTBMTBG, dugc diéu tri bang phuong phép
DNSCT tai Bénh vién Ung buéu Thanh phd
Can Tho tir 01/2021 dén 10/2023.

- Tiéu chudn chen mdu: BN duoc chin
doan UTBMTBG (theo huéng dan cia Bo Y
té Viét Nam niam 2020) [1]; giai doan BCLC
0,A,B (u don doc kich thuéc < 5 cm hoic toi
da 3 u véi kich thuéc mdi u < 3 cm; xo gan
Child-Pugh A hoic B; chi s6 toan trang: PS
0) [8] hodc diéu tri bang phwong phap khac
(nGt mach, phau thuat, tiém con) nhung
khong dap rng ma van thudc giai doan diéu
tri; BN va gia dinh déng y tham gia nghién
cuu.

- Tiéu chudn logi trie: huyét khdi tinh
mach cira, di can hach hoic di can dén co
quan khac; BN ¢ rdi loan déng mau nang;
phu nir ¢6 thai; BN dat may tao nhip hoac
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mac cac bénh Iy noi khoa ning; vi tri khéi u
kho quan sat, khd chon duong choc kim.

2.2. Phwong phap nghién ciru

- Thiét ké nghién ctu: nghién cau tién
ctru, md ta cat ngang.

- C& mau: trong thoi gian nghién cau,
chlng t6i thu thap dugce 52 truong hop.

- Phuong phéap chon mau: tat ca cac BN
thoa tiéu chuan chon mau, duoc thuc hién tai
dia diém va trong thai gian nghién ctu.

- Noi dung nghién ctru: dic diém chung
cia BN (tudi, gioi tinh), dic diém 1am sang
va can 1am sang (yéu tb nguy co; triéu ching
co nang, thuc thé; gia tri AFP; chan doan
hinh anh: siéu am, cit I6p vi tinh (CLVT) ¢6
can quang hoac cong hudng tur), danh gia
chirc ning gan, chan doan va phan giai doan
ung thu, dénh gid két qua sau can thigp (sot
lan d6t; thoi gian d6t; tai bién, bién chirng
som), theo doi két qua diéu tri (bién ching
muon, ti Ié khéi u hoai tr, mic d6 dap g
diéu tri, su tién trién bénh trong qua trinh
theo doi).

Bdng 1. Gia tri AFP trwde diéu tri

- Phuong phap thu thap s6 liéu: xay dung
bang thu thap sb liéu, nghién ciu hd so bénh
an, tham kham va theo doi.

- Phuong phap phan tich va xir ly s6 liéu:
sir dung phan mém SPSS 22.0 va test thong
ké y hoc.

. KET QUA NGHIEN cUU

3.1. Pic diém chung, 1am sang va cén
lam sang

Pac diém vé tudi: tudi trung binh la 60,0
+ 13,0 (26-82) tudi, do tudi > 50 chiém
82,6% trong d6 nhom tudi 51-60 chiém ti l¢
cao nhat véi 28,8%.

Pic diém vé gigi: nam gisi chiém ti I¢ 1a
61,5%. Ti 1€ nam/nix la 1,6/1.

Muc d9 xo gan: xo gan Child pugh A tai
thoi diém phét hién bénh chiém ti & 88,5%
va 11,5% Child-Pugh B.

Tién sir diéu tri: ¢ 6 BN c6 tién s da
diéu tri UTBMTBG, trong d6 1 BN diéu tri
nGt mach (1,9%), 1 BN phau thuat cat gan
(1,9%) va 4 BN d¢a DNSCT l1an 1 (7,7%).

Phan nhém AFP truéc diéu tri (ng/ml) S6 BN (n=52) Tilé (%)
<20 26 50
20 - < 200 13 25
200 - < 400 3 5,8
> 400 10 19,2

Nong dd AFP trung binh: 177,0 + 446,8 ng/ml

Nhdn xét: Trong nghién ciru, 39 BN ¢6 nong d6 AFP trude diéu tri < 200 ng/ml chiém ti
16 12 75% vé&i nhom c6 nong dd6 AFP < 20 ng/ml chiém ti 1& cao nhat la 50%, c6 10 BN c6
nong do AFP > 400 ng/ml chiém ti 1& 12 19,2%. Nong d6 AFP trung binh 1a 177,0 + 446,8

ng/ml.
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PHAN BO KHOI U THEO HA PHAN THUY kich thudc u trung binh 2.85c¢m
20

15

18
14
12 12
m<2cm
1o 8 m2-3cm
6
Vil >3cm
0

HPT1 HPT 2 HPT3 HPT4 HPTS5 HPT6 HPT7 HPTS8

[VALUE
1%

[

Biéu do 1. Phan bé khéi u theo ha phén thity (HPT) va phén nhém kich thwéc u

Nhdn xét: Trong s6 47 khdi u dugc quan 23 khéi u (48,9%) co kich thuéc 2 — 3 cm.
sat c6 43 khdi u nam ¢ thiy phai chiém ti I¢  Kich thudc u trung binh 13 2,75 + 0,96 cm.
1a 91,5%, ha phan thiy 7 ¢6 17 khéi u chiém 3.2. Panh gia két qua sé'm sau diéu tri
ti 1é cao nhat 36,2%. Khdng ghi nhan u tai ha Tong s6 lan DNSCT da thuc hién 1a 99
phan thly 1. Vé kich thudc, c6 30/47 khdi u  l1an cho 74 khéi u. Trong d6, sé khbi u dot 1
kich thuéc < 3 cm chiém ti 16 1a 63,8% véi  lan chiém ti 1é cao nhat 1a 68,9%, sb khéi u

ddt > 3 1an chi chiém ti lé 1 2,7%.

Bdng 2. Sé lan doét trung binh va théi gian dét trung binh cho méi khéi u theo kich
thudc

Kich thwéc u (cm) S6 lan dét trung binh theo kich thwéc (1an) p
<2 1,1+04
2-3 15+0,8 0,002
>3-5 2417
S6 lan @bt trung binh: 1,7 + 1,3 lan
Kich thwéc u (cm) Thoi gian d6t trung binh theo kich thwéc (phit) p
<2 14345
2-3 21,7+ 10,0 0,003
>3-5 33,4+18,0
Thoi gian ddt trung binh: 21,4 + 12 3 phit
Nhgn xét: S lan @6t trung binh 12 1,7 + Trong s6 52 BN dugc DNSCT ghi nhan

1,3 1an va thoi gian dét trung binh 12 21,4 + ti 1¢ tai bién, bién chiang chung 1a 9,6% tai
12,3 phut. Céc khdi u thudc nhém kich thuéc  bién thuong gap 1a tu mau dudi bao gan.
khéc nhau c6 sb lan dét trung binh va thoi 3.3. Panh gia két qua mudn sau diéu
gian dbt trung binh khéac nhau, sy khac biét  tri

¢6 ¥ nghia théng ké (p < 0,05).
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Bang 3. Ti lé hoai tr hoan toan theo kich thwoc u sau 1 thang DNSCT

Kich thwéc u S6 khdi hoai tir Ti 1§ hoai tir
(cm) Hoan toan Khéng hoan toan | hoan toan (%o) b
<?2 16 0 100
2-3 34 2 94,4 0,02
>3-5 14 8 63,6
Tong 64 10 87,8

Nhdn xét: Trong s6 74 khéi u dugc DNSCT, sau 1 thang c6 64 khdi u (87,8%) hoai tur
hoan toan, trong d6 16 khéi u < 2 cm hoai tir hoan toan 100%, cac khdi u c6 kich thuéc >3 —
5 cm ¢6 ti 1& hoai tir hoan toan thdp nhat 63,6% va su khac biét co y nghia thong ké (p <
0,05). .

Murc do dap tng dieu tri theo thoi gian

90
83.3%
80
70
60 " b 5
====P)ap 1rng hoan toan (CR)
50 Dap 1tng mot phan (PR)
Bénh giai doan 6n dinh (SD)
40
30 27.3%
20 16.1%
12.2%
10 9.5%
4.8% 7 3% 3.2[ 4.5%
0 2.4% s % o

1 thang 3 thang 6 thang 12 thang
Biéu do 2. Mirc dp ddp vrng diéu tri (phan logi mMRECIST) theo théi gian
Nhgn xét: Sau 1 thang, ¢6 92,8% BN dap  thoi diém 3 thang, 6 thang va 12 thang, ti 1é
tng diéu tri, trong d6 dap ung hoan toan dap Gng diéu tri lan luot 1a 87,8%, 83,8% va
chiém 83,3%, dap tng mot phan chiém  72,7% trong d6 dap (rng hoan toan lan luot 1a
9,5%, c6 4,8% BN ¢ giai doan tién trién. Tai  80,5%, 80,6% va 72%.

135



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

IV. BAN LUAN

4.1. Pic diém chung, 1am sang va cén
lam sang

Trong nghién ctru cta chang téi, BN co
d6 tudi trung binh 12 60 + 13 tudi, nho nhat la
26 tudi, lon nhat Ia 82 tudi, do tudi 51-70
chiém ti 18 1a 55,7%. Nam gi¢i nhiéu hon nit
giGi voi ti 16 1a 61,5%. Két qua cua ching toi
twong tu cac nghién cuu caa Vo Hoi Trung
Truc (2013) véi do tudi trung binh 1 62,5 +
9,9 tudi va 80% la nam [6], Nguyén Cao
Cuong (2018) v&i do tudi trung binh [a 62,7
+ 9,8 tudi va 78,7% la nam [2], Lee (2021)
v6i d6 tudi trung binh 1a 62 + 9 tudi va
75,7% la nam. Nhu vay, UTBMTBG la mot
bénh 1y 4c tinh thuong gap ¢ nam gidi I16n
ludi, dac biét 1a trén 50 tudi.

Trong 52 BN tham gia nghién ctu cé
88,5% BN c6 chi s6 Child pugh A. Két qua
twong tu nghién ciu cia cac tac gia Nguyén
Cao Cuong (2018), Bale (2019) vai ti 1€ xo
gan lan luot la 97,8%, 97,9% [2], [10] va
thap hon két qua nghién ctu cua Vo Hoi
Trung Truc (2013), Hoang Ngoc Tan (2022)
va Takayama (2022) vai ti 1¢ xo gan 1a 100%
[5], [6]. Tai thoi diém phat hién bénh, da sb
BN déu c6 tinh trang xo gan hodc dang diéu
tri xo gan, diéu ndy chiing to hau hét
UTBMTBG tién trién trén nén gan xo.

Trong nghién ctru caa chdng toi c6 6 BN
c6 tién sir diéu tri UTBMTBG: 1 BN diéu tri
nat mach, 1 BN phau thuat cat gan va 4 BN
d3 DNSCT lan 1. Tat ca BN nay trong qua
trinh theo d&i sau diéu tri lan dau, phét hién
tai phét tai chd nhung van thudc giai doan
BCLC A va du tiéu chuan DNSCT.

Déi véi gia tri AFP trude diéu tri, nhém
c6 ndng do < 20 ng/ml chiém ti I¢ cao nhit 1a
50% véi nong do AFP trung binh 12 177,0 +
446,8 ng/ml. Nghién cuu cua chdng toi co
két qua twong tu nghién cau cua Pao Viét
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Hang (2016) véi nhém nong d6 < 20 ng/ml
chiém ti 18 12 50,8% [4]. V& ndong d6 AFP
trung binh thi thap hon dang ké so véi nghién
ctu cua VO Hoi Trung Truc (2013) va Hoang
Ngoc Tan (2022) voi két qua lan luot la
404,3 £ 1199,7 ng/ml [6] va 705,2 + 1347,5
ng/ml [5]. Két qua nghién ciru cho thay da sb
BN c6 ndng do AFP thip < 20 ng/ml tai thoi
diém phét hién bénh. C6 thé két luan rang
AFP c¢6 @6 nhay va gié tri tién doan duong
thap trong chan doan UTBMTBG.

Vé dic diém khéi u, trong nghién ctu
cua ching tdi c6 57/69 khdi u ¢ vi tri nam &
thay phai chiém ti 1& 1a 82,6%. Cac nghién
ctru cua VO Ho6i Trung Truc (2013) va Lee
(2021) ciing cho két qua twong tu Vvéi ti I8 Ian
luot 12 86,7% va 91,4% [6], [12]. V¢ kich
thude, da s cac khéi u co kich thugc < 3 cm
vé6i kich thuéc khéi u trung binh 1a 2,85 +
0,96 cm. Két qua tuong dwong cac nghién
cau cua VO Hoi Trung Tryc (2013) véi kich
thudc u trung binh la 2,49 + 0,88 cm [6],
Hoang Ngoc Tan (2022) véi kich thuéc u
trung binh la 2,63 + 0,98 cm [5], Pham Xuan
bong (2022) vai kich thudc u trung binh la
2,5 + 0,9 cm [3]. Tir nhitng két qua, ching
tdi nhan thay cac khdi u c6 xu huéng phét
trién & thiy phai véi kich thudc u trung binh
< 3 cm. M6t nghién cau tai Han Quédc cap
nhap két qua 10 nim diéu tri UTBMTBG
bang DNSCT cong bd nim 2020 dua ra két
luin DNSCT nén duoc lya chon la phuong
phap diéu tri dau tay d6i véi cac khdiu < 3
cm [10].

4.2. Panh gia két qua diéu tri

Trong nghién ctu, tong s6 lan DPNSCT
da thyc hién 12 99 Ian cho 74 khoi u véi s6
khdi u @bt 1 lan chiém ti 1é cao nhit Ia
68,9%, s6 lan dbt trung binh 14 1,7 + 1,3 lan,
thoi gian dbt trung binh 1a 21,4 + 12,3 phut.
Nghién ctu cia mot sé tac gia trong nudc
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cling ghi nhan s lan dét trung binh nhu sau:
V& Hoi Trung Truc (2013) 1a 1,2 + 0,7 lan
[6] va Hoang Ngoc Tan (2022) la 1,37 lan
[5]. Nhu vay, két qua nghién ctru cua ching
t6i c6 s6 lan ddt trung binh cao hon so véi
nghién ctru cua cac tac gia trong nudce. Khi
nghién ctru so sanh s lan dot trung binh va
thoi gian dét trung binh & nhitng nhém kich
thudc u khac nhau, chiing tdi nhan thay rang
BN c6 khdi u thuge nhom kich thudc cang
I6n thi c6 sb lan @6t cang nhiéu va thai gian
dé6t cang dai.

Trong s 52 BN duoc can thiép DNSCT,
ching tdi ghi nhan tai bién, bién chang trén 5
BN chiém ti 1¢ 1a 9,6%, tai bién thuong gap
la tu mau duéi bao gan. Ca 5 trudong hop déu
diéu tri noi khoa. Tat ca déu 6n dinh trong
qua trinh theo d&i tir khi két thic can thiép
dén khi xuat vien. Két qua twong ty nhu
nghién curu cua cac tac gia V& HoOi Trung
Truc (2013) va Hoang Ngoc Tan (2022) véi
ti 1¢ tai bién, bién chirng trong va sau can
thiép lan luot 13 6,7% va 3,5% [5], [6] tuy
nhién cao hon két qua nghién ciru cia mot s6
tac gia nudc ngoai nhu Lee (2020) va
Takayama (2022) véi ti Ié lan luot 12 0,6%
va 0% [13]. T nhitng sé liéu thu duoc,
ching t6i nhan thiy DNSCT la thi thuat
twong d6i an toan, co ti Ié tai bién bién ching
thap, cac tai bién bién chung xay ra thuong
nhe va co thé xu tri bang cac phuong phap
noi khoa. Pa sé BN phuc hdi sirc khoe nhanh
sau khi thuc hién tha thuat vai thoi gian nam
vién trung binh sau can thiép la 1,5 £ 0,9
ngay.

Trong nghién ctu, ching toi tién hanh
chup CLVT c6 tiém thudc can quang tai cac
thoi diém theo ddi dé danh gia muc do hoai
tir cua khéi u. Tai thoi diém 1 thang sau
DNSCT, ching toi ghi nhan c6 65/74 khdi u
hoai tir hoan toan chiém ti 1¢ 1a 87,8%.

Nghién ctu cia cac tac gia Pao Viét Hang
(2016) va Pham Xuan Bong (2022) ciing cho
két qua twong tu Véi ti 1& khdi u hoai tir hoan
toan sau 1 thang lan Iuot 1a 79,3% va 89,7%
[3], [4]. Khi tién hanh so sanh mtc do hoai
tor sau DPNSCT ¢ nhitng nhom kich thudc u
khac nhau, ching tdi nhan thiy rang BN c6
kich thudc u cang nho thi ti 1€ hoai tir hoan
toan sau dot cang cao. Nhu vay, DNSCT la
phuong phép diéu tri hiéu qua, gay hoai tir
hoan toan khéi u véi ti 1& twong ddi cao, dic
biét ddi vai nhitng khdi u ¢o kich thudc nho.
Hién nay, Hiép hoi gan mat Chau Au
(EASL) di dua ra tiéu chuan mRECIST
(Modified Response Evaluation Criteria in
Solid Tumors) dé xac dinh mirc do dap ung
sau diéu tri. Trong nghién ciu caa ching toi,
sau 1 thang c6 92,8% BN dap tng diéu tri,
trong d6 dap ung hoan toan (CR) chiém ti I8
la 83,3%. Ti Ié dap wng hoan toan thip hon ti
Ié khéi u hoai tir hoan toan (85,1%) do CR
dugc dinh nghia 1a tat ca cac khdi u trén BN
déu phai hoai tir, khéng con té chirc ngam
thudc. Nghién ctu cua Kim (2019) sir dung
tieu chuan mRECIST danh gia BN
UTBMTBG sau DNSCT, ghi nhan tai thoi
diém 1 thang ti Ié dap tng hoan toan dat 96%
cao hon nghién ctru cta ching toi. Tuy nhién
tai thoi diém 6 thang va 12 thang, ti Ié dap
tng hoan toan ghi nhan lan luot 12 81% va
66% tuong tu nhu nghién ctru cua chdng toi
(80,6% va 68,2%). Ti I¢ dap tng hoan toan
qua céc nghién ciru cho két qua khé cao tuy
nhién c6 xu hudng giam theo thoi gian tai
céc thoi diém tai kham, cling c6 nghia 14 ti I¢
khdi u tién trién co6 xu hudng ting. Trong
nghién ciru cia chiing toi, tuy vao giai doan
tién trién tai cac thoi diém tai kham, BN sé&
duoc chi dinh DNSCT lan 2 hoic chuyén
sang phuong phéap diéu tri khac ph hop.
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V. KET LUAN

D6t nhiét song cao tan trong diéu tri

UTBMTBG la phuong phap an toan va hi¢u

qua

. Ti 1é tai bién bién chirng thap. Két qua

diéu tri thu duoc kha tét véi ti 18 hoai ti khdi

u, t

i lé dap tmg diéu tri cao trong qué trinh

theo dai, ti & tién trién bénh chap nhan duoc.
Tuy nhién, day 1a két qua diéu tri budc dau,

can

nghién ctu trén mot sé lugng BN du I6n

va thoi gian du dai dé khang dinh vai trd cua

DN

TAI
1.
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SCT trong diéu trif UTBMTBG.
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PANH GIA KET QUA PHAU THUAT NOI SOI CAT TOAN BO DA DAY
DO UNG THU TAI BENH VIEN UNG BUG'U PA NANG

Nguyén Thanh Hung?!, Nguyén Vin Hai Van!, Nguyén Phwéc Khanh?!

TOM TAT.

Pitvan dé: Ungthu da day 1a bénh &c tinh
thuong gap ¢ Viét Nam ciing nhu trén thé gidi.
Theo Globocan 2020, uéc tinh cé khoang mot
triéu bénh nhan ung thu da day maéi trong nam
2020, dung thir 5 trong cac loai bénh ac tinh
thuong gap nhat. Riéng tai Viét Nam, ung thu da
day ding tht 3 vé ti Ié méic va tir vong. Muc tiéu
nghién ctu 1a nham mé ta dac diém 1am sang,
can lam sang va danh gia két qua phau thuat cat
toan bo do ung thu.

Phwong phap nghién ctiru: Nghién ciu mé
ta cat ngang

Két qua: Trong 8 nam (1/2016- 4/2024), tai
bénh vién Ung Budu Pa Nang, c6 44 bénh nhan
trong nghién ctu caa chung t6i dugc PTNS cit
toan bo da day, tudi trung binh 60,07 tudi. Ti 1¢
nam/ nir 2,67/1. Triéu chiing 1am sang hay gap
nhat 1a dau thuong vi 86,4%. Vi tri u thudng gip
2 than vi chiém 70,5%. Da s6 khéi u c6 do xam
Ian T4a chiém 40,9% véi s6 nao hach trung binh
16,25 hach, i I¢ di can hach chiém 45,4%. 100%
bénh nhén dwoc téi lap luu thong theo kiéu Roux
en Y. Bién ching chung sau mé la 13,6 %.
Khéng ¢ ca nao c6 tai bién trong mé. Thoi gian
nam vién sau mé trung binh 1a 7,18 ngay

'Khoa Ngoai 1, Bénh vién Ung Buréu Pa Nang
Chiu trach nhiém chinh: Nguyén Phudc Khanh
SDT: 0935012717

Email: bsphuockhanh107@gmail.com

Ngay nhan bai: 22/7/2024

Ngay phan bién: 26/7/2024

Ngay chip nhan ding: 30/7/2024

Két luan: Phau thuat noi soi cat toan bo da
day 1a mot phau thuét an toan va hiéu qua diéu tri
ung thu da day tuy nhién can danh gia k¥ giai
doan bénh cling nhu cac bénh ly di kem.

Tir khoa: Phau thuat noi soi cit toan bo da
day, ung thu da day

SUMMARY
EVALUATION OF THE RESULTS OF
TOTAL GASTRECTOMY AT DA NANG
ONCOLOGY HOSPITAL
Introduction: Gastric cancer is a common
malignant disease in Vietnam as well as around
the world. According to Globocan 2020 , there
are an estimated one million new gastric cancer
patients in 2020, ranking 5th among the most
common malignant diseases. Particularly in
Vietnam, gastric cancer ranks third in terms of
incidence and mortality. The research objective is
to describe the clinical and paraclinical
characteristics and evaluate the results of total
gastrectomy.
Research
descriptive study
Results: During 8 years (January 2016 -
April 2024), at Da Nang Oncology Hospital,
there were 72 patients in our study, average age
61.94 years old. Male/female ratio is 2.6/1. The
most common clinical symptom is epigastric
pain, 94.4%. The most common tumor location is
the body, accounting for 63.8%. The majority of
tumors have T4a invasiveness, accounting for
40,9 %. with an average number of lymph nodes
of 18.68. 100% of patients had circulation
restored in the Roux en Y style. Overall

method: Cross-sectional
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complications after surgery were 12.5%. There
were no cases of complications during surgery.
The average postoperative hospital stay was 7.33
days

Conclusion: Total gastrectomy is a safe and
effective surgery to treat gastric cancer, but it is
necessary to carefully evaluate the stage of the
disease as well as accompanying diseases.

Keywords: Laparascopic Total gastrectomy,
gastric cancer

I. DAT VAN DE

Ung thu da day la bénh ac tinh thuong
gap ¢ Viét Nam ciing nhu trén thé gii. Theo
Globocan 2020, udc tinh cd khoang mat triéu
bénh nhan ung thu da day mdi trong nam
2020, dtirng thtr 5 trong cac loai bénh &c tinh
thuong gap nhat. Riéng tai Viét Nam, ung
thu da day dang the 3 vé ti Ié mic va tir
vong. Trong ung thur da day, phau thuat 1a vii
khi diéu tri chi yéu. Pham vi cét da day phu
thudc nhiéu yéu té, trong d6 vi tri khdi u 1a
moét trong nhitng yéu té quan trong nhit
quyét dinh pham vi cit da day cling nhu mirc
d6 nao hach di kém. Cit toan bo da day chu
yéu diéu tri triét cin UTDD cho céc trudng
hop ung thu tam vi, phinh vi, 1/3 trén da day
hay u ung thu thé tham nhiém. Pay la phiu
thuat kh6, phirc tap véi bién ching va ti 18 tir
vong cao, theo cac bao cdo, ti I¢ tir vong tur
3-37%. Tai Bénh vién Ung budu Pa Ning
VvGi sy tién bo trong phau thuat va gay mé,
két qua phau thuat va cac bién chiing cang
duoc cai thién. Do d6, chung toi tién hanh
nghién ciu ndy véi muc tiéu md ta dac diém
lam sang, can 1am sang va két qua phau thuat
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cit toan bo da day do ung thu tai khoa Ngoai
1 Bénh vién Ung budu Da Nang.

II. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién cieu

44 bénh nhan dugc chi dinh PTNS cat
toan b da day do ung thu tai Bénh vién Ung
buéu Pa Nang tir thang 1/2016 dén thang
4/2024.

2.1.1. Tiéu chuin lwa chon

Puoc chin doan ung thu da day qua 1am
sang, can lam sang v&i giai phau bénh sau
phau thuat 13 ung thu.

C6 chi dinh va duoc phau thuat ndi soi
cit toan bo da day.

2.1.2. Tiéu chudn logi triv

Bénh nhdn c6 tién s cit da day ban
phén, phau thuat cit lai toan bo da day do
ung thu.

Nhirng truong hop khong dong y tham
gia nghién ctru.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciru

Nghién ctru mé ta cit ngang

2.2.2. C&' méu

Chung t6i chon mau thuan tién; dua vao
nghién ctru tat ca bénh nhan c6 chi dinh cit
toan bd da day tir thang 1/2016 dén thang
4/2024.

2.2.3. Cac quy trinh ky thudt sw dung
trong nghién ciru

Chi dinh cit toan bo da day, nao hach
theo huéng dan cua hoi ung thu da day Nhat
Ban ndm 2021
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Il. KET QUA NGHIEN cU'U
3.1. Pic diém chung
Bdng 1. Ddc diém 1am sang

Pic diém S6 BN Ti lé (%)
<40 tuoi 1 2,3
40-49 tudi 6 13,6
Nhém tudi 50-59 tudi 10 22,7
60-69 tudi 21 47,7
> 70 tudi 6 13,6
., Nam 32 72,7
Gi6i tinh N 12 273
Pau thuong vi 32 72,7
Lido vao vién No6n sau an 7 15,9
Dai tién phan den 5 11,4
Dau thuong vi 38 86,4
N6n, budn nén 20 454
Triéu chirng lam sang C}‘Ién ér‘l 18 40,9
i Day hoi 15 34,1
Niém mac nhot 10 22,7
So thay khéi u 1 2,3
<3 thang 35 79,5
Thoi gian dién bién 3-6 thang 8 18,2
> 6 thang 1 2,3

Nhgn xét: Tudi trung binh 60,07 + 10,14  vién 1a dau thugng vi chiém 72,7%, day ciing
(38 - 79 tudi). Lén nhat 1a 79 tudi, nho nhat  1a triéu chig thuong gap nhét (86,4%). Pa
la 38 tudi. Nhom tudi thuong gap nhat 60-69  s6 BN nhap vién trong 3 thang dau khi co
tudi chiém 47,7%. Nam hay gap hon nit, ti 16 triéu chung (chiém 79,5%).
nam/ nit = 2,67/1. Ly do khién BN phai nhap 3.2. Pic diém mo bénh hoc

Bdng 2. Ddc diém khéi u

Pic diém S6 BN Tilé (%)
Tam vi 7 15,9
Vitri L Than vi 31 70,5
' Phinh vi 3 6,8
Loan toa toan bo 3 6,8
Giai phau bénh UT BMT 44 100

Nhgn xét: Vi tri u hay gap nhét 1a than vi véi 70,5%, sau d6 1a tdm vi véi 15, %. Ung thu
biéu mé tuyén chiém 100%.

141



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

Bdng 3: Giai doan m6 bénh hoc

Giai doan S6 BN Ti I8 (%)
T1b 2 45
T2 12 27,3
Do xam lan U T3 12 27,3
T4a 18 40,9
T4b 0 0
NO 24 54,5
. N1 11 25
Di can hach N2 7 15.9
N3 2 45

Nhdn xét: C6 40,9% BN c6 khdi u xam lan qua thanh mac (pT4a). C6 2 BN c6 khéi u &
giai doan som T1b chiém 4,5%. Sb hach nao vét duoc trung binh Ia 16,25 + 6,55 hach. Ti &

di can hach chiém 45,4%.
3.3. Két qua phiu thuat
Bdng 4. Dic diém phdu thugt

Cach thirc phiu thuat S6 BN Tilé %
Cit TBDD don thuén 44 100
Phwong phap phiu thuat
Noi soi 44 100
Thei gian phau thuat Trung binh (pht)
N soi | 44 214 + 39,75
Phwong phap ndi
N&i may 44 100
NG6i may tron 10 22,7
N&i may thang 34 77,3

Nhdgn xét: PTNS Cit toan bo da day don thuan chiém 100% trudng hop. Thoi gian phiu
thuat trung binh cua phuong phap ndi soi la 214,00+39,75 phdt. Ching t6i ndi thuc quan-
hdng trang toan bo theo kiéu Roux en Y, trong d6 ndi may thang chiém 77,3%, ndi may tron

chiém 22,7%.
Bdng 5. Két qud sém sau phdu thugt

X+SD

Thoi gian trung tién (ngay)

3,2+ 0,61 (2-5)

Thoi gian ndm vién (ngay)

7,18 + 0,68 (5-12)

Bién ching sau md 13,6%
Viém phdi 3 (6,8%)
Xi miéng ndi 1 (2,3%)
NhiZm trung vét mo 2 (4,5%)
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Nhgn xét: Thoi gian nam vién sau mo
trung binh 1a 7,18 ngay. Ti 1& bién ching
chung 1a 13,6%, trong d6 hay gip nhat la
nhiém tring vét md 6,8%. Khong co trudng
hop nao tai bién trong mé va tir vong sau mé.

IV. BAN LUAN

4.1. Pic diém lam sang va md bénh
hoc

Trong s6 44 BN nghién ctu, tudi trung
binh Ia 60,07 + 10,14 . Lén nhat 1a 79 tudi,
nho nhat 1a 38 tudi. Nhom tudi thudng gap
nhat 60-69 tudi chiém 47,7%. Nam hay gap
hon nit, ti 1€ nam/ntr = 2,67/1. Nghién ctru
cia Nguyén Quang B (2017) tién hanh
nghién ctru 53 truong hop ung thu da day
cho thay, do tudi trung binh cua bénh nhan
ung thu da day la 53,85 + 9,39.

Ly do khién BN phai nhap vién 1a dau
thugng vi chiém 72,7%, day ciing 1a triéu
chiung thuong gap nhat ( 86,4%). Pa sé6 BN
nhap vién trong 3 thang dau khi co triéu
chang ( chiém 79,5%). Nghién ctu cia Lé
Minh Son cho thdy céc triéu chung lam sang
noi bat & cac déi twong UTDD sém trong
nghién ciru xuat hién nhu sau: dau thuong vi
(92,7%), day bung kho tiéu (48,2%), gay st
(68,2%), chan in (38,2%). Day cing la
nhitng triéu chirng d6 dugc bao céo trong cac
nghién ctu vé UTDD mudn

Vi tri u hay gap nhat 1a than vi véi
63,8%, sau do la tam vi voi 16,6%. Ung thu
biéu md tuyén chiém 100%. Nghién ctu cua
Hoang Viét Diing va Trinh Hong Son (2010),
Ung thu biéu mo tuyén 92,1%, Lymphoma
3,9%, tiép dém GIST chiém 2,6% va cudi
cung Leiomyosarcoma 1,3%.

C6 40,9% BN c6 khdi u xam lan qua
thanh mac (pT4a), trong d6 khong c6 BN nao
¢6 khéi u xam lan co quan lan can . C6 2 BN
c6 khdi u ¢ giai doan s6m T1b chiém 4,5%.

Theo nghién ctu cua Nguyén Quang Bo
(2017) thi U xam lan T3 thuong gap nhat véi
45,3% va ciing khéng co khdi u ndo & giai
doan T1

4.2. Két qua phiu thuat

100% BN duoc cit toan bo da day don
thuan, cac truong hop cit toan bo da day
kém tang chung t6i déu md ma tir dau.

S6 hach nao vét duogc trung binh 1a 16,25
+ 6,55 hach vai ti 1€ di can hach 45,5%. Tra
clru trong y van, hon 50% BN UTDD da c6
di can hach ngay tai thoi diém chan doan ban
dau. Theo NC cua Tran Trung Bach 2015 thi
ty 1€ di can hach la 88,2%, Sasako M. 2008
thi ty 1€ di can hach la 70,0%.

Ching t6i 4p dung phuong phap phau
thuat noi soi cat da day cho tat ca cac BN con
danh gia mbé duoc va u chua xam 14n céc
tang lan can qua CTscan . Hudng dan diéu tri
ung thu da day cua Hiép hoi ung thu da day
Nhat Ban nim 2021 ciing khuyén céo rang:
Phau thuat nodi soi dugc xem nhu mot chon
lya trong thuc hanh 1am sang dé diéu tri ung
thu da day giai doan | trén I&m sang co chi
dinh cat ban phan xa da day. D4i véi cit toan
bo day noi soi, chua c6 nhidu nghién cau tién
ciu béo céo. Vi vay, trong hudng dan cua
minh, hiép hoi ung thu da day Nhat Ban xép
loai bang chung C1 cho phau thuat néi soi
cit toan bo da day.

Thoi gian phau thuat trung binh cua
phuong phap ndi soi la 214,00+39,75 phat.
Phuc hdi Iuu thong tiéu hoa ndi thuc quan -
héng trang kiéu Roux-en-y 100% BN. Trong
nghién ctru caa Nguyén Vin Long va cs thuc
hién 85 ca déu ndi Rou-en-Y. Nghién cuiu
cua Andreollo N.A. va Lopes L.R. (2011) c6
86,7% ndi Roux-en-Y.

Bién chung sau md: ¢c6 6 BN c6 bién
chang sau phau thuat chiém 13,6%, trong d6
viém phéi chiém 6,8 %, tiép dén nhiém tring
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vét mo chiém 4,2%. Ngoai ra, chlng t6i con
gap 1 truong hop bién ching xi miéng néi,
duoc diéu tri noi khoa thanh cong khdng phai
md lai. Tai bién, bién chang sau phau thuat
cit toan bo da day duoc ghi nhan gdm bién
chang hd hip (xep phdi, viém phdi, tran dich
mang phoi), do, hep tic miéng ndi, chay
mau, nhiém tring vét mo, tac rudt. Nghién
clru cuia chdng tdi, cac tai bién, bién chang
cling xay ra tuong tu nhu cac tac gia khac
nhung khong gap cac bién chung ning nhu
hep tac miéng noi.

Vén d& nbi tay hay may co lién quan dén
bién chirng do miéng ndi hay khong dén nay
nhiéu nghién ciu cho thay khdng cé su khac
biét. Viéc st dung cac phuong tién khau ndi
tiéu hoa gidp rat ngan thoi gian mé va la
cong cu hd tro dic hyc cho phiu thuat vién
nhat 14 trong md noi soi. Tuy nhién do gia
thanh con cao nén khong phai tat ca bénh
nhan dugc st dung cac phuong ti¢n nay.
Trong NC, 100% BN duoc ndi may, ca bién
chang xi miéng ndi 1a truong hop ban dau
khi chding t6i chuyén tir néi bang stapler tron
sang stapler thang, may mén 1a diéu tri noi
thanh cong.

V. KET LUAN

Phau thuat noi soi cit toan bo da day do
ung thu 14 an toan, c6 thé tién hanh cho céac
bénh nhan c6 chi dinh nhung can phai danh
gia ky giai doan bénh, céc chi sé toan trang
va tinh trang bénh ly nén.
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KET QUA HOA XA TRIPONG THO'I TIEN PHAU UNG THU TRU'C TRANG
GIAI POAN II, III TAI BENH VIEN UNG BUO'U THANH PHO CAN THO'
TU NAM 2020 PEN 2023

Tran Thanh Phong?, Hé Long Hién?,

DPing Chi Nguyén?, Phan Dwong Thanh Duy!

TOM TAT.

Muc tiéu: Bé danh gia ty 1é dap tmg doc tinh
va phan tich céc yéu t6 lién quan dén két qua
diéu tri & bénh nhan ung thu truc trang giai doan
II-III dwoc hoa xa tri dong thoi tién phau tai
Bénh vién Ung Buéu Thanh Phé Can Tho.

Po6i twong va phwong phap nghién ciu:
Nghién ctu tién cu trén 31 trudng hop bénh
nhan ung thu truc trang giai doan 11B-IVB dugc
hda xa ¢dng thoi tién phau va phau thuat tir thang
1/2020 dén thang 10/2023 tai Bénh vién Ung
Bu6u Thanh Phé Can Tho.

Két qua: Tudi trung binh caa bénh nhan
trongnghién ctu la59,1. Ty 1€ nam:nir la 1,8:1.
Triéu chung thuong gap la tiéu ra mau (58,1%).
U tryc trang gitra va thap chiém ty I¢ lan luot la
64,5% va 35,5%. Giai doan bénh trudc diéu tri
gom 41,9% T3,58,1% T4 va 91,4% c6 hach di
can. Giai phu bénh sau mé gdm 71% T3, 22,6%
T2, 6,4% TO va di cdn hach 38,7%. Sau xa tri,
dap tng hoan toan, mot phan, bénh 6n dinh lan
luot 12 6,4%, 77,5%, 16,1%. Ty I¢ bao ton co thit
80,6%. Song con khang bénh tai thoi diém 2 nam
13 88,5%. Poc tinh thuong gap gdm viém da do
xa (74,2%), tiéu chay (12,9%), ndn 6i (3,2%).

'Bénh vién Ung Buwéu Thanh Phé Can Tho
Chiu trdch nhiém chinh: Phan Duong Thanh Duy
SDT: 0377189827

Email: pdtduy2109@gmail.com

Ngay nhan bai: 26/7/2024

Ngay phan bign: 28/7/2024

Ngay chip nhan ding: 30/7/2024

Két luan: Hoa xa tri dong thoi tién phau
giup ting ty 1& kiém soat budu, ting kha ning
bao ton co thit d6i véi bénh nhan ung thu tryc
trang giai doan 11, I11.

Tirkhoa: Hoa xa tri dong thoi tién phau, ung
thu tryc trang, Bénh vién Ung Budu Thanh Phé
Can Tho.

SUMMARY
RESULTS OF PREOPERATIVE
CONCURRENT CHEMORADIATION
FOR STAGE II-111 RECTAL CANCER
IN CAN THO ONCOLOGY HOSPITAL

Objectives: The objective response, adverse
event and prognostic factors  of rectal
adenocarcinoma  patients  treated  with
preoperative concurrent chemoradiation were
evaluated.

Materials and methods: Thirty — one
patients with potentially resectable stage I1-111
andeocarcinomarectal cancer were treated with
capecitabine (825 mg/m2, twice daily, 5 days per
week) or 5 FU (225mg/ m2, continuous infusion
in 24 hours) and concomitant radiation
(50Gy/25fractions). Patients underwent surgery
after 4-8 weeks followed, upon physician’s
indications. The primary end point was to
determine the rate of pathologic objective
response. Secondary end points were to assess
the safety profile and prognostic factors.

Results: The median age at diagnosis was
59.1. The male to female rate was 1.8:1.
Hematochezia was presented in 58.1% of
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pateints. The rate of middle and lower rectal
cancer were 64.5% and 35.5%, respectively. The
pretreatment clinical stage was 58.1% for
T4,41.9% for T3 and 94.1% for node metastasic.
The pathological stage was 71% for T3, 22.6%
for T2, 6.4% for TO and 38.7% for positive
lymph nodes. Post radiation, the rate of complete
response, partial response, stable disease were
6.4%, 77.5% and 16.1%, respectively. The rate
of sphincter preservation were 80,6%. 2-year
disease free survival rate is 88.5%. Mild toxicity
was common and included skin toxicity (74.2%)
diarrhea (12.9%) and nause (3.2%)

Conclusion: The preoperative cocurrent
chemoratiation was improved objective response,
sphincter preservation in patients with stage I,
111 rectal cancer.

Keywords: preoperative cocurrent
chemoratiation, rectal cancer, Can Tho Oncology
Hospital.

I. DAT VAN DE

Ung thu dai truc trang la mot trong
nhitng bénh ung thu thuong gap voi ty 1€
mac va tir vong cao trén thé gigi. Tai Viét
Nam, ung thu dai tryc trang nam trong sé 5
bénh ung thu thuong gap va c6 xu hudng gia
tang [3].

biéu tri ung thu tryc trang la diéu tri da
mb thic véi su phdi hop cia phau thuat, xa
tri va hoa tri. Phau thuat 1a bién phap diéu tri
chinh yéu co ban, trong khi xa tri giup tang
ty 1é kiém soat bénh tai chd tai viing va hoa
tri gilp kiém soat di cin xa. Trong qua kh,
phau thuat luén dugc vu tién lya chon nham
giai quyét nhanh chéng khéi budu va tao
thuan loi cho hoa tri véi xa tri theo sau. Tuy
nhién, v&i mot phan bénh nhéan ung thu truc
trang giira va da phan truc trang thap, bao ton
co thit 13 mot trong nhirng van dé can giai
quyét. Bén canh d6, bénh nhan ung thu truc
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trang thuong dén kham ¢ giai doan u tién
trién tai chd tai ving nén viéc phau tri dau
tién ciing gap nhiéu kho khin [4].

Xa trj tién phau da duoc ching minh cé
hiéu qua trong viéc kiém soét tai chd tai ving
va lam tang ty 1én bao ton co thit ddi véi ung
thu tryc trang tién trién tai chd tai
vung.Trong vai ndm gan day, mot s6 co sd'y
té dd 4p dung hoa xa tri tién phau vai
Capecitabine trong ung thu truc trang va cho
két qua kha quan [1]. Do d6, chung toi thuc
hién dé tai “Nghién ctru két qua hoa xa tri
dong thoi tién phiu trong ung thu truc trang
giai doan II-11l1 tai Bénh vién Ung Budu
Thanh phé Can Tho tir niam 2020-2023”
nhiam cac muc tiéu cu thé nhu sau:

1. Panh gia két qua hoa xa tri dong thoi
tién phau trong ung thu tryc trang giai doan
H-111.

2. Panh gia doc tinh diéu tri.

1. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twogng nghién ciru

Bénh nhan ung thu truc trang giai doan
I, 111 ¢ hda xa tri ddng thai tién phau, dugc
diéu tri tai Bénh vién Ung budu TP Can Tho
tir 2020-2023.

Tiéu chudn chen méu

Bénh nhan ung thu tryc trang giai doan
I1, 111 theo AJCC 8, c6 giai phau bénh la
Carcindm tuyén, c6 chi sé hoat dong co thé
(KPS) > 70, khong c6 bénh ly noi khoa nang.
Bénh nhéan dugc hda xa tri du lidu, c6 thong
tin day du vé tinh trang bénh sau xa tri, sau
phau thuat va cac lan tai kham dinh ky.

Tiéu chudn logi trir

BN c6 tinh trang cam, diéc bam sinh
hoac rdi loan tdm than, bénh nhan khdng
tuan thu ligu trinh diéu tri, ung thu tryc trang
tai phat.

2.2. Phwong phap nghién ciru
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Thiét ké nghién cizu: Nghién cau mo ta
tién caru

Cé mdu va phwong phdp chon mau:
Chon mau thuan tién, dua kién chon hon 30
ca vao nghién ctru.

Céc chi tiéu bién sé trong nghién ciru

Pac diém chung cua bénh nhan: Tudi,
gidi, toan trang, triéu chung 1am sang.

Vi tri u: u truc trang 1/3 trén, 1/3 giira,
1/3 duéi dya vao khoang cach dau dudi u
dén ria hau mén theo ESMO [5].

Giai doan trudc khi diéu tri: giai doan
budu, giai doan hach dya trén CT scan bung.

bap tng triéu chirng co nang: giam tiéu
phan mau, di tiéu dé hon

bap tng theo RECIST phién ban 1.1 trén
hinh anh hoc: dap ung hoan toan, dap ng
mot phan, bénh 6n dinh, bénh tién trién.

Ty 1& bao ton co that

Ty 1¢ dap ing cua budu va hach qua giai
phau bénh

Ty 18 sdng con va tir vong tai thoi diém
két thic nghién ctru

Daoc tinh héa tri: doc tinh huyét hoc, doc
tinh gan, than, hoi chirng ban tay-ban chéan

Poc tinh xa tri: dau ving tang sinh mon,
viém bang quang, viém truc trang.

Cic buwc tién hanh

. KET QUA NGHIEN cU'U
C0 31 bénh nhan tham gia nghién ctu.
Pic diém chung caa bénh nhan
Bdng 1. Pdc diém chung ciia bgnh nhan

Tat ca bénh nhan dugc chan doan ung
thu truc trang giai doan II, 11T dap &ng tiéu
chuan chon mau s& duoc chon vao nghién
cuu.

Nghién ctu vién s¢ giai thich lgi ich va
nguy co diéu tri cho bénh nhan, cho BN ky
phiéu dong thuan tham gia nghién ciu. Bénh
nhan dugc hdéa xa tri tién phiu véi
Capecitabine 825mg/m2 da, 2 lan/ ngay,
hoac truyén tinh mach 5-FU liéu 225mg/m?2
da/ngay trong cac ngay xa tri. BN duogc Xa tri
viing chau tong lieu 50Gy, phan liéu 2 Gy/
ngdy X 5 ngay/tuan. Méd phong va lap ké
hoach xa tri ngoai 3D. Xa tri bang may
Cobalt-60. Trong qua trinh hda xa tri, bénh
nhan dugc kham lam sang va danh gia doc
tinh cua xa tri mdi ngay, duoc xét nghiém va
danh gia doc tinh hoa tri mdi 2 tuan. Sau 4
tuan ké tir khi két thic hda xa tri, bénh nhan
duoc noi soi dai truc trang va chup CT scan
dé danh gia dap ung trén 1am sang véi hoa xa
tri. Bénh nhan duoc phau thuat theo chi dinh
cua phau thuat vién. Truong hop khong thoa
chi dinh phau thuat s& duogc hoa tri tam bo va
danh gia phau thuat sau d6. Sau khi phau
thuat, bénh nhan co6 chi dinh héa tri sé duoc
hoa tri tiép tai khoa Noi 2. TAt ca bénh nhan
hoan thanh diéu tri sé tai kham theo chi dinh
clia béc si diéu tri.

Pic diém S6 bénh nhan Ty 18 (%)
21-40 2 6,4
Tubi 41-60 12 38,7
>60 17 54,9
Gigi Nam 20 64,5
N 11 35,5
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Tiéu ra mau 18 58,1
Ly do vao vién Thay dbi thoi quen di tiéu 5 16,1
Pau bung 4 12,9

1/3 trén 0 -
Vi tri bwéu 1/3 gitra 20 64,5
1/3 dudi 11 35,5

Nhgn xét: Hon 50% bénh nhan trong nghién ciu >60 tudi. Nam chiém gan gap doi nit.
Phan 16n bénh nhan vao vién vi tiéu ra mau. Hon 2/3 bénh nhan ¢ u nam & truc trang 1/3
gitra. Hon 90% bénh nhan ¢6 di can hach vung truéc hda xa.

Panh gia dap wng qua tri¢u chirng co ning

Bang 2. Pap irng qua triéu chizng co nang

Pap wng triéu chieng S6 bénh nhan TV 18 (%)
Di tiéu dé hon 24 77,4
Giam tiéu ra mau 29 93,5

Nhgn xét: Hon % bénh nhan di tiéu dé hon va hon 90% bénh nhéan c6 giam tiéu ra mau

sau hoa xa dong thoi.

Pap wng sau hoa xa tri theo tiéu chuan RECIST
Bdng 3. Pdp g theo tiu chudn RECIST qua CT scan bun

Ty 1é dap @ng S6 bénh nhan Ty 18 (%)
Dap (rng hoan toan 2 6,4
DPap tng mot phan 24 77,5

Bénh 6n dinh 5 16,1
Tong 31 100

Nhdn xét: c6 2 truong hop dap tng hoa toan sau hoa xa va hon 75% truong hop bénh

nhan dap wng mot phan.

Pap wng dwa trén trén két qua giai phau bénh sau mo
Bdng 4. Ddp rng bwdu sau mé

Giai doan truéc hda xa BN (%) Giai doan sau md BN (%)
pTO 2(6,4)
T3 13(41,9) pT2 1(3,2)
pT3 10(32,3)
pT2 6(19,4)
T4 18(58,1) oT3 12(38.7)
Tong cong 31(100)

Nhgn xét: Trong nghién ciru ciia chung toi, hon 50% bénh nhan c6 budu trudc mé ¢ giai
doan T4. C6 2 truong hop budu T3 trudc hda xa dap tng hoa toan sau mo. Budu T4 dap ung

véi hda xa tdt hon budu T3.
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Bdng 5. Ddp #ng hach sau mé

Giai doan truéc hoa xa BN (%) Giai doan sau md BN (%)
NO 3(9,7) pNO 3(9,7)
pNO 12(38.,7)
N1 18(58,1) ON1 6(19.4)
pNO 4(12,9)
N2 10(32,2) pN1 5(16,1)
pN2 1(3,2)
Tong cong 31(100)

Nhdn xét: Truéc hda xa dong thoi, c6 hon 90% bénh nhan c6 di can hach ving. Sau héa
xa dong thoi, chi c6 38,7% bénh nhan c6 di can hach ving. Cé dén 9 truong hop bénh nhan
N2 trudce hda xa ¢6 giam giai doan hach sau mé. C6 2/3 bénh nhan N1 truéc hda xa dap ang
hoan toan vé hach sau md.

Bdng 6. Bdo ton co thit

TV 18 bao ton co thit S6 lwgng Ty 18 %
B4o ton dugc 25 80,6
Khong bao ton dugc 6 19,4
Tong 31 100

Nhdn xét: C6 hon 80% bénh nhan bao tén dugc co thit sau hoa xa ddng thoi.

Poc tinh héa tri va xa tri
Bdng 7. Déc tinh hoa tri

Poc tinh héa tri Po 0 n(%) Po 1 n(%) Do 2 n(%)
Tang men gan 30(96,8) 1(3,2) -
Tang Creatinin mau 31(100) - -
Hoi chirng ban tay-ban chan 31(100) - -
NOn i 26(83,9) 5(16,1) -
Tiéu chay 27(87,1) 4(12,9) -

Nhdn xét: Non 6i 1a doc tinh hoa tri thuong gap nhat, ké dén 1a tiéu chay. Tuy nhién, cac

déc tinh cta héa tri chi 6 d6 1.
Bdng 8. Doc tinh xa tri

Poc tinh xa tri Do 0 n(%) Po 1 n(%) Do 2 n(%)
Viém dado xa 8(25,8) 20(64,5) 3(9,7)
M6t rin 24(77,4) 6(19,4) 1(3,2)
Pau viing chau/tang sinh mén 21(67,7) 8(25,8) 2(6,5)

Nhdn xét: Viém da do xa 1a doc tinh thuong gap nhat, ké dén 1a dau ving chau/tang sinh
moén. Tuy nhién, doc tinh xa tri & d6 2 la cao nhét, khong c6 trudng hop nao do 3 trd 18n.
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Séng con tai thoi diém két thuc nghién cau
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Biéu dé 1. Séng con khong bénh tai thei diém két thiic nghién ciru

Nhdn xét: Tai thoi diém két thuc nghién
clru, d3 c6 2 ca bénh tién trién va 2 ca tu
vong. Ty & séng con khdng bénh tai thoi
diém 2 nam la 88,5%.

IV. BAN LUAN

Pap wng triéu chang

Trong nghién ciru ciia chung t6i, da phan
bénh nhan c6 giam tiéu mau trén 93,5 % va
di tiéu dé hon tré 77,4 % bénh nhan. Trong
nghién ctu cua Nguyén Vin Hiéu, C6 83%
bénh nhan khong con di ti€u ra mau, 73%
bénh nhan khong con di ngoai phan dong
khubn va 88% bénh nhan giam s lan dai tién
trong ngay xudng dudi 3 lan.

Pap wng theo RECIST

Trong nghién cuu cua De PA, ty I€ dap
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ung trén lam sang 1a 58%, trong do c6 4%
dat dap trng hoan toan, 54% dat dap tng mot
phan va 42% bénh nhan bénh on dinh [2].
Trong nghién ctu cua tac gia Nguyén Vin
Hiéu, c6 6,5% bénh nhan dat dap ang hoan
toan, 77,4% bénh nhan dat dap (rng mot phan
va 9,6% bénh nhan bénh 6n dinh [1]. Trong
nghién cuu cua chung toi, ty 1¢ dap ung sau
Xa tri cao (83,9 %), trong do dap ung hoan
toan 6,4 % va dap ang mot phan 77,5 %. Pap
g sau diéu tri trong nghién cttu cia ching
t6i twong dong véi nghién ctru trong nudc va
¢6 phan nhinh hon so v&i nghién ctru & nudc
ngoai.

Pap wng trén két qua giai phau bénh

Trong nghién cuu caa chang toi, bénh
nhan c6 18 truong hop bénh nhan cé budu
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T4 trudc hba xa, sau héa xa va phau thuat cé
1/3 bénh nhan budu con pT2 va 2/3 bénh
nhan con pT3. Trong 13 truong hop budu T3
trudc hda xa, co 2 truong hop dap (rng hoan
toan trén budu. Co6 90% truong hop di can
hach truéc héa xa. Sau mé, chi c6 38,7%
treong hop di can hach.Trong nghién cuu
cia Craven I, c6 10 truong hop busu T4
trudc hda xa. Sau mo, 9/10 bénh nhan giam
giai doan, trong d6 co 1 truong hgp dap tng
hoan toan trén budu. C6 50 truong hop T3
trudc md thi chi co 16 trudong hop giam giai
doan sau md. Trong nghién ciu cua De PA,
giam giai doan di can hach ¢ 78% bénh nhén
duoc hoa xa dong thoi. Ty I¢ bénh nhan pNO
sau md 1a 79%. Trong nghién ctru cua tac gia
Nguyén Vin Hiéu, trugc hda xa co 8 trudng
hop T4, sau hda xa chi con 5 trueong hop
budu T4. Két qua dap tng trén budu T4 va
trén hach vung trong nghién ctru caa ching
tbi la phu hgp vai cac nghién ciru vira néu.

Ty 1 bao ton co thit

Hon % bénh nhan trong nghién ctu cua
chung t6i da bao tén dugc co that sau dicu
tri. Trong nghién ctru caa De PA, ty I€ bénh
nhan bao tdn dugc co thit sau phau thuat 1a
70,5% [2]. Con trong nghién cru cua tac gia
Nguyén Van Hiéu, chi ¢6 12,9% bénh nhan
bao ton duoc co that [1]. Két qua bao ton co
that trong nghién ciu cua chung toi cao hon
nghién ciru cua 2 tac gia néu trén la do trong
nghién catu cua tac gia De PA, 68% bénh
nhan 1a ung thu tryc trang thap, con bénh
nhan trong nghién cau cua tac gia Nguyén
Vin Hiéu toan bo 1a ung thu tryc trang thap.
Trong khi d6, chi c6 1/3 bénh nhéan trong

nghién ctru cua ching t6i la ung thu truc
trang thap. Do khéc biét vé dic diém bénh
nhan nén ty I¢ bao ton co that ciing khéac biét.

Séng con khong bénh

Trong nghién ctru cua chang toi, ty 1€
sdng con khong bénh 2 nam 1a 88,5%. Trong
nghién ctu cia R S, ty 1é séng con khéng
bénh 2 nam la trén 80% va 5 nam la 68%.
Trong nghién ciu cua Nguyén Vian Hiéu, ty
lé¢ song con khdng bénh 2 nim 1a 100%
nhung tai thoi diém 4 nam 1a 40%. Song con
khong bénh trong nghién ctru cua chdng toi
twong dong vaéi nghién ciu cia R S nhung
thap hon cua Nguyén Vin Hiéu tai thoi diém
2 nam.

Péc tinh ciia hda xa dong thoi

Déc tinh hoda tri

Trong nghién ctu caa De PA, doc tinh
huyét hoc va tiéu chay la thuong gap nhat.
Poc tinh giam bach cau chiém ty I& cao
nhat, giam bach cau d6 1 gap & 42% bénh
nhan, d6 2 gap ¢ 26% bénh nhan. Tiéu chay
d6 1 gap & 24% bénh nhan, do 2 gap & 16%
bénh nhan. Tuy nhién, da phan cic doc tinh
chi & d6 1, ty le doc tinh do 3 gap dudi 5%
bénh nhé&n [2]. Trong nghién cru cua tac gia
Nguyén Vian Hiéu, doc tinh huyét hoc
thuong gap nhat 1a thiéu mau, tiéu chay chi
gap ¢ 1 bénh nhan chiém ty 1& 6,5% [1].

Déc tinh xa tri

Doc tinh xa tri thuong gap nhat 1a viem
da do xa (74,2%), dau vung chau/tang sinh
mén va mot ran it gap hon (32,3% va
22,6%), cac bién chiing xa tri d&é & muc do
nhe (@6 1 — 2). Nghién ctu cua tac gia
Nguyén Vin Hiéu, viém bang quang d6 nhe

151



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

gip & 29% bénh nhan, viém da tang sinh
mon gap ¢ 38,7% bénh nhan, loét da vung xa
gap ¢ 12,9% bénh nhan, dau viung hau moén
gap ¢ 25,8% bénh nhéan [1]. Nhin chung, tac
dung phu do xa tri nhu viém bang quang, dau
vung xa gap ¢ khoang 1/3 bénh nhéan. Con
trong nghién ciru cua chdng toi, bién ching
viém da gap nhiéu hon cac nghién ctru khac
moét phan 1a do han ché vé ky thuat xa tri.
Khoang cach ngudn truc cia may xa Cobalt
60 chi khoang 80cm, trong khi & cac may xa
gia téc 1a 100cm. Do d6, dé liéu xa 1én budu
va hach duogc tbi wu, liéu Xa trén da ciing
phai ting 1én. Tuy nhién, doc tinh viém da
vung xa thuong gap nhung & muc d6 nhe,
hoi phuc rat nhanh sau xa va khong anh
huong dén chat lugng cudc song.

V. KET LUAN

Hoéa xa tri dong thoi tién phau giup ting
ty 1 kiém soat budu, ting kha niang bao ton
co that d6i voi bénh nhan ung thu tryc trang
giai doan I, I11.
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KET QUA PIEU TRI VA CHAT LWO'NG CUQOC SONG

SAU PHAU THUAT CAT TOAN BO PAI TRU'C TRANG PIEU TRI BENH
PA POLYP GIA PINH: KET QUA 5 TRUONG HOP
TAI BENH VIEN PA KHOA THANH PHO CAN THO'

La Vin Pha!, Téng Hai Dwong!, Poan Anh Vii2,

TOM TAT.

Pit vin dé: Bénh da polyp tuyén gia dinh
(FAP: Familial Adenomatous Polyp) la méot bénh
di truyén trén gen troi; néu khong duoc chan
doan va diéutri c6 nguy co dan dén ung thu dai
tryc trang, Panh gia duoc két qua dicu tri va chat
lwong cudc séng sau phau thuat rat quan trong dé
dua ra quyét dinh phuong phap diéu tri thich hop
d6i véi BN bi bénh FAP.

Muc tiéu: Bao céo két qua diéu tri va chat
luong cudc séng cuabénh nhan (BN) FAP duoc
cattoan bo dai truc trang (DTT) bang phau thuat
noi soi (PTNS) vai thoi gian theo di sau phau
thuat trung binh 6,5 nam (3 — 11 nam) tai Bénh
vién da khoa thanh phé Can Tho (BVDKTPCT).

Doi twgng va phwong phap: Hoi ciu trén 5
BN FAP duogc diéu tri bang PTNS ghi nhan két
qua phau thuat va chit lugng cudc séng vai thoi
gian theo doi trung binh 6,5 nam dyavao 3 bang
diém: EORTC QLQ-C30, EORTC QLQ-CR29
va MSKCC-BFI.

Két qua: Trong5 Bn c6 3 nam va 2 nit, tudi
trung binh 37,6 tudi (22 — 66 tudi), 1 BN FAP da

'Bénh vién Pa khoa Thanh phé Can Tho
2Truong Pai hoc Y Duoc Can Tho

Chiu trach nhiém chinh: La Van Pha
Email: lvphu67@gmail.com

Ngay nhan bai: 22/7/2024

Ngay phan bién: 26/7/2024

Ngay chip nhan ding: 29/7/2024

La Vinh Phac?, Tran Minh Dién?,
Dwong Tuin TGL, Tran Minh Quan!

bi ung thu héa. Vé két qua PTNS thanh céng
100% (5BN), c6 ¢ tai bién trong md, bién ching
sau md 40% (2/5 BN), gdm mot truong hop bi
tiéu va mot truong hop tic rudt sém sau mé do
dinh. Chét luong cudc séng sau phau thuat bi anh
huong do phauthuat cat toan bo dai truc trang, di
cau nhiéu lan; tinh trang nay dwoc cai thién dan
theo thoi gian va ghi nhan sau phau thuat 3 nam
BN hai long véi két qua diéu tri, khéng ghi nhan
rbiloan tinh duc theo 3 thang diém danh gié trén.
Khong ghi nhan ung thu mom tryc trang (rectal
stump).

Két luan: PTNS cit toan bo dai truc trang
diéu tri FAP 1a phuong phéap duoc lya chon, ty 1¢
thanh cong cao va chét lugng cudc ¢ bi anh
huong ca vé thé chat va tinh than, nhung duoc
cai thién dan theo thai gian.

Tir khoa: FAP, PTNS, cat toan bo dai truc
trang, chat luong cudc sdng

SUMMARY
TREATMENT OUTCOMES AND
QUALITY OF LIFE AFTER TOTAL
PROCTOCOLECTOMY FOR
FAMILIAL ADENOMATOUS
POLYPOSIS: RESULTS OF 5 CASES
AT CAN THO GENERAL HOSPITAL
Background:  Familial  Adenomatous
Polyposis (FAP) is an inherited disorder caused
by a dominant gene mutation; if not diagnosed
and treated, it can lead to colorectal cancer.
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Evaluating treatment outcomes and post-
operative quality of life is crucial in deciding
appropriate treatment methods for FAP patients.

Objective: To report the treatment outcomes
and quality of life of FAP patients who
underwent laparoscopic total proctocolectomy
with an average follow-up period of 6.5 years (3
- 11 years) at Can Tho General Hospital.

Subjects and methods: A retrospective
study on 5 FAP patients treated with
laparoscopic  surgery, recording surgical
outcomes and quality of life with an average
follow-up time of 6.5 years based on 3 scoring
systems: EORTC QLQ-C30, EORTC QLQ-
CR29, and MSKCC-BFI.

Results: Among 5 patients, there were 3
males and 2 females, with an average age of 37.6
years (22 - 66 years), 1 FAP patient had
developed cancer. Regarding laparoscopic
surgery results, the success rate was 100% (5
patients), with no intraoperative complications,
postoperative complications occurred in 40%
(2/5 patients), including one case of urinary
retention and one case of early postoperative
intestinal obstruction due to adhesions.
Postoperative quality of life was affected by total
proctocolectomy, with  frequent bowel
movements; this condition improved gradually
over time, and after 3 years post-operation,
patients were satisfied with the treatment results,
with no sexual dysfunction reported according to
the three evaluation scales. No rectal stump
cancer was recorded.

Conclusion: Laparoscopic total
proctocolectomy for FAP treatment is the method
of choice, with a high success rate. Although
quality of life is affected both physically and
mentally, it improves gradually over time.

Keywords: FAP, laparoscopic surgery, total
proctocolectomy, quality of life

I. DAT VAN DE
Bénh da polyp tuyén gia dinh (FAP) la
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mot bénh di truyén trén gen troi biéu hién
bang hinh thanh hang trim hay hang ngan
polyp ¢ dai tryc trang. Hau hét BN cac polyp
Xuit hién ¢ d6 tudi duéi 30. Néu khong duoc
chan doan va diéu tri thich hop s& dan dén
ung thu dai tryc trang & giai doan khoang 40
tudi [1]. Cho dén nay, hau hét céac tac gia
diéu théng nhat phau thuat cit toan bo dai
truc trang la phuong phuong phap du phong
ung thu hoéa hiéu qua nhat. Phiu thuat cat
toan bo DTT c6 thé 1a mdé mé hoiac PTNS va
c6 thé 1am miéng ndi hoi trang — tryc trang
hozc hdi trang - 6ng hau mén cé hoic khéng
c6 «J pouch”. Cit toan bo BTT bing PTNS
¢6 nhidu wu diém hon so véi md mo; tuy
nhién day la phau thuat phuc tap, ky thuat
kho, doi hoi phau thuat vién phai cd kinh
nghiém trong phau thuat noi soi cét dai truc
trang va nhat 1a ky thuat Iam miéng néi hoi
trang - 6ng hau mon.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi tweng nghién ciru

Doi twong nghién ciku: Nghién ciu hoi
citu md ta 5 BN dugc chan doan bénh da
polyp tuyén gia dinh va chi dinh diéu tri bang
cit toan bo dai truc trang, 1am miéng ndi hoi
trang — tryc trang hoic hoi trang - 6ng hau
mon tir nim 2014 dén nam 2021 tai khoa
ngoai Tong hop, BVDKTPCT.

Tiéu chudn chen mdu: BN duoc chan
doan bénh da polyp tuyén gia dinh va chi
dinh diéu tri bang cit toan bo dai truc trang,
lam miéng ndi hdi trang — truc trang hozc hoi
trang - 6ng hau mdn tir nim 2014 dén nam
2021 tai khoa ngoai Tong hop, BVDKTPCT.

Tiéu chuan logi trir: BN khong dong y
tham gia nghién ctru sau khi dugc nghe giai
thich rd myc tiéu, tién trinh caa nghién
cuu.

2.2. Phwong phap nghién ciru
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Thiét ké nghién cizu: Nghién cau mo ta
cit ngang c6 phan tich.

Thet gian nghién ciu: T nam 2014 —
nam 2021.

Cé mdu va cach chen mdu: Thuan tién.
Chon tit ca BN du tiéu chuén lya chon va
loai trir trong thoi gian nghién ctiru

Ngi dung nghién ciu

- Pac diém lam sang cua BN FAP

- Két qua PTNS cét toan bo BTT ndi HT
— OHM hoac HT - TT

- Chét lugng cudc song cua BN sau

PTNS cit toan bo DTT ndi hdi trang — truc
trang va hoi trang - OHM vai thoi gian TD
6,5 nam dua vao:
+ EORTC QLQ-C30: Cac diém sb Suc khoe
Tong quét, Chirc ning (ngoai trir thé chirc),
Triéu chang khac (ngoai trir mat ngu va chan
an) co su khac biét theo thoi gian (3 thang,
12 thang, 24 thang) [2]

+ EORTC QLQ-CR29: Piém sb vé Triéu
chiung thudng xuyén tiéu ngay; Pau quanh
ving truc trang hau mén; Thay chit nhay
trong phan; Cam giac khé miéng; Bi rung

tdc; Trung tién tu chu; Sén phan, ¢ su khéac
biét theo thoi gian (3 théng, 12 thang, 24
thang) [3]

+ MSKCC-BFI

Xie Iy sé lieu: S liéu duoc xu ly trén
phan mém SPSS 23.0.

2.3. Pao dwc nghién ciru

Nghién ctru dugc hoi dong Y dirc bénh
vién phé duyét trudc khi nghién cau. Céc
thong tin vé BN dugc giit bi mat va chi phuc
vu cho cong tac nghién ctau.

. KET QUA NGHIEN cU'U

Nghién ctru khao sat dugc do tudi trung
binh: 37,6 tudi (22 — 66 tudi). Trong do6 ti l&
gigi tinh nam/nix 1a 3/2. C6 tién sir gia dinh:

+ CO tién sir FAP: 2 BN (cha bj FAP) 2>
Ung thu hoéa = Tir vong

+ Khong c6 TS FAP: 3 BN

3.1. Pic diém 1am sang cia BN FAP
tredc phiu thuat

Bdng 1: Pdc diém 1am sang chung cia BN FAP

Lam sang Cé Khdng
Tiéu ra mau 5 0
Thiéu méau 5 (3 nhe, 2 nang) 0
Sut can 2 3

Nhdn xét: BN duogc chuan doan FAP déu c6 triéu ching dién hinh nhu 100% ty 1é tiéu ra
mau va thiéu mau mac do tir nhe dén nang, gay sut can (40%) chua phan anh rd triéu ching

dién hinh trén cac BN nay

Bdng 2: Pdc diém |am sang cia cac BN FAP

BN LDVV Lam sang Noi soi + Pai thé
1 XHTH dudi Thiéu mau ning FAP ning
2 DPau bung Thiéu mau ning FAP ning
3 Pau bung Thiéu mau nhe FAP trung binh
4 DPau bung Thiéu mau ning FAP ning
5 DPau bung Thiéu mau nhe FAP ning
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Nhdgn xét: Nhin chung cac BN FAP vao + 2 Truong hop polyp day dac dai truc
vién vi céc triéu ching tiéu hoa chinh nhu  trang
dau bung, xuat huyet tiéu héa, mic d6 BN + 2 Truong hop polyp dai trang va vai

FAP da dién tién tir trung binh dén nang dan  polyp dén tryc trang
den xuat hign triéu chung thieu mau tur nhe + 1 Truong hop polyp chi ¢ dai trang (66
den nang phu hop trén BN tudi)
3.2. Pac diem can lam sang caa BN _ Phan do:
FAP + 4 FAP murc d6 nang (severve)

Noi sol frirgC MO: o + 1 FAP mic do nhe - trung binh
- Nghién ctru khao sat dugc cac vi tri: . .
(intermediate)

Gidi phdu bénh trwéc va sau mo

Bdang 3: Gidi phdu bénh trwéc va sau phdu thudt

GPB S6 BN Ty 18 (%)
Carcinoma tuyén 1 20
Budu tuyén dng nghich san cao 2 40
Budu tuyén dng nghich san thap 2 40
BN FAP ung thu hoa 2 vi tri (manh trang va truc trang) MSCT khong ghi nhan di can hach va
cac tang

Nhdn xét: 100% cac truong hop noi soi phat hién khéi u va giai phau bénh ton thuong 1a
ung thu biéu mo tuyén.

3.3. Két qua PTNS cit toan b PTT ndi HT — OHM hoac HT - TT

Bdng 4: Pic diém phdu thudt

Pic diém Trwong hop

NSi HT — OHM 1 (Khau tay)

NG&i HT - TT cuc thap 1 (N6i may)

o Nbi HT — TT cao 3 (Nbi may)
Ketqua Thuc hién J-pouch 5
Mg hoi trang ra da 5

Thoi gian md 300 phat (270-390 phat)
Tai bién sau md 0
" Bi tiéu 1
cﬁ:i’e:g Te‘i‘c rugt som (2 tuan sau mé) do dinh doan‘(?ué\i hoi trz‘in‘g
sau mé vao tiéu khung > Mé mao g§ dinh, déng hoi trang > R0 0
tiéu hda 2 Tu lanh > Ra vién

Nhiém trung vét md, &p xe ton luu, 1o tidu hda 0

Nhgn xét: Nghién ciru ghi nhan 4 BN thyc hién néi may thi miéng ndi & vi tri cao va cuc
thap, chi c6 1 BN dugc 1am ndi HT — OHM bang khau tay. Ching téi thyc hién ma hoi trang
ra da va thuc hién J-pouch & ca 5 BN, hau phiu dién bién thuan loi khéng co tai bién;
khong c6 BN bi rd miéng néi, c6 1 BN bi b tiéu sau phau thut.
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Hinh 1. A: Hinh dai thé BN Péng Vin T., vi tri 2 polyp ung thw héa (miii tén mau vang).
B: Hinh dnh bénh nhan sau phdu thudt 12 thang

3.4. Chat hreng cudc soéng caa BN sau
PTNS cit toan bd PTT ndi hdi trang —
trwc trang va héi trang

Tinh trang nhdp vién lgi sau mé: 3 BN

+ Truong hop 1: H. 34t: sau dong hoi
trang va cit polyp truc trang ghi nhan xuét
huyét tiéu hoa duéi.

+ Truong hop 2: T. 66t ra vién sau ra
vién 4 tuan thi suy kiét, nhap vién diéu tri
noi, sau tuan dong hdi trang.

+ Truong hop 3: D. 34t sau ra vién 1 tuan
bi tiéu, nhap vién diéu tri noi, sau md 4
thang XHTH trén do chay mau polyp da day,
nhap vién noi soi cat polyp cam méau.

Bdng 5: Chdt lwong cudc séng sau mé
Thoi 30 cau héi: Piém 30->112 29 cau héi (2 cau nam, 2 cau nir): Piém
gian | (Diém cang cao CLCS cang thip) [27->108 (Piém cang cao CLCS cang thap)
3 thang 63,80 72
12 thang 50,80 60
12 thang 45,80 50
Hién tai 442 44

rat tét.

BN khong gap kho khan trong cac cong
viéc hing ngay, tinh than tét, c6 2 TH
tiu long va tu danh gia stc khoe tot,

BN khong rdi loan di tiéu, dai tién ty chi,

phan léng giam dan theo thoi gan, khong

Xuit hién méu trong phan. Chtic ning tinh
duc ghi nhan khdng c6 su rdi loan.

Nhdn xét: Biém s6 strc khoe tong quat BN FAP cai thién dan theo thoi gian
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IV. BAN LUAN

Bénh da polyp tuyén gia dinh (FAP) la
mot bénh di truyén trén gen troi biéu hién
bang hinh thanh hang trim hay hang ngan
polyp & dai tryc trang. Néu khong dugc chin
doan va diéu tri kip thoi bénh co nguy co dan
dén ung thu dai tryc trang [1], [4]. Trong
nghién ctu cua chung téi ty 1¢ ung thu hoa la
20% (1/5 BN). L4m sang caa BN FAP déu
6 trieu chimg dién hinh Ia tiéu ra mau va
thiéu méu mirc d6 tir nhe dén ning (100%),
gay sut can (40%) chwa phan anh rd triéu
chang dién hinh trén cac BN nay.Nhiéu
nghién ciru cho thay hoa tri du phong c6 thé
ngan ngira hoac han ché FAP chuyén thanh
ung thu; tuy nhién phau thuat cit toan bo dai
tryc trang 1a phuong phap du phong triét dé
nhat [1], [3], [7].

Nhin chung cac BN FAP vao vién vi cac
triéu ching chinh nhu dau bung, xuat huyét
tiéu hoa, mirc do bénh dién tién tir trung binh
dén nang dan dén xuat hién triéu chung thiéu
méu tir nhe dén nang phl hop trén BN. Cac
BN FAP sy khai phat tir tir va khdng c6 dau
hiéu 1am sang dac hiéu, céac triéu chiang no
gay ra chu yéu bai sy phat trién xam lan chén
ép cac md xung quanh [5]. Mac du triéu
chang phé bién nhit 1a dau bung nhung
thuong 1a khi u da lon. Cac khdi u doi khi trd
nén khong 15, chiém phan lén khoang bung
va xam lan nhiéu noi tang. Vi vay rat kho dé
c6 thé phat hién som céac khdi u nhat Ia khi
con ¢ kich thudc nho va khong triéu chung,
thuong chi la tinh co khi khédm strc khoe.

Nghién ctru chang t6i déu cho thiy két
luan chung 1a polyp phan b chu yéu ¢ dai
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trang va truc trang. Nghién ctru cua tac gia
Trin Vin Son ciing cho thiy vi tri polyp
thuong gap nhat la dai trang sigma (34,5%)
va tryc trang (21,6%), dai trang ngang
(18,1%) [1]. Ching t6i thu dugc 100% cAc
truong hop noi soi phat hién khéi u va giai
phau bénh tén thuong 1a ung thu biéu mo
tuyén cao hon so vgi tac gia Tran Vin Son
giai phadu md bénh hoc polyp u tuyén
chiém da sb (85,4%) [1]. Két qua giai phau
bénh sinh thiét qua ndi soi truéc mo thiy
Carcinom tuyén 20%, Buéu tuyén bng
nghich san cao va thap chiém ti 1¢ twong
duong 40%, két qua thu dugc thap hon so
v6i nghién cau cia Tran Van Son ty Ié
Carcinom 76,7% va loan san 10% [1].
Nghién ctu ghi nhan 4 BN thuc hién ndi
may thi miéng ndi & vi tri cao va cuc thap,
chi ¢c6 1 BN duoc 1am ndi HT - OHM bang
khau tay. Chang to6i mé hdi trang ra da va
thuc hién J-pouch & ca 5 BN, hau phau dién
bién thuan loi khdng c6 tai bién khong co
BN bi rd miéng ndi, c6 1 BN bi bi tiéu sau
phau thuat. Nghién ciu cia Vii Ngoc Anh
thuc hién miéng ndi theo kiéu tan - tan cho
30 bénh nhan: 100% miéng nbiduoc thuc
hién thuan lgi, khong co6 truong hop nao
rd miéng ndi (qua thu test), hoic chay mau
miéng néi [6]. C6 9 BN sau khi thuc hién ndi
may thi miéng néi & vi tri thap dudi nép phic
mac, chi c6 3 BN duoc 1am dan luu hoi trang
bao vé miéng ndi chiém 16.7% va khdong BN
nao bi rd miéng ndi; trong sé 6 BN con lai,
c6 3 bénh nhan miéng ndi rat thap, khong
lam hau mdn nhan tao bao vé, hau phau
dién bién thuan lgi khong c6 bién ching;
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c6 01 BN bj ro miéng néi [6]. Tac dung cua
thi chua trgc trang (J-pouch) trong phau
thuat gitp ting thé tich TT va lam giam nhu
dong rudt gitp ting chat luong chic ning
HT - TT [7]. Trong nghién ctu caa ching toi
khéng ghi nhan c6 bién ching nay cé thé do
c& mau con kha it chi 5 mau va két hop thém
nhirng ca phau thuat dugc nhitng phau thuat
vién giau kinh nghiém vé phiu thuat ving
HM-TT tai bénh vién thuc hién.

Nghién ctru caa chiing toi thoi gian phau
thuat trung binh 1a 300 phut, twong duong
véi Nguyén Ngoc Son [8] nghién ciru 31 BN
véi thoi gian phau thuat 1a 216 phut. Trong
diéu tri bang cit toan bo PTT, lam miéng ndi
HT - TT hoic HT - OHM, thoi gian phau
thuat con tly thudc vao ky ning cua phau
thuat vién, phuong phap phau thuat va tinh
chat cua khéi u.

Qua KQ PTNS cit toan bo DTT diéu tri
FAP v&i thoi gian theo d6i sau mé trung binh
6,5 nim tam két luan: PTNS cit toan bd
DTT, miéng ndi HT — TT hoic HT — OHM
diéu tri FAP cho két qua tét: ty Ié thanh cong
cao, tai bién va bién chung thap. Khong ghi
nhan hep miéng ndi. Khong ghi nhan ung thu
mom cat truc trang (rectal stump). Nghién
ctru khong twong dong véi Tran Vian Son co
87,1% khong chay mau, 5,2% chay mau it
va 7,8% chay mau nhiéu [1].

Chét Iuong cudc song theo cac thang
diém:

- EORTC QLQ C30: BN khéng gap kho
khian trong cac coéng viéc hang ngay, tinh
than tot, c6 2 TH tiéu long va ty danh gia sic
khoe tot, rat tot.

- EORTC QLQ CR29: BN khéng rbi loan
di tiéu, dai tién tu chi, phan long giam dan
theo thoi gan, khéng ghi nhan di cau ra mau.
Khong ghi nhan rdi loan chirc nang tinh dyc.

- MSKCC-BFI: Thoi gian dau tiéu long
nhiéu va sb lan dai tién c6 thé l1én dén 10-12
lan/ngay, phai st dung thudc cam tiéu chay,
ché d6 an nhiéu chét xo.

Nhitng triéu chung trén giam theo thoi
gian, dén 3 nam sd lan dai tién 2- 6 lan trong
ngay, phan cé khuén va khong con sir dung
thudc. Sau 3 nam tit ca déu khong con son
phan va giit duoc phan tt khi mic di tiéu.
Ty I¢ nay cao hon so véi Vii Ngoc Anh thoi
gian theo ddi trung binh 12.8 + 4.8 thang
(3-18 thang) cho thay chic ning dai tién:
90% BN dai tién dé&, 80% c6 khuan phan
binh thuong va 100% BN tiéu tién binh
thuong vé chirc ning tiéu tién [6]. C6 nhiéu
phuong phap dé hd tro chirc ning hau mén
truc trang cho BN sau md, chung toi da
hudng dan cach an udng it chat xo, sir dung
thudc 1am dic phan cho BN va dat dugc két
qua kha quan.

V. KET LUAN

PTNS cit toan bo dai truc trang diéu tri
FAP 1a phuong phap dugc lya chon, ty I¢
thanh cong cao va chét lugng cudc ¢é bi anh
huéng ca vé thé chit va tinh than, nhung
duoc cai thién dan theo thoi gian.
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(NG DUNG CTDNA TRONG CHAN POAN UNG THU TRU’C TRANG
TAI PHAT PHAN BIET VO'1 CAC BENH LY LANH TiNH KHAC:
BAO CAO CA LAM SANG

TOM TAT.

Ung thu dai tryc trang 1a ung thu pho bién
hang thi 3 va gay tir vong hang thi 2 toan thé
gigi. Bénh & giai doan sém cé thé diéu tri triét
can nhung van c6 nguy co tai phat, di cin xa.
Trong d6, phoila co quan thuong gap di cin xa
d6i v6i ung thu tryc trang. Tuy nhién, cac ton
thuong tai phdi ciing ¢6 thé do cac nguyén nhan
lanh tinh khac gay ra nhu lao, viém phoi, nhiém
ky sinh tring. Viéc chan doan phan biét giita
nguyén nhén ac tinh hay lanh tinh c6 y nghia
then chét trong viéc quyét dinh diéu tri cho nguoi
bénh.

Truong hop mot bénh nhan (BN) ung thu
truc trang thap pT3NXMO trong thoi gian theo
ddi dinh ky sau hoan tat diéu tri triét can da xuat
hién cac ton thuong phdi kich thudc vai milimet,
khong thé sinh thiét hay xac dinh duoc trén hinh
anh hoc. Nho @ng dung c¢tDNA dé dinh huéng
dién tién cua bénh, ctDNA am tinh giGp tri hoan
chén doan ung thu tryc trang di cin va c6 thém
thoi gian xac dinh cac nét phoi nay thudc bénh
canh nhiém ky sinh trung (giun lwon), khong
phai ndt di can tir ung thu truc trang. Nho vay
BN da dugc diéu tri nhiém giun lwon thich hop
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va tranh duoc héa tri ciing nhu cac diéu trj toan
than khac cho ung thu truc trang di can.

Viéc tng dung cac tién bd mai vé sinh hoc
phan tt gidp bd sung céc khiém khuyét cua céac
phuong tién truyén thong trong viéc theo ddi cac
bénh nhan ung thu. Va sy phdi hop ciia cac bac si
chuyén khoa c6 lién quan ciing gop phan chan
doan chinh xac cho nguai bénh.

Tirkhoa: Ung thu dai truc trang di can phi,
ctDNA, bénh phéi ky sinh tring, Strongyloides
stercoralis.

SUMMARY

APPLICATION OF ctDNA IN THE

DIAGNOSIS OF RECURRENT
RECTAL CANCER DISTINGUISHING
FROM OTHER BENIGN CONDITIONS:
A CASE REPORT

Colorectal cancer is the third most common
cancer andthe second leading cause of cancer-
related deaths worldwide. While early-stage
colorectal cancer can be treated definitively,
there remains a risk of recurrence and distant
metastasis. The lungs are a frequent site of
distant metastasis for rectal cancer. However,
lung lesions can also arise from benign
conditions such as tuberculosis, pneumonia, or
parasitic infections. Differentiating between
malignant and benign causes is crucial in
determining the appropriate treatment for
patients.

In the case of a patient with low rectal cancer
stage pT3NxMO, during routine follow-up after
definitive treatment, small pulmonary lesions
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measuring a few millimeters were detected,
which could not be biopsied or clearly identified
through imaging. The application of ctDNA
analysis provided guidance on the disease's
progression. A negative ctDNA result allowed
for the delay of a diagnosis of metastatic rectal
cancer, giving time to identify these lung nodules
as being due to a parasitic infection
(Strongyloides stercoralis) rather than metastatic
cancer. Consequently, the patient received
appropriate treatment for the parasitic infection
and avoided unnecessary chemotherapy and other
systemic treatments for metastatic rectal cancer.

The use of advancements in molecular
biology helps to complement the limitations of
traditional methods in monitoring cancer
patients. Collaboration among relevant specialist
doctors also contributes to accurate diagnosis and
treatment for patients.

Keywords: lung metastases from rectal
cancer, ctDNA, parasitic infections of the lung,
Strongyloides stercoralis.

I. DAT VAN DE

Theo thdng ké cua Globocan 2020, ung
thu dai truc trang 13 ung thu phd bién hang
thir 3 va la ung thu gay tu vong hang tha 2
thé gigi & ca hai gigi [9]. Ganh ning tir vong
tir ung thu dai tryc trang dén tir giai doan di
cin xa — dugc xem nhu khong thé chira khoi
ma chi kéo dai thoi gian séng. BN ung thu
dai truc trang cho du phat hién va diéu tri
triét can tir giai doan sém van ludn ton tai
nguy co bénh tai phét hay tién trién di can
xa. Do d6 viéc theo dbi bénh sau diéu trj triét
can nham c6 thé phat hién sém cac dau hiéu
bénh tai phat/tién trién, dé c6 thé can thiép
diéu tri som hon. Céac phuong tién truyén
théng nhu hinh anh hoc, chi dau sinh hoc
budu va sinh thiét hd tro trong qua trinh theo
ddi bénh, tuy nhién van con nhiéu han ché,

162

dac biét khi budu tai phat qua nho. Do vay,
sinh thiét long hay ctDNA (Circulating
tumor cell DNA) da dwgc nghién ctiru dé ang
dung vao theo ddi bénh trong lam sang, cé
thé phat hién bénh tai phat tir nhing thoi
diém som hon so véi cac phuong tién truyén
théng. Dén hién nay, ddi v6i ung thu dai truc
trang, c6 thé ké dén céc thur nghiém lam sang
l6n vé ctDNA nhu BEESPOKE[5], AGITG
DYNAMIC[10]. Khdéng nhirng giup phét
hién sém bénh ung thu tai phat, vi c6 do
nhay cao, ctDNA am tinh con c6 thé gidp
loai trir bénh tai phat ¢ nhirng trudng hop cd
ton thuong nghi ngod chua xac dinh duoc trén
hinh anh hoc, vi d6i khi cac ton thuong nay
c6 thé do nguy@n nhan lanh tinh khac gay ra.
Viéc chan doan phan biét giira tién trién bénh
ung thu that sy hay cac bénh ly lanh tinh
khac c6 ¥ nghia rit quan trong vi hudng diéu
tri cta hai bénh canh nay hoan toan khac
nhau. Do d6, viéc két hgp ctDNA véi céc
phuong tién truyén thong gidp chan doan
bénh chinh xac hon nhu treong hop ca lam
sang sau day.

Il. CA LAM SANG

Bénh nhan nam, 56 tudi, nghé nghiép
kiém 1am, khdng tién cin ndi ngoai khoa,
duoc chan doan méc ung thu tryc trang thap
carcindm dang tuyén cT3NOMO duoc phiu
thuat Miles, hau mén nhan tao vinh vién tai
mot bénh vién & TPHCM vao thang 5/2022.
Sau phau thuat, két qua giai phau bénh cho
thiy buéu xam nhap dén I6p co tryc trang,
CRM-, 5 hach dugc nao am tinh, dién cét
trén dudi &m tinh, khong cé thong tin vé tinh
trang xam lin khoang mach bach huyét. Do
d6, chan doan sau phiu thuat 1a ung thu truc
trang doan thiap pT3NxMO (s6 luong hach
khao sat khong du).
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Sau d6, BN duoc chuyén dén bénh vién
chung t6i dé tiép tuc diéu tri hd tro voi hoa
xa tri (HXT) dong thoi bang ky thuat VMAT
(Volumetric Modulated Arc Therapy) liéu
50Gy Vvao nén mac treo truc trang va 45Gy
vao hach chau hai bén trong 25 tia cung vai
Capecitabine udng tir ngay 11/7/2022 dén
ngay 12/8/2022. Trong qué trinh HXT,
khong co tac dung phu mac @6 nang xay ra.

Doi véi giai doan cua BN nay, tai thoi
diém 2022, bang chang diéu tri hd tro vai
hoa tri khéng qua rd rang, tuy nhién khuyén
cdo c6 thé xem xét tién hanh hda tri hd tro
sau khi thao luan vai bénh nhan. Sau khi thao
luan, 1am rd muc dich diéu tri, can bang giita
loi ich va céc tac dung phu cd thé cd, bénh
nhan mong muén diéu tri hd tro véi hoa tri. 3
chu ky XELOX duogc thuc hién tur 6/9/2022
dén 18/10/2022. Tir chu ky XELOX thu 2,
BN bét dau cd triéu chiang hoi chirng ban tay
ban chan va sau chu ky tha 3, céc triéu
chting nay nang 1én va tuong duong muic do
2 theo bang phén loai CTCAE ban 5.0 va
mong muén ngung héa tri. Do do, hoa tri
duoc nging va BN duoc chuyén qua theo ddi
dinh ky mdi 4 thang tir thang 10/2022.

DPén dau 2/2023, chwa ghi nhan dau hiéu
bénh téi phat, tién trién trén cac xét nghiém
va hinh anh hoc.

19/2/2023, BN ¢6 cac con dau bung kém
ndn 6i, khao sat cat I6p vi tinh (CT scan) goi
y hinh anh tic rudt do dinh rust non (Hinh
3). Bénh nhéan dugc chan doan ban tic rugt
do dinh rudt non sau phau thuat Miles, nhap
vién tai khoa Ngoai tong quat va duoc diéu
tri noi khoa. BN duoc xuat vién sau 5 ngay.

23/5/2024, BN tai kham bénh 1y ung thu
truc trang tai khoa Ung Budu, CT scan nguc
bung chau vai thubc can quang dugc thuc
hién va cho thiy khdng c6 ton thuong tai
phat hay tién trién, ngoai trir 5 vi nét méi

xuat hién o ca 2 phoi, kich thuéc 1-2mm,
chua loai trir ton thuong di can phoi. Tai thoi
diém nay, bénh nhan khong co triéu chang
ldm sang, CEA va CA 19.9 trong giGi han
binh thuong. Do khong ¢ dir liu vé tinh
trang chi d4u sinh hoc budu trudc khi diéu tri
nén tinh trang chi dau buéu tai thoi diém nay
cd thé khong dang tin cdy dé dwa ra quyét
dinh, do vay, BN duoc giai thich va chi dinh
lam thém ctDNA dé c6 thém di kién vé dién
tién cua bénh 1y ung thu truc trang va tir do
c6 thé dua ra quyét dinh vé khai dong lai
diéu tri hay theo ddi thém.

20/6/2024, két qua ctDNA am tinh (VAF
<0.05%), do vay, BN duoc theo dGi thém va
chup lai CT scan nguc 1 thang sau do, tuc 2
thang ké tir lan CT scan trugc. CT scan lan
nay (26/7/2023) cho thiy su thay ddi hinh
thai caa cac nét & phdi tir dang dic, chuyén
sang ban dic va tao hang, dong thoi ting
thém sé lugng cac ndt véi kich thude vai
milimet. Céc kha ning chan doan dua ra: (1)
nhiém tring phoi man tinh (tir tac nhan lao
khong dién hinh hay nhidm cryptococcus
phdi); (2) budu di cin phdi dang hang (it
nghi)..

BN duoc chuyén qua tham kham voi bac
s ho hép, duoc noi soi phé quan, chai rira lay
dich phé quan dé lam xét nghiém ciing nhu
xét nghiém dam va huyét thanh. Dau 8/2023,
két qua khéng tim thay té bao 4c tinh trong
dich chai rira phé quan, xét nghiém lao dién
hinh va khong dién hinh am tinh. Tuy nhién,
xét nghiém ELISA huyét thanh cho thay
duong tinh vai Strongyloides Steracolis 1gG
(0.83 OD). Va tai thoi diém 5/2023 va
8/2023, BN c¢o tiang sd lwong bach cau ai
toan lan lwot 1a  1.13x10%/mm3 va
0.91x10%/mm?3 (Bang 1), kem theo cé ngira &
da, ngoai ra khong co triéu ching gi khac.
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Do d6, BN duoc chan doan nhidm ky
sinh trung giun lwon gy hoi chirng Loffler
Vi dic trung cac ton thuong kinh mo thoang
qua ¢ phdi, ting bach cau &i toan mau, chan
doan phan biét v6i di can phdi tir ung thu
tryc trang. BN duoc diéu tri voi Abendazole
200mg x 2 vién, ung 1 1an duy nhat va tiép
tuc theo ddi. Sau diéu tri, triéu ching ngta o
da giam rd rét va sé luong bach cau &i toan
trong mau ciing giam dan vé binh thudng.

BN duoc chyp phim CT scan kiém tra
vao thang 9/2023, cho thay cac ton thuong

23/05/2023

tao hang ¢ cac CT scan trude d6 déu mat di,
cac ndt nhd mai xuat hién sau thi ciing dién
tién thanh tao hang (Hinh 1,2). Dién tién cac
nét phdi cang cung cb thém chan doan nhidém
ky sinh tring. Do d6, bénh nhan duoc tiép
tuc theo ddi dinh ky, dén lan tai khdam gan
nhat vao thang 3/2024, cac ndt-vi nt & phoi
déu khong con, cac ton thuong tao hang cii
cling gan nhu bién mat, chi con 2 tén thuong
tao hang nho, kich thuéc 3mm & dinh phdi,
ngoai ra khong ghi nhan bét thudng & cac co
quan khéc.

B

.

26/07/2023

27/09/2023
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21/11/2023
Hinh 1. Dién tién ciia 1 nét phéi ¢ thuy trén (P) theo thei gian: tie nét dic — bdn dic,
tg0 hang roi bién mat hoan toan trén CT scan 11/2023.
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Hinh 3: Hinh @nh viém rugt non gdy dau bung, nén éi vao 2/2023 nghi nhiéu c lién quan
den bénh canh nhiém giun lwon gay triéu chirng dwong tiéu hoa

26/07/2023 27/09/2023

21/11/2023 » 21/03/2024

Hinh 2: Dién tién ciia 1 nét phai ¢ thity dwéi (T) theo theéi gian: tir nét dic, tao hang,
réi nhé dan va gan nhw mat hén trén CT scan 3/2024.
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Bdng 1: Dién tién sé lwong bach cdu &i toan theo théi gian

Giéi h
Ngay | O RN 110/02123[21/02/23(22/02/23|23/05/23(01/08/23 |28/11/23[21/03/24
binh thuwong
Bosnophil |5 00 060 | 003 | 023 | 054 | 113 | 09 | 031 | 021
count_(10%3/mm°)
IV. BAN LUAN Baoi vi do nhay thap cua cac chi dau sinh hoc

Theo khuyén céo caa Hiép hoi Giai phau
bénh Hoa Ky (College of American
Pathologists — CAP), it nhit 12 hach ving
can dugc thu thap thdng qua phau thuat dé co
thé x4c dinh chinh x4c giai doan ddi voi ung
thu dai tryc trang[11].

Trong truong hop BN nay, véi buéu T3
va khong c6 di cian xa, yéu té di can hach s&
quyét dinh giai doan Il (néu khong c6 di can
hach) hoic giai doan 11 (néu c6 di cin hach).
Tuy nhién, chi ¢6 5 hach dugc khao sat sau
phau thuat do do6 khong thé xac dinh duoc
chinh xac giai doan bénh cua BN. Nghién
ctru cho thdy & cac truong hop ung thu truc
trang giai doan Il va Ill, ti I¢ tai phat 5 nam
t6i thiéu lan luot 1a 18.4% va 28.8% va thoi
gian trung vi sau phau thuat dén khi tai phat
lan Iuot 12 18.2 va 15.9 thang[6] va phoi la vi
tri di can thuong gap d6i voi ung thu tryc
trang[7].

Dé theo ddi bénh ly tai phat sau diéu tri
triét can, dong hoc cua chi dau sinh hoc buéu
la mot trong nhiing phuong tién duoc St
dung dé c6 thé goi y dién tién caa buéu. Tuy
nhién, mot phan tich gop cua tac gia Tan et al
cho thay, d6 nhay cua CEA dé phat hién ung
thu dai truc trang tai phat chi khoang 64% va
d6 nhay cuaa CA 19.9 trong hoan canh nay
tham chi con thap hon d6 nhay cia CEA[4].
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truyén thdng, kho c6 thé goi y phat hién cac
ton thuong tai phat/di can tir khi con sém va
cac phuong tién hinh anh hoc hay sinh thiét
cling khong thé xé4c dinh duoc khi kich thuéc
budu qué nho nén ctDNA duoc phét trién va
tng dung vao 1am sang dé danh gia dap ang
cling nhu theo d&i1 bénh ung thu tai phat nho
vao nhitng tién bo cua ky thuat giai trinh ty
gen thé hé méi. C6 thé néi, ung thu dai truc
trang la mét trong nhirng loai ung thu dugc
nghién ctru tng dung ctDNA nhiéu nhit. Voi
viéc do luong mac do dot bién cua cac gen
trong mau sau khi da duoc dbi chiéu va ca
thé hoa voi cac gen dot bién tir mau md u cua
nguoi bénh, dong ning tan suit dot bién
(Variant Alelle Frequency - VAF) c6 thé
gidp phan &nh sy tai hoat hoa cua té bao
budu tir nhirng thoi diém sém hon céac bién
phap theo d&i truyén thong. Nghién ciru cua
Reinert et al v& vai tro cua ctDNA trong mbi
tuong quan véi bénh Iy ung thu dai truc
trang tir giai doan I dén 111 cho thiy rang,
ctDNA cd thé du doan bénh tai phat/tién
trién trudc nhitng dau hiéu trén hinh anh hoc
véi thoi gian trung vi la 8.7 thang[8]. Khong
nhiing vay, cac nghién ctiru duoc thuc hién
trong nhitng nim qua cho thay do nhay cua
ctDNA trong viéc phat hién bénh ung thu dai
truc trang tai phét cd thé lén dén 90% va co
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thé tiép tuc tang cao hon véi nhitng tién bo
méi trong k¥ thuat giai trinh tu gen[2].

Do vay trong bénh canh caa BN nay, véi
nhitng nt nhé méi xuat hién tai phoi tai thoi
diém gan 1 nim sau diéu tri, chua thé xac
dinh dwgc ban chét va khong thé loai trir kha
ning bénh di can phdi. Xét nghiém ctDNA
duoc thuc hién dé c6 thé phan nao goi y co
phai ung thu tryc trang tién trién hay khong.
Va voi két qua ctDNA am tinh, c6 thé cho
phép tri hodn thém chan doan bénh tién trién
cling nhu téi diéu tri ung thu cho BN.

Giun luwon (Strongyloides stercoralis) la
mot loai ky sinh trung thuoc ho giun Kim,
phan b nhiéu & ving Pong Nam A, trong d6
¢ Viét Nam, chling phét trién manh & nhitng
noi c6 thoi tiét nong am, didu kién vé sinh
kém. Giun lwon xdm nhap qua co thé qua da
va niém mac va gay anh huong truc tiép dén
cac co quan ma ching di qua nhu da, hé tiéu
hoa, phoi, hach bach huyét... Khi nhiém giun
lwon, triéu ching biéu hién kha da dang, co
thé s& khdng c6 triéu chuang gi, nhung c6 thé
c6 triéu chirng nhiém giun lwon cap & cac co
quan ma chung di qua nhu ngtra da, dau
bung, ri loan tiéu hoa, ndn 6i, tiéu chay, ho
khan, hoi chirng Loffler hoic tham chi co thé
gap trieu chiung nhiém giun lwon lan toa,
phan ung nhiém tring qua mac gay tir vong
nhat 1a & cac ca nhan bi suy giam mién
dich[3].

Pé chan doan nhiém giun luon, c¢6 thé
thyc hién soi phan tim 4u tring giun lyon
hoac ciy phéan trong méi truong thach. Tuy
nhién, d§ nhay cua cac phuong phap nay chi
khoang 21%. Do d6, huyét thanh chan doan

(ELISA) tim khéang thé khang Strongyloides
stercoralis c6 thé gilip chan doan[1].

Véi hoan canh nghé nghiép la mot kiém
ldm, hay lam viéc trong ring nhiét déi va
mang hau mén nhan tao, BN nay c6 du diéu
Kién thuan loi cho sy xam nhap cua cac ky
sinh trung noi chung va giun luon ndi riéng.

Toan bo qué trinh bénh va cac triéu
ching BN tung trai qua: viém ruét non, nén
6i, dau bung, sau d6 1a su xuit hién cua cac
ndt dién tién tao hang thoang qua ¢ phoi,
tdng bach cau &i toan mau ngoai vi kém ngra
dava két qua huyét thanh ELISA dwong tinh
véi khang thé Strongyloides stercoralis 1gG,
cac triéu chiing va bach cau & toan mau
giam dan vé binh thudng sau khi diéu trj véi
Abendazole phii hgp véi bénh canh nhiém
giun lwron & mot bénh nhan co tién can ung
thu truc trang pT3NxMO da diéu tri triét can
— vén ludn c6 nguy co bénh tai phat di cin
xa. Tuy rang, cac not ¢ phéi ciing nhu céc
dau hiéu khac cua bénh ung thu tryc trang
ctia bénh nhan van can theo ddi dinh ky theo
khuyén céo diéu tri.

Viéc chan doan xac dinh giita bénh canh
nhiém giun lwon hay bénh ung thu tién trién
¢6 ¥ nghia quan trong ddi véi bénh nhan vi
mo thirc diéu tri cling nhu tién lwong bénh
cta hai chan doan nay hoan toan khac nhau.
Néu l1a bénh ung thu di can khuyén cao diéu
tri bang liéu phap toan than nhu hoéa tri, o
thé két hop véi cac liéu phap khac nhu mién
dich, nham trang dich néu c6 chi dinh. Trong
khi d6, bénh canh nhiém giun lwon c6 khong
phai 12 mét tinh hudng 1am sang hay gap, dé
bi bo sét va trong truong hop cia BN nay, dé
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chan doan nham véi ung thu truc trang di can
phdi va bénh nhan co thé phai hoéa tri, chiu
anh hudng cua tdc dung phu Ién sic khoe
cling nhu anh huong 1én cdng viéc, tai chinh.

V. KET LUAN

Nho sy tng dung ky thuat mgi, nhat 1a
linh vyc sinh hoc phén tir nhu ctDNA trong
chan doan va theo ddi bénh két hop véi cac
phuong tién truyén théng ciing nhu su phdi
hop da chuyén khoa giira bac si Ung Budu,
Hinh anh hoc va Hd hip da giup chan doan
moét bénh canh it gap, cu thé 1a nhiém giun
luon giy ra cac ndt & phoi — rat dé nham Ian
VGi cac nét phoi di can xa, dic biét ¢ bénh
nhan ¢6 tién cin ung thu tryc trang. Viéc
chan doan chinh xac bénh canh trong truong
hop bénh nhan nay da gitp bénh nhan tranh
duoc hoa tri khdng can thiét, bao dam duogc
sic khoe ciing nhu tiét kiém cac ngudn luc
ca nhan va xa hoi.
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PANH GIA HIEU QUA VA TINH AN TOAN
CUA IMATINIB TRONG PIEU TRI BUO'C MOT
pO1 Vo1 BUO'U MO PEM PUO'NG TIEU HOA DI CAN
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Muc tiéu: Panh gia ti 1& dap ung, ti 1é kiém
soat bénh, thoi gian séng con bénh khang tién
trién, sbng con toan bo va mot sé doc tinh caa
Imatinib trong diéu tri budc mot trén bénh nhan
budu mo dém duong tiéu hoa giai doan di can tai
khoa Noi Tuyén vd, Tiéu héa, Gan niéu Bénh
vién Ung Budu TPHCM.

Po6i twong va phwong phap nghién ciu:
Nghién ciru hdi ciru md ta trén nhom bénh nhan
chin doan buéu moé dém duong tiéu héa giai
doan di cin, c6 chi dinh diéu tri Imatinib tai khoa
Noi Tuyén va, Tiéu héa, Gan niéu Bénh vién
Ung Buéu TPHCM tir thang 01/2021 dén thang
12/2022

Két qua: Ti lé dap ung: 10,3%, ti Ié kiém
soat bénh: 72,4%, chua ghi nhan thoi gian trung
vi PFS va OS nhung ti I¢ séng con bénh khéong
tién trién 2 nam: 70%, ti 1& séng con toan bo 2
nam: 92%. Cac doc tinh ghi nhan bao gdm: phu
ngoai vi (13,7%), mét moi (10,3%), tiéu chay
(3,4%) va céc doc tinh nay chi yéu 1a do 1.

Két luan: Imatinib trong diéu tri budc 1 dbi
v&i nhém bénh nhan budu mo6 dém duong tiéu

!Khoa Ngi Tuyén vU, Tiéu hoa, Gan niéu, Bénh
vién Ung Buou

Chiu trach nhiém chinh: H5 Ngoc Quynh Nhu
SPT: 0903848469
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Ngay nhan bai: 15/7/2024

Ngay phan bién: 20/7/2024

Ngay chip nhan dang: 24/7/2024

Phan Thi Hong Puc!, V3 Ngoc Huan?,
Nguyén Hoang Quy!, H6 Ngoc Quynh Nhut

héa giai doan di can c6 ti 1é kiém soat bénh tit,
doc tinh dung nap duoc.

T khéa: Budu mo dém duong tiéu hoa di
can, diéu tri buéc mot, Imatinib trong buéu mod
dém duong ti€u hoa di can.

SUMMARY

ASSESSMENT OF EFFICIENTCY AND

SAFETY OF IMATINIB IN THE FIRST

LINE TREATMENT OF METASTATIC
GASTROINTESTINAL STROMAL

TUMOR
Objective: To assess the effects of imatinib
in first line treatment of metastatic

gastrointestinal stromal tumor by response rate,
disease control rate, progression free survival,
overall survival and side effect of drug at
Medical Oncology of Breast, Gastroenterology,
Hepatology and Urology Department of
Oncology Hospital

Subject and method: Retrospective case-
series study on patients diagnosed with
metastatic gastrointestinal stromal tumor at
Medical Oncology of Breast, Gastroenterology,
Hepatology and Urology Department of
Oncology Hospital from 01/2021 to 12/2022.

Results: The response rate is 10.3%, the
disease control rate is 72.4%, the median time of
PFS and OS was not recorded but the 2-year
progression-free survival rate is 70%, the 2-year
overall survival rate is 92%. The toxicities are
edema (13.7%), fatigue (10.3%), diarrhea (3.4%),
but all are in grade 1.
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Conclusion: Imatinib in the first-line
treatment of patients with metastatic
gastrointestinal stromal tumors has good disease
control rates and tolerable toxicity.

Keywords:  Metastatic  gastrointestinal
stromal tumor (GISTs), first line treatment,
Imatinib and Metastatic gastrointestinal stromal
tumor,

I. DAT VAN DE

Buéu mbé dém duong tiéu hoa
(BMDbDTH) la loai budéu trung md thuong
gap ¢ duong tiéu hoa 8. Xuit do mac bénh
tai Hoa Ky hang nam 1a 4000-6000 ca [4. Vi
tri thudng gap cua buéu gdm da day, rudt
non, dai truc trang, thuc quan.Vi tri di can
thuong gap la gan va phic mac, cac co quan
it gap hon 1a xwong, phoi, hach 6 bung 1.

Trude nam 2000, bénh nhan budu md
dém dudng tiéu hoa giai doan tién xa hoic di
cin khong thé phiu thut c6 tién luong Xau
do BMBDTH thuong khong dap (rng véi hda
tri hodc xa tri. Vi su phat trién cua sinh hoc
phan ta, ghi nhan da s6 BMPDTH c6 chira
dot bién gen KIT chiém hon 80%, PDGFRA
(15%) va mé ra hudng diéu tri véi cac thude
nhidm trang dich.

Imatinib 1a thuc wc ché tyrosin kinase
thong qua thu thé KIT d4 ngan chan qué trinh
tang truong cua budu va dugc Cuyc quan ly
Thuc phiam va Dugc pham Hoa Ky (FDA)
phé duyét trong diéu tri budc 1 cho
BMDDTH giai doan tién xa di cin tir nim
2002. Theo nghién ctru cua tac gia Blanke va
cong su (nam 2008) trén nhom bénh nhan
BMDDTH giai doan tién xa, di cin véi 2
muac phan liéu 400mg/ngay va 600mg/ngay
cho thiy ti I¢ dap ang 1a 45% va ti Ié kiém
soat bénh la 75% [21. Vi nghién ciru trong
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nudc cua tac gia Po Hung Kién (2016) véi
muac lidu 400mg/ngay, ti 1é dap ¢ng va ti 1é
kiém soat bénh trén 50% [11. C4c nghién cuiu
trong va ngoai nudc déu danh gia hiéu qua
trén nhom bénh nhan BMDDTH giai doan
tién xa; bao gom bénh nhan tién trién tai chd
tai vung hoac bénh nhan da di can. Nay
ching téi thyc hién dé tai nay véi muc dich
mudn tim hiéu liu doi véi chi riéng nhom
BMDPDTH di cin hiéu qua diéu tri co dat
dugc nhu cac nghién ctru trén khéng. Nghién
ctru dugc thuc hién tai khoa Noi Tuyén v,
tiéu hoa, gan niéu bénh vién Ung budu
TPHCM véi cac muyc tiéu bao gom:

- Panh gia ti 1& dap tng, ti 1& kiém soat
bénh, sbng con bénh khdng tién trién, séng
con toan bo cua imatinib trén bénh nhan
BMDDTH giai doan di can

- Banh gia tac dung phu caa imatinib.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Pbi twong nghién ciru

TAt ca bénh nhan BMPDTH c6 di cin
dugc chi dinh diéu tri véi Imatinib tai khoa
Noi Tuyén va, Tiéu hoa, Gan niéu bénh vién
Ung Buéu TPHCM tir thang 01/2021 dén
thang 12/2022

Tiéu chi chen bénh:

- Bénh nhan BMDDTH di can ngay tu
lic chan doan hodc tai phat co di cin ma
khong thé diéu tri bang phuong phap phiu
thuat hay xa tri.

- Giai phau bénh: Buéu mo dém dudng
tiéu hoa c6 xét nghiém CD117 duong tinh.

- Chi s6 toan tong trang theo ECOG < 3

- CO6 két qua xét nghiém mau, chtrc nang
gan, than, tim mach binh thudng truéc hda tri

- C6 hd so bénh an luu trir day du
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Tiéu chi logi tri:

- C6 tién can hodc dong mic ung thu
khac

Quy trinh nghién ciru

Bénh nhan dugc chan doan xac dinh
BMDDTH giai doan di can thong qua kham
lam sang, can lam sang hinh anh hoc Xxac
dinh budu nguyén phat va co quan di can, co
két qua giai phau bénh.

Bénh nhan xac dinh hién céc tén thuong
khong thé can thiép khéac va chi dinh diéu tri
Imatinib:

- Liéu diéu tri 400 mg/ngay d6i véi bénh
nhan di can ma chua tirng su dung imatinib.

- Lidu diéu tri 600mg/ngay dbi vai bénh
nhan méi xuat hién di can khi dang diéu tri
400mg/ngay véi muc dich bd tic hoic do
bénh tién trién tai chd ma khong thé phiu
thuat hoic bénh nhan da hoan tat diéu trj bo
tuc dudi 6 thang da xuat hién di can.

Bénh nhan duoc theo doi thaim kham mdi
thang, thuc hién cac can lam sang hinh anh

ll. KET QUA NGHIEN CcUU

hoc (cong hudng tir hoic cit I6p vi tinh) mdi
3-6 thang dé danh gia dap tmg diéu tri theo
tiéu chuan RECIST 1.1.

Bénh nhan dugc danh gia tac dung phu
théng qua khadm I&m sang, xét nghiém sinh
hda mau mdi thang theo tiéu chuan CTCAE
5.0.

Céc thong tin vé dap ang diéu tri va tac
dung phu cta bénh nhan déu duoc ghi nhan
vao hd so bénh an va duoc thu thap theo tidu
chuan chon bénh néu trén. Cac sé liéu dugc
tong két va phan tich vao ngay 01/01/2024.

2.2. Phwong phap nghién ciru

Phuong phap thu thap sé liéu 1a hoi ciru
cac truong hop thoa tiéu chi chon mau tur
thoi gian thang 01/2021 dén thang 12/2022
tai khoa Noi tuyén va, tiéu hoa, gan niéu

Phan tich di liéu: Bang phan mém SPSS
phién ban 25.0, so sanh ti 1& bang phép kiém
Chi binh phuong hoic Fisher, biéu hién song
con bang biéu 6 Kaplan Meier.

Bdng I1: Dic diém ciia doi twong nghién ciru

Pic diém N =29 Ti lé (%)
.. Khoang tui 30-79
Tuoi R
Trung binh 54,64 + 10,51
Nam 18 62,1
Gidi
N 11 37,9
. ECOG=0 24 82
Tong trang
ECOG=1 5 17
Da day 4 13,8
Ta trang 6 20,7
Vi tri u nguyén phét Ruot non 16 48,3
Mac treo 4 13,8
Gan 1 3,4
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s4 dica Pon & 14 483
0O CO quan di can Da 6 15 51’7
Gan 18 62,1
Phlc mac 20 69
Phoi 1 34
Vi tri di ca '
Hidiean Xuong 2 6,9
Khéac 5 17,2
Gan 18 62,1
. < 5/50 quang truong 8 21,6
Chi s6 nhéan chia
190 ! >5/50 quang trrong 21 72,4
A aed 400mg/ngay 25 86,2
Liéu diéeu tr
cu diet 600mg/ngay 4 138

Nhgn xét: Tuoi trung binh cia nhom
bénh nhan nghién ctru 1a 54,64 + 10,51 (tudi).
Gioi tinh Nam/Ni ti l¢ 1,63:1. Tong trang
nhém nghién cau ECOG 0 chiém 82,1%,
ECOG 1 chiém 17%.

Vi tri u nguyén phat thuong gap trong
nhém nghién ctu la ruot non (48,3%), ta
trang (20,7%). Vi tri di can thuong gap la
phic mac (69%), gan (62,1), cac vi tri khac

Bdng 2: Pdp irng diéu tri

(17,2%), xuong (6,9%), phéi (3,4%). Di cin
don 6 va da 6 ciing tuong dwong nhau.

Chi s6 nhan chia >5/50 quang trudng
chiém 72,4%, chi s6 nhan chia <5/50 quang
truong chiém 27,6%.

Liéu diéu tri thong thuong 400mg/ngay
chiém 86,2%, liéu tri diéu tri 600mg.ngay
chiém 13,8%

DPap wng diéu tri N=29 Ti lé (%)
Dap wng hoan toan (CR) 0 0
Dép ng mot phan (PR) 3 10,3

Bénh 6n dinh (SD) 18 62,1

Bénh tién trién (PD) 8 27,6
Ti & kiém soat bénh 21 72,4

Nhdn xét: Ti I¢ dap ung bénh la 10,3% (chi c6 dap ung PR, khong c6 dap ing CR)Ti Ié

kiém soat bénh 1a 72,4%.

Bdng 3: Lién quan ti I¢ kiém soat bénh va liéu Imatinib

Kiém soat bénh
C6 (CR+PR+SD) | Khong (PD) Tong P
Lidu 400mg/ ngay 19 (76%) 6 (24%) 25 (100%)
Imtinib | 600mg/ngay 2 (50%) 2 (50%) 4(100%) | 03
Tong 21 8 29

Nhdn xét: Khong c6 su khac biét vé dép tmg diéu tri gitta 2 muc liéu diéu tri 400
mg/ngay va 600mg/ngay véi p>0,05 (kiém dinh Fisher)
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Bdng 4: Lién quan ti I kiém soat bénh va vi #ri bwéu nguyén phat

Kiém soat bénh
C6 (CR+PR+SD) | Khong (PD) Téng P
Vit Da day 3 (75,0%) 1 (25,0%) 4 (100%)
' Ngoai da day 18 (72,0%) 7 (28,0%) 25 (100%) | 0,6
Tong 21 8 29

Nhdn xét: Khdng c6 su khac biét vé dap ung diéu tri giita vi tri budu nguyén phét da day
hodc khong phai da day véi p>0,05 (kiém dinh Fisher)
Bdng 5: Lién quan ti I¢ kiém soat bénh va liéu Imatinib

Kiém soét bénh
C6 (CR+PR+SD) | Khang (PD) Téng P
Di ciin |——0LC0 quan 10 (71,4%) 4(28,6%) | 14 (100%)
Nhiéu co quan 11 (73,3%) 4 (26,7%) 15 (100%) | 1.0
Tong 21 8 29

Nhdn xét: Khdng c6 su khac biét vé dap tng diéu tri gitta nhom di cin mot co quan va di
cin nhiéu co quan v&i p>0,05 (kiém dinh Fisher)
Bdng 6: Lién quan ti |é dap wrng va dé phan bao

Kiém soat bénh b
C6 (CR+PR+SD) | Khbéng (PD) Tong
Do phan |  <5/50 quang truong 6 (75%) 2 (25%) 8 (100%)
bao >5/50 quang trudng 15 (71,4%) 6 (28,6%) |21 (100%)| 0.9
Tong 21 8 29

Nhdn xét: Khong c6 su khac biét vé dap ung diéu tri gita nhom d6 phan bao thap va
nhém phan bao cao.

t0

Ti 1é séng con bénh khéng tién trién (%)

10 2 v &
Thai gian séng con bénh khéng tién trién
Biéu dé 1: Song con bénh khéng tién trién
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08

06

04

Tilé séng con toan bo (%)

0.0

i} 25 50

75 100 125

Théi gian séng cén toan bé (thang)
Biéu do 2: Séng con toan b

Bdng 7: Tilé doc tinh khi s dung Imatinib

Do 1 Do 2 Do 3 Do 4
Huyét hoc 0 0 0 0
Phu ngoai vi 4 (13,7%) 0 0 0
Tiéu chay 1 (3,4%) 0 0 0
Mét moi 3 (10,3%) 0 0 0
Nhdn xét: Poc tinh xay ra chii yéu 1a d6 1, khong ghi nhan trudng hop doc tinh d6 2,d6 3,
do 4
Bdng 8: Ti lé dgc tinh va liéu diéu tri
Kiém soat bénh
Co Khoéng Tong P
Liéu 400mg/ ngay 5 (20%) 20 (80%) 25 (100%)
Imtinib 600mg/ngay 1 (25%) 3 (75%) 4 (100%) 0,6
Tong 6 23 29

Nhdgn xét: Ti 1€ bénh nhan c6 doc tinh
khéng khac nhau gitta 2 mac phan lidu
400mg/ngay va 600mg/ngay

IV. BAN LUAN

Trong nghién ctu cua ching tdi, tudi
trung binh IGc chan doan 1a 54,64 =+
10,51(tudi) twong duong vai tudi trung binh
trong nghién ciru cua tac gia 6 Hing Kién
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la 55,3 + 11,3. (tudi) 11, hoi thap hon so véi
tudi trung binh trong nghién ctru cua tac gia
Parab TM 1a 65 tu6i [61. Ty l¢ phan bd
nam:nir trong nghién cuu cua ching téi la
1,63:1 ciing gan gidng voi tac gia DS Hing
Kién la 1,85:1 [ va so véi ty 1é nghién ciu
cua tac gia Parab TM la 1:1 [6],

Theo y van trén thé gigi vi tri thudng gap
cia BMDPDTH la da day (chiém 56%), rugt
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non (chiém 32%), dai-truc trang chiém (6%),
thuc quan (0,7%), vi tri khac (5,5%) 6], va
theo nghién ctru trong nudc vi tri thuong gap
nhat van la da day (chiém 43,1%), hoi hdng
trang (chiém 26,1%), mac treo (13,8%), dai
truc trang (12,8%),ta trang,thuc quan (<5%)
(11, Tuy nhién, nghién ctru cua ching toi vi tri
gap nhiéu nhit 1a rudt non (48,3%) tiép dén
la: ta trang (20,7%), da day (13,8%), mac
treo (13,8%), gan (3,4%); su khac biét nhu
thé 1a do ching t6i chi khao sat nhitng bénh
nhan da di can va thong thuong budu nguyén
phat ngoai da day thuong co tién luong
khong tot so véi budu nguyén phét tai da
day.

Nghién ctru caa chuang toi, ti I¢ di can
don co quan la 48,3% va da co quan la
51,7%, V&i Vi tri co quan di cin nhiu nhét la
phic mac (69%) va gan (62,1) khéac vaoi tac
gia Po Hung Kién c6 ti & di can don co quan
la 69,1% va da co quan la 30,8% trong do
nhiéu nhat van 1a di cian gan (57,1%), phiic
mac (36,8%) [1. Nghién ciru cua ching toi
giéng véi cac sb lidu trong y van vé vi tri co
quan di can nhiéu nhat la phic mac va gan [3!
.Chi sb nhan chia 1a mét trong nhitng yéu té
tién lugng bénh, trong nghién ciru nay ching

t6i ghi nhan c6 72,4% bénh nhan BMPDDTH
di can co chi s nhan chia cua budu >5/50
quang truong va 27,6% bénh nhan c6 chi sé
nhan chia ciia budu <5/50 quang truong dicu
nay ciing gan gibng vaéi nghién ciu cua
Miettinen va cong su ghi nhan ti 1€ di can
chiém 86% & bénh nhan cé chi s6 nhan chia
cia budu >5/50 quang trwong [l Nhin
chung, so véi cac nghién cuau khac, bénh
nhan trong nghién ctru cua chang téi co vi tri
budu nguyén phét ngoai da day nhiéu hon, ti
I¢ di can da co quan ciing cao hon, co quan
di can nhiéu nhét la phdc mac, va giai phau
bénh c6 chi s6 nhéan chia >5/50 quang trudng
chiém ti 1& cao hon, c6 thé thly nhém bénh
nhan nay c6 nhiéu yéu té tién luong khdng
thuan lgi hon so véi cac nghién cau khéc
trugce day.

Trude kia, khi chwa c6 diéu tri bang
Imatinib, két qua diéu tri caa BMPDTH la
rat thap. ty 1 dap ung dudi 10% ké ca viéc
sir dung phac d6 két hop 3-4 hoa chét do
BMDDTH khong nhay vai hda tri va xa tri.
Trong nghién ctru cua chang toi, du cac bénh
nhan di di cin, nhung két qua ciing tuong
d6i kha quan, vai ti 16 kiém soét bénh chiém
72,4% voi 10,3% dat PR va 62,1% dat SD.

Bdng 9: Pdp irng diéu tri trong mgt s6 nghién citu

TAac gia N Tilé dap wng | Tilé Kiém soat bénh
Blanke va CS (2008) 2] 345 45% 75%
Chun-Nan Yeh va CS (2011) "] 171 57,3% 87,1%
D6 Hung Kién (2016) [ 188 58,5% 86,7%
Nghién ciru nay 29 10,3% 72,4%

So véi nghién ctru trong va ngoai nudc, ti
¢ dap ung bénh cua nghién ciru ching toi
thap hon, c6 thé do nhém bénh nhan cua
ching tdi la nhdm bénh nhan da di can co
nhiéu yéu té tién luong khdng thuan loi (da
s6 1a bénh nhan c6 budu nguyén phét ngoai

da day, do phan bao cao); nhung ti I¢ kiém
soat bénh khéng thap hon nhiéu so véi cac
nghién ctu khac, nén cé thé thiy rang
Imatinib ¢6 kha niang kiém soat bénh tuong
dbi tot trén nhom bénh nhéan d3 di can tuong
tw nhu v6i cdc nhém bénh nhan tién xa — di
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cin cua cac nghién cau khac. Ti I8 kiém soét
bénh ciing khong c6 su kh&c biét gitra nhom
bénh di can don co quan va da co quan, diéu
nay phi hop véi nghién ciru cua tac gia Do
Hung Kién [, i vai mot sb yéu td khac
nhu vi tri budu nguyén phéat ngoai da day,
hodc phan bao >5/50 quang truong la yéu té
khong thuan loi, nhung ti 1& kiém soéat bénh
khong cé su khac biét gitra cAc nhom trén.
Theo nghién ctru cua tac gia D6 Hing Kién
thi yéu t6 budu nguyén phat da day co ti Ié
Kiém so4t cao hon budu ngoai da day va
budu cb d6 phan bao thip ciing co ti 18 kiém
soat cao hon budu ngoai da day. Thiét nghi
diéu nay trong nghién ctru cia chdng tdi con
han ché vé c& mau khao sat dé két luan vé
tuwong quan giira ti I¢ kiém soét va cac yéu td
tién luong da néu.

Chi dinh diéu tri v&i Imatinib véi 2 mirc
phan liéu 400 mg/ngay (chiém 86,2%) va
litdu 600 mg/ngay (chiém 13,8%). Trong do,
nhitng bénh nhan duoc chi dinh liéu 600
mg/ngay déu Ia c4c bénh nhan dang diéu tri
hd tro véi imatinib 400mg/ngay thi phat hién
¢6 di can moi. So sanh ti 1é kiém soat bénh
gita cac nhom liéu 400mg/ngay va
600mg/ngay ciing khong thdy c6 su khac
biét, diéu nay phu hop véi két qua trong cac
nghién ctu Blanke va CS (2,

Theo nghién ctu S0033 da trung tam,
thoi gian song con bénh khong tién trién
trung vi (PFS) la khoang 18 thang va thoi
gian sdng con toan bo (OS) trung vi khoang
55 thang [3. Con nghién ciu cua tac gia
trong nudc vai thoi gian PFS la 45,8 thang,
thoi gian OS la 62,2 thang [H. Con trong
nghién ctu cua chang t6i chua ghi nhan
duoc trung vi PFS va OS sau 31 thang theo
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dai, diéu nay c6 thé cho thay Imatinib c6 kha
nang kiém soat bénh di cin tbt véi ti 16 song
con bénh khong tién trién trong 2 niam la
70% la va ti 1é séng con toan bo 1 nam la
96%, 2 nam 1a 92%. Tuy nhién c¢& mau con
nho va thoi gian theo d&i chua du dai.

V¢ tinh an toan caa Imatinib trong nghién
cau cta ching toi thi khéng cé bénh nhén
hodn diéu tri do doc tinh, ti & doc tinh ghi
nhan chi & grad 1 bao gém phl ngoai Vi
(13,7%), tiéu chay (3,4%), mét moi (10,3%);
s6 lidu doc tinh it hon so véi nghién ciu cua
tac gia trong nudc trén 188 bénh nhan ghi
nhan gém phu ngoai vi (52,1%), tiéu chay
(45,2%),tang men gan (9,6%) . Do s
lugng bénh nhan it nén trong nghién ctru cua
chung tdi khong ghi nhan dugc nhiéu doc
tinh khac nhu cic y van nhung nhin chung
thi bénh nhan déu dung nap tét vai Imatinib

So sanh ti 1& doc tinh gitta 2 muirc liéu
400mg/ngay va 600 mg/ngay ciing khong
thay khac biét, con nghién ctru pha 1 cua téc
gia Blanke cho thiy nhém 600mg/ngay co ti
I¢ doc tinh cao hon (thuong gap la phu ngoai
vi, mét moi), trong nghién curu cua ching toi
nhom 400mg/ngay va 600mg/ngay khodng
phan bb déu véi nhau, trong d6 nhém bénh
nhan lidu 600mg/ngay ciing khong nhiéu nén
c6 thé chua ghi nhan duoc sy khac biét nay.
Vé anh huong doc tinh 18n nhom tudi, thi
trong nhom dan s cua ching toi c6 10%
bénh nhan >70 tudi dugc diéu tri véi
imatinib nhung khong c6é bénh nhan nao
hodn diéu tri. TUr d6 cho thay Imatinib Ia
thude diéu tri c6 hiéu qua d6i voi BMPDTH
di can, nhung doc tinh khéng nhiéu va co thé
dung nap duoc ké ca véi nguoi 16n tudi.
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V. KET LUAN

Nghién ctu caa chung t6i chi khao sat
nhém bénh nhan BMDDTH di di can, qua
d6 cho thay Imatinib van kiém soét bénh tét
gan gidng nhu cac nhém bénh nhan
BMDPDTH giai doan tién xa, voi ti 1& kiém
soat bénh 1a 72,4%, ti 1& séng con bénh
khong tién trién 2 nam 1a 70%, ti 1& séng con
toan bo 2 nam la 92%. Tuy nhién, ti 1€ dap
rng con thap do nhém bénh da di can; Hau
hét cac bénh nhan déu dung nap tét voi
thudc, khong c6 bénh nhan tri hodn diéu tri
do doc tinh thudc. Han ché caa nghién ctu la
¢ mau vé bénh nhan di cin con it nén can
thoi gian thu thap va theo d6i thém.
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PHUC HOI SOM SAU PHAU THUAT TAI BENH VIEN
TRUONG PAI HOC Y DUQ'C CAN THO'

Mai Hoang Anh®, Nguyén Vin Hail, Nguyén Minh Hiép?,
Nguyén Vin Tuin!, Mai Vin Pgil, Nguyén Viin Hién?,
Ping Hong Quan?!, Pham Vin Ning!, P§ Kim Qué3

TOM TAT.

Pit vin dé: Ung thu dai tryc trang 13 bénh
Iy ac tinh thuong gap cua duong ti€u hoa.
Phuong phap diéu tri hién nay chu yéu van la
phau thuat. Chuong trinh phuc hdi sém sau phau
thuat (ERAS) da dugc tng dung va thuc hién
rong rai trén thé giéi véi nhiéu gia tri va lgi ich
da dugc chang minh. Nghién ctu nham muc dich
danh gia dac diém 1am sang va két qua sém sau
phau thuat ung thu dai tryc trang khi ap dung
chuong trinh ERAS.

P6i twong va phwong phap nghién ciru:
Nghién ctu cit ngang md ta, tién cuu trén 54
bénh nhan dwoc phau thuat ung thu dai tryc trang
c6 ap dung chuong trinh ERAS tai Bénh vién
Truong Pai hoc Y Dugc Can Tho tir 2022 —
2024.

Két qua: Tuditrung binh 59,4 + 11,4 (31 —
84) tudi. Ti 1e nam/ni I3 2/1. C6 39/54 (72,2%)
truong hop dén kham trude 3 thang tir khi phét
hién triéu ching. Pau bung, tiéu mau va tiéu

YTruong Pai hoc Y Dwoc Can Tho

2Bénh vién Quéc té Phuwong Chdu

*Truong Pai hoc Y khoa Pham Ngoc Thach
Chiu trach nhiém chinh: Mai Hoang Anh
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Ngay nhan bai: 25/7/2024

Ngay phan bign: 28/7/2024

Ngay chip nhan dang: 31/7/2024
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phan dam nhay la céc triéu chung thuong gap
nhat, lan luot 87%, 72,2% va 70,4%. C6 33,3%
truong hop thiéu mau va 55,6% truong hop cé
sut can truéc mo. Thoi gian phau thuat trung
binh 224,72 + 52,75 phut. Lwong mau mat trong
md trung binh 120,74 + 64,16 ml. C6 76%
truong hop s dung giam dau ngoai mang ctiing
va 24% st dung morphine tiy séng giam dau sau
md. VAS trung binh trong 4 ngay dau 2,20 *
0,34. Thoi gian trung tién lan dau trung binh 1a
1,85 +0,66 ngay, dai tién 1a 2,98+ 0,71 ngay. Ty
1& ndn, budn ndn saumé 1a 7,5%. Bién ching sau
phau thuat 9,3%. Thai gian nam vién hau phau
trung binh la 7,07 + 0,89 ngay.

Két luan: Thuc hién chuong trinh héi phuc
sém sau phau thuat da mang lai nhiéu két qua
kha quan, viéc &p dung chuong trinh mot cach
rong réi la hoan toan kha thi.

Tirkhoa: Phau thuat ung thu dai truc trang;
Hoi phuc sém; ERAS

SUMMARY
CLINICAL CHARACTERISTICS AND
EARLY SURGICAL OUTCOMES OF
COLORECTAL CANCER WHEN
IMPLEMENTING ENHANCE
RECOVERY AFTER SURGERY
PROGRAM AT CAN THO
UNIVERSITY OF MEDICINE AND
PHARMACY HOSPITAL



TAP CHi Y HOC VIET NAM TAP 542 - THANG 9 - SO CHUYEN DE - 2024

Background: Colorectal cancer is a common
malignant disease of gastrointestinal tract.
Surgical intervention remains the primary
treatment modality. The Enhanced Recovery
After Surgery (ERAS) Program has been widely
implemented worldwide,  demonstrating
significant proven benefits. Our study aims to
evaluate the clinical characteristics and early
surgical outcomes of colorectal cancer when
utilizing the ERAS program.

Subjects and methods: A cross-sectional
descriptive, prospective study on 54 patients
undergoing colorectal cancer surgery with the
use of elements of the ERAS program at Can
Tho University of Medicine and Pharmacy
Hospital from 2022 to 2024.

Results: The average age was 59,4 + 11,4
(31 — 84). The male-to-female ratio was 2/1.
39/54 cases (72,2%) came for examination
within 3 monthsafter symptoms were detected.
Abdominal pain, hematochezia and mucorrhea
were the most common symptoms, occurring in
87%, 72,2% and 70,4% of cases, respectively.
Anemia was observed in 33,3% and 55,6%
experienced preoperative weight loss. The
average operating time was 224,72 = 52,75
minutes. The average intraoperative blood loss
was 120,74 + 64,16 ml. 76% of cases used
epidural analgesia, and 24% used intrathecal
morphine for postoperative pain management.
The average VAS score overthe first 4 days was
2,20 = 0,34. The average time to first bowel
movement was 1,85 £ 0,66 days, defecation was
2,98 £ 0,71 days. Incidence of postoperative
nausea and vomiting was 7,5%. The rate of
postoperative complications occurred in 9,3% of
cases. The average postoperative length of stay
was 7,07 £ 0,89 days.

Conclusions: Implementing the enhanced
recovery after surgery program has brought some

encouraging results, and it is feasible to apply the
program widely.

Keywords: Colorectal
Enhanced recovery; ERAS

cancer surgery,

I. DAT VAN DE

Ung thu dai — truc trang (UTDTT) la
bénh 1y thuong gap va ciing la mot trong
nhitng nguyén nhan gay tir vong hang dau
trong nhom bénh 1y ung thu. Theo Globocan
2022, tai Viét Nam, ty I¢ UTDTT la ung thu
dtng hang dau tién trong sé cac nguyén nhan
ung thu mac phai tir duong tiéu hoa. Hang
nam, c6 khoang 16.835 truong hop méi mac
va chiém hon 7% trudng hop tir vong do ung
thu [1]. Trong giai doan sém, UTDTT
thuong khong co triéu ching, phat hién va
chan doan dua vao cac xét nghiém sang loc
thuong quy. Tri¢u ching UTDTT phu thugc
vao vi tri giai phau va mac do tién trién cua
khdi u. Cho dén nay, phau thuat van la
phuong phap diéu tri triét can cha yéu cho
bénh Iy nay. Bén canh dam bao nguyén tic
vé phau thuat, didu tri ngoai khoa hién nay
con nhin manh dén céc khia canh héi phuc
ctia nguoi bénh. Chuan bi nguoi bénh trude
md mot cach day du, co hé thdng gidp tdi vu
hoa tinh trang ngudi bénh, qua d6 c6 thé chiu
dugc mot stress I6n do phau thuat gay ra,
g6p phan mang lai thanh cong trong diéu tri.

Hoi phuc som sau phau thuat (Enhanced
Recovery After Surgery - ERAS) la chuong
trinh chdm soc ngudi bénh toan dién gom
nhiéu giai doan, bat dau tir trude khi nhap
vién dén sau khi ra vién. Chuong trinh dugc
dé ra boi giao su Henrik Kehlet va ap dung
lan dau tién trong phau thuat cit dai trang
vao nam 1995 tai Copenhagen, Pan Mach
[2]. Cho dén nay, chuong trinh gdm 25 thanh
t6 va gan nhu da tré thanh phuong phép thyc
hanh tiéu chuan tai nhiéu nudc trén thé gisi,
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khong chi trong phau thuat dai truc trang ma
con trong nhiéu chuyén nganh ngoai khoa
khéac [3].Véi nhiing loi ich mang lai, Bénh
vién Truong Pai hoc Y Dugc Can Tho da
tién hanh ap dung chuong trinh ERAS vao
phau thuat dai truc trang, nhung chua co
nghién ctru danh gia vé két qua diéu tri. Do
do, chiung to6i thuc hién nghién ciru véi muc
tiéu danh gia dac diém 1am sang va két qua
sém sau phau thuat ung thu dai truc trang khi
ap dung chuong trinh ERAS.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Péi twong nghién ciru

Céc bénh nhan ung thu dai truc trang
duoc phau thuat cit dai truc trang theo
chuong trinh va tuan thu quy trinh cia ERAS
tai khoa Ngoai Tong hop Bénh vién Trudng
Pai hoc Y Dugc Can Tho tir thang 7/2022
dén thang 5/2024.

- Tiéu chudn chen mdu: Bénh nhan
dugc chan doan ung thu dai tryc trang da
duoc xac dinh bang giai phdu bénh, duogc
tién hanh phiu thuat cit dai truc trang kém

nao hach theo tiéu chuan va duoc ap dung
quy trinh ERAS.

- Tiéu chudn logi trir: Bénh nhan mo cap
ctu, suy giam chirc nang gan than nang,
bénh ly hé hap, tim mach nang.

2.2. Phwong phap nghién ciru

- Thiét ké nghién cizu: Nghién cau cat
ngang md ta, tién cau.

- Cé mdu: 54 bénh nhan tinh theo cong
thirc ¢& mau cho uéc lugng mot ti lé.

- Néi dung nghién ciu: Pic diém
chung: tudi, gigi tinh, chi sb khéi co thé
(BMI), tién sir mic bénh noi khoa kém theo.
Pac diém 1am sang: thoi gian khoi phat, triéu
ching co ning, thuc thé, toan than. Céc bién
s6 khao sat qua trinh thuc hién ERAS chia
thanh 3 giai doan: trudc, trong va sau mo
(Bang 1). Két qua som: phuwong phap phau
thuat, thoi gian phau thuat trung binh, rong
mau mat trung binh, lwong dich truyén trong
md, thoi gian rat thong tiéu, thong miii da
day, cho an som, thoi gian trung tién, dai
tién, nén va budn nén sau mo, bién chang
sau mo, thoi gian nam vién hau phau.

Bdng 1. Ngi dung can thiép ERAS cd thé thuc hign

;‘:r'] TT| Cécthanh té ERAS Can thigp cu thé
. £ . x A Tu van vé tinh trang, phuong phap, nguy co phau
1 | Tuvan tru6e phau thuat thuat va quy trinh cham séc hdi phuc sau phau thuat.
2 | can thigp dinh dusng Dinh dudng tinh ma(ih ho FrQAphu hqp tinh trang dinh
Truéc dudng va bénh ly.
phiu |3 Téi wu héa truée md buong huyét trong glol han 6.67-10 mmol/L. Hb tot
thuat ___nhat>10.0 g/dL :
"4 Nhin &n va uén Nhin an toi thiéu 6 gio truedc phau thuat. Uong 300—
i g 400ml dich nuéc trong dén 2 gio trudc phau thuat
5 Chuan bi rust Fortrans 2 géi pha 2 11:[ nuo;c umgA sau 20 gio tol ngay
trudc phau thuat
Trong| 6 | Khang sinh truéc rach da Cepemid 1g 2 lo truyén t;}rsjltl mach truéc rach da 30
phau G dat ngod ming ety hoic gy 18 toy KT
thuat|7 | Giim dau da m thic am dau ngoal mang cung NoaC gay te tuy ket hop
VGi glam dau co ban.
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8 Phau thuat xam lan tdi thiéu Phau thuat noi soi cit dai truc trang.
9 Theo d&i va duy tri than | Duy tri than nhiét > 36°C va theo d&i trong sudt qua
nhiét trong md trinh phiu thuat.
10/Can bang dich truyén trong| Han ché dich truyén trong mo, duy tri huyét &p trung
md binh > 60 mmHg.
X N x. _~_ |Ondansentron 8mg tiém mach cham 30 phut trudc khi
11| Du phong nén, buon nén Két thic phau thuat
Khong dat ng thong miii | Chi dat khi co chi dinh va rat sau phau thuat tét nhat
12 . N - A
da day thuong quy/ rut sém trong 24 gio dau.
13 [Han ché dat dan luu 6 bung Danh gia dat dan luu 6 bung.
14| Rt éng thong tiéu som Tot nhat trong 72 glo sau pha}u thg?t, néu khong co chi
dinh luu thong ticu.
Dinh dudng dudng miéng !3at dfu uongd;ch nuGce trPng 5,0 — lqom!vaq ngay
15 , hau phau 1. Tiep tuc thay bang sup, chao vao cac ngay
som ~ X Y4 A £
hau phau ké tiép néu dung nap tot
Sau Xoay tro tai givdng vao ngay hau phau 1. Di lai van
x |16 Van dong soém dong ra khoi givdng tir ngdy hau phau 2 it nhat 6 gio
phau xo o
thuat ., : Mol ngay.
* 117 | Kiém soat ndn, buon ndn Ondansetron dudng tinh mach
Ngung dich truyén sém/han Giam d1ct1 truyAen kvhl bénh nllan an 1‘10ng b_eAmg miéng
18 1 X duoc. Néu khong an dugc bang duwong miéng, thuc
ché dich truyen . i N ~
hién tu van cua chuyén gia dinh dudng.
19 Dy phong liét ruot Han ché str dung opioid, diéu chinh dién giai, nhai
sau md gum.
. KET QUA NGHIEN cUU
3.1. Pic diém chung
Bdng 2. Pdc diém chung bénh nhan nghién citu
Céc thong sé Két qua
Do tudi trung binh 59,4 + 11,4 (31 — 84) tudi
Gigi (Nam/Nir) 2/1
BMI (kg/m?) 22,2 + 2 kg/m?
A . Bénh tim mach 27/54 (50%)
Tien Sig’;”;gg' khoa Pii thio duong 8/54 (14,8%)
Bénh ho hap 1/54 (1,9%)
_ Dai trang 37 (68,5%)
Vitriu ;
' Truc trang 17 (31,5%)

Nhdn xét: Tudi trung binh 12 59,4 + 11,4 tudi. Ti & nam/nix & 2/1. Chi s6 khéi co thé
trung binh 22,2 + 2 kg/m2. Bénh tim mach chiém chu yéu véi 50%, dai thao duong chiém
14,8% va 1,9% la bénh hé hap. Vi tri u dai trang la 68,5% va truc trang 1a 31,5%.
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3.2. Pic diém lam sang

Bdng 3. Pdc diém 1am sang bénh nhan nghién ciru

Triéu chirng S6 bénh nhan (n=54) Ti 1§ (%)
Pau bung 47 87
Tiéu phan dam nhay 38 70,4
Tiéu mau 39 72,2
Tiéu long 22 40,7
M6t rin 13 24,1
An dau bung 31 57,4
Thiéu mau 18 33,3
Sut cin 30 55,6

Nhdn xét: Pau bung la triéu chiung co
nang chiém ty 1& cao nhét véi 47/54 truong
hop (87%), tiép theo la tiéu phan lan dam
nhdy va méau lan luot 1a 70,4% va 72,2%.
31/54 (57,4%) 4n dau bung. C6 33,3%

trudng hop thiéu mau va 55,6% sut can trudc
mo.

3.3. Két qua sém sau phau thuat cat
dai truc trang khi ap dung chwong trinh
chim s6c hdi phuc sém sau phau thuat

Bdng 4. Cac thong sé ddnh gid két qud trong phdu thugt

Céc thong sb

Két qua

Thoi gian phau thuat

224,72 + 52,75 (100 — 355) phut

Luong mau mat

120,74 + 64,16 (20 — 400) ml

Phuong phéap giam dau

Giam dau ngoai mang cung

41/54 (76%)

thuc hién

Morphine tuy séng

13/54 (24%)

Nhgn xét: Tat ca bénh nhan déu dwoc &p dung phau thudt noi soi cat dai truc trang voi
thoi gian phau thuat trung binh 224,72 + 52,75 phat. Luong mau mat trong mo trung binh
120,74 + 64,16 ml. Giam dau ngoai mang cirng chiém 76% va té tuy song la 24%.

it ddn lwu bung va cho dn sém

Bdng 5. Lién quan gi@a thei gian trung tién vei di
Thanh té S6 bénh nhan | Thai gian trung tién (ngay) | p
Bt 6ng dan luu bung Co 45 1,93 + 0,65 0.04
sau mo Khoéng 9 1,44 £ 0,53 ’
HP1 1 1,00
Thoi gian rat éng dan HP2 8 1,50 + 0,54 0.008
lru bung (ngay) HP3 29 1,93+ 0,53 ’
HP4 7 2,57+£0,79
Thoi gian bat dau an | Hau phdu 1 1,73+ 0,58 0.005
duong miéng Hau phau 2 2,44 + 0,73 ’

Nhgn xét: Thoi gian trung tién trung
binh 1,85 + 0,66 ngay, dai tién la 2,98 + 0,71
ngay. Bénh nhan c6 nhu dong rudt sém hon
& nhom khong dat 6ng dan luu, su khac biét
¢6 ¥y nghia thong ké (p = 0,04). Thai gian rat
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6ng dan luu sém c6 anh hudng dén thoi gian
bat dau co6 nhu dong (p = 0,008). Thoi gian
trung tién co su khac nhau gitra 2 nhom an
duong miéng vao ngay 1 va ngay 2, khac biét
¢6 ¥ nghia thong ké (p = 0,005).
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VAS ngay VAS ngay VAS ngay VAS ngay

l 2

3 y

Biéu dé 1. Piém VAS trung binh 4 ngay ddu hgu phdu
Nhgn xét: Diém VAS trung binh trong 4 ngay dau 1a 2,20 + 0,34. Trong 2 ngay dau tién
bénh nhan c6 giam dau ngoai mang cing hoic té tay séng nén hiéu qua giam dau tét. Ngay
hau phiu 3 chi con giam dau tinh mach nén da sb cic bénh nhan dau ting, nhung tat ca déu
dap tng vai giam dau tinh mach, khong can sir dung opioid.

Bdng 6. Cac két qud sau phdu thudt

Cac thong sé S6 bénh nhan (n=54) Tilé (%)
Budn ndn, ndn sau mod 4 75
Nhiém tring vét mo 1 1,9
o ; Viém phoi 1 1,9
Bien chirng sau mo X1 1 miéng néi 0 0
Khéc 3 5,6
Thoi gian ndm vién sau mé 7,07 £ 0,89 (5 — 10) ngay

Nhgn xét: Ti I¢ nén va budn nén chung
la 7,5%. Ti I bién chung sau phiu thuat khi
c6 ap dung ERAS la 9,3%. Trong do ghi
nhan 1 trudng hop nhiém tring vét mé chiém
1,9%, 1 treong hop viém phdi kém tran dich
mang phoéi phai chiém 1,9%. C6 3 bién
ching khac bao gdm: 1 BN sa truc trang sau
phau thuat cat trudc cuc thap ndi dai trang -
dng hau mon, 1 BN rdi loan dién giai niang
va 1 BN bi tiéu sau phau thuat. Thoi gian
nam vién sau md trung binh Ia 7,07 + 0,89
ngay.

IV. BAN LUAN

ERAS Ia mot phuong phap chiam sbéc
phiu thuat da phuong thirc duoc thiét ké dua
trén céac bang ching, duoc thiét ké dé chuan
hoa quy trinh chim soc y té, cai thién sic

khoe va giam chi phi cham soc stc khoe.
Viéc ap dung ERAS vao phau thuat UTDTT
da duoc ching minh mang nhiéu két qua kha
quan. Chlng tdi tién hanh danh gia két qua
sau phau thuat dai truc trang (DTT) khi c¢6 ap
dung chuong trinh ERAS trén 54 bénh nhan
ghi nhan do tudi méc bénh trung binh 12 59,4
+ 11,4 (31 — 84) tudi, ti Ié nam gisi mac bénh
nhiéu hon nir gidi (nam/nixr = 2/1). Két qua
cua chung to61 tuong tu nhu cac nghién ctru
cia Vit Ngoc Anh Tuan (2020) [4], Yarrman
Mazni (2024) [5]. Céc nghién cau vé
UTDTT déu cho thay ty & bénh man tinh
kém theo kha& cao. Trong nghién ctru cua
chiing tdi ¢6 53,7% bénh nhan mac cac bénh
ly noi khoa kém theo trong d6 bénh tim mach
chiém ty 1¢ cao nhat 1a 50%, tiép theo la bénh
Iy dai thao duong chiém 14,8%.
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Trén thyc té Iam sang, triéu chang caa
UTPTT tuong dbi da dang tly thudc vao
nhiéu yéu té trong d6 c6 vi tri u, giai doan
bénh. Pau bung triéu ching thudng gap nhat
chiém 87%. Vi tri dau thudng tai vi tri u, tinh
chit dau thuong da dang, cé thé dau am i
hoac dau quin ting con khi bénh nhan dén
muon. Pai tién phan dam nhﬁy va phan 1an
mau la cling cac triéu chirng co nang thuong
gap nhat trong cac triéu ching rdi loan dai
tién, trong nghién ciru ching tdi chiém ty 18
twong ung la 70,4% va 72,2%. Theo Nguyén
Thanh Trung, triéu chimg dau bung va dai
tién ra mau la 2 triéu ching thuong gap nhat
lan luot 12 87% va 63,41% [6]. Theo Ewing
thi 5 triéu chang lién quan voi UTDTT trudc
khi chan doan 1a: chay méu, thiéu mau, thay
ddi trong théi quen dai tién, dau bung va
giam can [7]. Véan dé thiéu mau qua thim
kham lam sang ghi nhan 18/54 bénh nhan
chiém 33,3%. Sut can 1a mot triéu ching
thuong gap nhung khong dac hiéu ¢ bénh ly
UTDTT. Do thoi quen ciia ngudi Viét Nam it
cd y thuc vé sang loc phét hién sém, hon nita
cac triéu ching bénh khong dac hiéu nén ti 1é
ngudi bénh UTDTT t6i kham va diéu tri khi
da sut can la twong ddi cao. Két qua ghi nhan
c6 30/54 (55,6%) trueong hop sut can.

Thoi gian phau thuat dong vai tro rat
quan trong, thoi gian ngan gidp gilp giam
lwong thuéc mé va gidn co dung trong md
lam giam céc tai bién vé gay mé va hdi sic,
cai thién phuc hdi sirc khoe tét hon sau phau
thuat. Do phau thuat dai truc trang 1a mot
phau thuat kho, dac biét [a phau thuat ndi soi,
thoi gian phau thuat phu thudc vao vi tri u,
tinh trang xam lan, di can cung véi tay nghé
cia phau thuat vién. Do d6, thoi gian phau
thuat trung binh trong nghién cau 1a 224,72 +
52,75 phit, két qua nay dai hon so v&i cac
t4c gia khac nhu Vii Ngoc Anh Tuan (2020)

184

[4] 1a 180 phdt, Tan Ji Huei (2022) la 171
phit [8]. Pau 1a vin dé& duoc quan tam nhiéu
trong ngoai khoa va héi stc sau mo, bat ky
mot can thiép ngoai khoa nao ciling gay dau
déon cho nguoi bénh. Trong nghién cuau
chdng t6i cac bénh nhan déu duoc thuc hién
giam dau ngoai mang cung hoac morphine
tay séng trong va sau md. Danh gia dau theo
thang diém VAS ghi nhan diém VAS trung
binh trong 4 ngay dau hau phiu la 2,20 +
0,34. Phuc hdi nhu déng rudt 1a mét trong
nhitng van dé can dugc danh gid lién tuc sau
cac phau thuat duong tiéu hoa, su cham tré
trong phuc héi nhu dong rudt 1a mot yéu td
chinh lam kéo dai thoi gian nam vién, ting
chi phi cham soc strc khoe. Trong nghién
cau, thoi gian trung tién trung binh 1,85 +
0,66 ngay. Chung toi cling danh gia mot sd
yéu to anh huong dén phuc hoi nhu dong
ruot nhu nhom cac BN khong dit dng dén
lwu 6 bung s& bat dau c6 nhu dong rudt sém
hon (p = 0,04), thoi gian cho an duong
miéng sém vao hau phau 1 s& kich thich nhu
doéng rudt va co trung tién sém hon so véi
nhom bit dau an vao hau phiu 2 (1,73 ngay
S0 V&i 2,44 ngay, p = 0,005). Thoi gian nam
vién sau md trung binh 1a 7,07 + 0,89 ngay.
Céac bénh nhan chua yéu xuat vién vao ngay
hau phau thi 7 chiém 53,7%. Khi so sénh
véi cac nghién ciu khéac thuc hién ERAS
trong phau thuat DTT ghi nhan c6 su khac
biét gitra ching t6i so va&i cac tac gia khac
nhu Vi Ngoc Anh Tuéin (2020) 6 ngay [4],
Yarman Mazni (2024) 6 ngay [5], Xuemei
Zhao (2024) 5,4 ngay [9]. S¢ di c6 su khac
biét trén 1a do khac biét vé mo hinh cham séc
sirc khoe, trong d6 cac nudc phat trién ¢ hé
théng y té twong ddi toan dién, bénh nhan c6
thé theo ddi va phat hién ra nhitng biéu hién
bat thudng ngay tai nha, tir d6 thé dugc xuét
vién sém hon. Ngoai ra, do quan diém cua
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cac phau thuat vién chua manh dang cho
bénh nhan ra vién sém mic du da da tiéu
chuan ra vién, co so cua chang chua thuc
hién day du cac thanh té cia ERAS, thiéu su
ddng nhat giira cac chuyén khoa ciing nhu sy
hop tac gitra BN va nhan vién y té trong viéc
theo d&i va cham séc. Ti 1& bién chang trong
nghién ctu 1a 9,3%. Két qua nay thap hon
Vi Ngoc Anh Tuin (2020) 16,67% [4],
Yarman Mazni (2024) 10% [5]. So sanh
nghién ctru cua tac gia Mai Van Dgi (2021)
két qua PTNS UTDTT tai bénh vién Truong
Pai hoc Y Dugc Céan Tho giai doan 2012 —
2021 khi chua tién hanh ERAS véi NC cua
ching toi thi ty & bién chung sau mé da
giam di 29,4% (tir 38,7% xudng con 9,3%)
va giam thoi gian nam vién di 4,43 ngay (tur
11,5 ngay xudng con 7,07 ngay) [10].

V. KET LUAN

Chuong trinh Chim séc hoéi phuc sém
sau phau thuat dugc tién hanh tai Bénh vién
Trudng Pai hoc Y Duoc Can Tho bude dau
cho thdy giam ty 1& bién chung di 29,4% va
giam thoi gian nim vién sau phdu thuat
khoang 4,43 ngay. Viéc ap chuong trinh mét
cach rong réi la hoan toan kha thi.
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nghién cau khoa hoc cdng nghé cap bénh
vién, Truong Pai hoc Y Dugc Can Tho.
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PAC PIEM GIAI PHAU BENH VA CHAN POAN HINH ANH
U NOI MAC MACH MAU DANG BIEU MO TAI GAN (HEHE):
BAO CAO CA BENH VA TONG QUAN TAI LIEU

Nguyén Thu Yén!, Pd Huy Hoang2, Dwong Hoang Haol

TOM TAT,

U néi md mach méau dang biéu md
(Epithelioid Hemangioendothelioma - EHE) la
loai u mach &c tinh hiém gip, c6 thé xuét hién &
nhiéu co quan, u tao bgi cac té bao noi mdé mach
mau dang biéu md, trén nén mé dém xo nhay,
kinh héa. Tai gan, khdi u nay thuong c6 triéu
chimglam sang khong dac hiéu hoac dugc phat
hién tinh co trén chan doan hinh anh véiu da 9,
ngam thudc, d& nham 1an véi ton thuong di cin
gan hoic ung thu biéumé duong mat trong gan.
Vé md bénh hoc, EHE c6 thé gay nham lan voi
ung thu biéu mé di cin, ung thu biéu md té bao
gan, ung thu biéu mé dwudng mat va sarcom
mach. Do d6, mé u duong tinh v&i cac dau an
h6éa mé mién dich cia mach mau nhu CD31,
CD34, FLI-1, yéutd VIl giap hd trg chan doan.
Trong truong hop ching toi bao cao sau day,
bénh nhan nam 50 tudi, kham stc khoe tinh co
phat hién u gan, siéuam 6 bung thdy nhumé gan
phai va trai c6 nhiéu khéi giam am ranh giéi rd,
duong kinh 16n nhat 21mm. Bénh nhan duoc lam

'Khoa Gidi Phdu Bénh - Té Bao, Bénh vién Ung
Buou Ha Ngi

2Khoa Chdn Podn Hinh Anh, Bénh vién Hong
Ngoc - Phiic Truong Minh

Chiu trach nhiém chinh: Nguy&n Thu Yén

DT: 0388357458

Email: nguyenyen.path.nmu@gmail.com

Ngay nhan bai: 21/7/2024

Ngay phan bién: 26/7/2024

Ngay chap nhan dang: 1/8/2024
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bilan xét nghiém, chup cong huong tir vang gan,
sinh thiét khéi u gan lam giai phau bénh. Két qua
nhudm héa md mién dich da xac dinh chan doan
“U ndi md mach méau dang biéu mé tai gan”.

Tirkhoa: U noi md mach méu dang biéu mo
tai gan, u noéi mé mach mau dang biéu mo

SUMMARY
HEPATIC EPITHELIOID

HEMANGIOENDOTHELIOMA:

LITERATURE REVIEW AND A CASE
REPORT

Epithelioid hemangioendothelioma (EHE) is
a rare malignant vascular tumor, composed of
epithelioid vascular endothelial cells in myxoid
or hyalinized fibrotic stroma, which can arise in
multiple location throughout the body. In the
liver, this tumor often has non-specific clinical
symptoms or is discovered incidentally on
imaging as a multifocal, enhancing tumor, easily
confused with metastatic liver lesions or
cholangiocarcinoma. Histologically, the tumor
has been mistaken for metastatic carcinoma,
hepatocellular carcinoma, cholangiocarcinoma,
and angiosarcoma. Therefore, using vascular
markers such as CD31, CD34, FLI-1, Factor
VIII supports the EHE diagnosis. We report a
case of 50-year-old man, who discovered liver
tumor incidentally on abdominal ultrasound with
multiple hypoechoic nodules in both right and
left lobes (the largest diameter of was 21mm).
The patient was given blood tests, magnetic
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resonance imaging of the liver, and biopsy of the
liver tumor for pathology. The results of
immunohistochemical staining confirmed the

diagnosis of “Hepatic epithelioid
hemangioendothelioma”.

Keywords: hepatic epithelioid
hemangioendothelioma, epithelioid

hemangioendothelioma

. GIO1 THIEU

U ndi md mach mau dang biéu md (EHE)
la loai u mach 4c tinh d6 thap hodc trung
gian,rat hiém gap, tao bai hai loai té bao: té
bao tua gai (hinh thoi) va té bao noi mé mach
(dang biéu md). EHE dugc mo ta lan dau boi
Dail va Liebow nam 1975 nhu mét ton
thuong biéu md cua phdi voi tén goi u tiéu
phé quan phé nang noi mach[1]. Sau d6, nho
su trg gilp cua kinh hién vi dién tir va
nhuém héa mé mién dich, ban chat noi mo
mach mau cua EHE di duoc khing dinh, va
tén goi hién tai dugc dat boi tac gia Weiss va

Enzinger khi tim hiéu vé cac u mach c6 biéu
hién 1am sang khéng lanh tinh hoan toan[2].

Il. CA LAM SANG

Bénh nhan nam 50 tudi, tién st xuit
huyét ndo khong rd nguyén nhan, khong dé
lai di chung nam 2019.

Bénh nhan khong dau bung, khdong nén,
khong gay sat, khong vang da, di kham do
Mt madi, chan an trong 1 thang, phat hi¢n
nhiéu khéi u gan trén siéu am, CT nguc va
noi soi ong tiéu hoéa khdng phét hién bat
thuong.

Siéu am 6 bung: gan khong to, bo gan
phang, thily gan gan trai va phai c6 cac nét
dac giam &m, ranh gigi kha 10, kich thudc tir
16mm dén 21mm, nghi ngo di cin gan. Céc
co quan khac khong phat hién bat thuong.
Khong thay hach to doc cac mach méu 16n.

Chup cdng hwéng tir gan: thiy cac nét
giam tin hiéu trén T1, tang tin hiéu trén T2,
sau tiém ngam thudc vién (hinh 1).

A. Xung T2W FS, thay ton thuong sat bao
gan, tang tin hi¢u, nghi ngo c6 co kéo nhe bo

gan

B. Xung T1W FS, Sau tiém thi d6ng mach, ton

thuong rat it ngaim thudc
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C. Xung TIW FS, sau tiém thi tinh mach, ton
thuong ngam thuoc dang vién: phan trung tam
hau nhu khong ngam thuoc, phan ngoai vi

(hinh anh bia bén)

ngam thudc, ranh gigi tén thuong twong ddi rd

E'al U r\

—~—

en2d I bS50

D. Trén DWI, ton thuong tang tin hiéu (han
ché khuéch tan), thay nhiéu not ton thuong
khéc

Hinh 1: Hinh anh MRI gan c6 tiém thuéc déi quang tir ¢ cac chudi xung khac nhau

Xét nghiém méu: men gan AST (35.2
U/L) va ALT (35.2 U/L) binh thuong; GGT
(143 U/L) tang; Cac dau 4n ung thu té bao
gan va ung thu duong mat trong gidi han
binh thuong AFP 7.32 ng/ml; CA 19-9 0.6
U/ml; CEA 4.6 ng/ml. Xét nghiém virus
viém gan B, C déu am tinh.

Giai phau bénh sinh thiét u gan: Md u
phia ngoai vi ranh gi¢i kém r6 véi mé gan
lanh, té bao u phét trién xen vao cac xoang
gan, chén ép gay teo cac bé gan lanh. Té bao

u gém thanh phan dang biéu mé véi nhan
ting sic, da hinh nhe, bao tuong rong nhat
mau/ua toan, siap xép tao day/ 6, va thanh
phan té bao hinh thoi, bao twong ranh giGi
khong rd. Mot s té bao dang biéu md c6 bao
twong hoc hoa, tao long chira hong cau (goi
hinh anh mao mach mau). Mé dém u dang
nhay x0, kinh hoa. Tang sinh cac mao mach,
mot s6 c6 noi md phat trién tao nhu 16i vao
Iong mach. Hiém thay nhan chia va hoai tir
(hinh 2).
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Mo u ranh gioi khong rd voi
mo gan lanh, phét trién xen
Vao gitra CAC xoang gan.

Té bao u c6 bao twong rong,
wa toan nhe, 1 s6 hic hoa,
dang 16ng 6ng goi hinh anh

mao mach mau

Cac té bao u dang biéu mé hoic
hinh thoi dung roi rac trén nén
mod dém xo, hyalin hoa, hoac
tao cu trdc gia tuyén

Hinh 2: Hinh anh mo b¢nh hgc mo u trén nhugm Haematoxylin & Eosin
(kinh hien vi quang hec, vt kinh x40)
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Nhuém héa md mién dich manh sinh
thiét (hinh 3):

- Té bao u duong tinh manh, lan téa véi
céc dau 4n mach mau: CD31, CD34, D2-40,

FLI-1 => X&c nhan nguén goc mach mau cua
mo u.

- Té bao u dwong tinh nhan véi TFE3

- Té bao u duong tinh yéu véi CK, am
tinh CK19
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ERG duong tinh manh, lan téa nhan té bao u,
thé hién nguon goc ndi mé mach mau cua té

CD31 duong tinh lan tda mang bao tuong té
bao u, thé hién nguon goc néi mdé mach mau

CD34 duong tinh manh, lan téa mang bao
tuong té bao u, 1am noi bat cau tric u dung
day dai, roi rac, 1 s6 tao 1dng mach

bao u cua té bao u
o
» o « ¥ 3
\ 4, -
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o
< »£;".)
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CK19 am tinh té bao u, v4i noi ching duong
tinh 12 5ng mat lanh con sot lai

Két luan giai phiu bénh va HMMD: U
noi md mach mau dang biéu mé tai gan.

Piéu tri: theo phac d0 Bevacizumab-
Capecitabine, sau 1 nam bénh nhan on dinh,
u giam kich thugc mot phan:

- Triéu chang: bénh nhan tang Skg,
khong dau bung

- CT 6 bung (T2/2023): nhiéu khéi ¢ ca

hai thiy gan, khdi 16n nhat 28x25mm, ngam
thuéc kém sau tiém => CT 6 bung
(T2/2024): nhiéu khéi nhu mé gan tinh chét
twong tu, kich thudc giam con 14x19mm
khéi l16n nhat.

- Céc xét nghiém khac trong gidi han
binh thuong, bénh nhan khéng xuit hién cac
diu hiéu doc tinh thudc sau diéu tri.
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IV. BAN LUAN

Pic diém 1am sang:

U ndi md mach mau dang biéu mé (EHE)
la khéi tan san ndi md mach mau &c tinh,
nam trung gian gita u mach (hemangioma)
va sarcom mach vé kha ning tai phat va di
can. Tai gan, EHE hay gap hon & nir (ti 1é
nam: nir =2:3), thuong ¢ ngudi trung tudi
(trung binh 41,7 tudi)[3], nhu treong hop caa
chung t6i (Bénh nhan 50 tudi). Nguyén nhan
phat sinh bénh hién chua rd rang. Pau bung
ha suon phai la triéu ching 1am sang hay gap
nhat, theo Maklouf va cong su, 42% bénh
nhan duoc chan doan EHE phat hién bénh
tinh co trén chan doan hinh anh ma khéng c6
dau hiéu kho chiu nao [4]. Men gan ALT,
AST, GGT binh thuong hoac tang nhe, cac
dau 4n ung thu gan va dudng mat nhu AFP,
CA19-9, CEA khong tang.

Chén doan hinh anh:

EHE nguyén phat tai gan thuong biéu
hién nhiéu nét u rai rac khap hai thuy gan, c6
xu hudng phat trién phia ngoai vi, sat vo bao
gan (hinh 1). O giai doan mudn, cac u ting
kich thudc va sap nhap vai nhau tao thanh
khéi lon phirc tap. Do d¢6 EHE con dugc
phan thanh dang nét va dang lan toa, biéu
hién cua giai doan phét trién sém hay muon
ciaa md u. Khoang 27%-37% EHE da co di
cin xa ngoai gan tai thoi diém chan doan.

Trén siéu am, EHE la cac nét giam am
hoac dong am véi vién giam am, va d& bi
nham v&i UTBM di can.

Trén chup cét 16p vi tinh khdng tiém
thudc, khéi u giam ti trong so véi md gan
lanh. Sau tiém thudc, cac nét u < 2cm ngam
thuc ddng nhat, trong khi cac ton thuong u
I6n hon (>2cm) ngam thudc vién hodc khéng
ddng déu, véi dau hiéu bia ban hozc dau hiéu
keo mat. Dau hiéu que keo mut “lollipop
sign” (do su két hop cua hai cau tric: khéi u
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ranh gidi 16 (nhu “keo”) trén phim tiém
thuéc va ngim thudc tinh mach tan phia
ngoai vi ctia ndt giam ti trong (nhu “que”).

Cong huong tir gan 1a phuong phap tét
nhit dé danh gia cac dic diém cua ton
thwong gan trong cac phuong phép chan
doan hinh anh, do nhiéu chudi xung khéc
nhau. Cac dic diém dién hinh nhét ciia khoi
u la: ton thuong sat bao gan va co kéo bao
gan (hinh 1A), dau hiéu lollipop, hinh anh
bia bin (hinh 1C). Trong céc dau hiéu trén,
dau hiéu bia ban dong thoi trén ca hai thi: thi
T2W va thi tinh mach sau tiém thuéc, tao bai
cac vong tron dong tam la dac hiéu nhat cua
ton thuong trén MRI (xuét hién trong 30%
cac truong hop, thuong quan sat dugc ¢ Cac
u ¢o kich thudc 16n), duoc tao nén boi phan
trung tdm 1 t6 chire xo, tiép theo 1a lop té
bao ting sinh va 16p v& mach gira ton
thuong u va nhu mé gan lanh. Ngoai ra con
hinh anh vong nhin sang tbi bao gom tiang
tin hiéu vién u trén T1, va giam tin hiéu vién
u trén T2 (Hinh 1b) [5]. Cin chi y UTBM di
cin gan ciing hay gap ton thuong da 0, sét vo
bao gan, va hinh anh bia ban c6 thé gap trén
1 chudi xung (khac véi gap trén ca hai chudi
xung trong EHE). Pic diém MRI caa EHE
lien quan tai kich thudce u. Céc u lon >5cm
thuong gap co kéo bao gan va dau hiéu
lollipop, trong khi dau hiéu bia ban thuong
gap & cAc ton thuong u kich thudc trung binh
(2-5cm).

Pai thé: Céc nét u mau tring, vang xam,
ranh gigi kém rd, mat do chac hodc dan hdi,
d6i khi c6 canxi loan dudng. U c6 thé don
ddc nhung hay gip u da 6, kich thudc cac nt
dao dong tir 0.2 dén 18cm. Hinh théi dai thé
nay c6 thé kho phan biét véi UTBM dudng
mat trong gan[6].

M6 bénh hec: EHE dac trung boi su
phan b6 mat do té bao u theo vung. Phia
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ngoai vi u (tiép xtc véi md gan lanh) c6 mat
d6 té bao cao hon trung tam, thudng quan sat
thay té bao u dang biéu mdé xam lin xoang
gan, len 1oi trong tiéu thiy gan va lam teo
cac bé gan lanh ké can, tuy nhién khoang cira
cua tiéu thiy gan van con bao ton (khéc vai
UTBM té bao gan va UTBM di cin). Khi ton
thuong 16n hon, mé dém u ngay cang nhiéu
va ling dong nhiéu acid hyaluronic, tao hinh
thai moé dém dang nhay xo. Trung tdm cua u
c6 thé bi thoai hoa, trg thanh ving khdng co
té bao, xo hoa, tham chi canxi héa. Céc cau
tric khoang ctra van dugc bao ton trong viing
mb u. Té bao u thudng tao thanh cac nha 16i
vao long xoang mach, tinh mach cua, hoac
tinh mach gan, cd thé gibng véi UTBM xam
nhap mach.

EHE bao gdom 2 loai té bao u: té bao
dang biéu md va té bao tua gai. Té bao tua
gai cd hinh thoi hoac hinh sao, véi hat nhan
nho, nhiém sic min. Té bao dang biéu mé cé
nhan tron/oval nhiém sic thd, co thé cé hat
nhan 19, bao tuong rong, ua toan nhe, thuong
c6 hdc hoa trong bao twong, doi khi chira
hong cau trong long héc, goi hinh anh mao
mach mau (hinh 2). Té bao u ding roi rac
hoac tao day trén nén mé dém dang nhay xo,
kinh héa. Poi khi té bao u dang biéu md tao
cau tric gia tuyén d& gay nham lan UTBM
tuyén dudng mat hoic di can dén. Nhan chia
thuong it <3 nhan chia/10 vi truong, mic do
khong dién hinh caa nhan chi tir nhe dén vira.

Hoéa mé mién dich: Ban chat noi md cua
té bao u duoc thé hién bang sy dwong tinh
v&i cac dau an mach méu nhu: CD31, CD34,
yéu té VIII, ERG, D2-40. Trong d6 CD31 la
dau an nhay va dac hiéu nhat cho té bao noi
mob. D2-40 duong tinh trong EHE tai gan
nhung am tinh vgi cac u mach khac cua gan.
Té bao u c6 thé duong tinh 6 véi CK, thanh
phan duong tinh manh CK trong mé u chu

yéu 1a dng mat lanh va té bao gan lanh tinh bi
vui trong mé u [7]. Truong hop chdng toi
b&o céo, bén canh hinh anh md hoc dién hinh
cia EHE, nhuém HMMD thiy té bao u
duong tinh manh CD31, D2-40, FLI-1, &m
tinh yéu té VIII, duong tinh yéu voi CK, da
gitp khang dinh ban chat ndi mé mach méu
cua khdi u.

Sinh hec phan ti: Tai t6 hop gen
WWTR1-CAMTA1 do dét bién chuyén doan
t(1;3)9p36;925) la dac trung phan tir cua
EHE, chiém 90% céc truong hop duoc béo
céo. Pa nbt tén thuong cua mot bénh nhan
déu c6 chung dong dot bién. Tai té hop gen
YAP1-TFE3 do chuyén doan t(11IX)
(q13;pl1) la dot bién hay gap tha hai cua u
EHE, lién quan dén boc 16 nhan TFE3 trén
hda md mién dich. Ca bénh cia ching toi
cho thiy cac té bao u dwong tinh manh lan
toa nhan véi TFE3 [hinh 3], gian tiép thé
hién ban chat phan tir chia dot bién gen
YAP1-TFE3 cua mo u.

Chén doan phan biét: sinh thiét I6i kim
lay vao viing nghéo té bao cia u EHE thudng
gy kho khin trong chan doan, co thé nham
lan voi xo gan hoac cac ton thuong xo hoa
lanh tinh khéc. Chan doan phén biét véi céc
u &c tinh khac tai gan bao gom:

- Ung thu biéu mod tuyén, bao gom
UTBM tuyén di cin dén gan va dac biét 1a
UTBM tuyén duong mat trong gan: cau trdc
gia 1ong tuyén do hic hoa trong bao tuong, té
bao u dang biéu mé, duong tinh 6 véi CK, co
bao tuong rong, héc hoa, trén nén moé dém
xo ¢6 thé gay nham lan v6i UTBM tuyén.
Dic biét khi két hop véi hinh anh u gan da 6
khong dién hinh, dé nham I4n di cin UTBM
tuyén hoic UTBM tuyén dudng mat tai gan.
Nhuém HMMD duwong tinh voi céc dau an
mach ERG, CD31, CD34, yéu t5 VIII gilp
chan doan xac dinh.
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- Sarcom mach: sarcom mach c6 dac
diém té bao bat thuong rd rét hon nhiéu so
v6i EHE, thuong c6 nhan méo mo, da hinh,
ting sic manh, nhiéu nhan chia, mat do té
bao cao, cd vung hoai tir. M6 u giau mach
mé&u méo mé chia nhanh bat thuong, té bao u
16i vao long mach dang dinh mii. Trong
trudng hop kho, nhugm HMMD CAMTAL
am tinh gitp phéan bi¢t voi EHE (duong tinh
nhan).

- Ung thu biéu mo té bao gan thé xo hoa:
M6 u dang biéu md véi bao tuong rong ua
toan ciing phat trién trén nén mé dém xo, d&
gdy nham Ian voi EHE. Khi d6 nhudm
HMMD am tinh v&i cac dau 4n mach va
duong tinh véi dau an biéu md gan
(arginasel, hepparl), duong tinh glypican 3,
CK7 gitp khang dinh chan doan.

- Cac u mach lanh tinh khac tai gan
(hemangioma): mé bénh hoc la cac xoang
mach ndi nhau voi té bao ndi md phong,
nhung khong c6 dic diém nhan khong dién
hinh hay sap xép gia tang, khong c6 mé dém
dang xo nhay, hyaline hoa nhu trong EHE.
HMMD duong tinh véi FOSB va am tinh
CAMTAI1 trong truong hop kho.

V. KET LUAN

U ndi md mach méau dang biéu mé tai
gan 1a loai u mach ac tinh d6 thip hoic do
trung gian hiém gap, tuy nhién lai rat dé
nham lan véi cac u ac tinh do cao hay gap tai
gan khac, dic biét 13 ung thu biéu md
(UTBM duong mat, UTBM té bao gan,
UTBM di cin dén gan). Do hiém gap va
khéng cd trigu chang lam sang va xét
nghiém dic trung, nén viéc nhan biét va phan
tich ki trén hinh anh chan doan hinh anh (dic
biét 1a phim chup MRI gan tiém thudc ddi
quang tir) va nhat 1a md bénh hoc déng vai
trd quan trong dé dinh huéng chan doan u,
két hop sa dung HMMD véi cac dau an
mach (ERG, CD31, CD34, yéu t5 VIII) va
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cac dau an biéu mo khac dé dua ra chan doan
xac dinh chinh xac.

Ching tdi bao c4o mot trudng hop dién
hinh vé u néi mé mach mau dang biéu mo
(EHE) tai gan nham gop phan 1am phong ph
thém tong sé trudng hop EHE trong nudc va
trén thé gioi, dong thoi cung cap thém cac dir
litu vé l1am sang va mé bénh hoc cho thé
bénh nay.
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KET QUA PIEU TRI TRASTUZUMAB KET HO'P HOA CHAT
TRONG UNG THU DA DAY GIAI POAN TAI PHAT DI CAN

Pham Tuan Anh!, Chan Thi Thuy Linh2, Nguy&n Hiru Thing?

TOM TAT.

Muc tiéu: Danh gia két qua diéu tri phac d6
Trastuzumab két hop hoa chat trén bénh nhan
ung thu da day giai doan tai phat di can.

P6i twong va phwong phap nghién ciru:
Nghién ctru mé ta, hoi ctiru két hop tién ciru, tién
hanh trén 41 bénh nhan dugc chin doan ung thu
da day tai phat di can, didu tri voi phac db
Trastuzumab két hop hoa chét trong khoang thoi
gian tir thang 9/2022 dén thang 11/2023 tai Bénh
vién K va Bénh vién Ung buéu Ha Noi.

Két qua: Ty 1¢ dap Gmg toan bo 1a 61,0%,
trung vi thoi gian sdng thém bénh khong tién
trién (PFS) 1a 6,3 thang. Pa phan cac tic dung
khong mong mudn chi gap 6 do 1,2; khong co
truong hop nao giam phén suét tong mau that
trai.

Két ludn: Phac do cho ty 1é dap ung cao,
thoi gian sdng thém PFS kha quan, bénh nhéan
dung nap diéu tri tdt.

Tir khéa: Trastuzumab két hop héa chét, ung
thu da day giai doan tai phat di can.

SUMMARY
EFFECTIVENESS OF TRASTUZUMAB
COMBINED WITH CHEMOTHERAPY

1B¢énh vién K

’Bo mén ung thu

Chiu trach nhiém chinh: Pham Tu4n Anh
SPBT: 0984809008

Email: phamtuananh@hmu.edu.vn

Ngay nhan bai: 20/7/2024

Ngay phan bign: 28/7/2024

Ngay chap nhan dang: 1/8/2024

IN RECURRENT/METASTATIC
GASTRIC CANCER

Aim: To evaluate the effectiveness of
trastuzumab combined with chemotherapy in
recurrent/metastatic gastric cancer.

Subjects and methods: This is a
retrospective and prospective descriptive study
on 41 patients diagnosed with
recurrent/metastatic gastric cancer, who were
treated with trastuzumab combined with
chemotherapy from September 2022 to
November 2023 at K Hospital and Hanoi
Oncology Hospital.

Results: Objective response rate was 61.0%,
median progression-free survival (PFS) was 6.3
months. The majority of adverse events were
seen at grade 1-2; there were no cases of reduced
left ventricular ejection fraction.

Conclusion: Trastuzumab combined with
chemotherapy resulted in high objective response
rate, promising PFS, and was well tolerated by
patients.

Keywords: Trastuzumab combined with
chemotherapy, recurrent/metastatic  gastric
cancer.

I. DAT VAN DE

Ung thu da day (UTDD) la bénh ung thu
phd bién trén thé gidi v6i hon 90% la ung
thy biu md. Theo théng ké cula
GLOBOCAN 2020, tai Viét Nam, UTDD
dung hang tha 4 vé ty 16 méi méc va tir
vong!, phan anh sy pho bién ciing nhu mirc
d6 nghiém trong cia UTDD. O hau hét cac
qudc gia (ngoai trir Nhat Ban va Han Quéc
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c6 chuong trinh kham sang lgc), con mot ty
16 rat cao cac truong hop UTDD dugc chan
doéan ¢ giai doan mudn, khong con kha nang
ph?lu thuat triét can. O giai doan nay, céc li¢u
phap diéu tri toan than dong vai tro chu dao.
Hoa tri da dugc ching minh gilp cai thién
thoi gian sdng thém va chit luong séng cho
ngudi bénh, nhung ti€n luong bénh con xAu,
thoi gian séng thém trung vi chi khoang 10-
12 thang va séng thém 5 nam chi dat 5-20%2.
Trong thoi gian qua, v6i sy hiéu biét ngay
cang sdu rong vé sinh hoc phén tir, cac liéu
phap diéu tri dich va mién dich da va dang
duoc tng dung, phan nao cai thién tién luong
bénh nhan. Trong do, viéc két hop
Trastuzumab v6i hoa chat di ching minh
duoc loi ich trong diéu tri UTDD giai doan
mudn. Hién nay trén thé giéi dd c6 nhiéu
nghién ctru danh gia hiéu qua cta phac do
nay; tuy nhién, tai Viét Nam chua cé nhiéu
nghién ctru dugc thuc hién. Do do, ching t61
tién hanh nghién ciru nay véi muc tiéu: Danh
gid két qua diéu tri va mot sb tac dung khong
mong mudn cua phic d0 Trastuzumab két
hop hoa chit trong UTDD giai doan tai phat
di can.

Il. D61 TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciru

2.1.1. Tiéu chudn lwa chon

- Pugc chan doan xic dinh bang mo
bénh hoc 13 ung thu biéu mé cua da day.

- Chan doan ¢ giai doan tai phat-di can,
khong con kha ning phau thuat triét can.

- C6 khuéch dai gen HER2 (mau bénh
phim nguyén phat hodc di cin c6 HER2
dwong tinh qua héa mo mién dich (HER2 3+)
hoac (HER2 2+) c6 xét nghiém FISH duong
tinh (HER2:CEP17 ratio >2).

- Pugc diéu tri it nhat tir 3 chu ky tro 1én
v6i phac dd Trastuzumab két hop hoa chat.
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- Chtrc nang gan than, tuy xuwong trong
gi¢i han cho phép diéu tri hoa chit.

- Siéu am tim két qua phan suat tong
mau thét trai (LVEF) >50%, va khong co cac
bénh ly tim mach cép tinh.

- ECOG 0-2.

- C6 hd so luu trir va thong tin sau didu
tri day du.

2.1.2. Tiéu chudn logi trir

Bénh nhan vi pham mot trong nhiing ti€u
chuén lya chon & trén.

2.2. Phuwong phap nghién ciru

2.2.1. Thiét ké nghién ciru: Nghién ctru
md ta, hoi ctru két hop tién ciru

2.2.2. Thei gian va dia diém nghién ciru

- Thoi gian nghién ctru: Tir T9/2022 dén
T11/2023.

- Pia diém nghién ctru: Bénh vién K va
Bénh vién ung budu Ha Noi

2.2.3. Cé méu nghién ciru

Ap dung cong thirc tinh ¢& mau cho ude
tinh ty 1¢:

p(1-p)
N=Z21.qp @

Trong do:

- 1n: 12 ¢& mau nghién ctru

-p: ty 1& dap ung v6i phac do co
Trastuzumab, theo nghién ciru ToGA p=0,47
3

- 1-0/2
95%)

- d: ty 1¢ sai s6 cho phép (lay d=0,16)

C& mau can co trong nghién ctru 1a 37
bénh nhan. Nghién ciru cta ching t6i tién
hanh trén 41 bénh nhan.

2.2.4. Cdch thirc tién hanh nghién ciru

- Budc 1: Lua chon bénh nhan phu hop
v6i tiéu chuan Iya chon cta nghién ctru.

- Budc 2: Ghi nhén cac thong tin vé dic
diém 1am sang, can lam sang.

- Budc 3: Danh gia dap g diéu trj theo

= 1,96 ( = 0,05 do tin cay la
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lam sang va RECIST 1.1 sau mdi 03 chu ky.

- Budc 4: Panh gia doc tinh cia phac db
sau mdi chu ky theo tiéu chudn danh gia doc
tinh cia NCI-CTCAE 5.0.

2.2.5. Phan tich va xir Iy s6 ligu

S6 lidu nghién ciru duoc xir Iy va phan
tich trén may tinh, str dung phan mém SPSS
20.0.

Cac phuong phap théng ké dugc str dung
bao gdm:

- M6 ta: Trung binh, trung vi, d§ léch
chuén, gia tri max, min.

- Kiém dinh so sanh:

+ So sanh ty 1¢&: st dung test so sanh 2 ,
cac so sanh co ¥ nghia théng ké véi p < 0,05.
Trong truong hop mau nhé hon 5 thi sir dung
test 2 ¢o hiéu chinh Fisher.

+ So sanh cac gia tri trung binh trudc va
sau diéu tri bang test t ghép cip v6i kiém
dinh Wilcoxon.

- Tinh cac gia tri song thém bang phuong
phép udc luong thoi gian theo sy kién cua
Kaplan - Meier.

- Phan tich da bién: Str dung mé hinh hoi
quy Cox voi do tin cay 95%. Két qua kiém
dinh duoc coi 1a co ¥ nghia thong ké véi gia
tri p<0,05.

. KET QUA NGHIEN cU'U

3.1. Pic diém lim sang, cin laim sang

Trung binh tudi 1a 55,9 tudi (khoang tudi
tr 34-71); 70% la nam; phan 16n (70,7%)
vao vién vi dau bung; hang vi 1a vi tri nguyén
phat thuong gip nhat (56,1%); hau hét
(90,3%) c6 thé trang tot, PS = 0-1; 36,6% tai
phat di can, con lai la nhom di can tai thoi
diém méi chan doan; cac vi tri di can thuong
gip nhat 1a phiic mac (34,1%), gan (31,7%)
va phoi (24,4%) (Bang 1).

Bdng 1: Ddc diém cua doi twong nghién ciru

Pic diém N=50
Tudi (ndm): Trung binh (khoang) 55,9 (34-71)
Gioi: n (%)
Nam 35 (70)
N 15 (30)
Li do vao vién: n (%)

Dau bung 29 (70,7)
Chudng bung 14 (34,1)

Budn ndn, non 5(12,2)
Gay sut cén 23 (56,1)
Chan an 18 (43,9)

Thé trang: n (%)

PSO 7(17,1)
PS1 30 (73,2)

PS 2 4(9,7)

Vi tri u nguyén phat: n (%)

Hang vi 23 (56,1)
Thén vi 14 (34,1)

Tam vi 4 (9,8)
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Giai doan: n (%)
Tai phat di can 15 (36,6)
Di cin méi chan doan 26 (63,4)
Vi tri di can: n (%)

Phuc mac 14 (34,1)
Gan 13 (31,7)
Phoi 10 (24,4)

Hach canh BPMC bung 8 (19,5)
Khéc 8 (19,5)

S6 co quan di cin: n (%)

1 25 (61,0)
2 13 (31,7)

>2 3(7,3)

Tinh trang boc 10 HER2: n (%)

HER?2 (2+)/FISH(+) 2 (4,9

HER2 (3+) 39 (95,1)

3.2. Phac do diéu tri

Phac dd hoa chat phd bién nhit phdi hop véi Trastuzumab 1a Cisplatin-Capecitabine

chiém 34,1%, sau d6 dén XELOX chiém 24,5% (Bang 2).

Bdng 2: Phdac dé héa chit phéi hop Trastuzumab

Héa chat phoi hop S6 bénh nhéan Ty 18 (%)
Cisplatin-Capecitabine 14 34,1
XELOX 10 24,5
SOX 7 17,1
Paclitaxel 4 9,7
FOLFIRI 2 4,9
Paclitaxel-Carboplatin 3 7,3
CF 1 2,4
Tong 41 100
3.3. Két qua diéu tri
3.3.1. DPdp irng diéu tri
Céc triéu ching co ning déu cai thién sau diéu tri (Bang 3).
Bing 3: Pdnh gid triéu chirng co ning trwde va sau diéu tri
Triéu chirng co ning : Trude DT r Sau DT
’ So BN % So BN %
Dau bung thuong vi 29 70,7 17 41,4
Budn non, né¥n 5 12,2 2 4,9
Gay st can 23 56,0 5 12,2
Chén an 18 43,9 10 24,4
Chuong bung 14 34,1 8 19,5

Ty 1¢ dap ung dat 61,0%. Trong d6 7,3% (n=3) dap ung hoan toan va 53,7% (n=22) dap
rng mot phan. Ti 1é kiém soat bénh dat 90,3% (Bang 4).
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Bdng 4: Danh gia dap wrng theo RECIST 1.1

DPap wng diéu tri S6 BN Ty 18 (%) |Tong (%)
L e Pap ing hoan toan 3 7,3
Co ddp ing Dap tng mot phan 22 53,7 61,0
Khoéng dap Bénh 6n dinh 12 29,3 39.0
ing Bénh tién trién 4 9,7

Di can phuc mac co ty 1¢ dap ting kem hon c6 y nghia thong ké (p=0,04), cac yéu t6 khac
nhu tudi, gioi, chi sd toan trang, tinh trang bénh mdi chan doan hay tai phat, sé lugng vi tri di

can khong anh hudng téi ty 1€ dap ung véi p >0,05 (Bang 5).
Bdng 5: Mot so yéu to lien quan dap wng diéu tri

Yéu to DPap ting Khong dap iwng Tong p
N <60 tudi 13 (65,0%) 7 (35,0%) 20
Tuoi >60 tudi 12 (57,1%) 9 (42,9%) 21 0,57
N Nam 14 (66,7%) 7 (33,3%) 21
Gisi Nit 11 (55,0%) 9 (45,0%) 20 | 961
s 0 4 (57,1%) 3 (42,9%) 7
Chltrs;’ntoa” 1 19 (63.3%) 11 (36,7%) 30| 041
ang 2 2 (50,0%) 2 (50,0%) 4
Tinh trang Méi chan doan 15 (57,7%) 11 (42,3%) 26 0.34
bénh Tai phat 10 (66,7%) 5 (33,3%) 15 !
S6 lwgng vi tri 1 17 (68,0%) 8 (32,0%) 25 015
di can > 8 (50,0%) 8 (50,0%) 16 ’
Di can phic Co 6 (42,9%) 8 (57,1%) 14 0.04
mac Khong 19 (70.4%) 8 (29,6%) 27 :

3.3.2. Thoi gian song thém bénh khong tten trlen
Trung vi thoi gian song thém bénh khong tién trién 1a 6,3 thang (Hlnh 1).

PFS

T

s00

T
1000

al Functon

¢+ Censored

Théi gian (thang)
Hinh 1. Thoi gian song thém bénh khong tién trién (PFS)
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3.3.3. Tdc dung khong mong muén

Pa phﬁn cac tac dung phu chi gap ¢ do 1,2. Boc tinh nghiém trong (dd 3,4) chi gdp non,
budn non (2,4%), hoi chirg ban tay-chan (2,4%) va giam bach cau trung tinh (4,9%). Khong
c6 trudng hop nao giam phan suat tong mau that trai (Bang 6).

Bing 6: Tdc dung khong mong muon

Do 1 (%) Do 2 (%) Do 3-4 (%)

Nén, budn non 12,2 31,7 2,4
Ti€u chay 29,2 49 0

Hoi chirng ban tay-chan 9,8 26,8 2,4
Tri€u chirng than kinh ngoai vi 2,4 39,0 0
Giam phan suat tong mau thét trai 0 0 0
Tang AST va/hoac ALT 61,0 9,7 0
Tang creatinine 12,2 49 0
Tang bilirubin 7,3 0 0
Thiéu mau 51,2 14,6 0
Ha bach cau 36,6 17,1 0

Ha bach cau trung tinh 34,1 9,8 4,9
Ha tiéu cau 14,6 4,9 0

IV. BAN LUAN

* Pic diém lam sang, cin lim sang

Trong nghién cGu cua ching toi, tudi
trung binh cua bénh nhan la 55,9 tudi
(khoang tudi 34-71 tudi). Két qua nay tuong
dong voi két qua nghién ctru cua tac gia
Nguyén Thi Vuong (2013) (56,36+8,37
tudi), Vii Van Thé (2015) (57 tudi) hay Ajani
(59 tudi) 345, Vé dic diém gidi, trong nghién
clru cia ching t6i s6 bénh nhin nam va nir
gan tuong duong nhau véi ty 16 nam/nir 1a
1,1/1. Nhin chung hiu hét cac nghién ciru
trén thé gi¢i vé UTDD néi chung déu cho két
qua ty 16 mic cua nam nhiéu hon nit, vé6i ty
16 dao dong tir 1,5/1 d&én 2,5/1.

Cac khdi u nguyén phat thuong gip hon
¢ vung hang vi, chiém ty 1€ 56,1%. Bac diém
nay phu hop véi dich té tai cc nudc phuong
Pong, u thuong gip nhiéu hon ¢ cuc dudi
(hang mon vi), trong khi & phuong Tay c6 xu
huéng gap ¢ cuc trén da day (than vi, tdm
phinh vi va chd ndi da day thuc quan) 6.
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Trong sb cac BN ¢o di cin xa trong
nghién ctru cua chung to61, vi tri di cdn hay
gip nhat 1a di can phic mac va di cin gan,
chiém ty 1& lan Iuot 1a 34,1% va 31,7%.
Tuong ty, nghién ctru cua Koizumi va cong
sy ciing cho thay phuc mac (60,4%) va gan
(36,2%) la nhiing vi tri di can xa thuong gap
nhit 7.

* Két qua diéu tri

Céc triéu chirng co nang cua bénh nhan
déu cai thién sau diéu tri. Pau bung 1 triéu
ching co ning hay gip nhat (70,7%), ¢6 cai
thién dang ké sau khi didu tri (con 41,4%).
Céc triéu chirng khac nhu chuéng bung, gay
stt can, non, budn ndn, chan in cling c6 cai
thién.

Trung vi thoi gian séng thém khong tién
trién trong nghién ctru 1a 6,3 thang. Nghién
cttu ToGA (nghién ciru pha III ngiu nhién)
cho két qua tuong ty voi trung vi PFS 14 6,7
thang, cao hon so v6i nhém hoa tri don thuan
la 5,5 thang (p<0,05) 3. Nghién ctru doi thuc
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cua tac gia Kim trén 47 bénh nhan UTDD
giai doan mudn diéu tri Trastuzumab phéi
hop héa chat, trung vi PFS 14 6,9 thang 8.

Mot sd nghién ciru vé UTDD giai doan
mudn duoc diéu tri hoa chat don thuan &
Viét Nam cho két qua PFS thap hon nghién
ctru cua chiing toi: tac gia TrAn Mai Phuong
béo cao két qua diéu tri phac dd XELOX véi
trung vi PFS 1a 5,6 thang®, nghién clru cua
Nguyén Vian Hung v&i phac 6 FOLFIRI cho
két qua trung vi PFS 1a 5,1 thang 1°. UTDD
1a bénh ung thu co tién lugng xau, thé hién
qua thoi gian PFS ngin trong cac nghién
ctu. Do d6, viéc hop thém thudc dich
Trastuzumab v&i hoa chat di cai thién chét
lwong cudc sdng, dong thoi kéo dai thoi gian
song thém cho ngudi bénh.

* Tac dung khéng mong mudn

Pa phan cac tac dung khong mong mubn
chi gdp & do 1,2. Boc tinh nghiém trong (do
3,4) chi gip non, budn noén (2,4%), hoi
ching ban tay-chan (2,4%) va giam bach cau
trung tinh (4,9%). Nghién ctru cua chung to61
khong ghi nhin trudong hop nao gidm phan
suit tong mau that trai. Két qua nay ciing
twong ty véi cac tic gia nghién ctru vé phac
dd Trastuzumab két hop héa chit trong
UTDD giai doan tai phat di can.

V. KET LUAN

Phac d6 Trastuzumab két hop héa chat
trong diéu tri bénh nhan UTDD giai doan tai
phat di can c6 ty 1¢ dép ung cao (61,0%),
trung vi thoi gian séng thém khong tién trién
dat 6,3 thang; kha nang dung nap v6i phac do
tuong ddi tét, cac doc tinh chu yéu lado1-2
va ¢ thé quan Iy dugc.

TAI LIEU THAM KHAO
1. Sung H, Ferlay J, Siegel RL, et al. Global
Cancer Statistics 2020: GLOBOCAN

10.

Estimates of Incidence and Mortality
Worldwide for 36 Cancers in 185 Countries.
CA Cancer J Clin. 2021;71(3):209-249.
Nagini S. Carcinoma of the stomach: A
review of epidemiology, pathogenesis,
molecular genetics and chemoprevention.
World J Gastrointest Oncol. 2012;4(7):156.
Nguyén Thi Vuong. Panh gia hiéu qua phac
d6 XELOX trong diéu tri bd tro ung thu da
day. Pai Hoc Y Ha Noi; 2013.

Vii Vin Thé. Danh gia két qua phac d6 hoa
tri Docetaxel-Cisplatin bénh ung thu da day
giai doan muon tai Bénh Vién K. Luan Van
Thac STY Hoc, Truong Pai Hoc Y Ha Noi.;
2015.

Ajani JA, Rodriguez W, Bodoky G, et al.
Multicenter phase Il comparison of
cisplatin/S-1  with  cisplatin/infusional
fluorouracil in advanced gastric or
gastroesophageal adenocarcinoma study: the
FLAGS trial. J Clin Oncol Off J Am Soc
Clin Oncol. 2010;28(9):1547-1553.
Yamamoto M, Rashid OM, Wong J.
Surgical management of gastric cancer: the
East vs . West perspective. J Gastrointest
Oncol. 2015;6(1).

Koizumi W, Narahara H,Hara T, et al. S-
1 plus cisplatin versus S-1 alone for first-line
treatment of advanced gastric cancer
(SPIRITS trial): a phase Il trial. Lancet
Oncol. 2008;9(3):215-221.

Kim TH, Do Cho H, Choi YW, et al.
Trastuzumab-based palliative chemotherapy
for HER2-positive gastric cancer: a single-
center real-world data. BMC Cancer.
2021;21(1):325.

Tran Mai Phwong. Danh gia két qua diéu tri
bénh ung thu da day giai doan mudn bang
phac @5 XELOX tai bénh vién K. Pai hoc Y
Ha Noi; 2020.

Nguyén Vin Hung. Danh Gia Két Qua Dicu
Tri Ung Thu Da Day Tai Phat, Di Can Bing
Phac P6 FOLFIRI. Luan Van Thac ST Y
Hoc, Truong Pai Hoc Y Ha Ngi.; 2017.

199



HOI THAO KHOA HOC UNG BU'GU CAN THO LAN THU XIIl - BENH VIEN UNG BUGU THANH PHO CAN THO'

BU'O'C PAU DANH GIA KET QUA SU” DUNG LIEU PHAP MIEN DICH
TREN UNG THU THU’C QUAN TAI PHAT DI CAN - THU'C TE
TAI BENH VIEN UNG BUO'U THANH PHO HO CHi MINH

Hé Hoang Ngan Tam?, Phan Thj Hong Pirc!, Lé Hoang Pinh Nguyén!

TOM TAT,

Thubc Gc ché diém kiém soat mién dich
Pembrolizumab phdi hop hoé tri kéo dai thoi
gian séng sot va ty 1é séng khong bénh tién trién
& nhom bénh nhin ung thu thyc quan. tién trién
khong thé cat bo hoic di can.

Muc tiéu:

Nghién citu hiéu qua va antoan cta phac do6
Pembrolizumab phdi hop hoé trj trén nhém bénh
nhéan Ung thu thuc quan tai phat di can hoic tién
xa tai chd tai vang khong thé phiu thuat.

Péi twong va phwong phap nghién ciru:

Béo c4o hdi ctru dugc thuc hién tr thang
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Ty 1 kiém soat bénh 1a 73,3%, trén 50%
bénh nhan st dung phic dd hod tri co
Pembrolizumab chua tién trién tai thoi diém 5
thang, ngoai ra trung vi séng con khdng bénh tién
trién cua nghién ctru van chua dat duoc.

Két luan:

Pembrolizumab két hop hoatri liéu cho thay
hiéu qua dang ghi nhan, doc tinh thap, chip nhan
duoc mang lai loi ich lau dai cho nhoém bénh
nhan Ung thu thuc quan tai phat di can hoic tién
xa tai chd tai vang khong thé phau thut.

Tirkhoa: ung thu thuc quan, liéu phap mién
dich, ty ¢ kiém soét bénh, doc tinh

SUMMARY
INITIAL EVALUATION OF THE
RESULTS OF USING
IMMUNOTHERAPY ON LOCALLY
ADVANCED OR METASTATIC
ESOPHAGEAL CANCER AT
ONCOLOGY HOSPITAL OF HO CHlI
MINH CITY

Background:

The immune checkpoint inhibitor drug
Pembrolizumab combined with chemotherapy
prolongs survival and progression-free survival
in unresectable progression or metastatic
esophageal cancer patients.

Objection:

Study the effectiveness and safety of
Pembrolizumab combined with chemotherapy on
a group of patients with locally advanced or
metastatic esophageal cancer.

Methods and objects:
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Retrospective report was conducted from
March 2023 to March 2024 at Ho Chi Minh City
Oncology Hospital. Our study enrolled patients
diagnosed with metastatic or locally advanced
recurrent esophageal cancer and with histological
results of squamous or adenocarcinoma, using
Pembrolizumab. .

Results:

The average age of 15 patients was 64;
ECOG 0-1, 73.3% of patients are in good
physical condition, BMI > 18.5. The disease
control rate was 73.3%, over 50% of patients
using chemotherapy plus Pembrolizumab had not
progressed at the time 5 months, in addition, the
study's median progression-free survival had not
yet been reached.

Conclusions:

Pembrolizumab combined with
chemotherapy shows remarkable effectiveness,
low toxicity, and acceptable long-term benefits
for patientswith locally advanced or metastatic
esophageal cancer in inoperable areas.

Keywords: esophageal cancer,
immunotherapy, disease control rate, adverse
effects

I. DAT VAN DE

Ung thu thyc quan, bao gom ung thu
biéu mo té bao gai thuc quan va ung thu biéu
md tuyén thuc quan, cé tinh xam lan cao,
tién lwong xau va ty 1¢ séng sot sau 5 nam
thap, 12 mot trong nhitng loai ung thu gay tu
vong cao nhét trén thé giéi. Ung thu biéu mod
té bao gai thuc quan, phé bién hon & khu vuc
Pong Nam A va Chau Phi, c6 dic diém bénh
tién trién nhanh va xay ra ¢ 1/3 gitra hoic
trén caa thuc quan. Ung thu biéu md tuyén
thuc quan, phd bién hon ¢ céc khu vuc Chau
Au va Bic My, thuong xay ra ¢ phan dudi
cua thyc quan va bat ngudn tir 1op 16t tuyén
gan da day. Thong thuong, hoa tri liéu toan

than 1a phuong phap diéu tri chinh trong
nhitng truong hop bénh di can hoac tién trién
tai chd tai viing qué chi dinh diéu tri tai chd,
mang lai thoi gian sdng con trung binh chi
khoang 12 thang. Gan day, v6i sy ra doi cua
nhém thudc @e ché diém kiém soat mién dich
da dugc nghién ctu rong rai va da duoc phé
duyét trong chi dinh diéu tri don tri v&/ hoic
phdi hop véi hoa tri lieu. Mot sé thir nghiém
pha IIT da chang minh loi ich vé dap (ing va
kha ning séng s6t so vgi hod tri liéu cing voi
hd so an toan tac dung phu c6 thé quan ly
dugc.  Nghién cau  KEYNOTE-590
(NCT03189719) giai doan 3 cho thiy
Pembrolizumab dau tién két hop véi héa tri
lidu kéo dai dang ké ty 1& sbng sot tong thé
va ty I¢ séng khong tién trién so véi gia duoc
két hop voi hoa trj liéu ¢ nhitng bénh nhan
ung thu biéu md tuyén tién trien khong thé
cit bo hodc di can hodc ung thu biéu mo té
bao vay cua thuc quan hoic Siewert tién
trién/di can Ung thu biéu md tuyén loai | &
chd ndi thyc quan da day.

Pembrolizumab 1a thudc wc ché diém
kiém soat mién dich da dugc B Y té Viét
Nam cép phép luu hanh vao nim 2017 trén
nhiéu chi dinh va nhiéu nhém bénh ung thu,
giai doan hd tro, tan hd trg ciing nhu giai
doan tién trién di can. Thang 3 nam 2023, Bo
y té chinh thac phé duyét Pembrolizumab
trong diéu tri Ung thu thyuc quan tai phat di
can hoic tién xa. Ching tdi nhan thay su cap
thiét nham danh gia hiéu qua diéu tri ciing
nhu doc tinh, cac tac dung phu ngoai y trén
nhom bénh nhan Ung thu thyc quan tai phat
di can hoic tién xa tai chd tai ving dugc diéu
tri toan than c6 si dung thudc tc ché diém
kiém soat mién dich Pembrolizumab tai
Bénh vién Ung budu TP. H6 Chi Minh.

Muc tiéu nghién cuu:
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M0 ta dac diém dich té, cac doc tinh, dép
rng, that bai (bénh tién trién) cua nhom bénh
nhan diéu tri todn than c6 Pembrolizumab
trong Ung thu thuc quan tai phat di can hoac
tién xa tai chd tai ving tai Bénh vién Ung
Budéu TP. H6 Chi Minh (01/03/2023 —
31/03/2024).

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

Cach chon bénh

Bénh nhan Ung thu thuc quan tai phat di
can hoic tién xa tai chd tai vung diéu tri tai
Bénh vién Ung Budu TP. H6 Chi Minh
(01/03/2023 — 31/03/2024) c6 chi dinh

Il. KET QUA NGHIEN cUU
Pic diém bénh nhan
Bdng 1. Ddc diém bénh nhan

Pembrolizumab v&/ hoac hoa tri liéu phdi
hop ECOG 0-1.

2.2. Phwong phap nghién ciru

Nghién ciru mé ta tién ctru cat ngang theo
doi doc

C& mau

Tu 01/03/2023 — 31/03/2024 chung t6i
thu nhan dugc 15 bénh nhan thoa tiéu chuan
va tién hanh ghi nhan di liéu caa bénh nhan
bao gom tudi, gigi tinh, ECOG, c&n ning,
BMI, TNM, vi tri di can, thoi gian diéu tri
dén khi bénh tién trién, cac bién chang cua
diéu tri.

Céc so lieu thu thap va xir ly bang phan
mém théng ké SPSS phién ban 16.0.

Gigi tinh Nam 100%
Tudi Trung binh 63
0 Nhé nhit 42, 16n nhat 87
0 60%
ECOG
1 40%
Ao Trung binh 51kg
Can ning Thip nhét 42, cao nhat 67
<18.5 4 (26,7%)
BMI
>18.5 11 (73,3%)
Giai doan bénh
cT2 1 (6,7%)
Buéu cT3 10 (66,7%)
cT4 4 (26,6%)
cN1 6 (40%)
Hach cN2 7 (46,7%)
cN3 2 (13,3%)
. MO 4 (26,7%)
D
reanxa M1 11 (73,3%)
Hach ¢6 - trén don 14 (93,3%)
Vi tri di cin Phdi — mang phdi 5 (33,3%)
Gan 9 (60%)
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Tai phat 4 (26,6%)

Tinh trang bénh

Di can de novo

11 (73,3%)

Giai phau bénh

100% Carcindm té bao gai

>10 3 (20%)

PD-L1-CPS

<10 2 (13,3%)

Khoéng thuc hién

10 (66,7%)

Ho4 xa dong thai trude dé

4 (26,7%)

Mé da day

9 (60%)

Trong nghién ciru cua chdng toi thu nhan
15 bénh nhan Ung thu thuc quan tai phat di
can hodc tién xa tai chd tai ving diéu tri tai
Bénh vién Ung Buéu TP. Ho Chi Minh. Céc
bénh nhan tir 42 tudi tré 1én, c6 do tudi trung
binh 1a 63 tudi, lon nhat 1a 87 tudi. Két qua
nay tuong tu V&i nhdm bénh nhan cua nghién
citu Keynote-590 (2021) co6 do tudi trung
binh 1a 64 tudi. Ty I¢ gisi tinh 100% la nam
gidi, khac biét so vai nghién ciu Keynote-
590 (2021) 82%.

Chdng t6i thu nhan nhom bénh nhén co
ECOG = 0-1 dé dua vao nghién ciru, twong
tu nhu nhom bénh nhan Keynote-590, can
nang trung binh 51 kg. Nghién ctu cua
ching t6i co dén 73,3% bénh nhan c6 BMI
>18.5, tinh trang dinh dudng kha, dung nap
hoa tri tot.

banh gia tinh trang budu theo TNM, 14
bénh nhan (93,3%) co tinh trang budu T3-4
ltc chan doan, 73,3% bénh nhan & nhom di

Bdng 2. Ddc diém diéu tri va ddap irng

cin ngay tir dau. T4t ca 15 bénh nhan déu
dugc danh gia vi tri di can xa, trong dé co 6
bénh nhan di can hai vi tri, 2 bénh nhan di
can 3 vi tri, thuong gap nhat 1a di can hach
co - trén don chiém ty 16 93,3%, tiép theo la
di can gan voi ty lé 60%, phoi — mang phoi
33,3%. Loai md hoc trong nhém nghién cau
ctia chling t6i 100% la Carcindm té bao gai.
Chung t6i cling tién hanh danh gia tinh trang
PD-L1, ghi nhan 3 truong hgp c6 CPS >10
(20%), 2 truong hop c6 CPS <10 (13,3%), va
10 truong hop (66,7%) khong dugc danh gia
tinh trang PD-L1.

Co 4 truong hop (26,7%) bénh nhan
duoc hod xa dong thoi trudc d6 o giai doan
tai chd, cac bénh nhan nay tai phat di can va
dua vao nghién ctiru cua chung téi. Mo da
day nudi an ciing 13 mot dic diém quan trong
cua nhém nghién ciru chdng tdi ghi nhan, 9
truong hop (60%).

Panh gia dap wng va mét sé doc tinh

Dic diém diéu tri va danh gia dap wng S6 bénh nhan Ty 18 (%)
< 3 thang 02 13,3%
S6 chu ki diéu tri > 3 — <6 thang 06 40%
> 6 — 12 thang 07 46,7%
Dap rng hoan toan 0 0
e Dap trng mot phan 05 33,3%
Dinh gid ddp ung Bénh én dinh 06 40%
Bénh tién trién 04 26,7%
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Thoi gian theo d6i la 12 thang
(01/03/2023 — 31/03/2024), phac db duoc lya
chon 1a 5FU — Cisplatin phdi hop
Pembrolizumab, vé&i s6 chu ki hod tri it nhat

la 2 chu ki, dai nhét 1a 18 chu ki, trung binh
mdi bénh nhan dugc diéu tri 5 thang.

Ty 1¢é kiém soat bénh dat 73,3%; tuy
nhién ty 1é dap (ng 33,3%, két qua nay thap

hon trong nghién ciru Keynote-590 la 45%.

Survival Function

Survival Function
Censored

06

04

Cum Survival

0 2 4 6 8 10 12

Théi gian séng thém khong bénh tién trién (thang)
Biéu dé 1. Thoi gian song thém khong bénh tién trién
Nghién cttu cho thay trén 50% bénh nhan sir dung phac d6 hoa tri c6 Pembrolizumab
chua tién trién tai thoi diém 5 thang, ngoai ra trung vi séng con khong bénh tién trién cua
nghién ciu van chua dat dugc.
Bdng 3. Péc tinh va tac dung ngogi y khdng mong muén

pPj 1 P62 | D3 | P4
Poc tinh
Giam bach cau hat 2 (13,3%) 5 (33,3%) - -
Thiéu méau 4 (26,6%) - 7 (46,6%) -
Giam tiéu cau 2 (13,3%) . 1 (6,7%)
Giam d6 loc cu than eGFR 3 (20%) - - -
AST 4 (26,6%) - - -
ALT 3 (20%) 1 (6,7%) - -
T4&c dung phu khéng mong mudn
N6n 6i 8 (53,3%) 2 (13,3%) - -
Phat ban - - - -
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Tiéu chay 2 (13,3%) 4 (26,6%) - -

Chén an 9 (60%) - - -

Viém niém mac 7 (46,6%) - - -

Rung toc 11 (73,3%) - - -

Doc tinh than kinh ngoai bién 2 (13,3%) 5 (33,3%) - -
NAc cuc 1 (6,7%) - - -

Viém phoi - 1 (6,7%) 3 (20%) -

D0 - Thung thuc quan - - 2 (13,3%) -

Két qua caa ching téi cho thdy doc tinh
chi gap & muc d6 nhe grad 1 va 2, trong do
thuong gap 1a thiéu mau 26,6%, giam bach
cau hat 46,6%, giam tiéu cau 13,3%. Tac
dung phu khéng mong muén duoc ghi nhan
trén 100% bénh nh&n nhom nghién ctu, hay
gap trén da va niém mac nhung chu yéu &
mic do nhe, khdng c6 bénh nhan muac do
nang va nang. Tuy nhién dang quan ngai co
dén 4 bénh nhan (26,7%) gap bién chang
viém phdi, 3 bénh nhan mac d6 niang can
phai can thiép y khoa, trong 3 bénh nhan nay
cd 2 bénh nhan do va thung thuc quan gay
nén viém phdi nang.

IV. BAN LUAN

Qua nghién cuu trén 15 bénh nhan Ung
thu thuc quan tai phat di cin hodc tién xa tai
chd tai vung diéu tri tai Bénh vién Ung Buéu
TP. H6 Chi Minh duoc diéu tri bang hod tri
phdi hop Pembrolizumab, ching toi rat ra
mot sé két luan sau:

- Tudi mic Ung thu thuc quan tai phat di
can hodc tién xa tai chd tai viing trong nghién
ctru cua chdng toi cao, tudi trung vi 1a 64 (42
— 87); ECOG trong khoang 0-1, 73,3% bénh
nhan c6 thé trang kha, BMI > 18.5.

- Ty 1 kiém soat bénh la 73,3%, trén
50% bénh nhan st dung phac do hoé tri co
Pembrolizumab chua tién trién tai thoi diém
5 thang, ngodi ra trung vi sbng con khong
bénh tién trién caa nghién ciu van chua dat
duoc. Piéu nay ciing phu hop véi dir lidu tur

nghién ciru KN-590 cho trung vi séng con
khoéng bénh tién trién 1a 6.3 thang. Nghién
ctru ca ching toi co dic diém dan sb twong
ddng vé chi s ECOG va d6 tudi trung binh
véi nghién cau KN-590, tuy nhién, day la
nghién ctu doi thuc, bénh nhan dugc lua
chon thuong sé khdng phu hop hoan toan vai
tiéu chuan nhan bénh caa KN-590. Do do,
viéc dat duoc ti Ié PFS tai thoi diém 5 thang
la trén 50% cho thdy Pembrolizumab c6 vé
c6 hiéu qua dong nhat & cac nhom dan s bét
ké cac dic diém vé dich té hoc.

- boc tinh va tac dung phu khéng mong
muén cha yéu & mic do nhe, tuy nhién can
chu y dén tac dung phu viém phéi va do —
thung thuc quan trén nhom bénh nhan nay.

V. KET LUAN

Liéu phap mién dich néi chung va
Pembrolizumab néi riéng la mot diéu tri phu
hop cho ung thu thuc quan giai doan tién xa
di can. Ngoai ra, can luu ¥ dén céc yéu té
dinh dudng, bénh 1y di kém caa bénh nhan
cling nhu quéan 1y doc tinh dé ting hiéu qua
diéu tri va cai thién chat luong cudc séng cho
bénh nhan.
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VU - PHU KHOA

PHAN NHOM PHAN TU’ UNG THU’ NOI MAC TU’ CUNG

TOM TAT.

Phan loai ung thu biéu md ndi mac tir cung
hién nay da vuot qua giéi han mé hoc truyén
théng dé tich hop cac dic diém phan tir. M6 hinh
phan loai phén tir hién hanh chia ung thu ndi mac
tir cung thanh bén phan nhom chinh: dot bién
POLE, thiéu huyt sira 15i bt cap (AMMR), bat
thuong p53 va nhom dic diém phan tir khong dac
hiéu (NSMP). Viéc kéthop danh gia mé hoc va
phan tir d3 tao ra mot cach tiép can toan dién
hon, gitp ca nhan hda qua trinh quan ly bénh
nhan. Nho do, kha nang du doan tién lugng bénh
va lya chon phéac d6 diéu tri hiéu qua da duoc
nang cao dang ké. Céac dau an sinh hoc phan tu
ngay cang dong vai tro trung tim trong viéc thiét
lap chién lugc diéu tri ca ddi véi bénh nhan ung
thu ndi mac tir cung nguyén phét va bénh nhén
tai phat. Bai viét nay sé tap trung phan tich chi
tiét dac diém cua tirng phan nhém phan tir, nham
lam r6 hon su da dang sinh hoc cuabénh ung thu
nay.

Tar khéa: carcinbm noi mac tir cung, phan
loai phan tir
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Phan Ngoc Tra My?, Hira Thi Ngoc Ha?

SUMMARY
MOLECULAR CLASSIFICATION OF

ENDOMETRIAL CARCINOMA

The classification of endometrial carcinoma
has evolved beyond traditional histopathological
evaluation to incorporate molecular profiling.
The current molecular subtyping system
categorizes endometrial cancers into four primary
groups: POLE mutations, mismatch repair
deficiency (dMMR), p53 aberrations, and the
non-specific molecular profile (NSMP) group.
This integrated approach, combining histological
and molecular features, provides a more
comprehensive understanding of endometrial
cancer, enabling personalized management of
patients. Consequently, prognostic prediction and
treatment planning have been significantly
enhanced. Molecular biomarkers now play a
pivotal role in guiding therapeutic strategies for
both primary and recurrent endometrial cancer.
This review will delve into the specific
characteristics of each molecular subgroup to
illuminate the biological heterogeneity of this
disease.

Keywords: endometrial carcinoma, molecular
classification

I. TONG QUAN VE UNG THU BIEU MO NOI
MAC TU’ CUNG

Ung thu biéu mé ndi mac tir cung, mot
trong nhiing loai ung thu phu khoa pho bién
nhat, ghi nhan khoang 417.000 ca méi duoc
chan doan va 97.000 ca tir vong trén toan cau
vao nam 2020 [1]. Tan suat mic bénh nay
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biéu hién su chénh léch dang ké giira cac khu
vuc dia ly, voi ty 1é cao nhit tap trung ¢ Bac
My va Chau Au, trong khi cac khu vic nhu
Chau Phi va Nam Trung A ¢4 ty I¢ thap hon
dang ké. Mac du thuong gap ¢ phu nit trong
giai doan mén Kinh, bénh ciing ¢ thé xay ra
& nhitng ngudi tré tudi co cac yéu td nguy co
nhu béo phi va it van dong [1].

Chén doan xac dinh chu yéu dua trén cac
dic diém md bénh hoc. Theo phan loai cua
T6 chircc Y té Thé gigi (WHO) phién ban thu
5 nam 2020 [2], phan loai md bénh hoc ung
thu ndi mac tr cung gom mot sé loai sau:

(1) Ung thw biéu md dgng néi mac tie
cung: C6 3 d6 mé hoc theo FIGO: d6 1, 2 va
3 vai ti 1é thanh phan dic khong tuyén va
khéng biét hoa gai chiém lan luot la 5%, >5-
50% va >50%. Néu hién dién té bao hoc
khong dién hinh >50% thi c6 thé nang thém
mot do md hoc. D6 md hoc 1 va 2 c6 thé
duoc xép vao nhém do md hoc thip va do
md hoc 3 duwgc xép vao nhém d6 mod hoc
cao.

(2) Ung thw biéu mo dich trong: Luon
luén ¢6 d6 mb hoc cao

(3) Ung thw biéu mo té bao sang: Ludn
luén ¢6 d6 mb hoc cao

(4) Ung thw biéu md khong biét hoa va
héi bigt hoa: Luén ludn c6 d6 md hoc cao

(5) Ung thw biéu mo hén hep: Ludn
luén c6 @6 md hoc cao, géom 2 loai mé hoc
hoan toan khac nhau trong d6 phai 6 it nhat
loai dich trong hozc té bao sang, loai trir ung
thu biéu md khong biét héa va hoi biét hoa.

(6) Céac loai ung thw biéu md ngi mac tie
cung khac: Luon luén c6 d6 md hoc cao,
gom: Ung thu biéu md tuyén trung than, ung
thu biéu mé tuyén dang trung than, ung thu
biéu md té bao gai, ung thu biéu md dich
nhay. Can loai trir kha nang ung thu thir phat
di can dén va ung thu tir ¢d tir cung.
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Tu trude dén nay, cac yéu td tién lugng
cho kha ning sdng sét va tai phat cling nhu
quyét dinh chién lugc diéu tri gom: do md
hoc, do sdu xam lan, tinh trang xam nhap
mach (mach méu hoic mach lymphd), kich
thuéc khdi u va sy lién quan dén doan dudi
te cung [3]. Nhirtng bénh nhan c6 nguy co
thap dugc khuyén nghi chi theo ddi trong khi
nhiing bénh nhan c6 nguy co trung binh cao
va nguy co cao dugc khuyén nghi diéu tri bd
trg tich cuc hon. Theo Hiép héi Ung budu Y
hoc Chau Au (ESMO), cac yéu té nguy co tai
phat cao bao gom: méd bénh hoc loai dich
trong hoic té bao sang, dd md hoc 3, xam
nhap sau >50% vach co, xam nhap mach,
giai doan tién trién, di can hach, kich thudc u
>2cm [3].

IIl. DAC PIEM CAC NHOM PHAN TU' UNG
THU BIEU MO NOI MAC TU CUNG

Atlas bd gen ung thu (The Cancer
Genome Atlas — TCGA) da danh gia mot s6
luong I6n bénh ung thu thong qua giai trinh
ty bo gen, bao gom ca ung thu ndi mac tir
cung [4] va dwa ra hé thong phan loai phan ti
cia ung thu ndi mac tir cung. CO 4 phan
nhom phan tir duoc dé xuat dua trén dic
diém di truyén khac nhau:

(1) Polymerase & (dot bién POLE, siéu
dot bién),

(2) Bét 6n dinh vi vé tinh (MSI, tang dot
bién),

(3) ot bién gen TP53, (bat thuong
protein p53) sb copy cao.

(4) H6 so phan tir khong dic hiéu: sb
copy thap

Phan loai phan tar khéi u 6 thé thuc hién
trén mau md bénh da cd dinh trong formalin
va VUi trong paraffin dya vao su két hop cua
hoa m6 mién dich (HMMD) va giai trinh ty
gen.
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- HMMD dung dé kiém tra cac protein
sira chira 16i bat cap sai (MMR: Mismatch
repair) dugc ma hoda bdi cdc gen MLHI,
PMS2, MSH2 va MSH6.

- HMMD dung dé kiém tra protein p53
(loai hoang d& hay bat thuong).

- Giai trinh ty gen POLE dé tim dot bién.

Diédu nay da duoc chirng minh 1a dic biét
hiru ich trong viéc danh gia tién lwgng ¢ ung
thu ngi mac tur cung dang ndi mac tir cung do
3 [(2)] va c6 thé hiru dung véi nhitng dang
md hoc khéc ciia ung thu ndi mac tir cung.

Nhém dgt bién POLE

POLE hay con goi l1a DNA polymerase
epsilon la enzyme quan trong trong viéc sira
15i va sao chép DNA. Bot bién POLE gay
ganh nang dot bién ban thé (somatic) cao,
>100 dot bién mdi megabase [4], 1am ting
khang nguyén m¢i va cai thién kha nang
giam sat mién dich. Pic diém nay cd thé
gilp giai thich cac két cuc tét caa bénh nhan.
Phan nhém phéan tu nay con kha mai va
chiém ti 1& twong d6i thap, khoang 5 - 10%
ung thu ndi mac tir cung [4,5] va thuong gap
¢ loai ung thu dang ndi mac tir cung va gap o
phu nir tré tudi. Pic diém mo bénh hoc & cac
u mang dot bién POLE thuong kha &c tinh
véi d0 md hoc cao, dic diém hinh thai mo
ho, thinh thoang c6 cac té bao khong 16,
nhitng té bao min dich thim nhap quanh u
(TILs) rd rang, xam nhap sau va xam nhap
mach.

Két cuc bénh nhan tuong ddi tt, co thé
do dap (rng tét véi diéu tri hodc do cai thién
kha ning giam sat hé mién dich. Viéc diéu tri
xuéng thang két hop véi céc yéu td nguy co
nhat 1a & cac bénh nhan c6 dot bién POLE
dang duoc danh gia trong nhiéu thir nghiém
lam sang [6].

Xét nghiém dot bién POLE chi c6 thé
dugc danh gia qua giai trinh ty gen va tuong
dbi it pho bién. Chi mot vai loai dot bién
POLE lién quan dén kiéu hinh siéu dot bién.
Bén canh do, dot bién POLE co thé di kém
V&i cic dot bién khac nhu dot bién TP53,
hoac thiéu hut sta sai bt cap gen.

Nhom bdt on dinh vi vé tinh

Con duong sira 16i biat cap DNA
(Mismatch repair — MMR) goém nhiéu
protein c6 nhiém vu nhan dién va sua 15i bat
cap DNA. Hé¢ thdng nay gém 4 gen chinh:
MLH1, PMS2, MSH2 va MSH6. Dot bién
bat ki gen nao co thé do di truyén hoic mic
phai, ngodi ra, sy mat biéu hién protein cd
thé do su im ling biéu sinh. Sy thiéu hut
trong con duong biat cap swa 16i (MMR
deficiency - dMMR) gay tich liy hang tram
dén hang ngan dot bién dan dén kiéu hinh
ting dot bién, hay bt on dinh vi vé tinh mtrc
do6 cao (MSI-H).

Nhém dot bién nay cé tién luong trung
binh. V& mat hinh thai thudng c6 xam nhap
mach, d6 md hoc cao hon c6 thé c6 d6 mo
hoc 2 va 3 nhung ciing c6 thé gap & bat ki do
md hoc nao, TILs rd, c6 thé cd hinh thai ciu
tric vi thé u kiéu vi nang, soi dai hoic phan
manh (hinh thai xdm nhap dang MELF), biét
héa nhay. Khoang 20-30% ung thu ndi mac
c6 dot bién nay, trong d6 3-5% lién quan dén
di truyén (Hoi chang Lynch). Theo khuyén
céo cia Nhom Pong thuan Quéc té
Manchester vé& quan 1y cac ung thu phu khoa
trong hoi chieng Lynch [7], nén sang loc hoi
chung Lynch ¢ ung thu ndi mac tir cung khi
bénh nhan dwgc chan doan & do tudi dugi 60
tudi (mtrc 6 khuyén nghi B) hoac bénh nhan
dugc chan doan & bat ky do tudi nao nhung
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c6 thém mot hodc nhiéu yéu tb nguy co sau:
(1) tién st ca& nhan méic nhiéu ung thu lién
quan dén hoi chang Lynch, (2) c6 thanh vién
trong gia dinh c6 quan hé huyét théng méc
ung thu lién quan dén hoi chitng Lynch & do
tudi dudi 60, (3) dic diém bénh Iy goi y
manh vé ung thu lién quan dén hoi chirng
Lynch (mirc d6 khuyén céao B). C6 thé xac
dinh tinh trang suy giam sta chira I5i bat cap
(dMMR) dya vao sy mit biéu hien HMMD
cia mot trong bén loai protein MLH1,
MSH2, MSH6 va PMS2. Bén canh HMMD
con cd thé st dung cac xét nghiém phan tu
PCR hoic giai trinh tu gen dé xac dinh tinh
trang bat 6n dinh vi vé tinh (MSI) tir d6 loc
duoc d6i tuong tiép tuc thuc hién xét nghiém
dong mam cho dot bién lién quan hoi ching
Lynch. D6 tuong hop cia HMMD va céc xét
nghiém phéan ta trong viéc xac dinh tinh
trang dMMR/MSI khéd cao. Trong trudng
hop mit biéu hién MLH1 (c6 thé kém hoic
khong kém mat biéu hién PMS2) can thuc
hién thém xét nghiém methyl héa promoter
MLH1 dé loai cac treong hop mét biéu hién
do methyl héa.

Tinh trang MMR lién quan dén tién
lwong va diéu tri [6]. Thiéu hut MMR c6 thé
gdy ung thu cling nhu tao dugc cac khang
nguyén khién u nhay cam véi liéu phap mién
dich dac biét 1a thudc e ché PD-1. Theo Le
DT et al., ti l¢ dap ung didu tri 1a 52% va ti 18
bénh chung 1a 73% [8]. FDA da thong qua
pembrolizumab cho diéu tri u dic c6 dAMMR
ma khong thé cat bo hoic di can sau diéu tri
hodc khong cé diéu tri thay thé [6]. Ung thu
ndi mac véi 6n dinh vi vé tinh hoac stra I0i
bat cip nguyén ven (MMR proficient -
PMMR) cho thiy dap wng kém véi uc ché
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PD-1. Tuy nhién, mot sb truong hop c6 dap
tng voi su két hop gitta lenvatinib va
pembrolizumab.

Nhom dét bién TP53 - p53 bdt thwong,
“Sé copy cao”

Viéc phéan loai phén tir cia phédn nhom
“s6 copy cao” dugce xac dinh bang cach xéac
dinh dic tinh phan td md rong, bao gom
danh gia hon 1,3 tri€u nucleotide don da hinh
dé xac dinh trang théi s6 luong copy. Phan
l6n déu co dot bién TP53 va co thé duoc xac
dinh qua NGS hoic hoa mdé mién dich p53
Vv6i d6 tuong hop 16n dén 88% va c6 thé 1én
dén 92% khi loai bo cac truong hop co kém
theo dot bién POLE va dMMR [9].

Phan nhom nay chiém khoang 13-18%
c4c loai ung thu biéu md ndi mac tar cung.
Pic diém mo hoc & phan nhom nay thudng
la c6 xam nhap mach, nhan té bao khong
dién hinh, thuwong gap ¢ loai mé hoc dich
trong, nhung ciing c6 thé gap & dang ndi mac
tir cung d6 cao. Bénh nhan I6n tudi hon, gay
hon va thuong ¢ giai doan tién xa. Phan
nhom nay c6 tién luong Xau nhét va c6 duoc
loi ich tir héa — xa tri bd trg, nhat 1a & giai
doan sém [9].

Bén canh d6, khuéch dai HER-2-neu
thuong di kém voi dot bién TP53 do vay
nhém bénh nhan nay cé thé huong loi khi
thém trastuzumab vao diéu tri bt ké loai mo
hoc [10].

Nhém déc diém phan ti khéng dac higu
(NSMP- No Specific Molecular Profile);
“Sé copy thap”

Pay 1a nhém thuong gap nhit, chiém
khoang 50% cac treong hgp ung thu ndi mac
tr cung vo1i tién luong trung binh, c6 dac
diém phan ti khong co dot bién POLE,
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khéng bat thuong TP53, hay dMMR, do vay
nhom nay con duoc goi l1a nhom dic diém
phan tir khong dic hiéu. O phan nhém nay,
hau hét 1a ung thu c6 dang ndi mac tr cung,
d6 mo hoc thap hon, biéu hién voi ER, PR va
ganh ning dot bién thap khi so v&i phan
nhom dot bién POLE va dMMR, thuong c6
cac dot bién PTEN, CTNNB1, PIK3CA,
ARID1A, va KRAS. Pic diém lam sang
thuong gap ¢ phu nir tré tudi hon véi chi sd
khdi co thé BMI 16n hon, sir dung estrogen
ngoai sinh. Phan nhém nay rat da dang, phan
I6n gip & ung thu biéu md dang ndi mac tir
cung d6 md hoc thap, co thé c6 biét hoa gai,
TILs thap, giai doan sém chi can phau thuat
va theo ddi, sb it con lai v6i cac dac diém
giai phau bénh ac tinh hon co thé can diéu tri
tich cuc hon. Do vay, viéc cai thién hiéu biét
vé cac dic diém giai phau bénh va phan tu
v6i myc dich diéu tri 1a linh vuc dang duoc
guan tam [6].

Phan I6n cac trudng hop ung thu ndi mac
tir cung c6 thé dugc phan loai vao mét trong
bén phan nhém phan ti. Tuy nhién, & mot
nhém nho bénh nhan (3-5%), phan tich phan
tir s& cho thdy nhiéu hon mét loai bién doi
phén tu (vi du: ung thu ndi mac tir cung cé
dot bién POLE kém dMMR, dot bién POLE
kém bt thudng p53, ...), cac trudng hop nay
duoc goi 1a ung thu ndi mac tir cung "phan
loai da". Trai nguoc voi tién lwgng tét cua
ung thu ndi mac tir cung c6 dot bién POLE,
phan nhom bat thudng p53 c6 lién quan dén
két qua diéu tri kém. O nhirng truong hop
nay thi cau hoéi luon dugc dat ra la liéu dac

diém 1am sang cua u s& di theo hudng cua
nhoém phan ta ndo. Dit liéu sdng sot hién cé
cho thiy cac truong hop co dot bién POLE
kém véi bat thuong p53 c6 két qua diéu tri
tuong duong voi cac trudng hop cé dot bién
POLE nhung khéng c6 biéu hién bat thuong
cuia p53. Nhitng phét hién nay cho thiy cac
dot bién TP53 trong cac "phan loai da" nay
c6 thé 1a dot bién "hanh khach" (khéng anh
huong dén dién tién 1am sang), chi ra ring
cac truong hop nay nén dugc phéan loai va
diéu tri nhu cac truong hop c6 dot bién
POLE [11].

. TRINH T’ XET NGHIEM BE PHAN NHOM
PHAN TU' UNG THU NOI MAC TU CUNG

Phén loai phan ttr da dugc chung minh la
c6 tac dung lam rd tién luong ¢ ung thu biéu
mb Nndi mac tr cung c6 nguy co thap, trung
binh va cao.

Theo ProMisE

Dura trén nén tang cac phan nhém phan tu
cua TCGA (The Cancer Genome Atlas), hé
théng phan loai nguy co phédn tir ProMisE
(Hinh 1) dugc x&y dung nam 2017 theo trinh
ty nhu sau: (1) nhuém héa md mién dich dé
xac dinh tinh trang sta chita 16i bat cap
(MMR), (2) tiép theo la xét nghiém gen
POLE dé xac dinh tinh trang d6t bién, (3) va
cubi cung la nhuém héa mé mién dich
protein 53 (p53). Tu d6 phéan ra 4 nhom phuy:
dMMR, dot bién POLE, p53 dot bién (bat
thuong) va nhdm hd so phan tir khong dic
hiéu [5].
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thifu HMMD MMR e
Thidu hut sta 161 o2 T [Knéngphan
L S loai

N
dMMR
/ \ thigu POLE ’W‘

POLE dot biéy \POLE hoangda |= = = = = = = > loai

o

POLEEDM \ thiéu
HMMD p53 (-1{2+) VMMD e — p3_ | o?gp an
oal
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P53 dot bién NSMP

Hinh 1: So' d6 phan logi phan nhém phan ti# ung thw ngi mac ti cung theo ProMisk [6]
Theo ESMO bing xét nghiém gen POLE, (2) tiép theo la
Sau d6, vao nam 2022, ESMO c6 dé cap  dung phuong phap hoa mé mién dich dé xac

dén trinh tu cac xét nghiém thuc hién dé dinh trinh trang p53 va tinh trang sira chira
phan nhom phan tir ung thu ndi mac tir cung  15i bat cap [3].
v6i vai sy khac biét (Hinh 2). (1) Bat dau

Ung thu ndi mac tlr cung
(bat ké loai mé hoc)

1
| |

Tinh trang _
POLE POLE bhnnty khéng bénh y

POLE hoang da,

| 1

Tinh trang
MMR
Tinh trang _ |
pS3 P53 hoang da P53 dot bién
J | i

[

H& sa phan wr
khong dac
higu (NSMP)

Chéan doan Dot bin
POLE

dMMR P53 dot bién

J

Hinh 2: Trinh tw cac xét nghi¢m d@é phan nhém phan ti ung thw ngi mac ti cung
theo ESMO [3]
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Viéc xac dinh dot bién POLE chi ¢ thé
duoc thuc hién dua vao cac xét nghiém phan
tr nhu PCR, giai trinh ty gen Sanger, giai
trinh tu gen thé hé ké tiép (Next generation
sequencing: NGS).

K$ thuat nhuém HMMD da duoc thiét
lap tbt ddi voi protein p53 va MMR (MLH1,
PMS2, MSH2, MSHS6) hién duoc khuyén céo
1a phuong phap thyc hanh tiéu chuan cho tat
ca c&c mau bénh pham ung thu biéu mé noi
mac tir cung bat ké loai mé hoc nao va dé
hoan thanh phéan loai phén tir theo thuat toan
chan doan (Hinh 1), bang cach giai trinh ty
mién exonuclease cua POLE.

Vi hién tai khong phai tit ca cac phong
xét nghiém déu co thé thyc hién phan loai
phan tir trén tat ca cac ung thu biéu md noi
mac tr cung, nén uu tién phan loai phan tu
dbi véi cac truong hop ma két qua co lién
quan dén hudng dan khuyén nghi diéu tri bd
trg. Piéu nay dic biét 4p dung cho nhiing
trudng hop ung thu biéu md ndi mac tir cung
d6 cao hay ¢ giai doan cao (giai doan FIGO
1), vi hiéu qua 1am sang d6i vai nhitng bénh
nhan nay s& rd rét nhat.

Pé nghi trinh te xét nghiém & cac noi
trang thiét bj con han ché

Tai nhitng co so y té c6 han ché vé trang
thiét bi, viéc tiép can cac xét nghiém phan ti,
dac biét 1a xét nghiém dot bién POLE gap
nhiéu khé khan. Tuy nhién, xét dén ty Ié thap
cta dot bién POLE va tién luong tuong ddi
tot cia nhém bénh nhan nay, viéc danh gia
dya trén céc yéu tb hinh thai va danh gia hoa
md mién dich (HMMD) cac protein p53 va
MMR van dam bao d6 chinh xac can thiét
trong viéc tién luong va dua ra quyét dinh
diéu tri cho phan l6n (khoang 90%) bénh
nhan.

IV. Y NGHIA CUA PHAN NHOM PHAN TU
CUA UNG THU NOI MAC TU CUNG

Y nghia tién hrong

Céc phan nhom phan tu tuong (ng Vvéi
mot so dic diém lam sang, md bénh hoc va
tién lugng duoc trinh bay trong Bang 1.
Nhém c6 tién lwong tét nhat 1a nhom dot
bién POLE, nhom tién lwong xau nhat 1a
nhom dot bién TP53.

Bdng 1: Phan nhom phén ti va tién liwrong [3]

Nhom Hé so phan tir
phan tiy Dot bién POLE dMMR Dot bién TP53| khéng dic
Dic dié hiéu
. 7 N , Tét ca loai md | Hau hét 1a do
Dang ndi mac tir cung| Dang ndi mac tir cung B
hoc thap
Pic diém | Thuong 14 d6 cao Thuong lado cao | o ZZL la do Th“‘:ﬁégpla a0
md bénh - = 2 A
“M Hinh thai hoc khéng rd . . Nhiéu nhan |Biét hoa té bao
hoc X Xam nhap mach . PR .
rang khong dien hinh gai
TILsva TLSs chiém |  TILs chiém vu thé TILS th ER/PgR lan
P R .2 a n ,
uu thé Xam nhap kiéu MELF P toa, Khéng cd
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TILs

BMI thap

BMI cao

BMI thap BMI cao

bac diem = doan som (1A-1B)

Hoi chirng Lynch

Giai doan tién x3

lam san —
g Khai phat sém

Khéi phat mudn

Xét nghiém NGS/Sanger/Hotspot:

+ HMMD MMR: MLH1,

rin dodn | P286R, VALIL, | MSH2, MSH6, PMS2 | HMMD p53
M 15297F, A456P, SA59F|  + Xét nghiém MSI
Tién luong Tot Trung binh XAu Trung binh tuy

giai doan

Thay ddi hwéng diéu tri

Hinh 3 minh hoa sy thay d6i tir thuat toan
diéu tri dua trén md bénh hoc truyén théng
sang thuat toan diéu tri theo phan loai phan
tir. M6 hinh nay duoc xay dung dya trén tong
hop dit liéu hién c6 va cac két qua tiém niang
tu cic thu nghiém trong tuong lai, nhung

khong phai 1a mot thuat toan diéu tri duoc
xac nhan. Céac thu nghiém lam sang trong
tuong lai s€ giup 1am séng to liéu cac phuong
phap diéu tri dya trén phan tir cd nén thay thé
cac phuong phap diéu tri dua trén md bénh
hoc, hay li¢u hai m6 hinh nay c6 nén duogc

két hop [6].

Phéac db didu tri Chén doan
theo mé bénh hoc =
Phau thuat
I 1
Nguy co cao Nguy co trung binh cao Nguy co thap
I— Hoba tri +/-xa tri I— Xa tri +/- hoa trj l— Theo doi
Phéc db digu tri . Phau thuat
theo phén loai phan t&
Phén loai phan tu
[ T T T T T T |
ER/PR L1CAM CTNNB1 HER2/neu P53 pPMMR dMMR POLE

|_ Liéu phap noi I_

LWntNEGF/mTor
tigt + liéu phap ndi

tiét

Hoa tri
+/-xatrl

Hoa tri +
trastuzumab

Liéu phap mien \_ = . \_
|~ Hoéa tri \_ dich + Liéu phap mien

3 Theo doi
lenvatinib dich

Hinh 3: Phdc dé diéu tri tiém ndng ung thw ngi mac tie cung [6]

V. KET LUAN

Cac yéu t6 nguy co ¢ ung thu biéu mo
nodi mac tir cung da duoc s dung trong nhiéu
thap ky dé phan tang nguy co va quyét dinh
phac do diéu tri. Tuy nhién, ngay nay, cac
dic diém phan tr dang dan dwoc quan tam
nhiéu hon, déng gop vao hiéu biét vé u tir d6
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c6 thé bo sung cac yéu té nguy co kinh dién.
Cac phuong phép diéu tri trong twong lai cho
ung thu ndi mac tir cung rat hia hen. Tuy
nhién, van con can thém nhiéu bang chang
dé khang dinh chinh xac vai trd cua cac dot
bién phan tir ciing nhu cac phuong phéap diéu
tri mai.
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Két qua: Truong hop c6 tudi trung binh 1a
55,5 tudi (27-85). Cong hudng tir c6 do chinh
Xac va gia tri tién doan duong cao trong xac dinh
budu d3 xam 1an co hay khéng, 1an luot 12 91,6%
va 94,2%. Gié tri tién doan duong trong xam 14n
co sdu & bénh nhin chua man kinh kha cao, 1én
dén 81,8%. Tuy nhién, cong huong tir 6 gié tri
tién doan duong trong xam lan co sau & bénh
nhan da man kinh kha thap, chi khoang 50%. Pa
phan bénh nhan bi chan doan qua muc. Trong
chan doan x4am 1an thanh mac, cong hudng tir c6
gié tri tién doan am rat cao (94,4%) nhung gia tri
tién doan dwong khé thap (chi khoang 40%).
Tuong tu, cong hudng tir ¢6 gia tri tién doan am
trong xam lan mé6 dém cé tr cung cao (1én dén
89,2%) nhung d6 nhay thap (chi khoang 47,1%).

Két luan: Nghién ciu cua ching t6i ¢6 do
chinh xac trong chan doan xam l4n co siu thap
hon so véi cac nghién ciru khac do két qua chup
cong huong tir cua nhiéu noi va chua ap dung
viéc danh gia tron bénh pham maot cach thuong
quy. Tuy nhién, nghién ctu cho thdy MRI c6 thé
dung dé loai trir truéc mé cac truong hop can cat
tir cung tan gbc di budu lan mé dém cé tir cung
do MRI c6 gid tri tién doan am rét tot.

Tir khoa: ung thu ndi mac tir cung, cong
huong tir, xam lin co, xam 14n mo6 dém cb tir
cung.

SUMMARY
THE ROLE OF PELVIC MAGNETIC
RESONANCE IMAGING IN STAGING
ENDOMETRIAL CANCER BEFORE
SURGERY
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Objectives: The prognosis of endometrial
cancer depends on many factors, including: stage
of disease, depth of myometrial invasion,
parametrial invasion, lymphovascular space
invasion (LVSI), histological grade and nodal
status. Contrast-enhanced abdominal-pelvic
magnetic resonance imaging (MRI) is a modality
that can help diagnose the stage of endometrial
cancer before surgery because it helps assess the
depth of myometrial invasion, parametrial
invasion and pelvic nodal metastasis. We
conducted this study to evaluate the accuracy of
MRI in staging endometrial cancer before
surgery.

Materials and methods: We studied 95
cases of endometrial cancer treated at the
Department of Surgery 2 - Ho Chi Minh City
Oncology Hospital from December 2019 to
September 2022.

Results: The mean age of the 95 cases was
55.5 years (27-85). MRI had high accuracy and
positive predictive value in determining whether
the tumor had invaded the myometrium or not,
which were 91.6% and 94.2%, respectively. The
positive predictive value in deep myometrial
invasion in premenopausal patients was quite
high, up to 81.8%. However, MRI had low
positive predictive value in deep myometrial
invasion in postmenopausal patients, only about
50%. Most patients were overdiagnosed. In
diagnosing parametrial invasion, MRI had very
high negative predictive value (94.4%) but low
positive predictive value (only about 40%).
Similarly, MRI had high negative predictive
value in parametrial invasion (up to 89.2%) but
low sensitivity (only about 47.1%).

Conclusions: Our study had lower accuracy
in diagnosing deep myometrial invasion than
other studies due to the results of MRI from
different hospitals and not applying the routine
evaluation of the whole specimen. However, the

study showed that MRI can be used to exclude
preoperatively the cases that need radical
hysterectomy due to cervical stromal invasion
because MRI had very good negative predictive
value.

Keywords: endometrial carcinoma, MRI,
myometrial invasion, cervical stromal invasion.

I. DAT VAN DE

Ung thu ndi mac ti cung la ung thu
thuong gap dang hang thu sdu trong céac
bénh 1y ung thu cua phu nit trén thé gisi, sau
ung thu v, dai tryc trang, phdi, ¢ tir cung
va tuyén giap[6]. Nam 2018, trén thé gisi co
khoang 383.069 phu nir duoc chan doan ung
thy ndéi mac tor cung Vvéi tan suat la
8,4/100.000 dan[6]. T suat cua bénh la
1,8/100.000 dan[6].

Tai Viét Nam, theo sé liéu ghi nhan ung
thu toan ciu (GLOBOCAN 2018) cia Co
quan Qudc té nghién ciru Ung thu (IARC) thi
ung thu ndi mac ding hang tha hai vé mat
bénh suat va thir ba vé tir suat trong sé cac
loai ung thu phu khoa. Theo d6, tan suat va
tr suat cta bénh lan luot la 7,1/100.000 va
2/100.000 phu nix[6].

Tién luong cua ung thu ndi mac phu
thuoc vao nhiéu yéu tb, bao gom: giai doan
bénh, d6 sau xam lin co, xam lan mod dém
kénh c6 tir cung, xam lan khoang lympho —
mach mau (LVSI), grad md hoc va tinh trang
di can hach. Chup cong huong tar (MRI)
bung chau co6 tuong phan tu 1a phuong tién
c6 thé gilp chan doan giai doan ung thu noi
mac tir cung truéc phau thuat vi gitip ddnh
gia d6 sAu xam lan co, xam 1an mo dém c¢b tur
cung va di can hach chau[9]. Ti I¢ di can
hach sau phdc mac tang to 3% & nhiing
ngudi bénh xam lan co nong 1én dén 46% &
nhitng ngudi bénh xam lan co sau[1]. Do d6,
viéc danh gia chinh xac tinh trang budu trudc
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phau thuat két hop véi loai md hoc khi nao
sinh thiét 1ong tr cung s& gidp phau thuat
vién 1én ké hoach chinh xac cho cudc mo,
trong d6 quan trong nhat 1a quyét dinh c6 can
nao hach sau phuc mac hay khéng.

Hién nay, tai Bénh vién Ung budu thanh
phd HO Chi Minh van chua c¢6 nghién ctu
danh gia d6 chinh x&c cua MRI trong viéc
xép hang budu ung thu ndi mac tir cung
trudc phau thuat. Do @6, chung toi thuc hién
nghién ctu ndy nham tra loi cho cau hoi
nghién ctru: “Chup céng hudng tir vung chau
¢6 tuong phan tir danh gia xép hang budu
trong ung thu ndi mac tir cung trudc mo co
d6 chinh xac nhu thé nao?”. Nghién ciru cua
chiing téi c6 hai myc tiéu sau, bao gom:

1. Xac dinh ti I¢ danh gia chinh xac do
sau xam lan co tir cung trudgce phau thuat cua
MRI trong ung thu ndi mac tir cung.

2. Xac dinh ti I¢ danh gia chinh xac xam
lan mdé dém cb tr cung trudc phau thuat caa
MRI trong ung thu ndi mac ti cung.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

2.1. P6i twong nghién ciru

Tiéu chudn chen mdu:

e Chan doan xac dinh bang giai phau
bénh truéc va/hoic sau mo la carcindm noi
mac tir cung.

e Dugc chup MRI vung chau cé tuong
phan tu tai bénh vién Ung Buéu TP.HCM
hoac da dugc chup tai bénh vién khac.

e Duoc phau thuat Xép giai doan tai bénh
vién Ung Bu6u TP.HCM.

Tiéu chudn logi trir:

e Bénh nhan di duoc diéu tri ung thu
trude d6 hoac bénh tai phat.

e Bénh nhan khong dugc phiu thuat cit
tur cung.

e Bénh nhan khéng con hinh anh sang
thuong trén MRI.
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Dia diém va thei gian nghién creu:

Nghién ctu dugc thy hién to 12/2019
dén 9/2022, tai Khoa Ngoai 2, Bénh vién
Ung Buéu Tp.HCM.

2.2. Phwong phap nghién ciru

Thiét ké nghién ciru: cit ngang mo ta.

Cé mau:

Cong thuc tinh ¢& mau cho viéc uéc
luong mot ti 1€ vai khoang tin cay 95% va
sai 56 0,05 Ia
1,962 x p x (1-p)

0,052

N2>

Trong do:

-N: C& mau

- p: Ti I¢ theo y van

C& mau theo muc tiéu danh gia xam 1an
co tir cung chinh x&c trén MRI theo nghién
ciru cua Peungjesada S. 1a 98%[8]. C& mau
la n> 31

C& mau theo muc tiéu danh gid xam lan
md dém cd tir cung chinh xac trén MRI theo
nghién ctu cua Haldorsen 1.S. 1a 96%[4]. C&
mau la n> 60

Vay ¢& mau tong cong cho ca hai muc
tiéu la n> 60

Phwong phdp chon mau:

- Chon tit ca bénh nhan ung thu ndi mac
tir cung dugc chan doan dya trén két qua giai
phiu bénh qua nao sinh thiét long ta cung,
nhap khoa ngoai Phu khoa.

- C4c bénh nhan nay duoc lam cac xét
nghiém:

+ Xét nghiém tién phau

+MRI chau hoac MRI bung chau cé
tuwong phan tu

- Tir két qua xét nghiém trén, cac bénh
nhan duogc chia thanh 2 nhom:

+Bénh nhan khoéng cd chi dinh phau
thuat: tong trang suy Kiét, di can xa khong
thé cit bo dugc, carcinomatosis s& duoc loai
ra khoi nghién ctru
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+Bénh nhan c6 chi dinh phau thuat s&
duoc nhan vao dé tiép tuc danh gia.

+Trong nhoém bénh nhan c6 chi dinh
phau thuat thi chia lam 2 nhom tuy theo loai
phau thuat:

+ Cét tir cung co/hoidc khdng c6 nao hach
sau phtic mac: nhan vao mau nghién cau.

+ Khdng thé cit tir cung do buéu lan tran,
qua chi dinh phau thuat: Loai khoi nghién
cuu

- Cdc mau bénh pham cit tr cung
co/hoic khéng c¢d mau hach chau s& duogc
phdu tich tai phong md hoic gui toan bo
bénh pham. Sau d6 dugc dwa dén khoa giai
phiu bénh nhuém H&E thuong qui dé xac
dich do sau xam lan co, xam lan mé dém ¢
tr cung va do biét hda mé hoc.

Ngi dung nghién ceru:

- Ti I& danh gia chinh xac d6 sau xam lan
co tir cung truéc phau thuat cia MRI trong
ung thu ndi mac tir cung dra trén két qua giai

phau bénh sau phau thu%;[:
1

al =—
cl

Trong do:

al: Ti I¢ danh gia chinh xac d§ sdu xam
lan co trude phau thuat cia MRI

bl: S6 ngudi bénh co két qua MRI danh
gia chinh xac d6 sau xam lan co

cl: Téng s bénh nhan duoc cat tir cung

- Ti Ié danh gia chinh xac xam 1an mo
dém cb tr cung trugc phau thuat cua MRI
trong ung thu ndi mac tir cung dua trén két

qua giai phau bénh sau pf?ﬁu thuat:
2

a2 =—
c2

Trong do:
a2: Ti I¢ danh gia chinh xac d6 sdu xam
lan co truéc phau thuat cia MRI

b2: S6 nguoi bénh cd két qua MRI danh
gia chinh xac d6 sau xam lan co

¢c2: Téng sé bénh nhan duoc cat tir cung

Phwong phdp thu thap sé ligu:

- Céc s ligu thu thap dugc s& dugc xir ly
trén phan mém STATA 10, EXCEL.

- Céc phan tich don bién duoc st dung
dé mod ta dic diém cac bién va tan suit cua
ching

- Chdng t6i sir dung phép kiém chi binh
phuong (x2) va phép kiém chinh xéac Fisher
cho cac bién dinh tinh; phép kiém t-Student
cho céc bién dinh lwong. Gia tri p<0,05 1a c6
¥ nghia thong ké.

- Két qua nghién ctru duoc trinh bay
duéi dang bang, biéu d6, hinh anh va mé ta.

Dao dirc nghién ciru: Nghién cou duogc
dya trén thiét ké cit ngang mo ta, khdng can
thiép vao qua trinh diéu tri cia bénh nhan.
Tat ca bé nhan déu diéu tri theo phac dd
diéut tri hién tai caa khoa. Do d6, nghién ctru
khong vi pham y duc.

. KET QUA NGHIEN cUU

Trong thoi gian tir thang 12/2020 dén
09/2022, ching t6i nghién ciru 95 trudng hop
ung thu ndi mac ttr cung duoc diéu tri tai
khoa Ngoai 2 — Bénh vién Ung buéu Thanh
phd H6 Chi Minh véi nhitng két qua nhu sau.

Trong 95 bénh nhan duwgc nghién cuau,
tudi thip nhat la 27 tudi, cao nhat la 85 tudi,
tudi trung binh 1a 55,5 tudi + 9,77 tudi.
Nhém tudi Ion nhat 1a 60 tudi, chiém ti Ié
40%. Pa sb tat ca cac truong hop déu la loai
carcindm tuyén dang ndi mac tir cung chiém
ti 1€ 88,4%. Cac truong hop con lai la
carcindm tuyén.
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Bing 1. Déi chiéu finh trang xdm lin co trén MRI va gidi phdu bénh sau mé

Giai phau bénh
Khong xam lan co | C6 xam lan co | Tong
MRI Kh(),ngAxarn, lan co 5 3 8
C6 xam lan co 5 82 87
Tong 10 85 95

Nhgn xét: Trong chan doan tinh trang xam lan co, MRI c6 d6 nhay, do dic hiéu, d6 chinh
Xac, gia tri tién doan am va gia tri tién doan duong 1an luot 12 96,5%; 50%; 91,6%:; 62,5% va

94,2%.

Bing 2. Poi chiéu tinh trang xdm lin co trén MRI va gidi phdu bénh sau mé & bénh
nhén chwa man kinh

Giai phau bénh
Khoéng xam lan co Cé xam lan co | Téng
MR Kho,ngAxam’ lan co 2 1 3
Cé xam lan co 1 21 22
Tong 3 22 25

Nhdgn xét: O bénh nhan chwa man kinh, MRI ¢6 d6 nhay, d6 dic hiéu, do chinh xac, gia
tri tién doan 4m va gia tri tién doan dwong trong chan ddan xam lan co lan luot 13 95,4%;
66,7%; 92%; 66,7% va 95,4%.
Bdng 3. Péi chiéu tinh trgng xam ldn co rén MRI va gidi phdu bénh sau mé ¢ bénh

nhan man kinh

Giai phau bénh
Khoéng xam lan co Cé xam lan co | Téng
MRI Kho,ngAxarrl lan co 3 2 5
Cé xam lan co 4 61 65
Tong 7 63 70

Nhdan xét: O bénh nhan mén kinh, MRI c6 d6 nhay, d6 dac hi¢u, do chinh xdac, gia tri ti€n
doén am va gid tri tién doan duong trong chan doan xam lan co lan luot 1a 96,8%; 42,8%;
91,4%; 60,0% va 93,8%.

Bdng 4. Déi chiéu do sdu xdam lin co trén MRI va gidi phdu bénh sau mé

Giai phau bénh
Khéng <50% lép co | >50%16p co | Tong
Khong xam l4n co | 5 (62,5) 1(12,5) 2 (25) 8
MRI n < 50% l6p co 5 (13,9) 22 (61,1) 9 (25) 36
(%) > 50% 16p co 0 22 (43,1) 29 (56,9) 51
Tong 10 45 40 95

Nhgn xét: Do chinh xac trong chan doan d6 sdu xam lan co dya trén MRI khi ddi chiéu

v&i giai phau bénh 1a 59,9%. Trong d6, d chinh x4c trong cac truong hop chua xam lan co
va xam lan < 50% lop co 1a cao nhét voi ti 1é chinh xac lan luot 14 62,5% va 61,1%. Trong
khi d6, @6 chinh xac trong nhiing trudng hop xam lan > 50% 16p co chi dat 56,9%.
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Bing 5. Péi chiéu dinh gid xdm lin co sdu trén MRI va gidi phdu bénh sau mé ¢ bénh
nhén chiwa man kinh

Giai phiu bénh
Khong xam lan co C6 xam lan co Tong
Khong xam lan co 10 4 14
MRI —
C6 xam lan co 2 9 11
Tong 12 13 25

Nhdn xét: O nhitng bénh nhan chua man kinh, do nhay, do dic hiéu, d6 chinh xac, gia tri
tién doan am va gid tri tién doan duong ciia MRI trong chan dodn xam lan co sau lan luot 1A
69,2%; 83,3%; 76%; 71,4% va 81,8%.

Bing 6. Doi chiéu dinh gid xdm lin co siu trén MRI va gidi phdu bénh sau mé & bénh
nhan man kinh

Giai phau bénh
Khéng xam lan co C6 xam lan co Téng
MR Khéng xém lan co 23 7 30
C6 xam lan co 20 20 40
Tong 43 27 70

Nhgn xét: O nhitng bénh nhan mén kinh, d6 nhay, d6 dac hiéu, do chinh xéc, gia tri tién
doan am va gia tri tién doan duong ciia MRI trong chan doan x4m ldn co sdu lan luot 1a
74,1%; 53,5%; 61,4%; 76,7% va 50%.

Bdang 7. Doi chiéu tinh trgng xam ldn mé dém cé tr cung trén MRI va gidgi phdu bénh
sau mo

Giai phau bénh
Khoéng xam lan C6 xam lan Tong
Khong xam I4 74
MRI o,ngAxam’ an 9 83
Cé xam lan 4 8 12
Tong 78 17 95

Nhdn xét: Trong chan doan tinh trang
xam lin mé dém co tir cung, MRI co do
nhay, d6 dac hiéu, do chinh xac, gia tri tién
doan am va gia tri tién doan duong lan luot
1a 47,1%; 94,9%; 86,3%; 89,2% va 66,7%.

IV. BAN LUAN
4.1. Po chinh xac caa cgng hwéng tir
trong danh gia d sau xam lan co

MRI truéc md hién nay duoc xem I
phuong tién tét nhat dé danh gia do su xam
lan co dua vao do phan giai va nhiéu chudi
xung khéac nhau gidp phéan biét rd niém mac,
co va thanh mac. Ngoai ra, MRI con c6 thé
tai tao dwoc hinh anh theo nhiéu mat phing
khac nhau.

Tac gia Manfredi va cong su ghi nhan
MRI quy udc két hgp véi MRI twong phan tir
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trong chian doan d6 sdu xam lan co co do
nhay, do dac hiéu, gia tri tién doan duong va
gia tri tién doan am lan Iuot 12 87%, 91%,
87% va 91%][7]. Tac gia Hwang va cong su
da tong két cac nghién ctu MRI trudc md
danh gia ung thu ndi mac tr cung va do sau
xam lan co. Két qua cho thdy trong chan
doan xam l4n co sau thi MRI c6 do nhay khé
thap, chi khoang 50 — 84%; trong khi d6 thi
d6 dac hiéu kha cao, khoang 50 — 100%][5].

Trong nghién ciu cua chdng téi, MRI cé
d6 chinh xac kha cao trong chan doan c6 hay
khong c6 xam lan co trong ung thu ndi mac
tir cung, bat ké tinh trang kinh nguyét cua
bénh nhan. Gia tri tién doan duong ciling rat
cao, 1én dén 93,8 — 95,4%. Tuy nhién, gié tri
tién doan am lai kha thap chi khoang 60 —
66,7%.

Nhin chung, trong viéc xac dinh c6 xam
lan co hay khong thi MRI c6 gia tri tién doan
am kha thap. Nguyén nhan cua tinh trang nay
la do tat ca bénh nhan déu duoc nao long tir
cung sinh thiét, sau khi co két qua giai phau
bénh 1a ung thu ndi mac tir cung thi maéi
duoc chi dinh chup MRI. Viéc nao sinh thiét
trudc khi chup 1am mat 16p tiép ndi giita noi
mac tir cung va co tir cung lam chan doan
budu khu tra trong 16p ndi mac khé khan va
thuong dan dén am tinh gia. Ngoai ra, trong
nhiig truong hop budu nho, viéc nao sinh
thiét s& lam mat buéu trén MRI hozc nhiing
trudng hop budu xuat huyét nhiéu, trén hinh
anh chi con mau cii cling 1am kho khan trong
chan doan tinh trang xam lan co.

Trong cac nghién ceu cho thiy MRI
trong chan doan xam l4n co siu c6 gia tri tién
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doan am cao hon nhiéu so véi gia tri tién
doan dwong. Mic du MRI danh gia mé mém
rat tét va hién nay duoc xem l1a phuong tién
chan doan hinh anh tot nhét trong danh gia
d6 sau xam lan co nhung c6 nhiéu yéu tb c6
thé anh huong dén do chinh xac cia MRI
trén lam sang.

Trong nghién cuu cua ching t6i, bénh
nhan man kinh, d6 nhay tét hon so voi do
dac hiéu (74,1% so véi 53,5%). Gia tri tién
doan dwong & bénh nhan min kinh ciing thap
hon nhiéu so v&i bénh nhan chua man kinh
(50% so voi 81,8%). Nguyén nhén cua tinh
trang nay la do lép co & phu nir mén kinh
mong nén thuong do sdu xam lan co thuong
bi udc lugng qua mic.

Trong nghién cuu cua tac gia Wu va
cong su cing ghi nhan MRI ¢ bénh nhén
man kinh ¢6 d6 chinh xac va gia tri tién doan
duong thap hon so v&i bénh nhan chwa man
kinh[10]. Pa s6 bénh nhan ung thu ndi mac
tor cung la bénh nhan da man kinh nén day
chinh 1a han ché cia MRI trong danh gia giai
doan ung thu ndi mac tir cung trudéc mo.

Do nguy co di can hach phu thugc vao do
sau xam lan co nén quyét dinh c6 can nao
hach chau va / hoac canh dong mach chu
trong ldc md c6 thé dua vao két qua MRI
trugc mo. Tuy nhién, MRI van c6 nhitng giGi
han trong viéc danh gia d6 sdu xam lan co
nhu di dé cap ¢ trén, dic biét ¢ nhitng bénh
nhan d3 man kinh. Dé cai thién tinh chinh
Xac cua cong huong tir nén thuc hién tai
nhirng trung tam chuyén nganh ung thu va
thuc hién du cac xung theo dung khuyén céo.
Ngoai ra, d& han ché nhitng sai s6t nén thyc
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hién guri tron bénh pham khi cét loc giai phau
bénh thay cho viéc phau thuat vién ty cit loc
nhu hién nay.

4.2. Py chinh xac caa cong huwéong tir
trong danh gia xAm l4dn mé dém co tir
cung

Xam lin mé dém cb tir cung la mot trong
nhitng yéu té tién lwong quan trong nhat
trong ung thu ndi mac tir cung va lién quan
dén nguy co di cin hach. Cong huong tir
duoc st dung rong réi trong chan doan xam
lan mé dém cb tir cung va duoc xem la co do
chinh xac cao hon so va&i ndi soi tir cung[11]
va nao kénh co tir cung[3]. Chup cong huang
tir khéng st dung tia X va danh gia md mém
tir cung va co tir cung rét tét. Do do, so sanh
vdi CT scan va siéu am qua ngd am dao thi
cong huong tir duoc xem la phuong tién toi
wu nhit trong danh gia xam lan mé dém ¢ tir
cung. Cung véi su phét trién cua cac ky thuat
chup cong hudng tir, cac chudi xung DWI va
DCE da tang d¢ chinh x&c trong viéc danh
gid xam ldn mo dém co tir cung. DA co nhidu
nghién ctru danh gia do chinh xéac caa cong
huong tir trong danh gia xam 14n mo dém co
tir cung. Cac nghién ciru ndy khéc biét vé cac
xung MRI duoc st dung, d0 manh cua tu
truong va sé bénh nhan nén két qua ciing rat
khac bigt[2].

Cac nghién ctru trén cho thay trong chan
doan x4m lan mo dém co tir cung thi cong
hudng tir ¢6 d6 dac hiéu, do chinh xac va gia
tri tién doan am rat cao, déu > 85%. Do dé
c6 thé dung MRI loai trir xam ldn mo dém cod
tir cung trudc md. Néu trén MRI khong ghi
nhan xam lan moé dém cb tir cung thi c6 thé

thuc hién cét tir cung don gian thay vi phai
xem xét cat tir cung tan goc cho bénh nhan.
Nho d6 c6 thé tranh nhitng truong hop phai
phau thuat cat tir cung tan goc khong can
thiét, tir d6 gitip giam bién chung lién quan
dén viéc cit tir cung rong.

Tuy nhién, cong hudng tir chi c6 thé phét
hién cac xam lan trén dai thé va bo sot cac
xam 14n vi thé. Do d6, cong huang tir thudng
c6 d6 nhay thap trong chan doan xam 1an md
dém cb tir cung. Piéu nay di dugc cac phan
tich hau kiém chirng minh.

V. KET LUAN

Nghién ciu cia ching toéi ¢6 d6 chinh
Xéc trong chan doan xam lan co sau thip hon
S0 v&i cac nghién ciru khéac do két qua chup
cong huong tir cta nhiéu noi va chua ap
dung viéc danh gia tron bénh pham mot céch
thuong quy. Tuy nhién, cong hudng tir co gia
tri kha cao trong viéc loai trir xam lan md
dém cb tir cung trudc md. Tur do, giam ti 18
cit tir cung tan goc khdng can thiét.
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PANH GIA BAN PAU PIEU TRI UNG THU VU TAI PHAT DI CAN
CO THU THE NOI TIET DUONG TiNH HER-2 AM TiNH
BANG FULVESTRANT TAI BENH VIEN PA KHOA PONG NAI

TOM TAT

P6i twong va phwong phap nghién ciru:
Bénh nhanung thu v di can hodc tai phat, di can
¢ thu thé noi tiét duong tinh, Her-2 &m tinh
duoc diéu tri noi tiét bang fulvestrant tir thang 1
nam 2021 dén thang 10 ndm 2023 tai Bénh vién
da khoa Pong Nai.

Muc tiéu: Danh gi4 ban dau diéu tri ung thu
v di can hodc tai phat di can c6 thy thé noi tiét
duong tinh Her-2 am tinh bang fulvestrant.

Két qua: Thoi gian diéu tri trung binh 7,1
thang. Bénh nhan diéu tri it nhat 3 thang, dai nhat
la 25 thang. Bénh 6n dinh dat ty 1¢ cao nhat 60%.
C6 2 bénh tién trién trong qué trinh diéu tri, mot
bénh nhan tir vong do suy gan cap. Khong cé
bénh dap tng hoan toan. 3/15 bénh nhan dap ing
mot phan. Thoi gian séng thém khong bénh tién
trién caia nhdm bénh nghién ctu caachang toi 1a
7 + 1,54 thang.

Két luan: Fulvestrant 1a thuéc noi tiét co
hiéu qua, nén can nhic diéu tri sém & bénh nhan
ung thu va téi phat di cin, thy thé noi tiét duong
tinh, ganh nang khéi u khdng Ion, diéu tri budc
dau hiéu qua s& cao hon cac budc diéu tri tiép
theo.

Tar khda: Fulvestrant, ung thu vi.

'Bénh vién Pa Khoa Pong Nai

Chiu trach nhiém chinh: Ngbé Van Hoa
SPT: 0355029331
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Ngay nhan bai: 16/7/2024

Ngay phan bién: 22/7/2024

Ngay chip nhan ding: 26/7/2024

Lé Pirc Nhan!, Ngé Vin Hoa'

SUMMARY
INITIAL EVALUATION OF THE
TREATMENT EFFECTIVENESS OF
FULVETRANT IN RECURRENT OR
METASTASIS BREAST CANCER
WITH HR(+), HER2(-) AT DONG NAI
GENERAL HOSPITAL

Objective and methods: Patients with
metastatic or recurrent metastatic breast cancer
with hormone receptor-positive, receiving
endocrine therapy with fulvestrant from January
2021 to October 2023 at Dong Nai General
Hospital.

Purpose: Results of initial treatment of
metastatic or recurrent metastatic breast cancer
that is hormone receptor-positive and Her2-
negative with fulvestrant.

Results: The average treatment time is 7.1
months. Patients are treated for at least 3 months,
the longest is 25 months. Stable disease reaching
the highest rate of 60%. There were 2 disease
progression during treatment, one patient died
due to acute liver failure. No case complete
response. 3/15 patients partially respond. The
progression-free survival time of our study group
is 7 = 1.54 months.

Conclusions: Fulvestrant is an effective
endocrine drug, early treatment should be
considered in patients with breast cancer with
metastatic  recurrence, positive hormone
receptors, low tumor burden. First-line treatment
will be more effective than subsequent treatment
steps.

Keywords: Fulvestrant, breast cancer.
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I. DAT VAN DE

Ung thu va (UTV) 1a bénh phé bién nhit
va cling la nguyén nhan chinh gay tir vong do
ung thu & nit. Tai Viét Nam theo thong ké
nam 2020, UTV dtng dau ¢ nir gioi vai ty 18
méac chuan theo tudi 1a 34,2/100.000 dan, c6
khoang 21555 trudng hop méi mic va 9345
truong hop tar vong mdi nam [1]. Cé nhiéu
phuong phép diéu tri UTV di can nhu hoéa tri,
diéu tri noi tiét, diéu tri dich, diéu tri mién
dich. Viéc lya chon phuong phap nao phu
thudc vao tinh trang thy thé noi tiét (ER, PR),
yéu té phat trién biéu bi ngudi s6 2 (HER-2),
mtc do trAm trong cua bénh va chi s6 toan
trang. Nhitng bénh nhan UTV di can hoac
tai phat di can, c6 thu thé noi tiét duong tinh,
¢6 2 phuong phap diéu tri co ban 1a diéu tri
noi tiét va héa tri; mac du hoa tri cho ty &
dap tng cao, song diéu tri noi tiét van mang
lai hiéu qua va it tac dung phu [2] .

Fulvestrant 1a mot chat ddi van, thodi
trién thu thé noi tiét estrogen c6 chon loc
(SERDs-  selective  estrogen  receptor
degradation). Hiéu qua diéu tri cua
fulvestrant trén bénh nhan ung thu v man
kinh tai phat di can da dwugc chuang minh
trong nhiéu nghién cau [3]. Tai Viét Nam,
phéac d6 fulvestrant dang duoc &p dung diéu
tri cho bénh nhan ung thu va di can hoac tai
phat, di can c6 thu thé noi tiét duong tinh,
tuy nhién chua c6 nhiéu nghién ctu vé& van
dé nay. Vi thé ching téi thuc hién dé tai nay
véoi muc tiéu:

Muc tiéu nghién ciu: Panh gia ban dau
diéu tri ung thu va di can hodc tai phat di can
c6 thu thé noi tiét duong tinh Her-2 am tinh
bang fulvestrant.

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Pbi twong nghién ciru
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Bénh nhan ung thu va di can hoac tai
phat, di cin c6 thu thé noi tiét duong tinh,
duoc diéu tri noi tiét bang fulvestrant tur
thang 1 nam 2021 dén thang 10 nam 2023 tai
Bénh vién da khoa Dong Nai.

Tiéu chudn chen

- BN duoc chan doan 13 ung thu biéu mo
tuyén v( nguyén phat bang mé bénh hoc.

- Tinh trang thu thé noi tiét ER va/hoic
PR duong tinh, Her-2/neu am tinh duoc x&c
dinh.

- Bénh di can ngay tir ban dau hoic tién
trién di can:

+ CO chi dinh diéu tri noi tiét (di cin
xuong, hach, di can tang khong triéu chang
hoac triéu chirng khdng ram ro).

+ CO6 it nhat mot ton thuong (co va/hoic
khong do ludng duoc), co thé danh gia, phu
hop dé danh gia qua cac dot diéu tri.

- Chi sb toan trang tir 0-2 theo thang
diém ECOG.

- Chtrc nang tuy xuong, chirc nang gan
than binh thuong.

- BN khong méic céc bénh cip va man
tinh tram trong.

- C6 hd su luu trir day du

Tiéu chudn logi trir

- BN di cin cic co quan (gan, phdi,
ndo...) gdy nguy hiém tinh mang

- BN c6 bénh man tinh nang (suy tim,
suy than) c6 nguy co tir vong sém

2.2. Phwong phap nghién ctru

Thiét ké nghién ciru

Thiét ké nghién ctru theo phuong phap
mé ta két hop nghién ciu hdi ctu va tién
cuu.

- BN dugc diéu tri véi fulvestrant liéu
500mg vao ngay 1, 14, 28 chu ky dau tién,
sau d6 chu ky 28 ngay, diéu tri téi thiéu 3
chu ky. Bénh nhan dugc danh gia dap ung
mdi 3 chu ky. Nhitng bénh nhan khong dén
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kham s€ theo d6i va thu thap théng tin qua
dién thoai (phiéu diéu tra).

Thoi diém két thac nghién cau: két thac
nghién curu khi cé mot trong céc ly do sau:

+ Chét hoac mét theo doi

+ Do hét thoi gian nghién ctu

Cé& méu va phwong phdp chon méau

Mau thuan tién, trong nghién ciru chon
duogc 15 bénh nhan

Ngi dung va céc bién sé nghién creu

- Tudi

- Thoi gian tai phat di can: thoi gian tu
lic chan doan ung thu vii nguyén phat dén
khi tai phat, di can hodc bénh tién trién (tinh
bang thang).

- Pac diém can 1am sang:

+ Thé md bénh hoc, d mé hoc: loai md
bénh hoc theo phan loai WHO.

+ Tinh trang thu thé noi tiét, thu thé
estrogen va progesteron duoc phét hién bang
nhudém hoéa md mién dich trén bénh pham
sinh thiét khéi u.

- Cac xét nghiém danh gia dic diém tai
phat, di can:

+ Xét nghiém té bao hoc: chan doan di
can hach, vi tri di can.

+ Xa hinh xuong: xac dinh di can xuong.

+ Chup cat 16p vi tinh (CT) nguc, bung:
danh gia di can phdi, di can gan, hach hoic
két hop chan doan di can xwong.

+ Chyp cong huong tir (magnetic
resonance imaging — MRI) so ndo: chan do4n
di cin ndo;MRI cot séng: chan doan di cin
xuong.

+ Cong thiec mau: sé luong hong cau,
bach cau, tiéu cau.

+ Sinh héa mau: danh gid chuc nang gan
than, dién giai.

+ Xét nghiém chi diém u CA15.3: binh
thuong < 28 U/mL

Theo di trong va sau diéu tri

- Theo ddi cac doc tinh: Vao cac tuan cua
liéu trinh diéu tri bang kham Iam sang, céc
xét nghiém sau ting dot diéu tri theo cac tiéu
chuan RECIST 1.1.

- Theo d&i dép &ng ngay sau két thic lidu
trinh diéu tri bang kham lam sang, siéu am,
chup cit 16p vi tinh, chup cong huong tir dé
so sanh trude va sau diéu tri tai thoi diém 3
chu ky, 6 chu ky.

Phwong phdp thu th@p va xi Iy sé ligu

S6 liéu dugc tinh ty 16. Séng con toan bo
khéng bénh (PFS) duoc tinh theo phép kiém
Kaplan-Meier.

Dao dirc nghién ciru

Thubdc diéu tri nay da duoc Bo y té phé
duyét, cac bénh vién chuyén nganh ung budu
dau nganh trong nuéc st dung. Bénh nhan
duoc giai thich ki cang vé loi ich va nguy co
trudce, trong va sau qua trinh diéu tri. Nghién
ctru nay la hoan toan nham muc dich nang
cao chat lugng diéu tri cho bénh nhan, khong
nham muc dich nao khac.

. KET QUA NGHIEN cUU

Tu thang 2/2021 dén 10/2023 chung toi
tién hanh chon dugc 15 bénh nhan thoa man
diéu kién nghién ctu.

M@t sé diic diém nhom nghién ciéu

Tudi trung binh 59 * 3,36; tudi cao nhit:
83; tudi thap nhat: 39. Nhom tudi hay gap
trén 60 tudi chiém ti I¢ 46,7%.
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Bdng 1. Giai doan bénh tai thoi diém chan dodn ban dau

Giai doan bénh S6 bénh nhan Ty 16 (%)
| 0 0
I 5 33,3
" 3 20
IV 7 46,7
Téng 15 100

Nhgn xét: Bénh nhén giai doan IV chiém ti Ié cao nhat (46,7%). Ty Ié bénh nhan tai phat
sau diéu tri ban dau trong khoang thoi gian < 60 thang chiém ty I¢ cao nhat 7/11 bénh
nhan(63,6%). > 60 thang 4/11 bénh nhan (36,4%).

Béng 2. Pdc diém mo bénh hoc

Piic diém md bénh hoc S6 bénh nhan Ty 18 (%)
. Ong tuyén vi xdm nhiém 13 86,7
L énh h - e
0ai Mo bénh hoc Tieéu thuy xam nhiém 2 13,3
Do 2 9 60
Po mo6 bénh hoc Do 3 4 26,7
Khong xép do 2 13,3

Nhdn xét: 86,7% bénh nhan c6 thé md bénh hoc 1a 6ng tuyén v xdm nhiém. 2/15 bénh
nhan md hoc Ia tiéu thuy xam nhiém. D6 md hoc grad 2 chiém ti Ié cao nhat (60%). 4/15 bénh
nhan c6 d6 mo hoc grad 3. 2 bénh nhan khong xép do mo hoc.

Bdng 3. Pdc diém hod md mién dich

ER PR
Tinh trang HMMD = —
! ang Am tinh Duwong tinh Am tinh Duwong tinh
S4 bénh nhén 0 15 5 10
Ty 1€ (%) 0 100 33,3 66,7

Thoi gian diéu tri trung binh 7,1 thang.
Bénh nhan diéu tri it nhat 3 thang, dai nhat 1a
25 théng.

Pap wng diéu tri

Nhdn xét: Tat ca bénh nhan cé thy thé
ER duong tinh, 33,3 % bénh nhan c6 thu thé
PR am tinh.

Két qua diéu tri

Bdng 4. Ty |¢ ddp ieng diéu tri

. Pap wng | Papwng | Bénhon | Bénhtién | Bénh tir
Tinh trang . \ n A . -z
hoan toan | mét phan dinh trien vong
S6 bénh nhan 0 3 9 2 1
Ty 1€ (%) 0 20 60 13,3 6,7

Nhdn xét: Bénh 6n dinh dat ty Ié cao nhat 60%. C6 2 bénh tién trién trong qua trinh diéu
tri, mot bénh nhan tir vong do suy gan cap. Khdng c6 bénh dap tng hoan toan. 3/15 bénh
nhan dap wng mot phan.
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Thoi gian song thém khong bénh tién trién (PFS)

PFS (thing)

Survival Function
0

Biéu dé 1. Thoi gian séng thém khong bénh tién trién (PFS) theo phép kiém Kaplan-Meier

Nhgn xét: Thoi gian séng thém khong
bénh tién trién cua nhém bénh nghién ciu
cua chung téi la 7 £ 1,54 thang.

Tac dung phu

Trong nghién ctu khdng ghi nhan tac
dung phu nao dang ké, khéng bénh nhan nao
nging diéu tri do tac dung phu.

IV. BAN LUAN

Vé dic diém 1am sang cia bénh nhan

Trong nghién ctu nay sé bénh nhan tai
phat trong vong 60 thang sau diéu tri ngi tiét
budc 1 chiém ti Ié 63,6%. Didu nay ciing phu
hop véi y van vé thoi diém tai phat cua cac
bénh nhan ung thu va da sb trong 5 ndm dau
tién. Hon nira cac bénh nhan trong nghién
ctru da sd & giai doan IV (chiém ti I¢ 46,7%
bénh nhan tai phat dudi 60 thang) nén thoi
gian tai phat sém hon cac bénh nhan giai
doan 1,11 [4].

Pa s6 c4c bénh nhan trong nghién ciu
duoc chin doan ¢ giai doan 1V, 7 bénh nhan
chiém ty 1¢& 46,7% Theo Nguyén Thi Hoa
(2021) phan 16n bénh nhan & giai doan I
chiém 41,9%, giai doan 111 chiém 29% [5].
Theo Pong Chi Kién va cong su (2018) bénh
nhan duoc chan doan & giai doan 11, 111 14
43,3% va 36,7% [6]. Cac két qua nay tuong
tu két qua nghién ciu caa ching toi.

Thu thé noi tiét ER Ia yéu té quan trong
khi lya chon diéu tri noi tiét hay héa tri & cac
bénh nhan ung thu va tai phat di can. Trong
nhién cau cua ching t6i 100% bénh nhan cé
thu thé noi tiét ER dwong tinh, 66,7 % bénh
nhan c6 thu thé ndi tiét PR dwong tinh. Theo
John Robertson ty 1¢ bénh nhan c6 ER duong
tinh va PR duong tinh la 76%, ER duong
tinh va PR am tinh la 19%, ER duong tinh,
PR khong xic dinh duoc chiém 4%, ER am
tinh va PR duong tinh chiém ty 18 1% [7].
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Trong nghién cuau Blancas (2018) ti I€ ER
duong tinh va PR duong tinh la 76,1%, ER
duong tinh va PR am tinh 1a 23,6%, ER am
tinh va PR duong tinh chiém 0,4% [8]. Trong
nghién ctu cia Bong Chi Kién va cong su
(2018) la 86,7%, Nguyén Thi Hoa (2021) la
83,9% [5, 6]. Nhu vay ty Ié ca thu thé noi tiét
ER va PR duong tinh cta nghién ctru chdng
toi tuong duong voi tac gia Viét Nam va
nudc ngoai, co thé dy doan tién lugng dap
rng vai diéu tri tot hon & phan nhom thy thé
noi tiét PR dwong tinh so vai thu thé PR noi
tiét am tinh.

Ung thu biéu md 6ng tuyén vi xam
nhiém chiém ty 1¢ cao nhat 65%-80% cac thé
giai phau bénh cua ung thu va va 1a yéu té
tién luong Xau hon so véi ung thu tiéu thiy
xam nhiém. Trong nghién ctru cta ching toi
ung thu thé 6ng xam nhiém chiém ty l¢
86,7% va ung thu thé tiéu thuy xam nhiém
13,3%. Vé d6 md hoc, hién nay phan do mo
hoc theo Scarff-Bloom-Richardson duoc ap
dung rong rdi nhat. Theo d6 d6 md hoc duoc
xép tir T dén 111 dya vao 3 yéu td: sy hinh
thanh 6ng nho, muc da hinh thai nhan va
hoat dong nhan chia. P6 md hoc co vai tro
quan trong trong ti€n luong bénh. Theo Ta
Vin To ty 18 song 5 ndm caa bénh nhan UTV
giam dan theo do mé hoc, d6 I 1a 82,52%, do
IT 1a 66,5%, d6 Il la 19,23% (p<0,0001)
[10]. Trong nghién ctu caa chang toi, ty 1&
dd6 md hoc II 1a 60% va @ md hoc Il la
26,7%, két qua nay khong khac biét so véi
nghién ctu cua Ta Van To nghién cau trén
2.207 ca UTV dugc diéu tri tai Bénh vien K
cho thiy @6 mé hoc 11 chiém 71,4%, 46 md
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hoc Il chiém 16,4% va do m6 hoc | chi
chiém 12,2% .

Két qua diéu tri

Thoi gian diéu tri: Thoi gian diéu tri
bénh nhan diéu tri ngin nhat 1a 3 thang, bénh
nhan diéu tri dai nhat 1a 25 thang, trung binh
la 7,1 thang. Thoi gian diéu tri trung binh
trong nghién cuu cua chung toi cling tuong
ty nhu nghién ctu cua Pong Chi Kién (7,1
thang), thap hon nghién ctru cia Nguyén Thi
Hoa (10,2 thang) [5, 6].

Két qud ddp ing: Fulvestrant di khang
dinh vai tro vé hiéu qua diéu tri, loi ich 1am
sang, séng thém trén bénh nhan ung thu va
tai phat di can.Trong nghién ctu caa ching
t6i, ty I¢ bénh nhan dat dap tng mot phan la
20%, Bénh 6n dinh 1a 60%, bénh tién trién 1a
13,3%, cO 1 bénh nhan tir vong do suy gan
cap, khdng bénh nhan nao dap ung hoan
toan. Loi ich 1am sang bao gom cac bénh
nhan c6 dap ung hoan toan, dap trng mot
phan va bénh 6n dinh, trong nghién ciu caa
ching tdi loi ich 1am sang 1a 80%. Két qua
nghién ciu cia chung t6i tuong ty trong
nghién ctu cua Dong Chi Kién (80%),
Nguyén Thi Hoa (80,6%) [5,6]. Trong
nghién cau FALCON trén cac bénh nhén
diéu tri fulvestrant bugc mot danh gia sau 24
tuan cho ti 1& dap Gng chung dat 46%, lgi ich
lam sang dat 78% bénh nhan [7]. Trong
nghién curu cua Kei Kimizuka va cs, ty 1€ dap
ung chung dat 45,5%, lgi ich 1am sang dat
58,4% [9]. Nhu vay hau hét cac bénh nhan
déu nhan duoc loi ich tir viéc diéu tri thube
fulvestrant du la lidu 500 mg hay 250mg.
Pay 1a mot tiéu chi rat quan trong boi ung
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thu vi giai doan tai phat di can muc dich
diéu tri 1a viéc cai thién chat luong sdng cho
ngudi bénh bén canh ting thoi gian song
thém. Két qua nghién ctru nay thap hon cua
ching téi va mot s nghién ciru khac khi sir
dung fulvestrant trong diéu tri budc mot noi
tiét. Didu nay cang khing dinh néu duoc tiép
can sém hon nhu diéu tri & bugc mot thi
thudc nghién ciu s& ¢6 hiéu qua cao hon rét
nhiéu.

Vé song thém khong tién trién (PFS):
Nghién ctru cua ching tdi séng thém khong
tién trién dat duoc 7 + 1,54 thang. Két qua
nay tuong duong véi nghién ciu cia Dong
Chi Kién (2018) nghién cuu trén cac bénh
nhan ung thu va tai phat, di cin didu tri
fulvestrant lidu 500 sau khang diéu tri véi
cac thudc tc ché men aromatase, PFS trung
binh dat duoc 1a 7,0 thang [6].

Trong céc nghién cou vai tro diéu tri
fulvestrant budc mot, nghién cau FALCON
duoc tién hanh trén cac bénh nhan ung thu
va tai phat di can méan kinh diéu tri budc mot
bang fulvestrant (n=228) hoac diéu tri
anastrozole (n=232) [7]. Két qua nghién ctru
cho thdy nhom diéu tri bang fulvestrant cho
PFS trung binh 16,6 thang. Thoi gian séng
thém khong tién trién theo tac gia John
Robertson (2017) la 16,6 thang [7]. Theo tac
gia Blancas (2018) nghién ctru két qua diéu
tri fulvestrant budc mot trong diéu tri ung
thu va tai phat di can co thu thé noi tiét
duong tinh, PFS trung binh dat duoc la 10,6
thang, lgi ich cao nhét khi dung fulvestrant ¢
budc 1, PFS giam dan khi dung & budc 2,
budc 3 [8]. Cac két qua nay cao hon nghién

ctru cua ching t6i, diéu nay duoc giai thich
la bénh nhén trong céc nghién ciu nay la
diéu tri buéc mot, trude do chua duge didu
tri noi tiét cho giai doan tai phat di can, ganh
nang khdi u khong l6n, boi vay ty 1é dap
ung, thoi gian dap ung, va lgi ich lam sang
ting 1én rd rét. Pidu ndy giai thich vé thoi
gian sdng con khéng bénh trong nghién ctu
ctia chang tdi thip hon mot sé tac gia. Tuy
nhién cha yéu bénh nhan trong nghién ciu
ching t6i sé luong it, da sé giai doan IV va
chi dugc didu tri budc 2 nén két qua thap
hon. Néu dung fulvestrant két hop véi cac
thudc noi tiét khac (nhu thudc wc ché CDK
4/6, thudc e ché men aromatase thi cai thién
vé dap tng, loi ich 14m sang, PFS hon dung
fulvestrant don thuan).

Vé tac dung phu: Thudc Fulvestrant
duoc chap thuan trong diéu tri ung thu vu tai
phat di cin trong nhitng nim gan day va da
mang lai hiéu qua dang khich 1¢ véi tac dung
phu c6 thé kiém soat tot. Tuy nhién, mau
nghién cau cua ching toi kha nho dé co thé
danh gia chinh xac vé tac dung phu ciing nhu
doc tinh cua thude.

V. KET LUAN

Trong nghién ctru nay, bénh nhan dat dap
rng mot phan 1a 20%, Bénh 6n dinh 1a 60%,
bénh tién trién 1a 13,3%, c6 1 bénh nhan tu
vong Vi suy gan cap.

Thoi gian song thém khéng bénh tién
trién la 7 + 1,54 thang.

Fulvestrant da khang dinh vai tro vé higu
qua diéu tri, lgi ich 1am sang, séng thém trén
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bén

h nhan ung thu va di can hoac tai phét di

can.

Fulvestrant nén dugc dung ngay tir budc

mot bénh nhan ung thu va di can hodc budc
2 Vi truong hop tién trién di cin, khong
khung hoang tang boi cac tac dung rd rét vé

dap

TAI
1.
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ung, PFS.
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PAC PIEM POT BIEN GEN BRCA1/2
O’ BENH NHAN UNG THU VU THE TAM AM TAI BENH VIEN K

TOM TAT.

Pit van dé: Ung thu va (UTV) thé tam 4m it
lra chon diéu tri va tién luong x4u. Xac dinh ty
1& 6t bién BRCA1/2 ¢ bénh nhan UTV thé tam
am va su lién quan gitra bién ddi cac gen nay véi
mdt sd dic diém bénh hoc 1am sang cia bénh
nhan UTV thé tam am nguoi Viét Nam.

Péi twong, phwong phap: Nghién ciru mo
ta cit ngang 60 mau mau UTV thé tam 4m, thu
thap tai Bénh vién K. Giai trinh ty gen thé hé méi
(NGS) trén hé théng MisegDx va phin mém
SPSS 20.0 dugc sir dung dé xac dinh ty 18 va
phén tich lién quan gitra dot bién gen va mot s6
dic diém bénh nhan.

Két qua: Ty 1é dot bién BRCA1,BRCA2 va
BRCA1/2 trong nghién ciru lan luot 1a 18,3%;
8,3% va 26,7%. Dot bién BRCA1/2 & cao hon
dang ké ¢ bénh nhén tré tudi (< 40 tudi), véi
p<0,05. Ngoai ra, dot bién BRCA1 c6 xu huéng
xay ra & bénh nhan UTV thé tam 4m c6 d6 mo
hoc cao (d¢ I1I) (25,7% so v6i 8,0%). Tuy nhién,
dot bién BRCA1/2 khéng c6 lién quan vdi cac
dac diém phén tip m6 bénh hoc, kich thudc u,
tinh trang di cin hach Lymph va chi s Ki67
(p>0,05).

Két luan: Két qua nghién ctru xac dinh dic

1B¢énh vién K

2Bénh vién Pa Khoa Pong Nai

Chiu trach nhiém chinh: Ngbé Van Hoa
SPT: 0355029331

Email: ngohoa94@gmail.com

Ngay nhan bai: 15/7/2024

Ngay phan bién: 21/7/2024

Ngay chip nhan dang: 24/7/2024

Vwong Diéu Linh!, Nguyén Ngoc Quang?

diém dot bién BRCA1/2 & bénh nhan UTV thé
tam am nguoi Viét Nam, dua ra lya chon diéu tri
thuc tc ché PARP cho bénh nhén ciing nhu
cung cap thong tin vé tu van di truyén cho cac
thanh vién trong gia dinh.

Tir khéa: BRCA1/2, ung thu va (UTV), thé
tam am, dic diém bénh hoc 1am sang.

SUMMARY
DETECTION OF BRCA1/2
MUTATIONS IN TRIPLE-NEGATIVE
BREAST CANCER OF VIETNAMESE
PATIENTS AT K HOSPITAL

Background: Triple-negative breast cancer
has few treatment options and a poor prognosis.
This study identified the prevalence of BRCA1/2
molecular modifications; and clarified their
correlation with clinicopathological parameters
of Vietnamese patients with triple-negative
breast cancer.

Methods: The mutational rates of BRCA1
and BRCA2 were analyzed by Next-generation
sequencing (NGS) in 60 specimens of peripheral
blood. SPSS 20.0 software was used to the
correlation between genetic abnormalities and
clinicopathological characteristics.

Results: The rate of BRCA1, BRCA2 and
BRCA1/2 mutations were 18.3%; 8.3% and
26.7%, respectively. A significant association
between BRCAZL1/2 mutations together with
younger patients (<40) was determined, p<0.05.
In addition, BRCA1 mutations tend to be
common in high-grade (25.7% compared to
8.0%). However, BRCAL/2 alterations were not
found to correlate with other clinicopathologic
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characteristics such as subtype histology, tumor
size, Lymph node metastasis and Ki67 index
(p>0.05).

Conclusions:  Our results determine
BRCA1/2 in triple-negative breast cancer of
Vietnamese patients which offers treatment of
PARP inhibitors, as well as provides genetic
counseling to members of the breast cancer
patient's family.

Keywords: BRCA1/2, breast cancer, triple-
negative, clinicopathological characteristics

I. DAT VAN DE

Ung thu va (UTV) 1a loai ung thu phd
bién nhit & nit giGi trén toan cau. Dir liéu
Globocal nim 2020 cho thay ty 1é mic UTV
cia phu nit & cac nudc phat trién cao hon
80% so VGi cac nudc dang phat trién [1-2].
Tuy nhién, ty 1€ ta vong do UTV & nhém
nuéc dang phat trién lai cao hon gan 20% so
v6i bénh nhan cac nudc phét trién. Nguyén
nhan chu yéu lién quan dén kha nang tiép can
cac chuong trinh sang loc cling nhu diéu tri
phU hop cho tirng bénh nhan. UTV thé tam
am chiém 10-20% cac truong hop UTV,
thuong xuat hién & bénh nhan tré tudi va la
phan nhém khéng biéu hién dong thoi cac
dau an estrogen (ER), progesterone (PR) va
thu thé yéu td tang truong biéu bi ¢ ngudi
(HER2) [1, 3]. Bac biét, UTV thé tam &m co
xu hudng phét trién va lan rong nhanh hon, it
lya chon diéu tri hon va tién lwong Xau hon
[3]. Khoang 10% cac truong hop UTV lién
quan dén yéu té di truyén, trong d6 da sé dot
bién gen tc ché ung thu BRCA1 va BRCA2
dan téi lam giam kha ning stra chita DNA
[4]. BRCA1 la gen tc ché khéi u nam trén
canh dai cua nhiém sic thé 17 (17¢21), chira
24 exon, trong d6 22 exon ma hoda dai
khoang 100kb [5]. Gen BRCA2 nim trén
nhanh dai nhiém sic thé 13, vj tri 13912.3 va
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chtra 27 exon [5]. Cac protein dugc md hda
boi gen BRCAL va BRCA2 déu c6 ciing mot
s6 chirc niang nhu cung diéu hoa phién ma,
sita chita nhitng tén thuong ndi sinh hay
ngoai sinh cia DNA lam 6n dinh cau trdc bo
gen [5]. Khi mot trong hai gen nay bi dot
bién, DNA bi tén thuong co thé khong duoc
sira chita dung cach, té bao c6 thé phat trién
bat thudng, ting nguy co hinh thanh té bao
ung thu [1, 5].

UTV thé tam am la nhom khong ddng
nhat, chu yéu dugc diéu tri dua hoa tri gay
doc té bao. Do do, viée xac dinh cic dau an
phan ta bo sung du doan dap tng va dua ra
chién lugc diéu tri méi duge dic biét quan
tam. TUy thudc vao do tudi chan doan va tién
sir gia dinh, phu nir ¢ thé duoc tu van, xét
nghiém di truyén, trong d6 UTV thé tam am
thuong duoc khuyén céo. Mot s6 nghién ctru
da bao céo rang c6 t&i 20% phu nit UTV thé
tam &m c6 thé mang dot bién BRCA1 hoic
BRCA2 [3]. Dot bién gay bénh ¢ ca hai gen
dan dén nguy co cao mic UTV va ung thu
budng tring [1-3]. Nguy co mic ung thu vi
va/hoic ung thu budng trirng cua phu nit ting
lén 16 rét néu nguoi d6 thira huong dot bién
gen BRCA1 hoic BRCA2 va nguy co tién
trién thanh ung thu s& nhanh hon so v&i
nhom khong co dot bién [3]. Cu thé, ty l¢
miac UTV ¢ phu nit do mang dot bién
BRCA1 va BRCAZ2 lan luot 1a 57-65% va
45-49% [1]. Vi vdy, xac dinh cac dot bién
gay bénh dic biét quan trong ddi vai nhitng
bénh nhan nguy co cao gitp han ché céc bién
phép can thiép nhu phau thuat cit bo vi/
budng tring & bénh nhan tré tudi, ddng thoi
dua ra hudng diéu tri dich tich cuc cho bénh
nhan. Dir liéu 1am sang cho thay nhitng bénh
nhan UTV thé tim am giai doan tién trién
lién quan dén dot bién BRCA1/2 c6 thé duoc
huong loi tir cac loai thuéc uc ché PARP
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(poly ADP ribose polymerase), nhu Olaparib
va Talazoparib [1, 4]. Ngoai ra, cac trudong
hop mang d6t bién BRCAL/2 c¢6 xu hudng
dap ng tot hon voi hoa tri liéu bo trg (hoa
tri trudc phau thuat) so véi nhitng phu nit
khong co dot bién nay [3]. Nhiéu nghién ciru
khao sat tan suit dot bién BRCAL/2 trén
bénh nhan UTV ndi chung va bénh nhéan
UTV thé tam am noi riéng da duoc thuc hién
trén thé gigi; nhung dir liéu trén bénh nhan
ngudi Viét Nam con han ché, chua duoc
trién khai rong rii. Do d6, nhém nghién ciru
budc dau thuc hién dé tai vai muc tidu: (1)
Xac dinh ty 1& dot bién BRCA1/2 ¢ bénh
nhan UTV thé tam &m:; (2) Phan tich méi lién
quan giira bién d6i BRCA1/2 v&i mot s6 dic
diém bénh hoc lam sang cua bénh nhan
nguoi Viet Nam mac UTV thé tam am.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Péi twong nghién ciru

- Mau méau cua 60 bénh nhan UTV thé
tam am dugc chan doan va thu thap tai Bénh
vién K tir thang 1 nam 2023 dén thang 12
nam 2023.

- Tiéu chuan chon mau: Bénh nhan nit
UTV < 40 tudi hoic trén 40 tudi thuoc phan
tip thé tam am; C6 du tiéu ban, khdi nén dé
lam xét nghiém mé bénh hoc va héa mb
mién dich; Puoc lam xét nghiém BRCA1/2
va c6 da hd so bénh an.

- Tiéu chuan loai trir: Nhitng bénh pham
khong du chit luong cho nghién cuu.

2.2. Phwong phap nghién ciru

Nghién ctru mé ta cit ngang véi phuong
phap chon mau thuan tién duoc tién hanh tai
Bénh vién K tir thang 1 nim 2023 dén hét
nam 2023.

- Tach chiét DNA: DNA tdng sé duoc
tach chiét tir 2 ml mau ngoai vi (duoc thu va
bao quan trong dng nghiém EDTA), sir dung

kit tach chiét QlAamp DSP DNA Blood
Mini Kit (Qiagen, Germany). Chat lwong va
nong d6 DNA sau tach chiét dugc danh gia
thong qua phuong phap do quang phd
Biodrop uLite (Spectrophotometer, England)
va Qubit dsDNA BR Assay Kits
(ThermoFisher Scientific).

- X4c dinh d6t bién BRCAL/2: Dot bién
BRCA1/2 dugc xéac dinh bang phuong phap
NGS st dung BRCAaccuTest™ Plus
(NGeneBio, Korea) trén hé théng Illumina
MiseqDx. Cac budc thuc hién theo ding
huéng dan cua nha san xuat. Két qua duoc
phan tich va danh gia trén phan mém
NgeneAnalySys™ (CE-IVD) theo hudng
dan cua Hiép hoi bénh hoc phan tir va di
truyén y hoc Hoa Ky.

- Xur ly s liéu: Phan tich théng ké duoc
thuc hién trén phan mém SPSS 20.0 nhim
xac dinh ty I¢ dot bién BRCA1, BRCA2 va
BRCA1/2trén mau mau; dong thoi déanh gia
twong quan giita dot bién cac gen nay véi
mot sé dic diém bénh hoc 1am sang cua bénh
nhan UTV thé tam am thdng qua kiém dinh
Chi-square va Fisher.

DPao dirc nghién ctru: Bé tai dugc thuc
hién tai Bénh vién K tuan theo cac van dé
dao duc trong nghién cau.

. KET QUA NGHIEN cUU

3.1. Pic diém bénh nhan

Cac dac diém bénh hoc 1am sang cuaa 60
bénh nhan UTV thé tam &m bao gom do tudi,
phan tip md bénh hoc, kich thuéc khdi u, do
md hoc, tinh trang di can hach Lymph va dac
diém chi sb Ki67. Do tudi trung binh trong
nghién ctu 1a 51,1 tudi (27 dén 89 tudi). Ty
I& khéi u co kich thudc >lem (38 trudng
hop) gap 1,7 lan khéi u c6 kich thudc nho
<lcm (22 truong hgp). Phéan tip UTBM xam
nhap tip khong dic biét (NST) chiém wu thé
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(81,7%) vaoi 49/60 bénh nhan. Trong nghién
cau, bénh nhan c6 dd mo hoc I1 va Il lan
lugt la 25/60 (41,7%) va 35/60 (58,3%)
truong hop. Pa sb cac treong hop khong c6

tinh trang di can hach Lymph (63,3%) va chi
s6 Ki67 biéu hién cao (>20%) (81,7%).

3.2. Ty lé @ot bién BRCAL/2 va lién
quan véi mot sé dic diém bénh hec 1am
sang bénh nhan UTV thé tam am

Bdng 1. Ty l¢ dét bien BRCAL va BRCAZ2; va lién quan giia dét bién véi mét sé dic

diém bénh nhan UTV thé tam am

] Sé Gen !BRCAl Gen’BRCAZ Gen E}RCAl/Z
Dic diem lrong Dot bien |Giatri| Dot bien Gia tri p Dot bien | Giatri
i (%) p (%) i (%) p
60 | 11 (18,3) 5 (8,3) 16 (26,7)
Tudi
<40 17 | 5(29,4) | 0,163 | 3(17,6) | 0,132 8 (47,1) | 0,025
> 40 43 | 6(14,0) 2 (4,7 8 (18,6)
Phan tip
UTBM xam nhap NST| 49 | 10(20,4) | 0,670 | 4 (8,2) 1,000 | 14(28,6) | 0,481
Loai khac 11 1(9,1) 1(9,1) 2 (18,2)
Kich thwéc u (cm)
<1 22 | 6(27,3) [ 0,173 | 2(9,1) 1,000 8(36,4) | 0,196
> 1 38 | 5(13,2) 3(7,9) 8 (21,1)
Po md hoc
bo Il 25 2(8,00 |0,101 | 2(8,0) 1,000 4 (16,00 | 0,114
Do Il 35 | 9(25,7) 3 (8,6) 12 (34,3)
Di cin hach Lymph
Co 22 | 5(22,7) | 0511 | 1(4)5) 0,643 6 (27,3) | 0,936
Khdng 38 | 6(15,8) 4 (10,5) 10 (26,3)
Chi s6 Ki67
< 20% 11 0 (0) 0,189 | 1(9,1) 1,000 1(9,1) 0,259
> 20% 49 | 11(22,4) 4 (8,2) 15 (30,6)

Dot bién BRCAL va BRCA2 duoc xac
dinh & 11/60 (18,3%) va 5/60 (8,3%) trudng
hop. Nhu vy, 16/60 (26,7%) trudng hop
mang bién d6i gay bénh BRCA1/2 (Bang 1).
Két qua phan tich lién quan gitta dot bién
BRCAL/2 véi dic diém bénh nhan UTV thé
tam &m cho thay khéng c6 mdi lién hé giira
bién ddi doc lap hai gen nay véi do tudi,
phan tip, kich thudc u, d6 md hoc, tinh trang
di can hach Lymph va chi sé Ki67. Tuy
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nhién, cd sy khac biét co y nghia gitta dot
bién BRCA1/2 (c6 mang dot bién BRCAL1
hoic BRCA2) vé&i do tudi bénh nhan
(p=0,025). Ngoai ra, dot bién BRCA1/2 co
xu hudng xay ra trén bénh nhan c6 do mé
hoc cao (d6 111) so véi dd mb hoc thap hon
(@ 1) (34,3% so voéi 16,0%), tuy nhién
nghién ctru chua co y nghia thong ké do sb
lwong mau con twong ddi nho.
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Dot bién BRCAL dugc phét hién trén cac
exon 1, 11, 15 va 18 vai ty 1¢ lan luot 1A
3/11, 4/11, 1/11 va 3/11 bénh nhan. Dot bién
BRCA2 duoc xac dinh & cac exon 10, 11 va
14, trong d6 vi tri dot bién trén exon 10

chiém vu thé vai 3/5 truong hop, chiém 60%
cac dot bién BRCA2 phét hién dugc. Danh
sach cac dot bién BRCA1/2 trong nghién ctu
duoc liét ké chi tiét trong Bang 2.

Bdng 2. Cdc dgt bién BRCAL va BRCA?2 phét hién dwerc trong nghién ciru

STT Gen Exon Dot bién S6 lrong
1 BRCA1 1 c.66dup (p.E23RfsTerl8) 3
2 BRCA1 11 c.1673-1674delAA (pK558FS) 1
3 BRCA1l 11 .1953dup (p.K652EfsTer21) 1
4 BRCA1l 11 c.3181del (p.11061fs) 1
5 BRCA1 11 €.4088C>G (p.Serl363Ter) 1
6 BRCAl 15 ¢.4997dup (p.Tyrl666Ter) 1
7 BRCAl 18 €.5251C>T (p.R1751Ter) 3
8 BRCA2 10 .2590C>T (p.Glu864Ter) 1
9 BRCA2 10 €.3445A>G (p.M1149V) 1
10 BRCA?2 10 ¢.5453C>A (pSerl818Ter) 1
11 BRCA2 11 €.4867C>T (p.GIn1623Ter) 1
12 BRCA2 14 .7558C>T (p.Arg2520Ter) 1
IV. BAN LUAN BRCA1/2 trén 60 bénh nhan UTV thé tam

Ung thu va la loai ung thu thuong gap va
la nguyén nhan gay tir vong hang dau do ung
thu & phu nit trén toan cau, trong d6 UTV thé
tam am 13 phan tip co tién luwong xau va
chiém khoang 10-20% cac trudng hop UTV
[1-3, 5]. BRCA1/2 la hai gen trc ché khéi u,
dong vai trd quan trong trong con duong stra
chira dit gdy mach doi DNA. Cac truong
hop mang d6t bién dong mam & 2 gen nay
thuong c6 nguy co cao mic UTV va mot sd
loai ung thu khéc, co y nghia vé mit sang loc
d6i v6i nguoi than cua cac bénh nhan UTV
[2, 5]. Bac biét, bénh nhan UTV trong do6 co
UTV thé tam 4m mang dot bién BRCA1/2
cho thiy dap ang hiéu qua khi diéu tri voi
litu phap nham dich PARPi [2-4].

Nghién ctru sir dung ky thuat giai trinh tu
gen thé hé mai NGS xac dinh ty 18 dot bién

am nguoi Viét Nam. Phan tich phat hién 16
tredng hop mang dot bién BRCAL/2, dat ty
I¢ 26,7%. Trong s6 16 bénh nhan mang dot
bién, 11 bénh nhan co6 dot bién BRCAL1
(chiém 68,8% tong sd dot bién) va 6 bénh
nhan c6 dot bién BRCA2 (31,2%). Nhu vay,
ty I&¢ dot bién BRCA1 va BRCA2 trong
nghién ciru lan Iuot 12 18,3% va 8,3%. Theo
dir liéu y van, ty l¢ dot bién gay bénh
BRCA1/2 thay dbi tly theo chung toc [2-3,
5]. Trong d6, nghién ciru tong hop vé bién
d6i BRCA1/2 & bénh nhan UTV thé tam am
cho thay ty 1¢ dot bién cao nhéat ¢ ngudi Do
Théi c6 thé 1én dén 50%, tuy nhién & ngudi
Chau A, cy thé trén bénh nhan ngudi Han
Quéc chi dat khoang 13,1% [3]. Tuong tu
cac nudc ¢b thu nhap thip va trung binh, do
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tudi trung binh khi chan doan UTV & Viét
Nam trong nghién ciru cua ching toi 1a xap
xi 51 tudi, tré hon hau hét cac nudc phuong
Tay [4]. Do d6, tdm soat UTV buéc dau trén
BRCAL1/2, sau d6 mé rong trén cac gen cd
nguy co cao hodc trung binh dbi véi UTV ¢6
vai tro thiét yéu va ngay cang duoc quan tam
[4]. O Viét Nam, nghién ctu vé dot bién gen
BRCA dugc bao cao tir trudec ndam 2010 véi
ty 1€ dao dong rong. Hoang Anh Vi va cs.
(2010) phat hién 2/50 (4%) truong hop UTV
nguy co cao cd bién doi gay bénh BRCAL,
trong khi d6 Pham Duy Hién va cs. (2010)
nghién ctu 150 bénh nhan UTV ngau nhién
cho thidy 3 truong hop mang dot bién
BRCAL1/2, dat ty 1é 1,3% [6-7]. Ngoai ra,
nghién ciru cua tac gia Pham Hong Khoa va
cs. (2022) trén 41 bénh nhan UTV nguy co
cao, phat hién 4 truong hop co dot bién
BRCA1/2, dat 9,8% trong d6 dot bién
BRCA1 chiém wu thé [8]. Ty l& dot bién
BRCA1/2 trong nghién ctu cua chung toi
(26,7%) khéc biét so vai cac bao cao trudc
day & bénh nhan Viét Nam c6 thé giai thich
do loai mau va ky thuat sir dung dé phét hién
cac thay doi nay, tuy vay két qua hoan toan
twong dong véi ty 1é dot bién trén phan nhom
UTV thé tam am n6i chung (30-40%) [3, 6-
8]. Pot bién phat hién & BRCAL cao hon
dang ké so voi BRCA2 (11/16 so véi 5/16
truong hop), twong déng vai hau hét nghién
ctu [2, 6-8], khac biét so véi bao céo tong
hop trén bénh nhan UTV nguy co cao nguoi
Hong Koéng (11/28 bénh nhan c6 dot bién
BRCAL va 17/28 bénh nhan mang dot bién
BRCA2) [1].

Phan tich mdi lién quan giita dot bién
BRCAL/2 véi mot sé dic diém bénh hoc 1am
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sang caa bénh nhan UTV thé tam am, cho
thiy khong c6 mdi lién quan giita dot bién
BRCAZ1va BRCA2 véi cac dic diém do tudi,
phan tip mé bénh hoc, kich thudc u, d6 mé
hoc, tinh trang di can hach Lymph va chi sb
Ki67 (p>0,05). Tuy nhién, c6 su khac biét co
¥ nghia gitta dot bién BRCA1/2 véi yéu tb
d6 tudi. Cu thé, dot bién BRCAL/2 & bénh
nhan tré tudi (dudi 40 tudi) cao hon dang ké
& bénh nhan 16n tudi (trén 40 tudi) (41,7% so
vé6i 18,6%, p=0,025). Két qua nay hoan toan
phl hop véi cac cong bd trong nudc va qudc
té [1, 8]

Hién nay, theo huéng dan cua cac to
chuc y té uy tin trong nuée ciing nhu quic té,
nhitng bénh nhéan c6 dot bién BRCA1/2 dong
mam, thuéc nhém bo ba am tinh da tién trién
sau diéu tri noi tiét, da hoa tri anthracycline
¢6 hoic khéng taxane (b6 trg hoic cho bénh
di can) c6 thé vu tién sir dung cac thudc e
ché PARP (Olaparib, Talazoparib) [2-4, 8].
Do d6, xét nghiém phat hién dot bién
BRCA1/2 duoc chi dinh ddi véi cac truong
hop UTV thé tam am c¢6 du dinh st dung
thuéc uc ché PARP, dit nén tang cho viéc
diéu tri nhdm dich ung thu theo hudng cé thé
hoa, mang lai hiéu qua vé chat luong ciing
nhu thoi gian sdng cho bénh nhan. Cac
truong hop khac ciing co thé 1am xét nghiém
nay, dic biét nhitng ngudi c6 tién st gia dinh
bi UTV, c06 vai tro sang loc danh gia nguy co
UTV cho cac thanh vién trong gia dinh bénh
nhan.

V. KET LUAN

Ty I¢ dot bién BRCA1 va BRCA2 trong
nghién cau lan luot 1a 18,3% va 8,3%. Ty ¢
dot bién BRCA1/2 néi chung trong nhém
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bénh nhan UTV thé tam am 1a 26,7%. Dot
bién BRCA1/2 ¢ cao hon dang ké ¢ bénh
nhan tré tudi (< 40 tudi), voi p<0,05. Nghién
ctu trang thai phan tir gen BRCA1/2 cung
cap dinh hudéng diéu tri nham dich cho bénh
nhan UTV thé tam am Viét Nam, ddng thoi
cd vai tro danh gid nguy co UTV cho céc
thanh vién trong gia dinh bénh nhan UTV.
Tuy nhién, ¢& mau nghién cau con nho, can
b sung thém cac nghién ciru tiép theo dé thé
hién tinh dai dién cho bénh nhan UTV thé
tam am nguoi Viét Nam.
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SO SANH GIA TRI CHAN POAN CUA XET NGHIEM CA125, HE4
VA ROMA TEST TRONG UNG THU BUONG TRU’NG
TAI BENH VIEN QUOC TE PHUO'NG CHAU

Lé Trung Tin!, Nguy&n Minh Hiép?, Tran Thij Tric Linh?,
Nguyén Duy Linh?, Nguyé&n Hong Phong?,V6 Thanh Tril

TOM TAT.

Pit van dé: Ung thu budng trang 1a mot
trong nhiing loai ung thu pho bién va nguy hiém
nhat & phu nit. Ung dung duong cong ROC dé
phén tich gia tri caa xét nghiém CA125, HE4 va
ROMA test (Risk of Ovarian Malignancy
Algorithm Test) trong chan doan ung thu budng
trang tai Bénh vién Quéc té Phuong Chau.

Po6i twong va phwong phap nghién ciu:
nghién cau md ta cat ngang trén 244 phuy nir
duoc chan doan khéi u budng trang thyc thé tir
03/2019 dén 09/2023 tai Bénh vién Quéc té
Phuong Chau.

Két qua: Xét nghiem CA125 c6 dién tich
dudi duong cong ROC dat 0,683 thi d6 nhay dat
61,5%, dd dac hiéu dat 71,0%, gia tri tién doan
duong la 68,0%, gia tri tién doan am 1a 64,8%
véi diém cat toi wu 1a 43,24 U/ml. Xét nghiém
HE4 c06 dién tich dudi duong cong ROC dat
0,773 thi d6 nhay dat 53,8%, d6 dac hiéu dat
99,1%, gia tri tién doan duong la 98,4%, gia tri
tién doan am 13 68,2% v6i diém cat toi uu 1a 88,7
pmol/l. ROMA test c6 dién tich dudi duong cong
ROC dat 0,794 thi d6 nhay dat 69,2%, do dac
hiéu dat 92,6%, gia tri tién doan duong 1a 90,3%,

Bénh vién Quéc té Phuwong Chdu
2Truong Pai hoc Y Duoc Can Tho
Chiu trach nhiém chinh: L& Trung Tin
SPT: 0965785251

Ngay nhan bai: 15/7/2024

Ngay phan bién: 20/7/2024

Ngay chip nhan dang: 24/7/2024
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gié tri tién doan am 13 75,0% véi diém cat ti uu
la 14,67%.

Két luan: Trong xét nghiém CA125, HE4 va
chi s6 ROMA test thi xét nghiém HE4 c6 gia tri
do dic hiéu t6i uvu nhat. Do d6, trong mot sb
truong hop khi khong thé thuc hién cac xét
nghiém két hop HE4 va CA125, viéc sir dung xét
nghiém HE4 doc lap cd thé duoc can nhic, gilp
dam bao kha niang du doan ung thu budng tring
& phu nit mét cach hiéu qua va giam bat kho
khan trong viéc thuc hién nhiéu xét nghiém cling
mot luc.

Tir khéa: ung thu budng tring, CA125,
HE4, ROMA test.

SUMMARY
COMPARISON OF DIAGNOSTIC
VALUE OF CA125, HE4 AND ROMA
TEST IN OVARIAN CANCER AT
PHUONG CHAU INTERNATIONAL
HOSPITAL

Background: Ovarian cancer is one of the
most common and dangerous types of cancer in
women. Applying the ROC curve to analyze the
value of CA125, HE4, and ROMA test (Risk of
Ovarian Malignancy Algorithm Test) in the
diagnosis of ovarian cancer at Phuong Chau
International Hospital.

Materials and methods: a cross-sectional
descriptive study on 244 women diagnosed with
organic ovarian tumors from 03/2019 to 09/2023
at Phuong Chau International Hospital.
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Results: The CA125 test with an area under
the ROC curve of 0.683 achieved a sensitivity of
61.5%, specificity of 71.0%, positive predictive
value of 68.0%, negative predictive value of
64.8%, with an optimal cutoff point of 43.24
U/ml. The HEA4 test with an area under the ROC
curve of 0.773 achieved a sensitivity of 53.8%,
specificity of 99.1%, positive predictive value of
98.4%, negative predictive value of 68.2%, with
an optimal cutoff point of 88.7 pmol/l. ROMA
test with an area under the ROC curve of 0.794
achieved a sensitivity of 69.2%, specificity of
92.6%, positive predictive value of 90.3%,
negative predictive value of 75.0%, with an
optimal cutoff point of 14.67%.

Conclusions: Among the CA125, HE4, and
ROMA test, the HEA4 test had the best specificity.
Therefore, in some cases where combined testing
of HE4 and CA125 is not feasible, consideration
may be given to using HE4 testing alone, which
can effectively predict ovarian cancer in women
and reduce the difficulty of performing multiple
tests simultaneously.

Keywords: ovarian cancer, CA125, HE4,
ROMA test.

I. DAT VAN DE

Ung thu budng trang 1a mot trong nhitng
loai ung thu phd bién va nguy hiém nhit ¢
phu nit. Theo sb liéu tir GLOBOCAN, mdi
nam c6 khoang 313.959 truong hgp maéi mic
va 207.252 ca tir vong do ung thu budng
tring trén toan cau [1]. Tai Viét Nam, con sd
nay la 1.404 ca mic mgi va 923 ca tir vong
mbi nam [1]. Ty Ié tir vong do ung thu budng
tring rat cao va ty Ié séng sot thap, chu yéu
do bénh thuong dugc phat hién & giai doan
muon, véi chi khoang 15% sé trudng hop

duoc chan doan sém [2].

Phat hién som ung thu budng trang la
yéu t then chét dé cai thién tién lwong va
chat lwong séng caa bénh nhan. Hién nay,
cac xét nghiém dau an sinh hoc nhu CA 125,
HE4 va ROMA test duoc sir dung dé hd tro
chan doan ung thu budng trang. Tuy nhién,
CA125 c¢6 nhitng han ché vé do nhay va do
dac hiéu, do mixc CA125 c6 thé ting cao
trong nhiéu bénh lanh tinh phd bién nhu lac
noi mac tr cung va viém nhiém ving chau
[3]. Nguoc lai, HE4 c6 thé duoc tim thiy
trong hon mot nira s6 khdi u budng trirng ma
khong c6 su gia ting cia CA125 [3]. Su két
hop gitta HE4 va CA125 da cho thay tiém
nang 16n, dem lai d6 nhay va d6 dac hiéu cao
hon trong viéc phét hién sém ung thu budng
tring. Phuong phap két hop nay duoc thyc
hién thdng qua thuat toan ROMA test (Risk
of Ovarian Malignancy Algorithm Test) [4].
Tai Viét Nam, nghién ciru vé cac dau 4n sinh
hoc nay van con kha han ché. Vi vay, ching
t6i thuc hién nghién ctru nay véi muc tiéu
xac dinh gia tri cua hai xét nghiém CA125,
HE4 va chi s6 ROMA test trong chan doan
ung thu budng tring tai Bénh vién Quéc té
Phuong Chau.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Bénh nhan chan doan khdi u budng trirng
thuc thé khi dén kham va diéu tri tai Bénh
vién Quédc té Phuong Chau tir thang 03/2019
dén 09/2023.

Tiéu chudn chen mdu: Bénh nhan chan
doan khéi u budng tring thuc thé c6 du
théng tin ca nhan, co két qua xét nghiém
nong do CA125, HE4 huyét thanh va két qua
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giai phau bénh sau mo.

Tiéu chudn logi trir: Bénh nhan dang
mang thai; c¢d tién sir ung thu budng trirng
hodc ung thu phiic mac tién phat hoic c6 bat
ky bénh ung thu nao kém theo; da dugc chan
doan va diéu tri, phau thuat ung thu budng
trimg trude do tai co so diéu tri khac.

2.2. Phwong phap nghién ciru

Thiét ké nghién cizu: Nghién cau mo ta
cit ngang.

Cé& mdu: Trong thoi gian nghién cau
ching toi thu thap dugc 244 mau thoa tiéu
chuan chon va loai trir mau bang phuong
phap chon c6 chu dich.

Ngi dung nghién ceru:

- Ung thir buong tring va u lanh buéng
trizng: Xac dinh dya vao két luan két qua giai
phau bénh dugc thuc hién tai Khoa Xét
Nghiém/

- Xét nghiem CA125 va HE4: Dinh lugng
trén may xét nghiém mién dich Cobas E411
(Roche Diagnostics, Thuy Sy) tai Khoa Xét

ll. KET QUA NGHIEN cU'U

Nghiém - BV Quéc té Phuong Chau.

+ Két qua CA125: Ngudng xét nghiém
duong tinh con kinh va man kinh khi >35
U/mL.

+ Két qua HE4: Ngudng xét nghiém
duong tinh khi con kinh 1a >70 pmol/L, man
Kinh la >140 pmol/L.

- Chi s6 ROMA test; Tinh toan dua vao
két qua dinh lugng CA125 va HE4 bang
phan mém cua Roche Diagnostics.

+ Phu nir trudc man kinh: Nguy co cao
khi ROMA > 11,4%

PI= -120 +
0,0626*LN[CA125]

ROMA = exp(P1)/[1 + exp(P1)]*100

+ Phu nir sau man kinh: Nguy co cao khi
ROMA > 29,9%

PI= -809 +
0,732LN[CA125]

ROMA = exp(PI)/[1 + exp(P1)]*100

X ly s6 ligu: Sb ligu dugc nhap va xu ly
trén phan mém SPSS 20.0.

2,38*LN[HE4] +

1,04*LN[HE4] +

#U lanh

# Ung thur buong tring

Biéu d6 1. Ty I¢ ung thw buong trivng 6 phu nit chan dodn u buong trirng
Nhdn xét: Trong 244 d6i tuong dugc chan doan khéi u budng trang thuc thé, dua vao két
qua giai phau bénh xac dinh dugc 13 ddi tuong 1a ung thu budng trang chiém 5,3%.

242



TAP CHi Y HOC VIET NAM TAP 542 - THANG 9 - SO CHUYEN DE - 2024

Bdng 1. Ddc diém ciia xét nghiém CA125, HE4 va ROMA test

Xét nghiém N Trung binh Trung vi Dinh gia bat
thwong (%)
CA125 (U/mL) 244 61,0+157,0 219 34,43%
HE4 (pmol/L) 244 49,2+27,2 44,4 4,92%
ROMA (%) 244 9,1+10,9 6,2 5,33%

Nhdn xét: CA125 c6 ty Ié phat hién bat thuong cao nhat (34,43%) nhung do léch chuan
I6n. HE4 6n dinh hon véi ty & bat thuong thap (4,92%), trong khi ROMA két hop ca hai,
cung cap modt phuong phap chan doan can bang vai ty 16 bat thudng 1a 5,33%.

1.0 —,_
—
I_Ll CAl135
—_ HE4
0@ L . ROMA
Budng tham chiéu
T
f
06
D6 nhay
04
02
0.0
0.0 0.2 04 08 08 1.0
1 - D6 dac hiéu

Biéu do 2. Pwong cong ROC ciia CA125, HE4 va ROMA
Nhdn xét: Cac dudng biéu din cia cac xét nghiém CA 125, HE4 va ROMA test déu nam
trén dudng tham chiéu két qua xét nghiém giai phau bénh.
Bdng 2. Dién tich dwoi dwong cong ROC ciia CA125, HE4, ROMA

Chi sb Dién tich du¢i duwong cong ROC KTC 95% p

CA125 0,683 0,525-0,841 0,026
HE4 0,773 0,612-0,934 0,010

ROMA 0,794 0,625-0,964 <0,01

Nhdn xét: Qua két qua duong cong ROC thi céc gia tri c6 ¥ nghia thong ké véi p<0,05.
Dién tich duéi duong cong ROC caa CA125 la thap nhit, con HE4 va ROMA déu cho két
qua cao hon lan Iuot 12 0,773 va 0,794.
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Bang 3. Gia tri ciia CA125, HE4, ROMA theo dwong cong ROC

Gia tri Piém cit Po nhay | Pé dic hiéu G|,a tritien | Gia ’tr;Atlen
doan dwong doan am
CA125 43,24 (U/ml) 61,5% 71,0% 68,0% 64,8%
HE4 88,7 (pmoll/l) 53,8% 99,1% 98,4% 68,2%
ROMA 14,67 (%) 69,2% 92,6% 90,3% 75,0%

Nhgn xét: Véi cac diém cat tdi vu thi do
nhay cia ROMA cao nhét [a 69,2%, tiép theo
la CA125 la 61,5%, thap nhat 1a HE4 Ia
53,8%. Do dac hiéu cia HE4 cao nhat 1a
99,1%, thap nhat 1a CA125 la 71%.

IV. BAN LUAN

Qua nghién ctru cua ching toi trén 244
dbi twong duoc chan doan khéi u budng
treng thuc thé thi xac dinh dugc 13 ddi
twong bi ung thu budng tring chiém ty I¢ 1a
5,3%. Theo nghién cau cia Vi Ba Quyét
(2014) tai Bénh vién Phu San Trung Uong
V6i €& mau 126 thi ty 1é ung thu budng tring
& phu nit 12 11,1% [5]. V& Vin Khoa (2018)
nghién ctru tai Bénh vién Trung Uong Hué
vai 277 truong hop xac dinh ty 1€ 10,8% phu
nit c6 ung thu budng tring [6]. Nguyén Thi
Nga (2021) vaéi 240 bénh nhan dugc nghién
cuau tai bénh vién Phu San Trung Uong thi
xac dinh 25,4% ty & ung thu budng tring
[7]. Giang Thi Mong Huyén (2022) thyc hién
nghién cuu trén 574 bénh nhén tai Bénh vign
T Dii nhan dinh dugc 35,5% ung thu budng
trang [8]. Tac gia Young-Jae Lee (2020)
thuc hién nghién cau tai Trung tam Y té
Asan (Seoul, Han Quéc) trén 1207 phy nit ¢6
chan doan u budng trimg xéac dinh 16,8% phu
nit mac ung thu budng trang [9]. Chloe E.
Barr va cong su (2022) thyc hién nghién cau
tai Pai hoc Manchester NHS Foundation
Trust — Vuong Qudc Anh véi 1229 dbi twong
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tham gia nghién ctru xac dinh duoc 6,67% bi
ung thu budng trang [10]. Nhin chung ty 1¢
ung thu budng tring duoc phat hién trong
nghién ctu cia ching tdi thap so vai cac
nghién ctu khéc, co thé do dic diém ddi
twong, thoi gian, dia diém nghién ciru khong
twong dong dan dén su khac biét nay. Ngoai
ra trong nghién ciru, chdng t6i phan tich két
qua cua cac xet nghiégm CA125, HE4 va
ROMA test cho thay su bién dong dang ké
trong cac chi s6 nay. CA125 c6 gia tri trung
binh cao hon (61,0 U/mL) so vai HE4 (49,2
pmol/L) va ROMA (9,1%). Tuy nhién, ty I¢
bat thuong cua CA125 (34,43%) lai cao hon
HE4 (4,92%) va ROMA (5,33%). Diéu nay
cho thiy su da dang va bién dong trong két
qua xét nghiém, dong thai cung cap théng tin
quan trong cho viéc danh gia kha niang chan
doan ung thu budng trang.

Xét nghiém CA125 cé dién tich dudi
duong cong ROC la 0,683. Tai diém cit
43,24 U/ml thi gia tri @6 nhay la 61,5%; gia
tri do dac hiéu la 71,0%; gia tri tién doan
duong 1a 68,0%; gia tri tién dodn am la
64,8%. V& Van Khoa (2018) ghi nhan, néu
tinh theo tiéu chuan diém cat 35 U/ml thi d6
nhay cia CA 125 la 83,3% va do dac hiéu la
78,14%. Dién tich dudi duong cong ROC
caa CA 125 1a 0,872 véi diém cat téi vu 1a
48,5U/ml thi d6 nhay 1a 83,3% va do dac
hiéu la 86,64% [6]. Nguyén Thi Nga (2021)
xac dinh CA 125 véi gia tri tot nhét la
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38UI/ml ¢6 d6 nhay va do dac hiéu trong
chan doan phan biét u budng tring lanh va 4c
tinh la 60,0% va 81,9% vai dién tich dudi
duong cong la 0,751 [7]. Giang Thi Mong
Huyén (2022) c6 dién tich dudi duong cong
la 0,71 véi gia tri do nhay la 66,67%; gia tri
d6 dac hiéu la 66,76%; gid tri tién doan
duong la 21,6%; gia tri tién dodn am la
47,5% voi diém cat t6i vu 1a 49,60 U/ml [8].
Tac gia Young-Jae Lee (2020) cho ring
CA125 trong nhom con kinh nguyét c6 do
nhay la 58,4%; d6 dac hiéu la 55,6%; gia tri
tién doan duong 1a 17,5% va gia tri tién doan
am la 89,3% vai dién tich dudi duong cong
ROC la 0,602. Trong nhdm man kinh thi xét
nghiém CA125 c6 do nhay 1a 57,8%; do dac
hiéu la 88,3%; gia tri tién doan duong la
62,7% va gia tri tién doan am la 86,0% vai
dién tich dugi duong cong ROC la 0.81 [9].
Chloe E. Barr va cong su (2022) xac dinh
dugc CA125 c6 dién tich dudi duong cong
ROC ¢ nhom chung la 0,927 vai @6 nhay la
80,5% va do dac hiéu la 92,2% véi diém cat
t6i wu 14 35U/ml [10].

Xét nghiém HE4 c6 dién tich dudi duong
cong la 0,773. Tai diém cat 88,7 pmol/l thi
gia tri d6 nhay la 53,8%; gia tri do dac hiéu
la 99,1%; gia tri tién doan duong l1a 98,4%;
gia tri tién doan am la 68,2%. Theo tac gia
V& Vian Khoa (2018) két qua ghi nhan do
nhay cia HE4 trong nghién ctu cua chung
toi 1a 50% va do dac hiéu la 98,38%. Co dién
tich dudiduong cong ROC 14 0,894 vai diém
cit t6i wu 1a 55,3 pmol/l [6]. Nguyén Thi Nga
(2021) nghién ctru véi diém cat 68,35 pmolll
HE4 c6 d6 nhay 36,7% va do dac hiéu
91,5%, dién tich dudi duong cong la 0,650
[7]. Giang Thi Méng Huyén (2022) phan tich

trén duong cong ROC nhan dinh HE4 dién
tich dudi duong cong 1a 0,77 vai gia tri do
nhay la 40,2%; gia tri do dac hiéu la 95,95%;
gia tri tién doan duong la 90,1%; gia tri tién
doan am la 74,74% véi diém cat téi wu 1a
57,48 pmol/l [8]. Chloe E. Barr va cong su
(2022) xac dinh HE4 ¢6 dién tich duéi duong
cong ROC & nhom chung la 0,927 véi do
nhay 1a 90,2% va d6 dac hiéu la 75,6% vai
diém cat t6i vu 1a 77 pmol/l [10].

Chi s6 ROMA test c6 dién tich duéi
duong cong 1a 0,794. Tai diém cat 14,67%
thi gia tri d6 nhay la 69,2%; gia tri do dac
hiéu la 92,6%; gia tri tién doan duong la
90,3%; gia tri tién doan am la 75,0%. Vo
Vian Khoa (2018) ghi nhan dién tich dudi
duong cong ROC 1a 0,912, @6 nhay dat
80,0% va do dac hi¢u dat 84,62% voi diém
cat téi wu 1a 9,35% [6]. Giang Thi Mong
Huyén (2022) phan tich trén duong cong
ROC nhan dinh ROMA dién tich duéiduong
cong la 0,82 véi gia tri @6 nhay la 73,04%;
gid tri do dac hiéu la 61,62%; gia tri tién
doén duong 1a 53,02%; gia tri tién dodn am
la 81,2% vai diém cat t6i wu 1a 15,36% [8].
Tac gia Young-Jac Lee (2020) cho rang
ROMA test trong nhom con kinh nguyét c6
d6 nhay 1a 45,5%; d6 dac hiéu la 81,8%; gia
tri tién doan duong la 28,8% va gia tri tién
doan am 1a 90,3% véi dién tich dudi duong
cong ROC Ila 0,667. Trong nhdm man Kinh
thi xét nghiém ROMA test c6 do nhay la
50,0%; do dac hiéu la 88,8%; gia tri tién
doan duong 1a 60,4% va gia tri tién doan am
la 83,9% véi dién tich dudi duong cong
ROC la 0,772 [9]. Chloe E. Barr va cong su
(2022) xac dinh ROMA test ¢6 dién tich dudi
duong cong ROC ¢ nhom chung la 0,959 voi
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d6 nhay la 87.8% va do dac hiéu la 80.8%
voi diém cat téi wu 1a 13,1% va 27,7% cho
ngudng kinh nguyét [10].

Trong cudc nghién cau cua chdng toi,
cac xét nghiém CA125, HE4 va ROMA test
da cho thay kha ning loai trir cac trudng hop
khoéng phai ung thu budng trirng mot céch
hiéu qua, véi gia tri tién doan am vuot qua
muc 90%. Mac du do nhay khong cao, nhung
gi4 tri d6 dac hiéu lai rat an twong, dic biét 1a
v6i xét nghiém HE4. Piéu nay ngu y rang
cac xét nghiém nay c6 kha ning phan biét tét
gita cac trudng hop ung thu budng tring va
khoéng phai ung thu budng tring. Do do,
trong mot sé trudng hop khi khong thé thuc
hién cac xét nghiém két hop HE4 va CA125,
viéc sir dung xét nghiém HE4 doc lap c6 thé
duoc can nhic, giup dam bao kha ning dy
doan ung thu budng trang & phu nit mot cach
hiéu qua va giam bdt khd khan trong viéc
thuc hién nhiéu xét nghiém cung mét ltc.

V. KET LUAN

Xét nghiém CA125 cé dién tich dudi
duong cong ROC dat 0,683 thi d6 nhay dat
61,5%, do dac hiéu dat 71,0%, gia tri tién
doan duong 1a 68,0%, gia tri tién doan am la
64,8% Vi diém cét toi wu 1a 43,24 U/ml. Xét
nghiém HE4 cé dién tich dudi duong cong
ROC dat 0,773 thi @6 nhay dat 53,8%, do dac
hiéu dat 99,1%, gia tri tién doan duong la
98,4%, giad tri tién doan am la 68,2% vai
diém cat tbi wu 1a 88,7 pmol/l. ROMA test co
dién tich dudiduong cong ROC dat 0,794 thi
dé nhay dat 69,2%, do dac hi¢u dat 92,6%,
gia tri tién doan duong la 90,3%, gia tri tién
doan am 1a 75,0% véi diém cat téi uwu la
14,67%. Trong viéc chin doan ung thu
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budng triing & phu nir, sy chon lya gitta cac
xét nghiém la rit quan trong dé dam bao do
chinh xac va hiéu suit cao. Dua trén céc
théng s danh gia hiéu suat, xét nghiém HE4
ndi bat nhu mot lua chon téi vu. Véi do dac
hiéu cao 1én dén 99,1%, HE4 c6 kha ning
loai trir cac truong hop khéng phai ung thu
buong triing mot cach hiéu qua. Khdng chi
vay, ty 18 gia tri tién doan duong 1én dén
98,4% cua HE4 cling la mot chi sb 4n tuong,
cho thiy kha ning chan doan ung thu budng
trang la rat cao khi két qua xét nghiém Ia
duong tinh. Piéu nay cang duoc cang cb bai
dién tich dudi duong cong ROC Ién cua
HE4, cho thiy kha niang phan biét tét giita
cac truong hop ung thu budng tring va
khéng phai ung thu budng tring. Vi vay,
trong truong hop khong du diédu kién dé thyc
hién cac xét nghiém két hop, xét nghiém
HE4 c6 thé 1a lra chon doc 1ap va hiéu qua
nhat trong viéc chan doan ung thu budng
tring ¢ phu ni.
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KHAO SAT MOI LIEN QUAN GIT’A NONG PO FERRITIN,
SAT HUYET THANH VO1 MOT SO YEU TO NGUY CO' UNG THU VU

Nguyén Thi Hong Nhung?, Huynh L&%2, Nguy&n Hoang Quy!

TOM TAT.

Pit van dé: Ung thu va (UTV) 1a loai ung
thu pho bién & phu nix, véi ty 16 mic mai va tu
vong dang gia tang tai Viét Nam. Sit c6 vai trd
quan trong trong nhiéu qué trinh sinh hoc, nhung
ciing c6 thé gop phan vao bénh sinh UTV thang
qua stress oxy hda. Méi lién quan giira nong do
ferritin, sat huyét thanh va cac yéu té nguy co
UTV chua duoc nghién ciru day du tai Viet Nam.
Nghién ctru nay nham muc tiéu khao sét ndng do
ferritin, sit huyét thanh & phu nit mic UTV va
danh gia méi lién quan cua chiing véi cac yéu th
nguy co UTV.

Doi twong, phwrong phap: Nghién ciu md
ta cat ngang trén 66 phunit mac UTV va 66 phu
nit khoe manh lam nhdm chang tai bénh vién
Ung Budu thanh phé Can Tho, tir thang 10/2023
dén thang 06/2024. Dinh luong ndng d6 ferritin,
sit huyét thanh, phan tich sé liéu va rit ra két
luan.

Két qua: Phu nit mac UTV c6 trung vi ndng
do6 ferritin 12 164,5 ng/mL (101,0-239,0) tang cao
S0 v&i nhém chang 1a 91,2 ng/mL (48,2-153,0),
p<0,001; ndng do sit huyét thanh 1a 14,1+4,3
pmol/L thap hon so v&i nhém chung 1a 15,7+5,8
pmol/L, p=0,081. C6 mdi twong quan thuan c6 y

Dai hoc Y Duoc TP. Hé Chi Minh

2Bénh vién Ung Buéu TP. Can Tho

Chiu trach nhiém chinh: Nguyén Thi Hong Nhung
SPT: 0919530069

Email: nguyenthihongnhung@ump.edu.vn
Ngay nhan bai: 24/7/2024

Ngay phan bign: 28/7/2024

Ngay chip nhan dang: 31/7/2024
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nghia thong ké giita nong do ferritin va tudi ¢
nhom bénh (r=0,5), & nhdm chung thi khdng co
sy twong quan nay (p>0,05). Giita nong do
ferritin va BMI, s lan sinh con theo tirmg nhém
ciing khong tim thay méi twong quan (p>0,05).
Khéng c6 méi twong quan giira ndng do sit huyét
thanh va tudi, BMI, s lan sinh theo timg nhém
nghién ctu (p>0,05). O phu nit chua mén kinh va
phu nir da tng mang thai c6 méi lién quan vé
ndng d6 ferritin gitta nhém bénh vanhém ching.

Két luan: Nong do ferritin & phu nitr mac
UTV cao hon phu nir khoe manh, su khéc biét cd
¥ nghia thong ké (p<0,05) nhung khong co sy
khac biét vé nong do sat huyét thanh giira hai
nhom (p>0,05). C6 méi lién quan giira nong do
ferritin véi tudi, tién st man kinh, tién st mang
thai va khong tim thay mdi lién quan giita nong
d6 sat huyét thanh véi tudi, tién st man kinh, tién
str mang thai.

Tir khéa: Ung thu vu, ferritin, st huyét
thanh, yéu té nguy co.

SUMMARY
ASSOCIATION BETWEEN FERRITIN,
SERUM IRON LEVELS, AND BREAST
CANCER RISK FACTORS
Background: Breast cancer (BC) is a
common cancer among women, with increasing
incidence and mortality rates in Vietnam. Iron
plays an important role in many biological
processes but may also contribute to BC
pathogenesis through oxidative stress. The
relationship between ferritin levels, serum iron,
and BC risk factors has not been adequately
studied in Vietnam. This study aims to
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investigate ferritin and serum iron levels in
women with BC and evaluate their relationship
with BC risk factors.

Subjects and Methods: A cross-sectional
descriptive study was conducted on 66 women
with BC and 66 healthy women as controls at
Can Tho Oncology Hospital from October 2023
to June 2024. Ferritinand serum iron levels were
quantified, datawere analyzed, and conclusions
were drawn.

Results: Women with BC had a median
ferritin level of 164.5 ng/mL (101.0-239.0),
significantly higher than the control group at 91.2
ng/mL (48.2-153.0), p<0.001. Serum iron levels
were 14.1+4.3 pmol/L in the BC group, lower
than the control group at 15.7+5.8 pumol/L,
p=0.081. There was a statistically significant
positive correlation between ferritin levels and
age in the BC group (r=0.5), but not in the
control group (p>0.05). No correlation was found
between ferritin levels and BMI, or the number
of births within each group (p>0.05). There was
no correlation between serum iron levels and age,
BMI, or the number of births within each group
(p>0.05). Among premenopausal women and
those with a history of pregnancy, there was an
association in ferritin levels between the BC and
control groups.

Conclusion: Ferritin levels in women with
BC were significantly higher than in healthy
women (p<0.05), but there was no difference in
serum iron levels between the two groups
(p>0.05). Ferritin levels were associated with
age, menopausal status, and pregnancy history,
while serum iron levels were not associated with
these factors.

Keywords: Breast cancer, ferritin, serum
iron, risk factors.

I. DAT VAN DE

Ung thu va (UTV) 1a loai ung thu phd
bién & phu nir va dang trd thanh mot van dé
sac khoe cong ddng quan trong duoc Ccéc

qudc gia trén toan thé gi¢i ngay cang quan
tam. Theo théng ké cua Globocan nam 2020,
tai Viét Nam udc tinh ¢6 21 555 truong hop
mac mai (chiém 11,8 % trong tong sb bénh
ung thu) va co6 khoang 9 345 truong hop tu
vong do UTV [1]. Cac truong hop UTV
thuong khong xac dinh dugc nguyén nhén cu
thé, tuy nhién c6 mot sé yéu té lam ting
nguy co UTV di duogc xac dinh bao gom
tudi, gisi tinh, yéu té di truyén, gen, tién sir
gia dinh, chi s6 khéi co thé (BMI), yéu td
noi tiét, ché do dinh dudng, yéu td6 moi
trudng, va cac yéu td lién quan dén sinh san
[2]. Mit khéc vai trd cua cac nguyén tb vi
luong trong sw phat trién cua bénh UTV
cling dang dwoc tim hiéu [3], trong d6 vai tro
cua sat van con dang gay tranh ci [4]. Sat ¢6
thé hoat dong nhu mot con dao hai ludi:
thiéu sat gay thiéu méau va giam cung cip
oxy dén mo, trong khi su tich ty cua nd gay
ra tinh trang qué tai sat, tao ra cac loai oxy
phan trng (ROS) va lam tang stress oxy hoa
trong co thé [5]. Picu nay chi ra vai tro kép
cua sat dbi véi bénh UTV [6].

Hién nay, & Viét Nam chua c6 nghién
ctru nao khao sat vé nong do ferritin va sit
huyét thanh, cling nhu mdi lién quan giita
ching véi mot sb yéu té nguy co UTV.
Nghién ctru “Khéo sat méi lién quan giira
ndng dd ferritin, sit huyét thanh véi mot
s6 yéu t6 nguy co ung thw va” duoc thuc
hién gitp cung cép thém dir liéu vé nong do
ferritin va sit huyét thanh & nguoi bénh UTV
va budc dau tim hiéu méi lién quan giita
ching véi cac yéu té nguy co UTV nhu tudi
tac, chi s6 khéi co thé (BMI) va mot s yéu
t6 sinh san.
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II. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Do6i tugng nghién ctu la phu nit mac
UTV dén kham tai bénh vién Ung Buéu
thanh phé Can Tho tir thang 10/2023 dén
06/2024.

Tiéu chudn lwa chen:

- Nhém bénh: phu nit tir 20 dén 65 tudi,
c6 két qua giai phau bénh chan doan xac dinh
UTV, chua diéu trj can thiép.

- Nhém chang: phu nix tir 20 d&én 65 tudi
khoe manh khéng mac UTV.

- Ca hai nhom déu phai thoa cac diéu
kién sau: c6 két qua siéu am tuyén vi va két
qua cac xét nghiém thuong quy: cong thic
mau, AST, ALT, Creatinin, d6ng y tham gia
nghién cuau.

Tiéu chudn logi trie: Nguoi dang méc
cac bénh viém cip tinh, cuong giap, bénh Iy
tan huyét, viém gan, suy than, truyén
mau nhiéu lan, ung thu khac. Ngudi c6 tién
sir mac bénh dai thao duong hoic thap khép.

Il. KET QUA NGHIEN cU'U

Str dung thudc bd sung sit < 2 thang truge
thoi diém tham gia nghién cau.

2.2. Phwong phap nghién ciru

Thiét ké nghién cieu: Nghién ciu mo ta
cit ngang

Céac bién sé chinh: tudi, BMI, tién s
méan kinh, tién sir mang thai, tudi mang thai
lan dau, s6 lan sinh, nong do ferritin, ndng do
sat huyét thanh.

Thu thdp va xi ly sé liéu: Dit liéu duoc
xt ly bang phan mém STATA 17.0. Phuong
phap théng ké mo ta duoc sir dung dé tinh sé
luong va ty 1& phan trim cho tirng bién sé.
Sir dung cac test kiém dinh Mann Whitney,
kiém dinh T-test voi su khac biét co ¥ nghia
khi p<0,05.

Gidy phép Y dirc: Dé tai dugc théng qua
boi Hoi dong Pao dirc trong nghién ciu Y
sinh hoc Pai hoc Y duoc thanh phé H6 Chi
Minh  s6  991/HPPD-PHYD  ngay
20/10/2023.

3.1. Nong dd ferritin va sit huyét thanh ¢ cac nhém nghién ciu
Bdng 1. Pdc diém néng dp ferritin va sdt huyét thanh ¢ cac nhém nghién ciru (n=132)

Nhém bénh (n=66) Nhém chirng (n=66)
Ferritin (ng/mL)
TB +PLC" 174,8+91,0 97,3+60,8
TV (KTPV)** 164,5 (101,0-239,0) 91,2 (48,2-153,0)
Nho nhét - 16n nhit 32,2-377,0 6,5-244,0
Sit huyét thanh (umol/L)
TB +PLC" 14,1443 15,745,8
TV (KTPV)*™* 13,8 (11,2-16,9) 14,9 (11,2-20,0)
Nho nhét - 16n nhit 6,8-23,2 3,9-29,5

*“Trung binh + d@é léch chuan; ** Trung vi (khodng tiz phan v;)
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Nhém bénh Nhoém chirng

-

Biéu d6 1. So sanh nong dp ferritin giita 2 nhém nghién ciru (n=132)
p<0,001 (Kiém dinh Mann Whitney)

300 400
1 1

Ferritin (ng/mL)
200

100
1

o

Nhém bénh Nhoém chirng

-

Biéu do 2. So sanh nong dp sit huyét thanh giita 2 nhém nghién civu (n=132)
p=0,081 (Kiém dinh T-test)
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Sét huyét thanh (umol/L)
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Nhdn xét: khac biét gitta hai nhém trong nghién cuu
Nong do ferritin & nhém mic ung thu va  (p=0,081).
ting cao dang ké so véi nhém ching, su 3.2. Mobi lién quan giira nong do
khac biét nay c6 ¥ nghia thong ké (p < ferritin, sit huyét thanh véi mot sé yéu t6
0,001). nguy co’ ung thw va

Nong d6 sat huyét thanh khong co su
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Bdng 2. Méi twong quan gia Ferritin va sat huyét thanh, tudi, BMI, sé ldn sinh con
theo tirng nhém nghién ciru

Ferritin Nhém bénh (n=66) Nhém chirng (n=66)
r p* r p*
Sit huyét thanh 0,2 0,193 0,04 0,720
Tudi 0,5 <0,001 0,2 0,106
BMI 0,2 0,123 0,1 0,401
S6 lan sinh con 0,1 0,377 -0,02 0,894

* Twong quan Spearman
Nhdn xét: C6 méi tuong quan trung binh co y nghia théng ké giira nong do ferritin va
tudi & nhém bénh (r=0,5). Tuy nhién, ¢ nhém ching thi khéng c6 su twong quan nay
(p>0,05). Khong c6 méi twong quan giita ndng do ferritin voi sit huyét thanh, BMI, s lan
sinh theo tirng nhdm nghién ctru (p>0,05).
Bdng 3. Méi twong quan giira sdt huyét thanh véi tugi, BMI, sé lan sinh con theo tieng
nhom nghién ciru

. B Nhom bénh (n=66) Nhom chirng (n=66)
Sat huyet thanh N
r p r p
Tudi 0,1 0,508 -0,02 0,819
BMI 0.1 0,349 0,2 0,153
S6 lan sinh 0.1 0,419 0,1 0,422

* Twong quan Spearman
Nhdgn xét: Khdng c6 mbi twong quan giita ndng do sit huyét thanh va tudi, BMI, s lan
sinh theo tirng nhdm nghién ctru (p>0,05).
Bdng 4. Méi lién quan gi@a nong dg ferritin véi tien sie man kinh va tién siz mang thai

Nong d ferritin (ng/mL)
L e R Nhom bénh Nhom chirng Gia tri p*
Cac djc diem TV (KTPV) TV (KTPV)

Tién sit man kinh

Chua man kinh 137,0 (75,7; 180,5) 83,2 (41,8; 123) 0,002

P3 mén kinh 249,0 (172,0: 316,0) | 171,0 (150,0: 211,0) 0,091
Tién sir mang thai

Chua tirng mang thai 92,9 (47,6; 154,5) 87,9 (64,9; 141,0) 0,093

Da tirng mang thai 164,5 (100,2; 238,5) 92,9 (47,6; 154,5) <0,001

*Kiém dinh Mann Whitney
Nhdn xét: C6 sy khac biét co ¥ nghia théng ké vé nong do ferritin gitta nhom UTV va
nhom chang & phu nir chua man kinh va da tirng mang thai (p<0,05).
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Bdng 5. Méi lién quan gi#a nong d¢ sat huyét thanh véi tien sie man kinh va tién si

mang thai
Sat huyét thanh (umol/L)
Cic dic diém Nhém bénh Nhém chirng Gia tri p*
TB +DLC TB +tPLC

Tién sit man kinh
Chua mén kinh 14,4144 15,745,9 0,404
P4 min kinh 13,644,1 15,244 .4 0,243

Tién sir mang thai
Chua tirng mang thai 15,7+3,2 14,843,2 0,572
ba tirng mang thai 13,9444 15,846,1 0,058

Nhdn xét: Khéng cd su khéc biét vé
nong do sat huyét thanh theo tién st méan
kinh va tién st mang thai gitta nhém UTV va
nhom ching (p>0,05).

IV. BAN LUAN

4.1. Nong a9 ferritin va siat huyét
thanh ¢ cac nhém nghién ciru

Nong do sit huyét thanh trong nghién
ctu & nhém mic UTV thap hon nhom
ching, tuy nhién su khac biét nay khéng cé y
nghia thdng ké (p=0,081). Didu nay tuong
ddng vai nghién ciru cua Afsaneh Rajizadeh
va cong su (2017)[4] voi ndng do sat huyét
thanh & nhém bénh la 78,12+15,58 mg/dL
thip hon nong d6 & nhom chang la
80,82+12,61 mg/dL, (p> 0,05) va co su khac
biét so vai nghién ciu cua Pavithra V va
cong su (2015)[3] ¢ ndng do sat huyét thanh
& nhom bénh la 85,5+47,5 ug/LL cao hon so
v6i néng do & nhém chung 1a 67,5+28,2
Hg/L (p=0,019). Su khac biét nay c6 thé do
su khac biét vé& dic diém dbi twong nghién
ctru, trong nghién ctu ching téi tudi trung
binh nhom ching la 42,8+ 4,8 tudi tuwong
ddng véi nghién ciu cia Afsaneh Rajizadeh
la 42,75 + 8,15 tudi va thip hon so véi

*Kiém dinh T-test
nghién ctru cua Pavithra V 1a 46,8 + 8,4 tudi,
phan 16n nhém ching tham gia véi ching toi
la cdng nhén vién, trong khi nhdom bénh chu
yéu la nhirng ngudi phu nit ndi tro nén ¢ thé
c6 16i sdng va sinh hoat khac nhau dan dén
lwong sit hap thu khac nhau & hai nhém, tuy
nhién su khac biét nay khong c6 y nghia
théng ke.

Két qua nghién ctu cua chang toi cho
thay noéng do ferritin & nhém méic UTV cao
hon dang ké so vai nhém chang (p < 0,001).
Nghién ctru chung t6i twong déng véi nghién
cau cua Mingjian Lian va cong sy (2019)[7]
c6 nong do ferritin & nhém UTV la 81,1
(35,0-157,1) pg/L cao hon & nhom ching la
45,5 (22,4- 90,9) pg/L (p < 0,05). Nghién
ctru cua tac gia Harshal P. Narkhede va cong
su (2017)[8] & An D6 ciing twong dong Vi
nghién ctru cua chdng tdi voi ndng do ferritin
& nhom UTV la 235+10 ng/mL so véi 101+7
ng/mL & nhom chang (p<0,001). Céc nghién
ctru hau hét cho thay su khac biét vé& nong do
ferritin gira nhém bénh va nhém chang,
trong khi mot s6 nghién cau khac khdng tim
thay méi lién hé rd rang. Piéu nay co thé do
su khac biét trong thiét ké nghién ctu, kich
thu6c mau, phuong phap do luong va cac
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yéu td khéc. Ferritin huyét thanh dong vai tro
quan trong trong qua trinh chuyén héa sit, la
moét chi sb phan é&nh tinh trang du trir sat
trong co thé. Nong do ferritin huyét thanh 6n
dinh, khéng bi anh huong bai lugng sat bod
sung trong thoi gian ngan, dong thoi phan
anh luong sit trong co thé chinh xac va
khach quan hon. Nong do ferritin cao hon
muc binh thudng & nhdm mac UTV c¢d thé
goi y cua tinh trang du thira sit & phu nit méc
bénh. Nghién ciru cua ching toi, voi két qua
nong do ferritin cao hon dang ké & nhom
bénh so voi nhdm ching va mac y nghia
théng ké rat cao, gop phan khang dinh thém
mbi lién quan gitra ndng do ferritin cao va
nguy co UTV. Tuy nhién, can thém nhiéu
nghién ciru véi thiét ké va phuong phap do
ludng ddng nhit dé co thé xac dinh & hon
vai tro cua ferritin trong nguy co UTV.

4.2. Mbi lién quan giira ndng dd
ferritin, sit huyét thanh véi mét sé yéu to
nguy co’ ung thw via

Chuing t6i nhan thiy c6 méi tuong quan
thuan mtrc do trung binh c6 y nghia thong ké
gita nong do ferritin va tudi & nhom bénh
(r=0,5). Tuy nhién, & nhom chang thi khoéng
¢ sy twong quan nay (p>0,05). Ddi vai sat
huyét thanh chung t6i ciing khong phat hién
duoc mbi twong quan giita ndng do sit huyét
thanh véi tudi & ca nhom bénh va nhom
chirng. Su twong quan gitra tinh trang du trix
sat véi tudi & nhém bénh cé thé duogc ly giai
do trong nghién ctru cia chung toi c6 do tudi
trung binh va ty 1é phu nir d3 man kinh &
nhom bénh cao hon so véi nhdm chung, phu
hop vai cac két qua cua cac nghién ctu da
chi ra rang phu nit trong d6 tudi sinh san co
muac ferritin thap hon phu nit trung nién va
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I6n tudi [9].

Nghién ctru cta ching toi khdng tim thay
mbi twong quan giita ndng do ferritin, st
huyét thanh voi BMI va sb 1an sinh. Nguyén
nhan c6 thé do ¢& mau chua di Ion lam giam
kha nang phat hién cac mdi tuong quan. Mt
khac, nghién ctru cua ching toi thyuc hién tai
Viét Nam noi c6 16i séng va théi quen sinh
hoat khéac biét so v&i cac quan thé nghién
ctru khéc trén thé gioi.

O phu nit chua man kinh va phu nir da
tirng mang thai, c6 su khac biét giita ndng do
ferritin & nhom mic UTV va khoéng mic
UTV, su khac biét nay c6 ¥ nghia thong ké
(p =0,002). B4i voi ndng do sat, ching toi
chua ghi nhan dugc bat ky méi lién quan nao
gitra nong d¢ sat va tién sir man kinh ciing
nhu tién st mang thai (p>0,05). Trong qué
trinh phét trién co thé cua phu nix, estrogen
va sit la hai yéu t6 tang truong quan trong.
Nong do estrogen, va dic biet 1a 17p-
estradiol (E2) tang cao ¢ phu nit chua man
kinh c6 méi tuong quan tich cuc véi nhu cau
sat va giai phong sat vao tuan hoan toan than
[10]. Nghién ctru cua chung toéi cé phu ni
chua mén kinh chiém da s6 (73,8%) va trong
s6 phu nit mac UTV ¢6 74,2% phu nir co
ER+. Diéu nay c6 thé dan dén sy khac biét
vé nong do ferritin & phu nir chua méan kinh
mac va khéng mic UTV trong nghién ctu
chung t6i. Bong thoi, & nhitng phu nit da
tirmg mang thai thuong doi hoi nhu ciu sat
cao hon dé hd tro sy phét trién caa thai nhi,
dan dén su khéac biét vé tinh trang dinh
dudng va du trir sat truge, trong va sau khi
mang thai, ddy c6 thé Ia nguyén nhan dan
dén sy khac biét vé nong do ferritin & nhiing
phu nir da tirng mang thai trong nghién ciru.
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V. KET LUAN

Nong do ferritin & phu nit mac UTV cao
hon phu nir khoe manh, su khac biét cé y
nghia théng ké (p<0,05) nhung khong c6 su
khéc biét vé ndng do sat huyét thanh giita hai
nhém (p>0,05). C6 méi lién quan giita nong
do ferritin vai tudi, tién sac man kinh, tién sir
mang thai va khong tim thay mai lién quan
gitta ndng do sat huyét thanh vai tudi, tién st
man kinh, tién sir mang thai.

VI. LO1 CAM ON

Chdng t6i xin gui loi cam on chan thanh
dén Pai hoc Y Dugc TP. H6 Chi Minh d4 tai
tro hoan toan kinh phi cho nghién ctru cua
ching t6i. Bong thoi, ching t6i ciing xin cam
on dén Bénh vién Ung Budu TP. Can Tho da
tao diéu kién thuan loi va hd tro ching toi
trong qua trinh thuc hién nghién cau.
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TONG QUAT

LAP KE HOACH XA TRI 3D-CRT
VA PAM BAO CHAT LUONG (QA) TREN MAY COBALT-60
TAI BENH VIEN UNG BUO'U THANH PHO CAN THO'

TOM TAT,

Pitvan dé: Xa tri sir dung chum tia photon
van 1a mot phuong phap phd bién hién nay trong
diéu tri ung thu. Trong d6, ky thuat xa tri ba
chiéu theo hinh dang khéi u (3D-CRT) duoc sir
dung nhiéu tai cac bénh vién va trung tam xa tri
hi¢n nay trong ca nudc.

Po6i twong, phwong phap: Trong bo céo
nay, chling tdi trinh bay téng quan quy trinh xa
tri, cu thé 1a 1ap ké hoach 3D-CRT bing phan
mém Eclipse va kiém tra dam bao chét luong
(QA) do liéu thyc té trén may xa Cobalt-60 bing
phantom nudéc so véi liéu diém tham chiéu cua
ké hoach xa tri, 36 chinh xéac cua viéc kiém tra
lidu dudi + 5%.

Két qua: Panh gia truong hop ung thu ving
chau va dau cé cho thay lidu vao budu dat lidu
chi dinh va co quan lanh nam trong gidi han liéu
cho phép theo cac tiéu chuan RTOG. Viéc QA
liéu cua 4 truong hop di liéu bénh nhan cho thy
viéc tinh toan liéu thuc té so véi lidu trén hé
théng lap ké hoach xa tri 1a gan twong duong

'Khoa Diéu Tri Tia Xa, Bénh vién Ung Buou
Thanh phé Can Tho

Chiu trach nhiém chinh: Duong Tan Phuc
SBT: 0357120045

Email: tanphuc1012@gmail.com

Ngay nhan bai: 26/7/2024

Ngay phan bién: 29/7/2024

Ngay chip nhan dang: 31/7/2024
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Ly Thé Hién!, Nguyén Thi Nhot,
Dwong Tan Phuc?, Tran Quang Khail

nhau véi sai sé trong khoang 0-3%. Pam bao
thong s6 dau ra caa may xa Cobalt-60 chinh xac,
tranh sai s6 hé théng phan mém c6 thé khong
phéat hién trong khi van hanh va thuc hanh 1am
sang.

Két luan: Trong bao cdo nay chung toi da
tim hiéu tong quan duoc quy trinh xa tri theo ky
thuat 3D-CRT va cu thé 1a quy trinh 1ap ké hoach
xa tri trén phan mém Eclipse tai bénh vién Ung
Buéu Can Tho. Viéc QA liéu xa cho nhiing
truong chiéu duoc xem nhu mot cdng cu manh
mé cho viéc kiém tra QA trong khi van hanh hé
théng 1ap ké hoach diéu tri.

Tir khoa: Xa tri 3D-CRT, QA, phan mém
Eclipse.

SUMMARY
RADIOTHERAPY PLANNING 3D-CRT
AND QUALITY ASSURANCE ON
COBALT-60 MACHINE AT CAN THO
ONCOLOGY HOSPITAL
Background: Photon beam radiotherapy is
still a popular method in cancer treatment today.
Of which, three-dimensional conformal radiation
therapy (3D-CRT) teachnique is widely used in
hospitals and radiation center nationwide today.
Methods: In this report, we present an
overview of the radiotherapy process,
specifically 3D-CRT planning using Eclipse
software and quality assurance (QA) checking of
actual dose measurement on the Cobalt-60
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radiotherapy machine using a water phantom
compared with dose reference point of the
radiotherapy plan, the accuracy of the dose QA is
below £ 5%.

Results: Evaluation of the pelvic cancer;
head and neck cancer showed that the dose to the
tumor reached the prescribed dose; organs at risk
satisfy the tolerance doses according to
guidelines defined RTOG. Quality Assuarance
(QA) dose of four patients data showed that the
actual dose calculation compared to the dose on
the radiotherapy planning system was almost
equivalent with an error of about 0-3%. This
ensures that the output parameters of Cobalt-60
machine are accurate, avoiding errors that the
software system may not detect during operation
and clinical practice.

Conclusions: In this report, we have studied
the overview of the radiotherapy process using
3D-CRT technique; specifically the radiotherapy
planning process using Eclipse software at Can
Tho Oncology Hospital. The QA dose for
radiation fieldsis considered a powerful tool for
QA while operating the treatment planning
system.

Keywords: 3D-CRT radiotherapy,
Eclipse software.

QA,

I. DAT VAN DE

Diéu tri ung thu 1 diéu tri da mo thuc
gom xa tri, phau thuat, hoa tri... Mdi ca bénh
déu duoc hoi chan lién khoa dé dua ra phac
dd hiéu qua nhat. Véi nhitng tién bo trong
linh vuc xa tri (hé théng may moc day di)
chat lugng diéu tri vuot troi hon nhidu. Cu
thé, ty 1 kiém soat bénh, kéo dai thoi gian
séng cta bénh nhan ting 1én. V&i ung thu
vom hong, 20 nam truéc, ty & sbng thém 5
nam chi dat 33% nhung nay da tang lén 65%.
Hay nhu ung thu phdi, trung binh trudc day

ngudi bénh chi séng thém 1 nam, gio di lén
2 nam...[1].

Ngay nay, su phét trién cia cac ky thuat
hién dai va hé théng may tinh gitp lap ké
hoach xa tri cho bénh nhan tré nén chinh xac
va hiéu qua cao nhu tur ky thuat 2D 1én 3D-
CRT, IMRT, IGRT.,... di va dang @ng dung
rong rai trong nudc va trén thé gioi.

K$ thuat xa tri ba chiéu theo hinh dang
khbi u (3D-CRT) la mot ki thuat dugc sir
dung phé bién hién nay tai cac trung tm xa
tri trong ca nudc. Bé hiéu rd quy trinh lap ké
hoach xa tri thuc té tai bénh vién, bao cao
nay trinh bay quy trinh 1ap ké hoach xa tri
theo ky thuat 3D-CRT dugc tich hop trong
phan mém Eclipse phién ban 8.9.21 (duoc hd
tro tir bénh vién Ung Buéu TP.H6 Chi Minh
vao thang 07 nam 2017) va dugc ap dung
cho méy xa tri ngoai sir dung nguon Cobalt-
60, hdng san xuat Bhabhatron-11 cia An Do,
dung chum photon 1,25MeV, cac ném tinh
va tao dang trudng chiéu vai cac khdi chi dé
xa tri tai Khoa Diéu tri Tia xa, Bénh vién
Ung Buéu Thanh phd Céan Tho.

I. DOl TUONG VA PHUONG PHAP NGHIEN cUU

So db téng quat cua quy trinh Xa tri theo
phuong phap 3D-CRT duoc trinh bay trong
Hinh 1. Cu thé, tim hiéu quy trinh lap ké
hoach 3D-CRT tai Bénh vién Ung budu Can
Tho.

Sau khi danh gia chi dinh liéu xa, béc si
va ky su vat ly sé€ phai ty xac dinh mot mé
hinh cac truong chiéu phu hop cho ting ca
bénh cu thé rdi ¢b dinh va chup CT — Md
phong bénh nhan, toan b6 dir liéu hinh anh
tirng lat cit cua phim CT duoc dua vao hé
théng may tinh 1ap ké hoach dya trén phan
mém Eclipse. Ta tién hanh l1ap ké hoach xa
tri, cac budc cua quy trinh 1ap ké hoach trén
phan mém Eclipse dugc trinh bay trong Hinh
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1. Béc si can xéac dinh cac khdi u va co quan
lanh, v& thé tich 1ap ké hoach PTV 1a mo
rong tir CTV, V& cac co quan lanh gan do6 dé
khao st lieu. Ky su vat Iy tao truong chiéu,
chuan tam chum tia va dat hay vé thiét bi phu
tro nhu ném, chi c4 nhan. Tao truong chiéu
c6 thé sir dung 2 chum tia (d6i song) thuong
dung cho céc trudng hop ung thu dau ¢b khéi
u nam can. Str dung 3 chum tia di voi khéi
u nam mot bén va cac cham tia co thé khong
dong phang o cac huéng khac nhau dé tranh
chum tia di tryc tiép qua cac co quan lanh,
hodc 4 chum tia d6i v6i khdi u nam & giira va
sdu bén trong nhu truong hop ung thu phdi,

truc trang,...toy thudc vao vi tri caa khéi u,
hach va yéu cau cia béac si. Mot sé truong
hop, s6 luong Ién cac truong chiéu duoc sir
dung (I6n hon 4) dugc tao ra dé dam bao cho
viéc t6i uu lidu tét hon.

K su vat ly tién hanh tinh toéan lidu, thu
duoc phan b liéu dén cac co quan lanh; khoi
u va hach, tbi uvu hoa ké hoach dya vao quan
sat cac duong dong liéu trén lat cat, xem
duong liéu chi dinh (thudng 1a duong 95%)
c6 bao hét toan bo khéi u chua va danh gia
biéu do phan b liéu — thé tich (Dose Volume
Histogram — DVH) c6 thoa hai tiéu chi lidu
vao khéi u va lidu vao co quan lanh chua.

Danh gia bénh nhan

v

Cé dinh bénh nhan

v

Quy trinh Iap ké hoach

Chup CT — M6 phong

i

Nhéap chudi anh vao hé

v

Vé céc khéi u va co quan ;

v |

: Nhap lidu chi dinh, phan liéu S

v

v

Thiét ké céc truéng chiéu

)

Tinh toan liéu

Khéng chép nhan

O0i wru hoéa va danh gid
k& hoach, kiém tra QA

Kiém tra dat bénh
Riéu tri va theo ddi

v :

Chap nhéan

Hinh 1. Quy trinh xa tri theo ky thudt 3D-CRT

258



TAP CHi Y HOC VIET NAM TAP 542 -

THANG 9 - SO CHUYEN DE - 2024

Panh gia liéu vao khdi u quan tam dén
bén théng sé sau: lieu tdi da Dmax < 107%
liéu chi dinh, lidu tdi thiéu Dmin > 95% liéu
chi dinh, gan 100% thé tich khéi u nhan duoc
95% liéu chi dinh, yéu cau dat duoc 95% thé
tich khéi u (cang gan 100% cang tbt) nhan
dugc 100% lidu chi dinh [2]. Piéu kién dau
tién, lidu ti da vao khdi U Dmax < 107% liéu
chi dinh néu dat dwoc 1a tot nhét, tuy nhién
thong thudng sau khi dit cac truong chiéu va
t6i uu hoa ké hoach Dmax S& nam vao khoang
112% dén 117% liéu chi dinh. K¥ su 1ap ké
hoach s& phai ¢6 gang ha Dmax xudng dudi
110% ma khéng lam anh hudng qué 16n toi
liéu Dmin Cha budu va co quan lanh xung
quang.

Dénh gia liu vao co quan lanh trong xa
tri la mot pham tru rong 1én va céac bao céo
vé gigi han lidu cua co quan 1a rit nhiéu
nhung dé tai nay sir dung bang giéi han liéu
chiu dung cho cac co quan lanh cia RTOG
[3]. Trong cic co quan can danh gia, khong
phai co quan nao cling co ti€u chi danh gia
nhu nhau ma ti€u chi danh gia con phu thugc
VA0 Cau trdc cua co quan d6, chinh 1a phy
thudc vao cach sap xép cac FSU (Functional
Subunits). Mot FSU nhu mot ngan chira cac
té bao clonogenic cia mot co quan va thuc
hién mot phan chic niang cia co quan do.
Trong mot sb md, cac FSU Ia roi rac va co
quan van c6 thé thuc hién chtc ning cua
minh khi mot s6 FSU khéng thuc hién duoc
chirc nang dugc nita nén dugce goi la co quan

song song, khi danh gid cac co quan nay ta
quan tam dén lidu trung binh (mean dose) tGi
thé tich co quan. Trong mot s6 md khac, cac
FSU khéng c6 ranh gigi rd rang va c6 moi
quan hé mat thiét véi nhau, mot phan nho
trong co quan mat chirc ning thi toan bd co
quan ciing khong thuc hién chic nang minh
nita nén duoc goi la co quan chudi, khi danh
gid co quan ndy ta quan tam lidu cuc dai
(max dose) téi thé tich co quan [4].

Sau khi ké hoach xa tri dugc chap nhan,
tién hanh lay dau kiém tra cac théng so xa tri
va khuon chi ca nhan caa mdi bénh nhéan phu
hop thi tién hanh diéu tri. Hé théng may tinh
va phan mém diéu khién may xa tri Cobalt-
60 phat tia diéu tri mdi ngay cho bénh nhan.

Trong bdo cdo nay, ching tdi thuc hién
mot cong doan nho cia cong tac dam bao
chat lwong (QA) Ia tién hanh kiém tra két
qua liéu cua lap ké hoach xa tri thong qua do
lidu thuc té trén méay xa Cobalt-60. Viéc
danh gia va so sanh két qua liéu trén céc
phéac d6 xa tri dwgc xem nhu 13 mot phuong
tién dé xac dinh sai s6 hé thong lap ké hoach
Xa tri (TPS). Nham loai trir kha ning c6 xung
dot trong phan mém, dan dén két qua tinh
ctia may tinh TPS bi sai léch so véi thuc té
Xa tri cho bénh nhan. Chadng t6i thuc hién
kiém tra lai két qua liéu 1ap ké hoach théng
qua do dac liéu thuc té trén phantom nudc
bang budng ion héa (PTW 30013-2321) va
may ghi do nC (Electrometer CDX2000B)
(Hinh 2).
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T

Rate:
Chrgt

Hinh 2. Bé tri thi nghiém do sit dung phantom nwéc, buéng ion héa va mdy ghi do nC

Dtw liéu chup CT-scaner phantom nudc
duoc thiét lap trén phan mém lap ké hoach
Eclipse. Dua trén ké hoach xa tri bénh nhan
da c6 san, thuc hién chuyén doi cac ké hoach
nay trén phantom nudc, tinh toan liéu trén hé
théng 1ap ké hoach diéu tri xa tri dé co duogc
cac gia tri lidu tai diém tham chiéu va thu
duoc thoi gian (phat) mdi truong chiéu xa,
thuc hién do liéu tryc tiép trén méay xa
Cobalt-60 dé so sanh lidu trén hé théng lap
ké hoach xa tri, do liéu hiéu chuan (dya trén
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don vi dién tich nC) trong 2,94 phut/100cGy,
cho kich thudc truong chiéu chuan 10x10cm,
ngudn da 75cm, d6 sau 5cm. Tir 6, tinh toan
d6 léch tuwong ddi gita gia tri lidu:
a-X|
A= x100% ‘
X (1), trong d6 X 1a gia tri licu
theo do thuc té va a la gié tri liéu diém tham
chiéu bang phan mém Eclipse. ICRU khuyén
nghi do chinh xac theo cua viéc kiém tra liéu
vio buou Ia = 5% [2],[6].
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. KET QUA NGHIEN cU'U

Chlng tdi tién hanh cac budc cua quy
trinh Xa trj theo k§ thuat 3D-CRT nhu so dd
Hinh 1 cho truong hop ung thu ving chau va
dau ¢ 1a loai ung thu pho bién duoc chi dinh
Xa tri tai Bénh vién Ung budu TP.Cén Tho.
Sau khi, tinh liéu toan liéu lwong thu duoc
két qua phan bd liéu trén ting lat cat, biéu do
DVH thi thuc hién téi vu hoa va danh gia ké

L T T L e

hoach. Kiém tra do chinh x&c cua tinh liéu
bang phan mém Eclipse cho 4 di liéu bénh
nhan xa tri dé& dam bao chat luong diéu tri
bénh nhan.

3.1. Trwong hop 1: Bénh nhan Huynh
Phuong B, u ac truc trang 1/3 gitta pTsNoMo
(s6 hd so: 8320, tong liéu chi dinh 50Gy,
phan liéu 2Gy/ngay, thu nho trudong chiéu
sau 46Gy.

A AR

Inepprosnd  HEY SR RO

Hinh 3. Pdnh gid ké hoach dwa vao phan bé diwong dong liéu trén tieng lat cat
va biéu d@é DVH liéu theo thé tich trong ké hogch xa tri
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Trong truong hop nay, ching toi da s
dung 4 truong chiéu: 0°, 180°, 2700, 90° va
khong st dung ném do khéi u nam chinh
giira, st dung tang trong so lidu vao 2 truéng
chiéu trén duéi va giam trong sb lidu ddi véi
2 trudng chiéu bén. Ta thay lidu cuc dai Dmax
= 110,1%(>107%) lidu chi dinh va duong
ddng liéu 95% bao hét khdi u dua vao lat cit
(Hinh 2), tic 1a 100% thé tich PTV nhan
duogc 95% liéu chi dinh.

Dua trén két qua tinh toan liéu lugng cua
biéu 6 DVH (Hinh 3) danh gia:

- Liéu CTV: 100% thé tich CTV nhan
duoc 45,30Gy (> 95% licu chi dinh).

- Liéu PTV cua ké hoach: lidu cuc dai
Dmax tai PTV la 50,64Gy khong vuot qua
110% lidu chi dinh. Con xét vé thé tich,
100% thé tich PTV nhan dugc 44,7Gy
(>95% lidu chi dinh), 95% thé tich nhan
duge 45,96Gy (< 100% liéu chi dinh).

- Lidu hip thu ¢ cac thé tich khac nhau
clia co quan lanh van nam trong giéi han liéu
cho phép (Bang 1).

Bdng 1. Pdnh gid giéi han liéu cho cac thé tich khac nhau ciia co quan lanh theo

RTOG [3]

Tén céu tric Loai Thé tich | Liéu ké hoach (Gy) | Liéu gigi han (Gy)

Thé tich (%) 15% 49,2 <380

Bang Quang Th§ tich (%) 25% 49,0 <75

Thé tich (%) | 35% 48,8 <70

Thé tich (%) 50% 48,4 <65

X . |_Liéu cuc dai - 37,7 <50

co X‘trfé?g dui Thé tich (%) | 25% 25,0 <45

Thé tich (%) | 40% 24,0 < 40

X . |_Liéu cuc dai - 36,4 <50

co X‘;s;g dui Thé tich (%) | 25% 25,0 <45

Thé tich (%) |  40% 24,0 < 40

Nhdn xét: Két qua danh gia cua truong
hop ung thu tryc trang cho thay liéu vao
budu dat liéu chi dinh va co quan lanh ndm
trong gigi han liéu cho phép, vay ké hoach
dat y&u cau cua béc si dua ra. Ké hoach dugc
duyét, tién hanh lay dau xac dinh tdm xa,
khung truong chiéu trén da bénh nhan va 46
khudn chi ca nhan cho cic truong chiéu xa.
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Kiém tra dat bénh tai phong méay xa Cobalt-
60, thuc hién xa tri va theo ddi bénh nhan.

3.2. Trwong hop 2: Bénh nhan Phan
Anh D, u 4c amidal (T) T4aN26Mo (s6 ho so:
11360), xa ngoai ving hau, héc miéng tong
liéu 70Gy, hach c6 nhom 1,111 66Gy, hach ¢co
2 bén nhém 1V,V 50Gy, phan liéu 2
Gy/ngay, thu nho treong chiéu tranh tay sau
40Gy.
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Hinh 4. Pdnh gid ké hoach dwa vao phan bé dwong dong liéu trén tirng lat cdit
va biéu dé DVH liéu theo thé tich trong ké hoach xa tri

Trong truong hop nay, ching toi da s
dung 2 trudng chiéu bén cho budu: 909, 270°
do khéi u nam phia trén nén sir dung ném
trudng chiéu 2700, trong sé bang nhau ddi
vé6i 2 truong chiéu bén do khéi nam & trung
tam va 1 truong chiéu thang: 0° d6i véi hach

c6. Ta thay lidu t6i da Dmax =108,1% (>
107% liéu chi dinh) va dudng ddng liéu 95%
bao hét khéi u dwa vao lat cit (Hinh 3), tic 1a
100% thé tich PTV nhan duoc 95% liéu chi
dinh.
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Dua trén két qua tinh toén liéu luvgng cua
biéu 6 DVH (Hinh 4) danh gia:

- Liéu CTV: 100% thé tich CTV nhan
duoc 39,47% (> 95% liéu chi dinh).

- Liéu PTV cua ké hoach: lidu cuc dai
Dmax tai PTV la 43,24Gy khong vuot qua
110% lidu chi dinh. Con xét vé thé tich,
100% thé tich PTV nhan duoc 38,20Gy (>
95% liéu chi dinh), 95% thé tich nhan duoc
39,50Gy (< 100% lidu chi dinh).

- Liéu hach 66 cua ké hoach: 100% thé
tich hach 66 nhan duoc 41,70Gy (> 95% liéu
chi dinh), 95% thé tich nhan dugc 40,5Gy (>
100% liéu chi dinh).

- Liéu hach cb 50 cua ké hoach danh gia
qua dudng ddng lieu 95% trén tung lat cit
CT, do han ché cua ké hoach 3D nén trudng
chiéu bén va thang c6 ho tranh chong liéu.

- Lidu hip thu ¢ cac thé tich khac nhau
clia co quan lanh van nam trong giéi han liéu
cho phép (Bang 2).

Bdng 2. Pdnh gid giéi han liéu cho cac thé tich khac nhau cia co quan lanh theo

RTOG [3]

Tén céu trac Loai Thé tich| Liéu ké hoach (Gy) | Liéu giéi han (Gy)

L Liéu cuc dai - 27,4 <54

Than nao Thé tich (%) | 1% 22.1 <60

Tuay séng Liéu cuc dai - 39,7 <45

Mt (tréi) Eiéu cuc dai 49 <50

Liéu trung binh - 19 <35

Mt (ohai) _I_Aiéu cuc d?i - A7 <50

Liéu trung binh - 1,8 <35

Thuy tinh thé (trai) | Lidu cuc dai - 16 <25

Thay tinh thé (phai) | Liéu cuc dai - 16 <25

. .| Liéu cyc dai - 3,0 <54

Than kinh thi (81) ™0 v o) | 19 2.9 <60

Than kinh thi (phai) |——oacucdal |- 3.1 <54

Thé tich (%) | 1% 3,0 <60

Nhdn xét: Két qua danh gia cua truong
hop ung thu ving hau, héc miéng cho thay
liéu vao budu dat lidu chi dinh, 95% thé tich
PTV chua dat 100% liéu chi dinh do dam
bao diém néng nam trong giéi han va co
quan lanh nam trong gigi han liéu cho phép,
vay ké hoach dat yéu ciu caa béc si dua ra.
Ké hoach dugc duyét, tién hanh lay dau xéac
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dinh tdm xa, khung truong chiéu trén da
bénh nhan va do khudn chi ca nhan cho céc
treong chiéu xa. Kiém tra dit bénh tai phong
may xa Cobalt-60, thuc hién xa tri va theo
ddi bénh nhan.

3.3. Kiém tra @ chinh xac caa tinh
lidu bang phan mém Eclipse
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Thuc hién do liéu truc tiép trén may xa
Cobalt-60 bang phantom nudc dé so sanh véi
lidu trén hé thong lap ké hoach xa tri, do liu
hiéu chuan (dwa trén don vi dién tich nC)
trong 2,94 phat/100cGy (27/07/2024), kich
thude trudng chiéu chuan 10x10cm, ngudn
da 75cm, d6 sdu 5cm, ghi nhan dién tich
20,90nC.

Panh gid do chinh xac cua tinh liéu bang
phan mém Eclipse cho 4 di liéu bénh nhan
xa tri dé dam bao chat luong diéu tri bénh
nhan. Ta tién hanh do dién tich nC cua tirng
truong chiéu trén ké hoach xa tri da duyét,
tinh toan d6 léch tuwong dbi gitra gia tri liéu
theo do thuc té va gia tri lidu diém tham
chiéu bang phan mém Eclipse (Bang 3).

Bdng 3. Tinh todn dé \éch twong déi cia lidu xa tri cho 4 di lieu bénh nhan

Truwong chiéu; V\'/edge (ném); |Liéu lap !(é Liéu do Db lich (%)
Ho va tén Weight (trong so); thoi gian hoach dieu| (X) (Gy) A= X 000
(phut); dién tich M (nC) tri (a) (Gy)| nC | Gy X
Hugnh Phuong -AP:0%W=1,422:t=2,24;M=16,04
5 -PA:180%W=1,501;t=2,37;M=17,04 2934 160,220,881 183
KTD -L:2700,W=1,237;t=1,98;M=13,96
-R:90%;W=1,202;t=1,93;M=13,18
-AP:0%:W=1,470;t=2,01;M=14,06
Tao Bich M (K|-PA:180%;W=1,548;t=2,11;M=15,31 2615 |53.84D 576 151
CTC) -L.:270%;W=1,200;t=1,65;M=11,83 ’ T ’
-R:90%:W=1,217;t=1,67;M=12,10
-R:900:W=1,095;t=3,33;M=23,43
Phan Anh B (K
Amidal) -L:270%;W15IN15;W=0,987;t=4,87;| 2,158 45,320,168 0,48
M=21,89
Bui Bao Xuyén(-LT:310°,W=0,944;t=2,67;M=19,61
(K Vi trai) |-LN:130%:W=1,219;t=3,45;M=25,41 2,199 145,022,154 2,08
Nhdn xét: Két qua tinh liéu cua 4 treong
hop dit liéu bénh nhan cho thdy viéc tinh toan  IV. KET LUAN

lidu thuc té vai lieu trén hé thong lap ké hoach
Xa tri 12 gan twong dwong nhau véi sai so
trong khoang 0-3%, nam trong sai s cho
phép nho hon 5% (theo khuyén céo cua
ICRU). Vay dam bao théng sé dau ra cua may
xa Cobalt-60 s& chinh xac, tranh sai s6 hé
théng phan mém cd thé khong phét hién trong
khi van hanh va trong thuc hanh Iam sang.

Trong bao cdo niy chung ti da tim hiéu téng
quan dugc quy trinh xa tri theo k¥ thuat 3D-
CRT va cu thé 1a quy trinh lap ké hoach xa
tri trén phan mém Eclipse tai bénh vién Ung
Bu6u Can Tho, xac dinh duoc sé trudng
chiéu, danh gia va tdi uvu hoéa ké hoach sao
cho lidu dén khdi u téi da va cac co quan
lanh tdi thiéu, phu hop véi lidu gioi han cho
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phép, do thuc té tinh toén liéu xa dé kiém tra
doc 1ap phan mém Eclipse cho bén truong
hop bénh nhén xa tri thuong gap va co ti lé
chi dinh xa tri cao. Viéc QA liéu xa cho
nhitng trudng chiéu duoc xem nhu mot cong
cu manh mé& cho viéc kiém tra QA trong khi
van hanh hé thdng lap ké hoach diéu tri.
Khao sat phan phéi liéu va lap ké hoach diéu
tri xa tri trén phan mém mé hinh 1 rit can
thiét dbi véi bénh nhan dugc chi dinh diéu tri
Xa tri. Tuy nhién, viéc xac minh d6 chinh xac
cua khao sat liéu budu khong dugc quan tam
Vi nhiéu 1y do nhu thoi gian, phuong phap,
nang luc con ngudi va thiét bi do luong.

K¥ thuat xa tri 3D-CRT con mét s6 han ché
la liéu ¢ cac co quan lanh con cao, kho dat
duoc yéu cau cho khdi u I6m hay hinh dang
phtrc tap, han ché do thiét bj may xa Cobalt
¢6 nang luong thap. Nhung nhd d6, d6i ngi
nhan vién c6 nhiéu kinh nghiém trong xa tri
tur ky thuat xa tri 2D dung phim X-quang Ién
ky thuat xa tri 3D dung hinh anh CT, hién tai
la ky thuat 3D-CRT dé xa tri theo hinh dang
khéi u, gitip cho qua trinh diéu tri dat hiéu
qua cao va chinh xac. Cling v6i do, nang cao
kién thirc va trinh d6 chuyén mon dé chuan
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bi cho nhitng thiét bi hién dai va cac ky thuat
Xa tri cao trong tuong lai.
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PANH GIA KET QUA PIEU TRI VA CHAM SOC SAU MO U TUYEN YEN
QUA PU'O'NG XOANG BUO'M TAI BENH VIEN K

TOM TAT

Muc tiéu: Danh gia két qua chim séc sau
Mo u tuyén yén qua duong xoang buém tai bénh
vién K.

P6i twong, phwong phap: gom 50 bénh
nhan u tuyén yén phau thuat qua duong xoang
buém tir thang 2/2021 — 1/2023 tai khoa phau
thuat than kinh — Bénh vién K.

Két qua: Quy trinh chdm séc bénh nhan u
tuyén yén tai Bénhvién K di duoc thuc hién tét
(100%), nhung quy trinh huéng dan vé sinh miii
miéng (88%), ciing nhur huéng dan bénh nhan vé
nha chwa duoc thuc hién (0%). Gan mot nia sb
bénh nhan u tuyén yén ché tiét noi tiét khong
duoc huéng dan diéu tri chuyén khoa noi tiét
hoic ké don noi tiét vé nha.

Két luan: Can pho bién quy trinh cham soc
sau md u tuyén yén qua dudng xoang budm cho
diéu dudng, va phat tai liéu huéng dan cham soc
tai nha cho bénh nhan.

Tir khéa: cham séc sau md u tuyén yén.

SUMMARY
EVALUATION OF THE RESULTS OF
TREATMENT AND NURSING CARE
AFTER PITUITARY TUMORS
SURGERY AT K HOSPITAL

'Khoa ngogi than kinh - Bénh vién K
Chiu trach nhiém chinh: Nguyén Dirc Lién
SPT: 0912863359

Email: drduclien@gmail.com

Ngay nhan bai: 20/7/2024

Ngay phan bign: 28/7/2024

Ngay chip nhan ding: 30/7/2024

Nguyén Ptrc Lién!, Nguyén Thi Thiy Hong!

Background: Evaluation of the result of
treatment and nursing care after pituitary tumors
surgery by transphenoidal approach in K national
hospital.

Methods: 50 patients with pituitary tumors
who underwent operation by transphenoidal
surgery in the department of neurosurgery - K
Hospital, from 2/2021 - 1/2023.

Results: The process of preparing pituitary
tumor surgery has done well (96.6%), but the
process of guiding the nose and mouth hygiene,
as well as guiding the patient to go home (30%).
Half of patients with pituitary tumor secretion of
endocrine did not get the follow up by
neuroendocrinologist.

Conclusions: We should have retrainning
course about the nursing care preoperative and
postoperative pituitary tumor surgery by
transphenoidal approach, and documentation for
home care patients.

Keywords: Caring after pituitary tumors
surgery.

I. DAT VAN DE

U tuyén yén la nhitng khdi u xuét phét tir
cac té bao cua thuy trudce tuyén yén, phan Ion
14 lanh tinh. Pay 1 loai u thudng gap chiém
ty 1& 5-10% céc loai khdi u trong hop so [1],
[2]. Trudc kia viéc diéu tri u tuyén chu yéu
phiu thuat qua duong tran trudc bang cach
m& nap so nén cd nhiéu tai bién. Tir nhitng
nim 1960 chu yéu phau thuat qua dudng
xoang budm bang kinh vi phau da lam giam
bién chiing va cho két qua kha quan hon.
Gan day, v6i sy phét trién caa (tng dung noi
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soi trong phau thuat u tuyén yén cho két qua
tét, da s6 cac u tuyén yén duoc phau thuat
qua duong xoang budm, viéc phau thuat qua
duong ma nap so chi con dugc &p dung ¢
mot vai truong hop nhu u phat trién cha yéu
ra trudc giao thoa thi gidc hoic u phat trién
Ién trén va sang hd so gitra. Viéc diéu tri
phiu thuat ngoai muc dich 1dy bo khéi u
tuyén yén, con muc dich diéu tri cac rdi loan
noi tiét tuyén yén kém theo do tuyén yén la
mot tuyén ndi tiét trung wong co chirc ning
tiét nhiéu loai hormon (TSH, FSH, GH,
prolactin....) [3]. Do véy viéc chuan bi md
cling nhu chim séc sau mo bénh nhan u
tuyén yén c6 tinh chat dic thu va chuyén biét
trong nghanh ngoai khoa phau thuat than
kinh. Mot ca phau thuat dugc coi la co thanh
cdng hay khéng, né phu thudc vao rat nhiéu
yéu td, két qua khong chi danh gia dya trén
thoi gian khi 1am phau thuat xong ma nd con

wt

Loai trir tt ca cac truong hop khong
dugc chup phim cong hudng tir so nao,
khong co xét nghiém noi tiét, khong duoc
kham mit, va nhitng bénh nhan méc bénh noi
khoa nang anh huéng dén cudc mé (suy tim,
suy than, suy gan...).

Céc chi tiéu nghién cuu:
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Hinh 1: Hinh minh hea mé u tuyén yén qua

phu thudce vao cach cham soc nguoi bénh sau
md, bai vi sau khi md xong bénh nhan cé thé
s& ¢6 nhitng biéu hién réi loan tam Iy hay
nhitng bién chirng ma phai can thoi gian theo
ddi. Do vay ching to6i lam dé tai nay nham
muc tiéu: danh gia két qua diéu tri va cham
s6C sau Mo U tuyén yén qua dudng xoang
budm tai bénh vién K.

Il. DOl TUONG VA PHUONG PHAP NGHIEN
cuu

2.1. Poi twong nghién ciru

Gdm 50 bénh nhan dugc phau thuat u
tuyén yén qua duong xoang budm tai khoa
ngoai than kinh, bénh vién K tir 2/2021 dén
1/2023.

2.2. Phwong phap nghién ciru
Nghién ctu hoi ctu mé ta khong ddi
ching.

(1) Tinh trang va thong tin nguoi bénh
trudc mo

-Tuoi, gisi tinh. Triéu ching trudc mo.

(2) Chuan bi mé: Goi dau, tim. Vé sinh
miii, xit rira mili bang nuwéc mudi sinh ly. Khi
dung bang thuéc khang sinh.

(3) Phuong phap md: Noi soi qua dudng
xoang budm.
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(4) Chiam séc sau mo: Huéng dan tu thé
nam sau mo, theo doi tri giac, dung thubc
hydrocortisol, theo d&i nudc tiéu, diéu tri dai
nhat bang thudc, xét nghiém dién giai, huéng
dan vé sinh miii sau mo, c4c bién ching.

(5) Tinh trang khi ra vién: don vé,
chuyén vién tinh, chuyén vién noi tiét.

(6) Huéng dan nguoi bénh khi ra vién.

Bdng 1: Ly do dén vién

. KET QUA NGHIEN cU'U

- bic diém chung: Tong sé bénh nhan:
50.

Tubi: trung binh 14 42,2 + 7,6 tudi (thip
nhét 12 18 tudi, cao nhat la 72 tusi).

Gi6i: nam/nit = 2/3. S6 ngay nam vién
trung binh 10 ngay + 2,3 ngay.

L Pau |Nhin|_, _ | V0 | Giam | Buén | To dau : R
Triéu chirng diu Mo Tiet sira kinh |sinh Iy | nen chi Cushing|Béo phi
S6 lugng 40 40 16 6 30 6 16 12 2
Ti lé % 80 80 32 12 60 12 32 24 4

Chuan bi mé:
Goi dau truéc md: 50/50 (100%)
Khi dung khang sinh trudc mé: 50/50

Hudng dan vé sinh mii trudc mo: 50/50

(100%)

Phwong phap mé: noi soi 50/50 (100%)

(100%)
Bdng 2: Chim séc sau mé
N %
Hudng dan nam dau cao 40 88
Diéu tri hydrocortisol 50 100
Puoc theo ddi nudc tiéu 50 100
Huéng dan vé sinh miii miéng 44 88
Hudng dan thd biang miéng 30 60
Xét nghiém dién giai hang ngay 50 100
Bdng 3: Cac bién ching sau mé
N %
Dai théo nhat sau mé (nude tiéu > 200 ml/h) 24 48
Chéay mau miii, phai nhét meche mii sau 2 1an 6 12
RO dich nio tay sau md 16 32
Choc thit lung diéu tri ro dich ndo tuy 8 16
Sot > 38,5 @ 6 12
Viém mang n&o sau md 6 12
T vong 0 0
H6n mé, gidn ndo that sau md 0 0
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Bdng 4: Hwéng dén khi ra vién

N %

V¢ sinh miii miéng 30 60

Kham chuyén khoa noi tiét sau mo 36 72

Pugc ké don vé nha diéu tri ni tiét sau mo 16 32

Puoc hudng dan phat hién cac bién cb bét’thuc‘wng: chay mau mii, chay 1
dich ndo tuy, sot

Phét tai liéu hudng dan chim soc sau mod 0 0

IV. BAN LUAN

Pic diém chung: Trong nghién ctu nay
c6 50 bénh nhan dugc dua vao trong nhém
nghién ctru. Tt ca cAc bénh nhan déu duoc
phau thuat qua dudng xoang budm, trong d6
¢6 100% duoc phau thuat noi soi. Tudi trung
binh 14 42,2 + 7,6 tudi (thip nhit la 18 tudi,
cao nhat la 72 tudi). Bénh nhan dong déu ¢
ca hai giéi nam va nir (ty 1€ nam/nir = 2/3).
Da sb bénh nhan dén vién véi cac tri¢u
ching chinh: dau dau (80%), nhin m& (80%).

Trong nghién ctru nay: 40% Ia u tuyén
yén tiét Prolactin (v&i céc triéu ching: dau
dau, vo kinh, yéu sinh ly, tiét sira, xét nghiém
Prolactin mau ting cao); 20% la u tuyén yén
thé to dau chi (Acromegaly); 8% bénh nhan
bi hoi chiung Cushing, cé 32% bénh nhén u
tuyén yén khong ché tiét.

Péanh gia quy trinh chim soc trudc mo:
Hau hét cac bénh nhan duoc goi dau trudce
md (100%), va duoc hudng din vé sinh mii
truéc md (100%), khi dung bang khang sinh
trudc mo chiém ty 16 100%. V&i nhitng bénh
nhan mé u tuyén yén qua duong xoang budém
viéc vé sinh mili miéng trudc Mo rat quan
trong, lam giam ty 1¢ nhiém tring sau mo, tat
ca cac bénh nhan duoc huéng dan vé sinh
miii bang nudc mudi sinh ly.

Chim so¢ sau md: 88% bénh nhan dugc
huéng dan niam dau cao 30 d6, duoc dung
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Hydrocortisol sau md dé tranh suy tuyén
thuong than sau mé, va dugc theo ddi nude
tiéu. Tuy viéc cham séc mili truéc mo duoc
chuan bi va quan tam thich déang, nhung viéc
huéng dan vé sinh mili miéng (88%) ciing
nhu huéng dan tho bang miéng (60%) lai
chua duoc quan tam day du. Céc bénh nhan
sau phau thuat noi soi u tuyén yén duoc dit
merocelle ¢ héc miii c6 tac dung cam mau tai
chd, do vay viéc chim séc mii miéng can
lvu y: can huéng dan bénh nhan nhé nuéc
mudi sinh 1y 0,9% vao miii mdi 6 gio dé lam
am niém mac mii. Dng thoi viéc bénh nhan
phai thd bang miéng sau mo rat dé& gay viém
hong do khd miéng, nén phai huéng dan
bénh nhan xdc hong nuéc mudi 4-6 hilan.
Miii hong 1a noi ¢ rat nhiéu vi khuan sinh
séng, viéc phau thuat qua duong nay di co
nguy co nhiém khuan nhét dinh, do vay viéc
huéng dan vé sinh ring miéng, xuc hong
bang nudc mubi sinh 1y 1a hét sac quan trong
cho viéc dy phong nhiém khuan tai chd cho
bénh nhan.

Theo d6i va phét hién céc bién chirng sau
mo: CO 48% bénh nhén biéu hién dai théo
nhat sau méd (dai thao nhat khi nugce tiéu theo
ddi trén 200 ml/h trong 3 gio lién tuc). Do
vay Voi viéc theo déi nudc tiéu sau mé u
tuyén yén la coéng viéc bit buoc cua diéu
dudng, nham phat hién sém céc bién ching
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vé noi tiét sau mo. Khi bénh nhan xuét hién
dai thao nhat, viéc can lam 1a phai bao bac si
truc, lam xét nghiém dién giai, bu du luong
dich da mét, va dung thudc chéng dai théo
nhat duong uéng (Minirin). C6 100% bénh
nhan dugc xét nghiém dién giai hang ngay la
can thiét dé diéu chinh can bang nuéc va
dién giai cho bénh nhan.

Trong nghién ctu nay, da sd cac bénh
nhan sau khi rat meche mii déu c6 biéu hién
ngat tic mii do phu né niém mac, va hién
twong c6 it dich nhay chay ra mii. Viéc nay
la dién bién binh thuong sau md, ngudi didu
dudng can dong vién va giai thich cho bénh
nhan hiéu cac dién bién nay. Sau do, hudng
dan bénh nhan nho nudc mii dé lam am
niém mac, truong hop miii qua ngat cd thé
cho bénh nhan ding thudc nhé mii co chét
co mach (tuy nhién can han ché lam dung
thudc nay do s& lam co thit mach niém mac
kéo dai s& dan dén han ché lién vét thuong
sau md). C6 12% bénh nhan c6 chay méu
miii sau mo, nhét meche sau 3 ngay. Huéng
dan bénh nhan phat hién chay dich nhiéu qua
miii hodc dich chay ¢ trong hong cd vi man,
can phai bao lai v&i nhan vién y té dé phat
hién som bién chang rd dich ndo tay sau mé.
C6 32% bénh nhan ro dich ndo tay sau mé va
16% bénh nhan phai dat dan luu dich no tay
that lung. Phac do diéu tri rd dich ndo tay sau
mé u tuyén yén cua chang tdi ludn xuat phét
1a diéu tri noi khoa bao gébm: nam dau cao 30
d6, choc dan Iwu dich ndo tuy thit lung, mdi
ngay dé dich chay ra khoang 200-300ml
dich, dung khang sinh du phong, thuong sau
3-5 ngay 90% céc bénh nhan s& hét ro dich
ndo tay. Truong hop diéu tri ndi ma khdng

c6 két qua bénh nhan can duoc phau thuat
noi soi tim 16 rd va bit 15 ro bang can dui.

Khéng c6 bénh nhan nao bi ta vong,
viém mang ndo sau mo. Thoi gian nam diéu
tri tai vién trung binh 10 + 2,3 ngay. Khi ra
vién tat ca cac bénh nhan nay can dugc
hudng dan tiép tuc vé sinh mii miéng, tranh
hat xi hoi qua mili, cling nhu can biét cac dau
hiéu phai quay lai kham ngay: sét, dau dau,
budn nén, chay nudc mii nhidu, chay mau
miii. Nhung trong nghién ctru nay chi co
60% bénh nhan dugc hudng dan vé sinh miii
miéng, va 12% dugc hudng dan phat hien
c4c bién cb bat thudng, va khong co trudng
hop nao duoc phat tai liéu huéng dan cham
SOC sau mo.

Trong nghién ctu nay, c6 40% bénh nhéan
la u tuyén yén ché tiét noi tiét, viéc diéu tri
cho bénh nhan u ché tiét noi tiét can phai
phdi hop vai chuyén khoa noi tiét. Co 48%
bénh nhan c6 biéu hién dai thao nhat sau mo,
nhitng bénh nhan nay ciing can duoc diéu tri
tiép sau mo bai cac bac si chuyén khoa noi
tiét. Trong nghién ctu nay chi c6 72% bénh
nhan dugc chuyén kham chuyén khoa noi tiét
hoic dugc ké don ndi tiét vé nha. Nhu vay,
bénh nhan u tuyén yén ché tiét noi tiét duoc
quan tdm diéu tri noi tiét sau md chua day
du, diéu nay s& lam giam hiéu qua diéu tri
bénh nhan u tuyén yén.

Phat hién cac bién chieng sau mé u
tuyén yén:

+ Chay mau ndi so: biéu hién bénh nhan
thay doi tri giac (vat va kich thich, tut tri giac
sau md, ndn nhiéu sau md, dau dau nhiéu sau
md. Xt tri: bao bac si truc, xir tri tinh trang
cap cau (cho bénh nhan nam dau cao 30 4o,
thd oxy, theo ddi mach huyét &p, nhiét do,
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tinh trang nudc tieu. Néu bénh nhan hén mé
Glasgow dudi 8 diém: can bao bac si dit dng
noi khi quan, thé oxy, dat sonde da day,
sonde tiéu, truyén dich dé kiém soét huyét ap
trude khi di chup phim cat 16p vi tinh so ndo
kiém tra). T4t ca cac bénh nhan cé dién bién
bat thuong vé tri gidc sau md u tuyén yén can
duoc chup cat 16p vi tinh so ndo dé kiém tra
tinh trang chay mau sau mo, hoic gidn nio
that sau mo; va lam xét nghiém dién giai do.

+ Chay mau mii miéng: Thuong sau khi
rat merocelle miii s& c6 chay mau ri ra véi so
luong it. Cho ngudi bénh nho thude miii c6
tac dung co mach nhu naphazolin 0,05% s€
gitp cai thién triéu chung. Truong hop bénh
nhan van tiép tuc ri mau nhiéu qua miii, can
huéng dan cho ngudi ndam nghiéng sang mot
bén nham tranh chay mau vao dudng hd hap
gay ngung tho, kiém tra mach, huyét &p, va
bao bac si truc dé nhét mii cAm mau bang
Merocell. Nhiing truong hop chay mau
nhiéu, ngudi bénh duoc diéu tri budc dau
bang bang thuéc co mach (Naphazolin) va
nhét meche miii; truong hop didu tri noi
khong hiéu qua thuong phai md noi soi dé
cam mau lai.

+ Dai thao nhat: Biéu hién c6 dai nhat:
nudc tiéu trén 200 mi/h trong 3 gio lién tuc,
nudc tiéu thuong nhat mau, hoic c6 mau
tring. X tri: bio bac si truc, xét nghiém
dién giai, dung thudc chéng dai thao nhat
(Minirin dang vién udng), truyén bu du dich
da mat, hudng dan nguoi bénh ubng da nuée
theo nhu cau ngudi bénh.

+ R0 dich no tay sau mé: Day 1a bién
chung hay gap sau mé u tuyén yén qua
duong xwong budm. Biéu hién sém l1a bénh
nhan cé biéu hién chay dich trong qua miii &
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nhitng ngay dau sau mo, chay s& r& hon khi
cho bénh nhan nam nghiéng, lam nghiém
phap nhin tha. Can bo vai bac si diéu tri dé
xu tri kip thoi bang cach diéu tri noi khoa
hoac can thiép dat dan luu lung dé lam giam
&4p luc nodi so; bén canh d6 didu dudng can
huéng dan ngudi bénh chim séc vé sinh miii
miéng dé tranh gay nhiém nguoc dong gay
viém mang ndo. Nhirng truong hop do dich
ndo tay mudn c6 thé xuat hién 2-3 tuan sau
md. Giai doan dau bénh nhan do con ngat
mii nén khong nhan dinh dugc viéc c6 chay
dich ndo tay hay khong, khi té chuc niém
mac hét phi né bénh nhan hét ngat miii va sé
nhan thay cd dich chay & c6 hong thuong
xuyén. Do vay truéc khi ra vién can dan
bénh nhan néu cé dau hiéu chay dich bt
thuong & ¢b hong, can quay lai bénh vién dé
kham lai ngay dé duogc diéu trj kip thoi.

Huwéng din bénh nhan trwéc khi ra
vién:

Hudng dan cach vé sinh miii sau mo,
khong xi, ngody miii.

Bénh nhan dugc chan doan u tuyén yén
tiét prolactin: Hudng dan ngudi bénh tiép tuc
dung thubc dostinex theo don cuia bac sy.

Bénh nhan bi suy tuyén yén truéc va sau
mo, can duogc tu van kham bac sy chuyén
khoa nai tiét truge khi vé nha.

Huéng dan nguoi quay lai vién kham lai
ngay néu c6 cac dau hiéu sau: Lo mo, noi
linh tinh, dai nhiéu >200ml/h, nuéc tiéu nhat
mau, sét khdng rd nguyén nhan, chay mau,
dich trong qua mili.

Gido duc siwc khée: Viéc kiém soat
thanh cong bénh Iy u tuyén yén doi hoi ngudi
can phdi hop va tuan thii quy trinh diéu trj va
chim soc, tuan tha sa dung thudc, nén cé su
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phdi hop nhiéu chuyén khoa: ngoai than
kinh, noi tiét nham diéu tri khdi u ciing nhu
didu tri céc rdi loan than kinh noi tiét, nang
cao chit lwong cudc séng cua ngudi bénh.

V. KET LUAN

Qua nghién ctru 50 truong hop sau mé u
tuyén yén qua dudng xoang budm tai Khoa
ngoai than kinh, Bénh vién K3 tir 2/2021 t6i
1/2023, chung t6i dua ra mot s6 két luan sau:

Quy trinh chim soéc bénh nhan u tuyén
yén tai Bénh vién K da dugc thuc hién tét
(100%), nhung quy trinh huéng dan vé sinh
mili miéng (88%), ciing nhu hudng dan bénh
nhan vé nha chua dugc thuc hién (0%). Gan
mot nira s6 bénh nhan u tuyén yén ché tiét
noi tiét khong duoc huéng dan didu tri
chuyén khoa noi tiét hoiac ké don noi tiét vé
nha.

Can pho bién quy trinh chdm séc sau md
u tuyén yén qua duong xoang budm cho diéu
dudng, va phat tai licu huéng dan chim soc
tai nha cho bénh nhan.
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BAO CAO CA LAM SANG MACH SAU HIEM GAP VA NHIN LAI Y VAN

Hoang Manh Thing?, Nguy@&n Mau Thail, Bli Quang Loc?

TOM TAT.

U nhay mach sau la bénh ly lanh tinh cua
trung mo rat hiém gap va phat trién cham. Bénh
thudng xuat hién & nit gidi trong do tudi sinh san
va thuong biéu hién 1a cac khdi u & khung chau,
day chau, xam lin vao co xuong vamé [1]. Do ti
& rat it gap va khong cé triéu chung dic hiéu,
phan 16n bénh bi chan doan nham tai thoi diém
ban dau. Chan doan xac dinh dua vao tiéu ban
nhudém HE va héa md mién dich. Diéu tri tiéu
chuan caabénh ly nay hién nay la phau thuat cat
rong u va theo déi chat ché. Chung tdi ghi nhan
va bao cdo mot truong hop bénh nhan nam, 45
tudi, chan doan u nhay mach sau. Bénh nhan
duoc phau thuat cit bo khdi u vara vién theo di
dinh ky.

Tirkhoa: U nhay mach sau, u sau phic mac

SUMMARY
A RARE CASE REPORT OF DEEP
AGGRESSIVE ANGIOMY XOMA AND
LITERATURE REVIEW

Deep aggressive angiomyxomais a very rare
and slow-growing mesenchymal disease. The
disease is typycally found in women of
reproductive age and often manifests in the
pelvis, perineum region, infiltrates into the
skeletal muscle and fat [1]. Due to its rarity and
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lack of specific symptoms, most of the disease is
misdiagnosed at the initial stage. The diagnosis is
confirmed by HE staining and
immunohistochemistry. The current standard
treatment for this disease is wide surgical
excision and close follow-up. We report a case of
a 45-year-old male patient diagnosed with deep
myxoma. The patient underwent surgical
resection of the tumor and was discharged for
regular follow-up.

Keywords: deep aggressive angiomyxoma,
retroperitoneal tumor

I. DAT VAN DE

U nhay mach sau la bénh vé u trung mo
hiém gap duoc mo ta lan dau boi Steeper va
Rosai nim 1983 véi bdo céo chudi 9 ca lam
sang [2]. Do la bénh Iy hiém gip, hién nay
trén y van thé gioi ghi nhan it hon 350
truong hop dugc bao cdo [3]. Pay 1a ton
thuong lanh tinh, phat trién cham va xam lan
tai chd, vi tri thuong gap 1a day chau, am ho,
ving mong. Ti 1é mic bénh & hai gigi nam
nit xap xi 1a 7:1 [4]. Bénh thudng tién trién
tham lang, khong dau, it di cin xa. Do do,
bénh nhan thuong dén vién & giai doan u da
tién trién. Vi thé, van dé chan doan luén la
thach thire ddi v6i cac nha 1am sang. Diéu tri
tiéu chuan cua u nhay mach la cit bo ton
thuong va theo ddi lau dai, tuy nhién, ti 1€ tai
phat bénh kha cao khoang 30-72% [5].
Chdng t6i ghi nhan va bao cao 01 truong hop
lam sang cua bénh, qua d6 tong quan lai mot
sd nét trong y van.
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Il. BAO CAO CA LAM SANG

Bénh nhan nam, 45 tudi, cé tién s khoe
manh, bénh nhan c6 hat thude 14, ubng ruou
s6 luong it, gia dinh khong ai méc bénh ly &c
tinh. Bénh nhan ké & nha xuat hién dau am i
vung bung ha suon trai hai nam nay, di kham
phat hién ton thwong u sau phuc mac, tuy
nhién chua diéu trj vi diéu kién kinh té. Dot
nay dau tang lén, bénh nhan nhap vién.
Kham 1am sang khéng phét hién triéu ching
bat thuong, khong so thdy hach ngoai vi.
Siéu am bung c6 hinh anh nang than tréi kich

thudc 13mm, ving ha vi va hd chau trai co
cac khédi b déu, ranh giéi rd, kich thude I6n
nhat 105x104 mm. Cat I6p vi tinh (CT) bung
¢ hinh anh khéi ti trong hdn hop ving tiéu
khung, canh b6 mach chau trai kich thudc
136x96 mm, ¢ tham nhiém m& xung quanh,
vai hach ben trai kich thudc 13x9mm, nang
nho than trai (Hinh 1). No6i soi da day, dai
truc trang khong phét hién ton thuong, xét
nghiém méu cac chi s Hb, bach cau, tiéu
cau, chtrc nang gan, than trong gidi han binh
thuong

Hinh 1: Hinh @nh u trén CLVT

Sau khi hoi chan tiéu ban, bénh nhan
duoc chan doan u sau phuc mac 16n, dugc
chi dinh cit khéi u. DPanh gia ton thuong
trong mo thay ving tiéu khung dén hé chau
tréi ¢6 nhiéu khéi u mém, ranh gigi tuong

dbi 18, c6 bao xo boc xung quanh, bao boc
xung quanh b6 mach chau trai, béd mach dui
trai. Bénh nhan dwoc tién hanh cit bo khéi u
toi da, dé lai ton thuong u xam 1an vao bo
mach dui khong co chi dinh cit bo (Hinh 2).

Hinh 2: Hinh dnh u dai thé
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Két qua mé bénh hoc sau khi nhuom HE:
U gom té bao hinh thoi ting sinh, nhan nho,
bao twong hep, dong déu, chat nhidm sic
min, mdé dém cd hinh anh thodi hdéa dang
nhay hoic thoai hoa trong, mot s ving cé

tang sinh mach mau. Két qua nhuém héa md
mién dich duong tinh vgi CDK4, am tinh véi
ER, PR, CD117, CD34, S-100, SMA, DOG-
1. Ki67 2%. Két qua nay pht hop véi u nhay
mach sau (Hinh 3)

Hinh 3: Hinh 4anh u khi nhugm HE

Trong qua trinh cham s6c hau phau, bénh
nhan hoi phuc thuan lgi. Bénh nhan du sic
khoe xuat vién sau 10 ngay diéu tri va hen téi
kham dinh ky. Hién tai bénh nhéan sinh hoat
binh thuong, khong dau bung.

. BAN LUAN

3.1. Mét sé nét vé dic diém u nhiy
mach sau

U nhay mach sau la ton thuong lanh tinh
xuat phat tir trung mo, rat hiém gap, bénh
thuong biéu hién dudi dang u mé mém,
bong, to chirc twong twy u md. Toén thuong co
tinh chat xam lan tai chd, d& tai phat va rat
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hiém khi di cin [6]. Bénh thuong gap ¢ phu
nir trong do tudi sinh dé (30-40 tudi) & ving
day chau, ting sinh mon, co quan sinh duc, it
gap & nam gidi ving ben, day chau, ti 1é méc
nit/nam 1a 6,6/1 [4]. Do day la khdi u hiém
gap, nén rat hay chan doan sai, ti 1& chan
doan that bai 1a 70-100% [4], do d6 chan
doan phan biét lubn phai dat ra véi u co tron,
nang bartholin, ap xe, thoat vi, u mg. Trén
hinh anh chyp CT, hinh anh u thuong hinh
anh dong dam d6 hoic giam dam do am so
Vi to chire co xwrong bén canh va phét trién
xung quanh xuong chau. Chup MRI thuong
c6 hinh anh ddng tin hiéu hodc giam tin hiéu
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trén xung T1, trén xung T2 tang tin hiéu va
¢6 hinh anh xoay [7] Theo y van, khdi u co
kich thudc thay doi tr 1 cm dén 60 cm,
thuong c6 mau héng nau dén xam nau, cong
kénh, c6 d6 dic nhu cao su, 14p lanh va sén
sét trén bé mat vét cat, xen k& vai cac mach
mau va vung bi tic ngh&n, xuat huyét hoic
xo hoa. Chéan doan xac dinh bénh dua trén
hinh anh nhuom HE va héa md mién dich.
Hinh anh giai phau bénh cua u nhay mach
su gém cac mach mau ndi troi va nhiing té
bao hinh thoi trén nén mé dém dang nhay. O
d6 phong dai thap, mat do té bao thudng thua
thét, cac mach mau co kich thudc trung binh-
I6n phan b dong déu khap khdi u. Céc té
bao hinh thoi la té bao hai cuc, bao twong ai
toan v&i nhan hinh bau duc hoac hinh tron.
Thanh mach thuong hyalin héa va cac soi
collagen tap trung quanh mach. Ngoai ra, tap
hop cac té bao co tron véi té bao ai toan
thuong gap quanh moé dém mach mau.
Nhuoém héa md mién dich: Céc té bao hinh
thoi duong tinh v&i desmin, c6 thé duong
tinh voi CD34, SMA; ER, PR. Dau 4n
HMGAZ2 nhay nhung khong dic hiéu, c6 thé
duong tinh véi CDK4 nhung am tinh voi
MDM2. Diéu tri tiéu chuan d6i véi khéi u
nhay mach sau la cit bo rong réi khdi u véi
dién cat am tinh. Tuy nhién ti Ié tai phat tai
chd dao dong tir 36-72% [8]. Liéu phap diéu
tri tia xa, héa chat khong hitu ich do ti I8
phan bao khdi u kha thap. Béi véi cac khdi u
c6 thu thé noi tiét duong tinh (ER, PR), diéu
tri b6 tro bang liéu phap hormon Ia lya chon
trong truong hop phau thuat khong dat triét
de.

3.2. Ban luan veé ca lam sang béo céo

Truong hop béo cdo ca lam sang cua
chlng téi rat hiém gap do la bénh nhan nam
giéi va biéu hién ban dau & dang khéi u lon
sau phdc mac trén phim chup CT 1a cac khdi
hén hop am bao quanh cac mach méau bo
chau, dui trai. Kham 1am sang khong so thay
hach ngoai vi, noi soi duong tiéu hoa khéng
cO ton thuong nén chung t6i khong nghi
nhiéu dén ton thuong u mé dém dudng tiéu
hoa, u lympho hay tén thuong di cin. Vi tinh
chat khong dién hinh nén chan doan phu hop
trong trudng hop nay la khdi u 1én sau phic
mac. Bénh nhan dugc chi dinh phiu thuat cat
bo khdi u vai muc dich diéu tri triéu chang
dau bung ha suodn tréi, chan doan xac dinh
bénh. Ton thuong trong md la nhiéu khdi u
x0, to chirc dang md, xam lan vao cac bo
mach chau, dui trai khong co chi dinh cit
dam bao dién cit Ro vi u xam lan. Két qua
md bénh hoc 14 hinh anh cac té bao hinh thoi
vGi mo dém 1a dang nhay thodi hoa kém ting
sinh mach, nhuém héa mé mién dich am tinh
voi CD117, CD34, S-100, SMA, DOG-1 va
chi s6 nhan chia Ki-67 la 2% cho thay két
qua nay phu hop nhit véi chan doan u nhay
mach sau v&i tinh chat hinh anh nhuém HE
khé dién hinh, h6a md mién dich loai trir cac
ton thuong nhu u co tron, u mé dém dudng
tiéu hoa va ti 1 nhan chia thap. Két qua hoa
md mién dich cta bénh nhan nay am tinh véi
ER, PR trong khi tai li¢u trong y vidn thuong
duong tinh véi hai thy thé nay, két qua nay 1a
hop Iy vi khéi u cia cac nghién cau trén thé
giéi thuong gap & phu nir tién mén kinh,
trong khi truong hgp caa chang tdi ghi nhan
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la nam gidi. Sau khi phau thuat cét bo téi da
khdi u, bénh nhan dugc ra vién va theo doi
dinh ky. Bénh nhan khéng co chi dinh diéu
tri tia xa, hoa chat bo tro vi u dap tng kém
Vi cac phuong thire diéu tri trén (Ki-67 2%),
do thu thé noi tiét &m tinh nén bénh nhan
khong c6 chi dinh diéu tri b trg bang liéu
phap hormon. Hién tai suc khoe cua bénh
nhan 6n dinh va vin dang tiép tuc theo ddi.

IV. KET LUAN

U nhay mach sau 1a mét bénh Iy 1anh tinh
rit hiém gap. Bénh thuong chan doan rat
kho, chan doan phan biét lubn phai dat ra.
Chan doan xéc dinh dua vao hinh anh nhuém
HE va héa md mién dich. Phiu thuat cit bo
rong u va theo ddi chit ché lau dai 1a diéu tri
tiéu chuan hién nay.
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Sy BOC LO DAU AN MIEN DICH PD-1
TRONG UNG THU BIEU MO TUYEN TIEN LIET

TOM TAT.

Pitvan dé: Nhitng nam gan déy, liéu phap
ic ché “diém kiém soat mién dich” (immune
checkpoint)- dugc phat hién nhu mot liéu phap
diéu tri b tro cho nghién ciru 1am sang trong ung
thu tuyén tién liet (UTTTL). PD-1 la mot
glycoprotein xuyén mang c6 chirc ning kiém soat
mién dich. Sy phong toa PD-1 bang céc khang
thé don dong c6 thé lam phuc hdi mién dich
khang u mot cach hiéu qua. Tai Viét Nam, nhiéu
dé tai da nghién cau vé dich té hoc, 1am sang, md
bénh hoc cua UTTTL, tuy nhién, chua c6 nghién
ctru vé sy boc 16 ddu an midndich PD-1 trén céc
manh sinh thiét kim cia UTTTL. Do d6, chting
t6i tién hanh nghién ciu nham: M6 ta ty 1 boc 16
dau 4n PD-1 va méi lién quan véi nong do PSA
huyét thanh vamé bénh hoc cua ung thu biéu md
tuyén tién liét.

Poi twong, phwrong phap: Nghién ciu md
ta cit ngang ¢ 60 bénh nhan duoc chan doan xéc
dinh 14 ung thu biéu mé tuyén tién liét nguyén
phéat trén bénh pham sinh thiét kim.
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Bénh vién K
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Két qua: Ty Ié lympho bao xam nhap khéi u
(TILs - Tumor - infiltrating lymphocytes) la
17,70+18,84%, dao dong tir 3,3 dén 35%. Nhom
lympho bao x&m nhap u tir 10-50% chiém ty Ié
cao nhat (60%). S lwong lympho bao duong tinh
véi PD-1 dao dong tir 4-85 lympho bao, trung
binh la 25,12+16,59 lympho bao. Muc d6 boc 16
3+ (>20 lympho bao dwong tinh) vi PD-1 chiém
ty 1& cao nhat 12 55%. Mic do boc 16 véi PD-1
tang dan theo ndng a6 PSA huyét thanh, méi lién
quan giita mac do boc 16 PD-1 va ndong do PSA
huyét thanh c6 y nghia théng ké (p=0,046,
Wilcoxon test). Mirc d6 boc 16 véi PD-1 tang dan
theo diém Gleason, tuy nhién, méi lién quan giira
mirc d6 boc 16 PD-1 véi diém Gleason khong cé
y nghia théng ké (p=0,26, T test). Mirc d6 boc 16
PD-1 tang theo ty 1& lympho bao xam nhap khéi
u, mdi lién quan nay co6 y nghia théng ké
(p<0,001, Phi-Cramer’s V test).

Két luan: Tat ca cac trudong hop déu duong
tinh v&i PD-1. S6 lugng lympho bao dwong tinh
véi PD-1 tang ty 1¢ thuan véi TILs. Tim thay mdi
lién quan c6 y nghia théng ké gitra sw boc 16 PD-
1 véi PSA huyét thanh nhung khéng c6 méi lién
quan voi diém Gleason.

Tar khod: PD-1, Lympho bao xam nhap u,
ung thu tuyén tién liét

SUMMARY
IMMUNOHISTOCHEMISTRY OF
IMMUNE CHECKPOINT MARKER PD-
1IN PROSTATE CARCINOMA

Background: In recent years, immune
checkpoint inhibitor therapy has emerged as an
adjunctive treatment in clinical research for
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prostate cancer. Programmed cell death protein 1
(PD-1) is a transmembrane glycoprotein that
plays a pivotal role in immune regulation.
Blocking PD-1 with monoclonal antibodies has
been shown to effectively restore antitumor
immunity. Despite numerous projects in Vietnam
focusing on the epidemiology, clinical aspects,
and histopathology of prostate cancer, there has
been a dearth of research investigating the
expression of the PD-1 immune marker in needle
biopsy specimens. Therefore, we conducted a
study to characterize the expression rate of the
PD-1 marker and its correlation with serum PSA
levels and the histopathology of prostate
carcinoma.

Methods: We conducted a cross-sectional
descriptive study involving 60 patients with a
confirmed diagnosis of primary prostate
carcinoma based on needle biopsy specimens.

Results: The proportion of tumor-infiltrating
lymphocytes (TILs) was 17.70+£18.84%, a range
from 3.3 to 35%. The group with TILs ranged
from 10-50%, constituting the highest proportion
(60%). The  number  of PD-1  positive
lymphocytes ranged from 4 to 85, with an
average of 25.12+16.59 lymphocytes. The
expression level of 3+ (>20 positive
lymphocytes) with PD-1 accounted for the
highest rate at 55%. The level of PD-1
expression gradually increased with serum PSA
level. The relationship between PD-1 expression
level and serum PSA level was statistically
significant (p = 0.046, Wilcoxon test). Similarly,
the level of PD-1 expression increased with the
Gleason score, although the relationship between
PD-1 expression level and Gleason score was not
statistically significant (p = 0.26, T-test).
Furthermore, the level of PD-1 expression
increased with the proportion of TILs, and this
relationship  was statistically  significant
(p<0.001, Phi-Cramer's V test).

Conclusions: All cases showed positive
expression for PD-1. The number of PD-1-
positive lymphocytes increased proportionally
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with TILs. A statistically significant association
was found between PD-1 expression and serum
PSA levels, but no significant association was
observed with the Gleason score.

Keywords: PD-1,  Tumor-infiltrating
lymphocytes, prostate cancer

I. DAT VAN DE

Ung thu tuyén tién liét (UTTTL) la ung
thu pho bién thir tu & ca hai gigi va pho bién
tha hai & nam gigi. Ty 1é miac UTTTL ting
dan theo tudi, hon 75% céac truong hc_rP dugc
phat hién ¢ > 65 tuoi, nhung do dien tién
cham va lién tuc véi nhidu mirc do &c tinh
khéc nhau nén bénh c6 tam anh huong dén
khoang tudi rong hon [1].

Trong nhitng nim gan day, liéu phap tuc
ché “diém kiém soat mién dich” duoc phét
hién nhu mot liéu phap diéu tri bo tro cho
nghién cau ldm sang trong UTTTL. PD-1
(Programmed cell death protein 1-Protein
chét theo chuong trinh-1) la mot
glycoprotein xuyén mang cé chirc niang kiém
soat mién dich. Su tuong tac giita PD-1 v&i
cac phdi tr cua n6 (PD-ligand 1/2) boc 16
trén bé mat nhiéu té bao, dan dén sy bét hoat
cac dap ung mién dich. Céc bang ching gan
day cho thay viéc kich hoat con duong tin
hiéu PD-1/PD-L1 1a mot trong cac co ché
cho phép cac khdi u né tranh dugc hé mién
dich cua vat chu. Céc liéu phap nhim vao
con dudng dan truyén tin hi¢u nay lam ting
kha ning mién dich chdng u va mang lai
nhitng két qua day hta hen & cac khéi u dic.
Su phong téa PD-1 bang cac khang thé don
dong c6 thé lam phuc hdi mién dich khang u
mot cach hiéu qua. Trong cac thu nghiém
lam sang, cé4c chit tc ché PD-1 cho thay hiéu
qua dang ké & cac bénh nhan ung thu giai
doan tién trién voi cac nguyén nhan khéac
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nhau nhu u hic td, ung thu than, ung thu
phdi, UTTTL...[2], [3].

Tai Viét Nam, nhiéu dé tai da nghién ctu
vé dich t& hoc, 1am sang, md bénh hoc cua
UTTTL, tuy nhién, chua c6 nghién cuu vé su
boc 16 dau 4n mién dich PD-1 trén cac manh
bénh pham sinh thiét kim cua md tuyén tién
list. Do d6, chung t6i tién hanh nghién ctu
nham: M6 td ty I¢ bgc 1§ ddu dén PD-1 va
méi lién quan véi néng dg PSA huyét thanh
va md bénh hec ciia ung thw biéu md tuyén
tien ligt.

1. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Nghién ctu ¢ 60 bénh nhan duoc chan
doan 1a ung thu biéu md tuyén tién liét
(UTBMTTL) nguyén phét trén bénh pham
sinh thiét kim tai Bénh Vién Viét Duc tu
thang 01/2017 dén thang 06/2018.

Tiéu chudn lwa chen

- Sinh thiét kim tuyén tién liét dwgc chan
doan la UTBMTTL nguyén phat.

- C6 it nhat 06 16i sinh thiét.

- C6 md ta chi tiét sb lwong mau sinh
thiét va vi tri cia tirng mau.

- Puoc xét nghiém ndéng d6 PSA trong
huyét thanh.

- COn tiéu ban luu trir, dam bao chat
luong dé chan doan.

- Con khéi nén c6 du bénh pham dé cit
nhuém chan doan mé bénh hoc va hod mo
mién dich.

Tiéu chudn logi trie

- Céc truong hop UTBMTTL th phat va
tai phat.

2.2. Phwong phap nghién ciru

Nghién ctiru md ta cit ngang, hdi ciru. C&
mau nghién ciu dugc chon theo phuong
phép ldy mau toan b, chon mau cé chu dich.

Chi s6 nghién ciu

Piac diém chung: Tudi, néng d6 PSA
huyét thanh (ng/ml), trong luong tuyén tién
liét qua siéu am (gram).

Dic diém md bénh hoc cia UTBMTTL
theo WHO 2016: Tip md bénh hoc, phan
nhom theo diém Gleason, tinh trang xam
nhap, lympho bao xam nhap khai u (TILS).

Su boc 16 dau 4n mién dich PD-1 va cac
méi lién quan véi chi s6 PSA huyét thanh va
mb bénh hoc cua UTBM tuyén tién liét.

banh gia su boc 16 PD-1: PD-1 duoc boc
16 trén mang bao twong cua lympho bao. S6
lugng lympho bao trong mé dém, canh céac
tuyén cua UTBMTTL duong tinh v&i PD-1
duogc dém & vat kinh 40. Vé&i mdi truong
hop, 5 ving dwong tinh v&i PD-1 nhiéu nhét
duoc chon dé phan tich. S6 lwong lympho
bao duong tinh vgi PD-1 la gia tri trung binh
trén 5 vi treong. Su boc 16 PD-1 dugc phan
nhém nhu sau [4]: Am tinh; Dwong tinh 1+
1-10 lympho bao duong tinh; Duong tinh 2+:
11-20 lympho bao duong tinh; Duong tinh
3+:>20 lympho bao duong tinh.

Pénh gia lympho bao xam nhap khdi u
(Tumor infiltrating lymphocytes-TILs): bang
phuong phap ban dinh lwong trén tiéu ban
nhuom HE thong thuong, quan sat ¢ do
phong dai 200-400 cua kinh hién vi quang
hoc va tinh ty I phan trim (%) trung binh &
cac vung lympho bao xam nhap vao mé dém
u [5].

Xt 1y sb lieu: Céc sb lieu va két qua
duoc xu ly bang phan mém thdng ké SPSS
20.0. Mot sé biéu dd duoc v& bang phan
mém R phién ban 4.3.1 véi g6i vé biéu dd
ggplot2 va ggpubr, va st dung Wilcoxon
test.
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ll. KET QUA NGHIEN cU'U

3.1. Pic diém 1am sang va mo bénh hec cia dbi tweng nghién ciru
Bdng 1. Mot so dac diem lam sang, mé bénh hoc cia bénh nhan

Pic diém Trung binh (X+SD)| n (%)
Tudi trung binh (nim) 70,35+6,68
PSA huyét thanh (ng/ml) 78,66+108,58
Trong lugng <50 49 (81,7)
38,60+21,39

(gram) >50 11 (18,3)
o UTBM tuyén nang 52 (86,7)

Tip r;:gcbenh UTBM tuyén nang bién thé giéng té bao nhan 2 (3,3)

' UTBM tuyén nang bién thé tuyén bot bao 6 (10)
Than kinh 25 (41,7)

A A Mach mau 4 (6,7)
Xam nhap V& xo tuyén tién liét 15 (25)

Tryc trang 1(1,7)

6 5 (8,3)

¥ 7 15 (25)
i ; st
9 20 (33,3)

10 1(1,7)
<10 16 (26,7)

TILs (%) 10-50 17,70+18,84 36 (60)
>50 8 (13,3)

Nhgn xét: Tudi trung binh cta bénh nhan
la 70,35+6,68, tudi cao nhat la 83, tudi thap
nhat 1a 56. Nong do PSA huyét thanh trung
binh la 78,66+108,58 ng/ml, trung vi la 47,56
ng/ml (khoang dao dong tir 8,28 dén 714
ng/ml). Trong lwong tuyén tién liét qua siéu
4m trung binh 1a 38,60+21,39 gram. Pa sd
céc bénh nhan c6 trong lugng tuyén tién liét
qua siéu am <50 gram, chiém 81,7%. Pa s6
cac truong hop 1a UTBM tuyén nang thong
thuong, chiém toi 86,7%. Chi c6 02 trudng
hop UTBM tuyén nang gidng té bao nhan,
chiém ty 18 thap nhat 3,3%. C6 28/60 trudng
hop c6 xam lan, xam lan quanh than kinh
chiém ty 1& cao nhat véi 25 truong hop
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(41,7%), xam lan tryc trang chiém ty & thap
nhat voi 01 truong hop (1,7%). Piém
Gleason thuoc nhéom do V (Gleason 9-10
diém) chiém ty 1é cao nhat v6i 21 trudng hop
(35%); nhom do I (Gleason 3+3=6 diém) co
05 trudng hop, chiém ty 1é thap nhat 1 8,3%.
Ty 1& lympho bao xam nhap khdi u (TILs)
theo cac mau cO gia tri trung binh 1a
17,70£18,84%, trung vi la 10%, dao dong tu
3,3 dén 35%. Nhom lympho bao xam nhap u
tir 10-50% chiém ty 1& cao nhit (60%).
Nhoém lympho bao xam nhap u >50% chiém
ty 1& thap nhat (13,3%).

3.2. Ty Ié boc 1§ PD-1 ciia UTBM tuyén
cuia tuyén tién ligt
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ml+ m2+ m3+
Biéu dé 1. Ty I¢ bgc 1§ PD-1 trong UTBM tuyén ciia tuyén tién ligt

Nhgn xét: S6 lugng lympho bao duong
tinh véi PD-1 dao dong tur 4-85 lympho bao,
trung binh la 25,12+16,59 lympho bao, trung
vi la 22 lympho bao. Mic d6 boc 16 3+ (>20
lympho bao duong tinh) véi PD-1 chiém ty
1é cao nhat 1a 55%. Gia tri trung vi chia muc
d6 boc 16 PD-1 thanh 2 nhém: (1) Thap < 22,

(2) Cao >22, lan luot chiém ty 1¢ 12 51,7% va
48,3%.

3.3. Méi lién quan giira s boc 1§ PD-1
v6i ndng dd PSA huyét thanh va md bénh
hoc ciia UTBM tuyén tién liét

Moi lien quan gii#za sw bgc 1§ PD-1 va
néong dp PSA huyét thanh

NhomPD-1 B2 1 B5 2

800 1 Wikoxon, p = 0,046
6004

5

s

=

[=

£ 400

<

=

IS

<

0

a
200 1 ;

=S
0 Tty PO

1

2
Mirc 46 bde 1§ PD-1

Biéu dé 2. Péi chiéu sw bgc 1g PD-1 va néng dg PSA huyét thanh
Nhdgn xét: Mtc do boc 16 véi PD-1 ting dan theo nong do PSA, mdi lién quan giita muc
d6 boc 16 PD-1 va ndng d6 PSA c¢6 ¥ nghia thong ké (p=0,046, Wilcoxon test).
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Moi lién quan gi@a sw bgc 16 PD-1 va diém Gleason

Nhém PD-1 1642

10 Ttest p= 0,26

Diém Gleason

1 2
Mirc 46 béc 16 PD-1

Biéu dé 3. Péi chiéu sw bgc 1§ PD-1 va diém Gleason
Nhdn xét: Mtc do boc 16 vai PD-1 tiang dan theo diém Gleason, tuy nhién, méi lién quan
gitta mtrc d6 boc 16 PD-1 véi diém Gleason khong c6 ¥ nghia thong ké (p=0,26, T test).
M&i lién quan gitra su boc 16 PD-1 va cac tip md bénh hoc cua UTBMTTL
Bdng 2. Doi chiéu sw bgc 16 PD-1 véi cac tip md bénh hoc ciia UTBMTTL

e do bo 16 - 0
Tip md bénh hoc M_Il_rhcé(:') bo I PD l’ga(o/o) p
UTBM tuyén nang thong thudng 27 (87,1) 25 (86,2)
UTBM tuyén ,bién thé g[éng te bao nhan 2 (6,45) 0 (0) 0.262
UTBM tuyén nang bién thé bot bao 2 (6,45) 4 (13,8) ’
Tong 31 (51,7) 29 (48,3)

Nhdgn xét: Muc d6 boc 16 véi PD-1 véi céc tip mé bénh hoc cia UTBMTTL khong coy
nghia thong ké (p=0,262, Phi-Cramer’s V test).

M&i lién quan gitra sy boc 16 PD-1 vai lympho bao xam nhap khi u (TILS)

Bdng 3. Péi chiéu s béc 1 PD-1 végi lympho bao xam nhdp khdi u (TILs)

o TILs, n (%)
Mirc d§ bic 1§ PD-1 <10 10-50 ~50 p
Thip 17 (85) 14 (43,75) 0(0)
Cao 3 (15) 18 (56,25) 8 (100) <0,001
Téng 20 (33.3) 32 (53.4) 8 (13,3)

Nhdn xét: Mtc do boc 16 PD-1 ting theo ty 16 lympho bao xam nhap khéi u, méi lién
quan nay c6 ¥ nghia thong ké (p<0,001, Phi-Cramer’s V test).
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IV. BAN LUAN

V& mot s dic diém chung cua ddi tuong
nghién ctru nhu tudi, nong do PSA huyét
thanh, ty 1é cac tip mé bénh hoc cling nhu
tinh trang xam nhap, diém Gleason trong
nghién curu cua chung to6i tuong tu nhu cac
nghién ctru trong nudc va cac tac gia khac
trén thé gioi.

Nghién ctu cua ching ti nhan thay tat
ca cac trudng hop déu duong tinh véi dau an
PD-1. Theo cac nghién ciru cua nhiéu tac gia
trén thé gisi cho thay ty l¢ duong tinh véi
PD-1 ¢6 sy dao dong dang ké tir 22,1 dén
84,07%. Su chénh léch nay la do cach danh
gia su boc 16 PD-1 ¢ nghién ciu cua chdng
tbi va cac tac gia la khac nhau. Trong nghién
ctru nay, sé luong lympho bao dwong tinh
véi PD-1 1a gid tri trung binh trén 5 vi truong
c6 do phong dai 16n do sy xam nhap cua té
bao viém trong mé dém u la khong déu ¢
mdi ving. Tuy nhién, mot sb tac gia lai dya
vao diém “cut-off” ty l¢ PD-1 dwong tinh.
Nghién ctru cua He va CS lay diém “cut-off”
cia PD-1 duong tinh la 8%, trong khi
Kullmann va CS; Chen va CS cung lay diém
“cut-off” cua PD-1 dwong tinh 1a 5% [6], [7].

Trong nghién ctu cua Sfanos va CS cho
thay mac d6 boc 16 cao cua PD-1 trén
lympho bao Tcps+ xam nhap TTL, diéu nay
dic biét quan trong trong chién luoc liéu
phap mién dich cua UTTTL. Néu phan Ién
cac lympho bao Tcps+ cO mat trong vi moi
truong khdi u TTL bi “kiét suc” vé kiéu
hinh, chién lwgc diéu tri bao gom phong toa
PD-1 c6 kha nang dao ngugc tinh trang nay
va nang cao hiéu qua diéu tri [8].

Trong nghién cuau cua chung téi nhan
thay su boc 16 cua lympho duong tinh PD-1
khong c6 mdi lién quan diém Gleason nhung
lién quan c6 y nghia thong ké voi nong do
PSA. Két qua nghién ctu cia ching toi cd su

khac biét. Nghién ciru cua Ness va CS cho
thay lympho bao duong tinh véi PD-1 trong
md dém u khong twong quan véi cac bién sd
bénh 1y nhu tudi, giai doan pT, PSA trudc
mo, diém Gleason, kich thuéc khdi u, tinh
trang xam lan. Tuy nhién, tac gia ciing chi ra
rang, mic d6 lymho bao dwong tinh PD-1
cao lién quan c6 ¥ nghia voi thoi gian sdng
khong biéu hién 1am sang ngén hon & hau hét
cic dudi nhom lién quan dén tién lwong
UTTTL [9]. Nghién ctru cua Bass va CS ¢ 25
bénh nhan cé diém Gleason tur 8-10 diém
ciing cho thay khéng c6 mdi twong quan giira
su boc 16 PD-1 vai tudi, nong do PSA va
diém Gleason [10]. Su khac biét nay cé thé
do da s6 bénh nhan dén khi bénh & giai doan
tién trién, thé tich khéi u I6n, nong do PSA
trong nghién ciru cua ching toi rat cao hoic
két hop vai viem nhiém 1au ngay. Mat khac,
theo ly thuyét khi u tién trién thi cang co
nhiéu dot bién phat sinh, khang nguyén u
ciing nhiéu hon, quan thé té bao u va vi moi
truong u cang da dang. Hon nita, nong do
PSA ting ciing tang dan theo sy tién trién
cua u. Nguoc lai, nghién ciu caa ching toi
c6 ¢& mau nho, cac gia tri Gleason khong
phai 1a bién lién tuc, sy dao dong giira cac
diém Gleason khéng I6n nén muac d6 boc 16
PD-1 giita hai nhom c6 diém Gleason <7 va
diém Gleason 8-10 c6 khac biét nhung khong
c6 y nghia thong ké.

Ngoai ra, ching tdi con nhan thdy muc
do boc 16 PD-1 va ty I€ TILs lién quan cé y
nghia théng ké véi p<0,001. Hau hét cac bao
céo trude do vé TILs trong UTTTL di tap
trung vao su lién quan tién lugng cua TILS,
Vvéi it nghién ctru hon vé gid tri tién doan doi
véi cac ligu phap diéu tri bang thudc. Sy xam
nhap TILs cao c6 lién quan dén ting nguy co
tai phat, di can va thoi gian sdng con toi. Méi
lien quan rd rang gitra TILs cao va tién lugng
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Xau & bénh nhan UTTTL tuong phan vai hau
hét cac khéi u dic khac va yéu cau xéac nhan
trong cac nhom thuan tap I6n bang phuong
phap chuan hoa [5].

V. KET LUAN

Tt ca cac trudng hop déu duong tinh voi
PD-1. S6 lugng lympho bao duong tinh véi
PD-1 ting ty I¢ thuan vai TILs. Tim thay méi
lién quan c6 ¥ nghia théng ké giira su boc 16
PD-1 v&i PSA huyét thanh nhung khong c6
méi lién quan véi diém Gleason va tip mo
bénh hoc cua UTBMTTL. Can cac nghién
ctru tiép theo vé lién quan gitra TILS voi su
boc 16 PD-1 va dap tng véi didu tri va tién
lwong bénh hoidc cd thé danh gia dong thoi
“diém mién dich” (Immunoscore) va TILs.
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PANH GIA KET QUA PIEU TRI VA CHAM SOC BENH NHAN SAU MO
U TUY SONG TAI KHOA NGOAI THAN KINH BENH VIEN K

TOM TAT.

Muc tiéu: Danh gia két qua diéu tri va chim
so¢ bénh nhan sau md u tiy sdng tai khoa Ngoai
Than Kinh - Bénh Vién K.

Poi twong, phwong phap: Nghién ciru hoi
ctru dya trén 60 bénh nhan c6 chi dinh mo da
phau thuat 1ay u tiy sdng tir 04/2022 ¢én 10/2023
tai Bénh Vién K.

Két qua: C6 60 bénh nhan dap ung du tiéu
chuan nghién cuu dugc lga chon vao nhom
nghién ctru. Ty s6 nam/nit 1a 1/1,5; tudi trung
binh 40,5, da s6 bénh nhan & nhém tudi 15 — 60
tudi (chiém 60%). Trudc md c6 93,4% bénh nhan
dau muc do trung binh va nang (VAS trén 3
diém), sau phau thuat nhom dau trung binh va
nang chiém 40%. Tinh trang phuc hoi van dong
theo thang diém Frankel, khong liét ting tir 20/60
(33,3%) dén 40/60 (66,6%). Ngudi bénh duge
quan tam cham sé6c dinh dudng (93,3%), va duge
huéng dan tap luyén du phong loét do ti dé
(100%). Tuy nhién két qua diéu tri khi ra vién, c6
ro dich ndo tay 2/60 (3,3%), loét 4/60 (6,6%),
viém dudng tiét niu chiém 10%.

Két luan: Két qua cham séc sau md ngudi
bénh phau thudt u tiy séng ¢ két qua tot (nguoi
bénh phuc hdi chirc nang than kinh, khong co
bién chimg loét, ro dich ndo tuy hay viém duong

'Khoa ngoai than kinh - Bénh vién K
Chiu trach nhiém chinh: Nguyén Dtrc Lién
SPT: 0912863359

Email: drduclien@gmail.com

Ngay nhan bai: 18/7/2024

Ngay phan bién: 21/7/2024

Ngay chip nhan dang: 24/7/2024

Nguyén Pirc Lién!, Nguyén Thi Thiy Hong!

tiét niéu) chiém 90%; loét 4/60 (6,6%), viém
duong tiét niéu chiém 10%.
Tir khéa: u tiy, chim soc diéu dudng.

SUMMARY
THE RESULT OF PATIENT CARE
AFTER SPINAL CORD TUMORS
SURGERY AT DEPARTMENT OF

NEUROSURGERY, HOSPITAL K

Objective: Evaluate the results of patient
care after spinal cord tumor surgery at the
Department of Neurosurgery - K Hospital.

Methods: Retrospective study based on 60
patients who had operated spinal cord tumor
removal from April 2022 to October 2023 at K
Hospital.

Results: in this study, there were 60 patients.
The male/female ratio is 1/1.5; Average age is
40.5 yearsold, concentrated in the age group 15 -
60 years old (60%). The patients had moderate
and severe pain (VAS over 3 points): before
surgery (93.4%), after surgery (40%). Patients
received nutritional care (93.3%), and were
instructed to exercise to prevent pressure ulcers
(100%). However, the results of treatment when
discharged from the hospital were cerebrospinal
fluid leakage in 2/60 (3.3%), ulcers in 4/60
(6.6%), and urinary tract infection in 10%.

Conclusion: Postoperative care results for
patients undergoing spinal cord tumor surgery
have good results (patients recover neurological
function, no complications of ulcers,
cerebrospinal fluid leaks or urinary tract
infections) accounting for 90%, ulcers in 4/60
(6.6%), and urinary tract infection in 10%.

Keywords: Spinal tumor, nursing care
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I. DAT VAN DE

U tiiy song 14 u nguyén phat chiém ty 18
2,06% so v&i cac khdi u trong co thé va
chiém 15-20% céc khdi u thudc hé thong
than kinh trung wong [1, 2]. Khéi u khién
bénh nhén chiu nhirg thiéu hut than kinh
trAm trong, gidm chét lwong cudc séng tham
chi 1a tr vong. Phau thuat 1a phuong phap
diéu tri chu yéu, nham ldy bo toan bo hoic
t6i da khdi u, giam ty 1¢ tan tat, tor vong cho
bénh nhan [3]. Viéc cham séc cia diéu
dudng rat quan trong trong viéc kiém soat
dau, cham séc vét md, hudng dan phuc hoi
chirc niang than kinh, ché d6 dinh dudng,
cling nhu du phong hodc phat hién cac bién
ching sau phau thuat nhu: loét do ty de,
nhiém trung tiét niéu, nhiém trung vét mo,
loan dudng khong dam véan dong sém sau
mod... Chinh vi vdy ching t6i tién hanh

Bing 1: Phwong phdp phéu thudt

nghién ctru nay nham muc tiéu: "Ddnh gia
két qua diéu tri va cham soc bénh nhdn sau
mo u tiuy song'.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU
Déi tugng nghién ciru: Gom 60 bénh
nhan duwgc phiu thudt u tay sdng tai khoa
ngoai than kinh, bénh vién K tir 4/2022 dén
10/2023.
Phuong phap nghién ctou: Nghién cltru
hdi ctru mé ta khdng déi ching.

. KET QUA NGHIEN cU'U
Gioi: Ty 1€ méic bénh nam va nit 1a: 2/3.
Tudi: Tudi trung binh 45,5, tudi thip
nhat 1 5, tudi 16n nhat 1a 74. Phan bd: duéi
15 tudi (6,6%), tir 15-60 tudi (60%), trén 60
tudi (33,4%)

Phwong phap |Phiu thuit lay | Phdu thuit iy mét Nep vit ¢b dinh cdt sdng
phiu thuat toan bd u phan u Cé Khong
N 32 28 24 36
Ty 18 (%) 53,3 46,6 40 60

Bing 2: Ddnh gid tinh trang dau ciia ngwoi bénh theo thang diém VAS

2 Ngay thir 1 sau phau thuat Ngay ra vién
Thang diém VAS N % N %
<3 diém 4 6,6 36 60
3 -7 diém 32 53,3 18 30
7 — 10 diém 24 40 6 10
Bang 3: Danh gida chirc nang vian dong
Tinh trang liét Trudc mod Ngay sau mo Ngay ra vién
: ) N % N % N %
Liét hoan toan (Co luc 0/5) 6 10 4 6,6 2 3,3
Liét khong hoan hoan (Co luc
tir 1/5 dén 4/5) 34 56,6 36 60 18 30
Khong liét (Co luc 5/5) 20 33,3 20 33,3 40 66,6
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Bing 4: Pdnh gid finh trang vét mé

Vét méd Kho Chay miu Sung dé Nhiém khuin
S6 luong 44 2 14 0
Ty 1€ (%) 73,3% 3,3% 23,3% 0%

Pénh gia chim soc sonde tiéu sau phiu
thuat: Bénh nhan sau md duoc huéng dan vé
sinh by phan sinh duc, kep thong tiéu. Két
qua cho thiy: bénh nhan duoc rat thong tiéu
< 48 gid chiém 63,3%, > 48 gid chiém

Bdng 5: Danh gida chirc ndang dai tién sau

33,3% va chi c6 2 bénh nhéan phai luu thong
titu dén khi ra vién. Theo d&i, chim séc
thong tiéu va rat thong tiéu som tranh dugc
bién ching nhiém khuén tiét niéu cho bénh
nhan.

héu thudt

Tinh trang dai tién Binh thuong T&o bon Khong tw chu
N 30 24 6
TV 1€ (%) 50 40 10

Két qua huéng din chim séc cua diéu
dudng: Bénh nhan dugc quan tdm cham soc
ché d6 dinh dudng tai bénh vién (56/60 bénh
nhan, 93,3%), bénh nhan dugc hudéng dan vé
sinh ca nhan (60/60 bénh nhan, 100%), bénh
nhan duoc hudéng dan tap van dong tai
givdong som (56/60 bénh nhan, 93,3%),
ngudi bénh dugc hudng dan chim séc du
phong loét do ty dé (chiém 60/60 bénh nhén,
100%).

Két qua kham bénh nhan khi ra vién: c6
4/60 (6,6%) bi loét do ty de, diéu nay dugc
giai thich do bénh nhan tudi gia, su phuc hoi
van dong cham, bénh nhan bi liét van dong
hoan toan. Ro dich ndo tuy gap & 2/60 bénh
nhan (3,3%), ca hai truong hop nay déu dugc
diéu tri bang dat dan luu that lung va khau lai
vét thuong va diéu tri khéang sinh tich cuc,
khoi 10 sau diéu tri 7 ngay. C6 6 bénh nhan
(10%) bi viém dudng tiét niéu. Bénh nhan
dugc ra vién va huéng dan phuc hdi chuc
nang tai nha 36/60 (60%), chuyén trung tim
phuc héi chirc ning 14/60 (23,3%), chuyén
xa tri 10/60 (16,6%).

IV. BAN LUAN
Dic diém chung: trong nghién ctru nay

c6 60 bénh nhan dugc dua vao nhoém nghién
ctru. Tudi trung binh 45,5, tudi thép nhét 13 5,
tudi 1on nhét 1a 74, da sb cic bénh nhan &
nhom tudi 15 — 60 (chiém 60%). Két qua nay
twong duong véi mot sd nghién ctru khac
nhu ciia V& Xuan Son: tudi trung binh 44,1
[4], cua Kenichi Hirano va cong su: tudi
trung binh 52,4 [6]. Ti 1& nguoi gia >60 tudi
gip & nghién ciru cua chung toi chiém
33,3%, ddy la nhom bénh nhan can quan tim
hon trong viéc van dong sém sau mod, lanh
vét md va thiéu dudng. Ty sé nam/nit 1a 2/3.
S6 ngay nam vién trung binh sau mo 1a 12
ngay + 2,3 ngay.

Viéc danh gia dau theo thang diém VAS
gdp phan quan trong trong diéu tri , tap van
dong som va chét lugng sinh hoat cua bénh
nhan. D4i véi bénh nhan thang diém VAS
dudi 3 chi st dung mot loai gidm dau. Bénh
nhan tir 3-7 diém phai st dung két hop hai
loai thudc giam dau va 7-10 diém két hop hai
dén ba thudc giam dau, gidn co. Ngay thu
nhit c6 6,6% bénh nhan dau duéi 3 diém dén
ngay ra vién 1a 60%. Thang diém tir 3-7 diém
cling dugc cai thién tu 53,3% con 30%.
Thang diém 7-10 diém tir 40% xudng con
10%. Két qua nghién ctru chi ra ring cac can
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thiép cham soc diéu dudng toan dién dya
trén cham séc dinh ky c6 thé tac dong dang
ké dén tinh trang tdm 1y va sinh Iy sau phau
thuat cua bénh nhan, nang cao két qua phuc
hdi sau phiu thuat.

Phuc hdi chue nang van dong, ngoai vi¢c
kiém soat dau sau phiu thuat tbt, thi céng
viéc hudng dan van dong sém dong vai tro
quan trong, giup cai thién tri€u chiing va tinh
trang chuc nang cua nguoi bénh:tinh trang
trede md va khi ra vién ty I€ liét hoan toan tur
10% giam xudng con 3,3%, liét khong hoan
toan tu 56,5% con 30% va khong liét tur
33,3% 1én dén 66,6%. Trong nghién ctru cua
chung t6i ty 16 phuc hdi chtrc nang than kinh
sau mo chi co 57%, két qua nay thap hon so
vl cac tac gia trong nudc VO Xuan Son
(2006) 1a 65,1% [4]. Diéu nay duoc giai
thich, do nhom bénh nhan cua ching t6i chu
yéu 13 u ndi tay, ty 18 ldy bo toan bo khdi u
thap 53,3%, nhom bénh nhan ldy bo mot
phan khdi u ciia nghién ciru ndy con cao
(46,6% - bang 1)

Tinh trang vét md: khong c6 bénh nhan
nao nhiém khuan, c6 3,3% bénh nhan bi chay
méu d3 dugc phat hién va khau lai vét md,
sung né do co 23,3% chu yéu do bénh nhan
nam ngua, ty dé nhiéu, han ché xoay tro tu
thé va diéu dudng chim soc chua sat sao
huéng dan bénh nhan.

Vé theo ddi cam giac ciing dé nhéan biét
duoc sy hoi phyc tiy, bénh nhan bi liét, hay
mét cam giac s& khong biét cach chdng loét ti
dé va phuc hoi chirc ning ving d6. Piéu
dudng theo ddi va hudng dan cach chiam séc
vi tri d6. Mat cam giac hoan toan hai chan
3,3%, di cam 20%, cam giac binh thudng
76,6%.

Theo ddi chiam soc sonde tiéu va rit
sonde tiéu s¢m, tranh nhiém khuén tiét niéu.
Bénh nhan sau khi mé vé duoc huéng dan vé
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sinh bd phan sinh duc, kep sonde tiéu. Két
qua cho thiy bénh nhan duoc rat sonde trude
48 gio 1a 63,3%, sau 48 gio 33,3% va luu
sonde tiéu dén khi ra vién 3,3%. Theo d6i bi
dai tién c6 40% bénh nhan bi dai tién, tao
bon dugc sir dung thude thut hodc uéng va
tinh trang dugc cai thi¢n sau d6. Khong co
bénh nhéan nao dai tiéu khong tu chi. DPanh
gid theo doi liét, cam giac dé hudng dan
phong chdng loét . Ty 1¢ loét do ti dé 6,6%
do bénh nhan nim lau, it van dong, tudi gia.
Trong nghién ctru nay bién ching sau mo ¢
1o dich ndo tay 3,3% di dugc dan luu lung
va khau lai. Mo lai, giai toa chén ép tuy
3,3%. Khong c6 bénh nhan nao viém mang
nao, viém phéi, tic mach, tir vong, li¢t tuy.

Hudng dan chim séc ca nhan vé ché do
an, vé sinh than thé,tap van dong dat ty 1€
93,3% dén 100%. Nghién ctru caa Jun Liang
(2024) chi ra: Albumin trong mau, sd luong
hdéng cau va huyét sic td 1a ba két qua phd
bién dugc sir dung dé danh gia tinh trang
dinh dudng [7] va két qua cta chung toi cho
thiy sy quan tdm cham séc vé dinh dudng
cho ngudi bénh cua didu dudng giup cai
thién r0 rang tinh trang dinh dudng so véi
didu kién trude phau thuat, diéu nay cho thay
tac dung tich cuc cua phuong phap diéu
dudng toan dién.

Phuong phép diéu tri khi ra vién c6 60%
bénh nhan dugc ra vién, tdp phuc hdi chuc
ning tai nha, 23,3% chuyén dén trung tim
phuc hdi chie nang, 16,6% chuyén Xa tri va
khong c6 bénh nhan nao chuyén hoéa tri. Gido
duc strc khoe khi ra vién béng 161 n61 86,6% ,
bénh nhén c6 thé quén, khong biét . Cac diéu
dudng da cung cap hudng dan chi tiét sau
xuét vién cho bénh nhan mot ngay trudc khi
Xuat vién, bao gém cac bién phap phong
ngira trong thoi gian phuc hoi sau phiu thuat,
diéu chinh ché d6 an udng va quan 1y thudc
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dé bénh nhan va gia dinh ho hiéu 16 céc bién
phap phong ngira sau phau thudt va co thé tu
quan 1y va hoi phuc chinh xac. Nghién ctu
cua Jun Liang (2024) cting chi ra vai trd cua
diéu dudng trong phuc hdi chirc ning than
kinh sau md cot séng: Cac diéu dudng nhic
nhd bénh nhin nghi ngoi, phan bo thoi gian
sinh hoat, lam viéc hgp ly, tranh dung lau
gy ganh ning cho thit lung. Cac diéu dudng
cling nhin manh véi bénh nhan vé viéc cAm
cli nguoi, mang vac hodc nang vat nang.
Bénh nhan dugc khuyén tranh lao dong nang
va cudng do cao dé tranh ton thuwong cot
song that lung sau phiu thuat. Cac diéu
dudng da hd trg, dong vién tam 1y tich cuc
cho bénh nhan sau khi xuét Vlen glup ho
diéu chinh cam xtc va cing cb niém tin
trong qua trinh hoi phuc. Ho ciing nhic nho
bénh nhan giit 4m va tranh van dong qua sirc
& vung that lung. [7]

V. KET LUAN

Qua nghién ctru 60 trudng hop sau mo u
tuy séng tai Khoa ngoai than kinh, Bénh vién
K3 : Tubi trung binh 40,5, tudi thudng gip &
nhém tudi 15 — 60 chiém 60%. Tinh trang
dau danh gia theo thang diém VAS duoc cai
thién 1 rét, tir khi bénh nhan vao vién dén
lac ra vién, trudec md cod 93,4% bénh nhan
dau muc do trung binh va nang (VAS trén 3
diém), sau phau thuat nhom dau trung binh
va nang chiém 40%. Tinh trang phuc hdi van
dong theo thang diém Frankel, khong liét
tang tir 20/60 (33,3%) dén 40/60 (66,6%).

Nguodi bénh duge quan tdm cham soc
dinh dudng (93,3%), va dugc hudng dan tap
luyén du phong loét do ti de (100%). Tuy
nhién két qua diéu tri khi ra vién, c6 1o dich
ndo tuy 2/60 (3,3%), loét 4/60 (6,6%), viém
duong tiét nidu chiém 10%. Cac bién phap
can thiép diéu dudng toan dién co tac dong

dang ké dén két qua phuc hdi sau phau thuat
cta bénh nhan u tuy, gidm dau, giam muc do
viém va cai thién chat lugng hdi phuc tong
thé ciia bénh nhan ma khong lam ting ganh
nang cho bénh nhan. Vi vay, trong thuc hanh
lam sang, didu quan trong 1 phai tip trung
vao cac can thiép diéu dudng toan dién cho
bénh nhan sau phau thuat u tay séng, cot
song dé cai thién két qua hdi phuc va chat
lugng cudc séng cua ho.
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KHAO SAT SU’ KHAC BIET GITrA UNG THU TE BAO THAN
VA U PHONG BAO TREN CAT LOP VI TINH

TOM TAT,

Muc tiéu: Nghién ctru nham khao sét gia tri
cac dau hiéu hinh anh giap chan doan phan biét
ung thu té bao than (UTTBT) va u phdng bao
trén cét I6p vi tinh.

P6i twong va phwong phap nghién ciru:
Nhitng bénh nhan cé bénh Iy UTTBT vau phong
bao duoc chan doan va diéu tri tai Bénh vién Dai
hoc Y Dugc Tp H6 Chi Minh trong khoang thoi
gian tr 01/2018 dén 05/2023 thoa tiéu chuan
chon mau véi phuong phap mo ta loat ca.

Két qua: C& mau thu dugc c6 60 UTTBT va
15 u phdng bao véi dic diém sau: seo trung tam
la dau hiéu dac hiéu cho u phong bao, dic biét
khi két hop vai bat thudc kiéu dao nguoc ting
phan. Phan I6n UTTBT c6 hoai tir va bt thudc
kiéu khong dong nhat, nguoc lai u phong bao thi
phan I6n 1a khong hoai tir va bat thube dong nhat
Vé dam d6 cua u thi ¢ su khac biét gitta nhom
UTTBT loai té bao (TB) sang vdi u phdng bao
trong thi vo tiry va thi muén. Vé do bat thudc cua
u thi c6 su khac biét gitra UTTBT loai TB sang
véi u phdng bao trong thi vo tay. Vi ngudng >
163,5 HU, goi y UTTBT loai TB sang vai Se
40% va Sp 93%. V& tilé dam d6 u so vai vo than
thi co su khac biét gira UTTBT loai TB sang véi

'Bé mén CPDHA, Khoa Y, Daihoc Y Duoc Thanh
phd Ho Chi Minh

Chiu trach nhiém chinh: L& Quang Khang
SPT: 0983098470

Email: khanglequang@ump.edu.vn

Ngay nhan bai: 19/7/2024
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Lé Quang Khang?

u phdng bao qua ca 3 thi va khac biét giia
UTTBT néi chung véi u phdng bao trong thi vo
tay va than do.

Két luan: Dwa vao cac dic diém hinh anh,
do bat thudc, ti 1é dam do cua u so vai vo than
qua cac thi cho phép xac dinh cac gia tri ngudng
dé phan biét UTTBT va u phdng bao.

Tirkhoa: Ung thu té bao than, u phong bao,
seo trung tim, ddm do u, d6 bt thude cua u, ti 16
dam do6 u so véi vo than.

SUMMARY
INVESTIGATING THE DIFFERENCES
BETWEEN RENAL CELL
CARCINOMA AND ONCOCYTOMA
ON COMPUTERIZED TOMOGRAPHY

Objective: This study aims to investigate the
value of imaging features in differentiating
between renal cell carcinoma (RCC) and
oncocytoma, using CTScans.

Subjects and research methods: Patients
with RCC and oncocytomawho were diagnosed
and treated at the University Medical Center in
Ho Chi Minh City from January 2018 to May
2023 sastify the sampling criteria with
descriptive case series study.

Results: The sample size included 60 cases
of RCC and 15 cases of oncocytoma with the
following characteristics: A central scar is a
specific sign for oncocytoma, especially when
combined with partially reversed enhancement.
Most RCCs exhibit necrosis and heterogeneous
enhancement, whereas oncocytomas are typically
non-necrotic and show homogeneous
enhancement. There is a difference in tumor
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density between clear cell RCC and oncocytoma
in both the corticomedullary and late phases. In
terms of tumor enhancement, there is a
significant difference between clear cell RCC
and oncocytoma in the corticomedullary phase.
With a threshold of> 163.5 HU, clear cell RCC
is suggested with a sensitivity of 40% and a
specificity of 93%. Regarding the tumor-to-
cortex density ratio, there is a significant
difference between clear cell RCC and
oncocytoma in all three phases, and between
general RCC and oncocytoma in the
corticomedullary and nephrographic phases.
Conclusion: Based on imaging
characteristics, enhancement patterns, and tumor-
to-cortex density ratiosacross different phases, it
is possible to determine threshold values for
differentiating RCC from oncocytoma.
Keywords:  Renal cell carcinoma,
oncocytoma, central scar, tumor density, tumor
enhancement, tumor-to-cortex density ratio

I. DAT VAN DE

Ung thu té bao than (UTTBT) la khéi u
Xuat phat tir cha mé than da treong thanh, 1a
khdi u than &c tinh phd bién nhat, chiém dén
80 - 90% cac truong hop ung thu than [1].
Nguoc lai, u phong bao 1a khéi u dic, lanh
tinh, chiém 3 — 5% trong tat ca cac khéi u
than, 1a u lanh thuong gap tha hai sau u mach
co md & than. Khdng gidng nhu UTTBT, u
phong bao khéng c6 xu hudéng xam lan tinh
mach, ti 1& tai phat rit hiém va di can xa rat
thap [2]. Bén canh d6, UTTBT va u phdng
bao déu c6 nhitng dic diém hinh anh chong
l4p nhau nhu dang dic, seo trung tdm, bat
thudc manh thi déng mach [3].

Phuong phap diéu tri kinh dién cho
UTTBT la phau thuat cit than tan gbc nhung
ngdy nay nho su tién bo trong chan doan
hinh anh, kinh nghiém phau thuat ciing véi

cai tién dung cu va hoan thién phuong phap
mo nén lam ting ti 1& phat hién u than ¢ giai
doan T1, tir d6 tang chi dinh phau thuat cat
mot phan than. Cit mot phan than trg thanh
tiéu chuan diéu tri cho khéi u than ¢ giai
doan T1 tor d6 giam nguy co bénh than man
S0 V&i cit toan phan than [4].

Do u phdng bao c6 ti & mac thap va
khong duoc chan doan chic chin trudc phiu
thuat nén bénh nhan c6 xu hudng duoc diéu
tri qua muc, mac du vé lau dai thi day 1a khoi
u c6 tién luong rat tét [3]. Hon nita, céc
nghién ctru dd bao céo rang chi riéng viéc
gidm sat cling c6 thé 1a phuong phap diéu tri
day du ddi vai u phong bao nho. Phau thuat
cit ban phan than dé bao ton chirc ning than
c6 thé duoc sir dung cho khéi u 16n hon
[3,5].

Nhu vay, UTTBT va u phong bao co
nhidu dic diém hinh anh tuong dong nhau
nhung lai c6 huéng diéu tri va tién luong
hoan toan khac nhau nén viéc chan doan
chinh xac ban chat khéi u dic & than truéc
khi quyét dinh diéu tri c6 ¥ nghia quan trong,
dic biét khi bénh nhan c6 thuong ton cua
than dbi bén [6].

Trong cic phuong tién chan doan hinh
anh thi CLVT dugc xem la phuong tién hitu
ich cung cap nhiéu thong tin dé danh gia cac
dic diém hinh anh, dé tir ¢ phan biét duoc 2
loai u nay. Dé tra loi cau hoi CLVT c6 thé
phan biét duoc 2 loai u nay trudc phau thuat
hay khéng thi chdng t6i thuc hién nghién ciru
dé tai nay véi muc tiéu:

1. M0 td ddc @iém hinh anh CLVT cua
ung thir té bao thdn va u phéng bao

2. Khao sét gid tri cac ddu hiéu hinh anh
gilp chdn dodn phdn biét ung thuw té bao
thdn va u phong bao
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Il. DOI TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciu

Nhirtng bénh nhan cé bénh ly UTTBT va
u phong bao duoc chan doan va diéu tri tai
Bénh vién DPai hoc Y Dugc Tp HCM trong
khoang thoi gian tir 01/2018 dén 05/2023.

Tiéu chudn chen méu

Tat ca bénh nhan thoa dong thoi ca ba
yéu to:

- Bénh nhan dugc diéu tri cat than toan
phan hoac ban phan

- C6 két qua giai phau bénh la UTTBT
hoac u phdng bao

- Bénh nhan duogc khao sat vung bung
bang may CLVT da diy dau do (64 hoic 128
lat) khdng va cé tiém thudc theo qui trinh
chup CLVT dé chan doan u hé niéu cia Bénh
vién Dai hoc Y Duoc Tp H6 Chi Minh truéc
phau thuat.

Tiéu chudn logi trir

Loai khoi nghién ctru néu bénh nhan cé 1
trong céc yéu té sau:

- Bénh nhan cé can thiép trude do tai
than nhu: phau thuat, sinh thiét. ..

- Puoc chin doan cac bénh ly khéc tai
than ¢ cung thoi diém.

2.2. Phwong phap nghién ciru

Thiét ké nghién cizu: md ta loat ca

Cé& mdu nghién ciru

- S6 miu u phdng bao: day 1a loai u hiém
gap nén chdng tdi chon céach ldy tron miu
trong thoi gian nghién ciru, nghia 1a tat ca
cac trudng hop c6 giai phau bénh 1a u phong
bao thoa tiéu chuan chon miu va khéng co
tiéu chuan loai trir trong thoi gian tir 01/2018
dén 05/2023 s& duoc dua vao nghién ciu.

- S6 miu UTTBT: do sb lugng bénh
trong thuc té giira UTTBT va u phong bao
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chénh léch nhiéu nén ching téi tinh c& mau
UTTBT duwa trén cong thic ti s6 miu caa 2
nhom vai gia tri ti s6 r < 4 vi néu I6n hon 4
thi ciing khong giup gia tang stc manh théng
ké trong khi tén nhiéu nguon luc dé thuc
hién.

-Tacoé: r=n2/nl (sé ca UTTBT /u
phong bao) = 4/1. Nhu vay, ching téi thu
thap sé mau UTTBT gap 4 lan so voi s6 mau
u phong bao.

Céc bién sé nghién ciru

- Bam d6 cua u trong thi trudce tiém, thi
vé tay, thi than dd va thi muon: 1a bién sb
dinh luong, duoc xac dinh bang cach ROI 3
vi tri & phan dic cua u (duoc xac dinh tuong
tng trong mdi thi), voi dién tich tir 0,4 — 0,6
cm?, sau do tinh trung binh gid tri HU cua 3
lan ROI.

- Po bat thude cua u qua cac thi: 1a bién
s dinh lwong. PO bat thubc & thi vo tay:
dam do u ¢ thi vo tay trir di dam d6 u ¢ thi
trugc tiém. O thi than db: dam do u o thi than
do trir di dam do u o thi trude tiém. O thi
mudn: dam do u ¢ thi muon trir di dam do u
¢ thi trugce tiém

Quy trinh nghién ceru

Hoi ciu cac ho so bénh an trén hé thng
bénh an dién tir cta Bénh vién DPai hoc Y
Dugc TPHCM, thu thap céc s6 liéu vé thdng
tin 1am sang trén hd so vao phiéu thu thap sé
ligu. Dit ligu hinh anh dugc trich xut tir hé
théng Iwu trir va truyén tai hinh anh caa bénh
vién. Sau d6, st dung chuong trinh phan
mém tai tram 1am viéc dé phan tich cac dic
diém nay. Chia lam hai nhém sé liéu can cu
theo két qua mo bénh hoc thu thap dwoc bao
géom UTTBT va u phong bao. Tinh toan va
dua ra cac gia tri thong ké cé y nghia chan
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doan phan biét gira hai nhom.

Phwong phdp xi i va phan tich sé ligu

S6 liéu thu thap s& dugc ma héa, nhap
bang phan mém Microsoft Excel 365 va phan
tich s6 léu bang phan mém SPSS 16.0.

Céac bién sb dinh tinh dugc md ta bang
tan sb, ti 1& phan tram. Cac bién sé dinh
lwong dugc md ta bang sé trung binh, do léch
chuan hozc gia tri trung vi, khoang tir phan
vi. Céc ti 1& duoc so sanh bang phép kiém
Chi binh phuwong hoac Fisher. Cac gia tri
trung binh néu c6 phan phéi chuan s& duoc
so séanh bang phép kiém tham s6 T hoic One
way ANOVA, néu khdng c6 phan phdi
chuan s& dung phép kiém phi tham s6 Mann-
Whitney hoic Kruskal Wallis, c6 bo sung

Il. KET QUA NGHIEN cU'U

phép hau kiém Tukey néu phép kiém ban dau
cho két qua khac biét c6 y nghia thong ké.
Cac so sanh, udc lugng dugc xem la co y
nghia thong ké khi p < 0,05. St dung duong
cong ROC dé tim diém cat cua cac bién dinh
lwong trong chan doan phan biét gitta hai
nhém UTTBT va u phdng bao.

Dao dirc trong nghién criru

Nghién ciru duoc thuc hién hoi cau nén
khong 1am thay d6i phuong phép chan doan
va can thiép, khéng gay ton that vé mat suc
khoe cua bénh nhan. Chang téi thuc hién
nghién ctru sau khi dugc sw chap thuan coa
Hoi ddng Pao dac trong nghién cau Y sinh
hoc Pai hoc Y Duoc Thanh phé H6 Chi
Minh, s6 960/HDPD, ngay 28/11/2022.

3.1. Cac dic diém hinh anh CLVT caa UTTBT va u phdng bao
Bdng 1. Pdc diém hinh dnh CLVT cia UTTBT va u phéng bao

Ung thw té bao than N
Pic diém hinh |Ung thw té bao| Ung thw té bao U phong
e d 16 T IEAEIY ! b | W&E) | &E)
anh than ndi chung| than loai te bao 3)
1) sang (2)

Vitriu < 0,001 -
N 42/18=2,3 36/9=4 6/9=15 0,03 - 42 !
(phai/trai) X Fisher

Seo trtam < 0,001 - < 0,001 -
) 2/58 (2,2% 1/44 (3,3% 718 (46,7% N .’
(cé/khdng) (2.2%) (3:3%) ( ) Fisher Fisher
Hoai ttr u 2/13
) 37/23 (61,7% 33/12 (73,3% < 0,001 -92| <0,001 -2
(c6/khong) (61,7%) (73.3%) | (13 395) X X
Kiéu bthudc <0,001- | <0,001-
22-37-1 11-33-1 13-2- ’ ’
DN-KDN-NB 3 33 3-2:0 Fisher Fisher
Téng 60 45 15

Nhdn xét: C6 sy khac biét y nghia thong ké gitra nhém UTTBT ndi chung véi u phong
bao va nhém UTTBT loai té bao sang véi u phong bao vé cac dic diém vi tri u, seo trung tam,

hoai tir cua u va kiéu bat thudc cua u.
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3.2. Pic diém vé dam do caa UTTBT va u phdng bao
Bdng 2. Pdam d¢ ciia UTTBT va u phang bao qua cac thi

Pam do u Ung thu té bao thin — U phéng bao
HU) UTTBT n6i [UTTBT loai té a) (1)&(3) 2)&(3)
chung (1) | baosang (2)
ThitGotiom| 38+83 | 38+78 | 391+78 | 064 Tiest | 024 -Mann-
Whitney
Thivotay | 164+60 | 185+50,1 | 149+499 | 0,39- T-test | 0,02 - T-test
Thithandd | 114,9+348 | 1239+31,7 | 1272+321 | 0,22 - T-test | 0,73 - T-test
Thi mudn 70,4 £ 17 75+ 16,2 64,9+116 | 0,24 - T-test | 0,03 - T-test
Tong 60 45 15

Nhgn xét: c6 sy khéc biét y nghia théng ké giita nhom UTTBT loai té bao sang voi u
phong bao vé dic diém dam do caa u trong thi vo tay va thi muon.

3.3. Pic diém vé do bit thudéc caia UTTBT va u phong bao

Bdng 3. P¢ bdt thuéc ciia u UTTBT va u phang bao qua céc thi

e < Ung thu té bdo than o
Do tzm?uoc UTTBT n6i [UTTBT loai | ph‘(’g)g P20l em) 2)&0G)
chung (1) | bao sang (2)
Thivetay |126,3+59,9 | 1452 +541 | 110,7 + 50,8 | 0,412- T-test | 0,034 - T-test
Thithandd | 74,7 £33,5 | 82,8 +32,4 | 89,7 +37,4 |0,133 - T-test | 0,493 - T-test
Thimuon | 29,6 +16,9 | 30,9+17,9 | 29,33 + 14,2 |0,848 - T-test | 0,946 - T-test
Tong 60 45 15

Nhdn xét: C6 sy khac biét v nghia thong ké gitra nhom UTTBT loai té bao sang véi u
phong bao vé dic diém do bt thudc caa u trong thi vo tuy.
3.4. Pic diém vé ti 1¢ dam dé u so véi vé than qua cac thi
Bdang 4. Til¢ dam do u so véi ve thdn qua cac thi

Ung thu té bao than
Tilé ddm d6 | Ung thu té [Ung thu té bao|U phdng bao
UM than | bao than ndi| than loai té ) (D&() (2)&3)
chung (1) | bao sang (2)
Thi vo tay 09+0,3 1+0,2 0,7+0,2 10,024 - T-test| <0,001- T-test
Thi than dd 0,7+0,2 0,7+0,1 0,8+0,1 |0,016- T-test| 0,023 - T-test
Thi muon 0,7+0,2 0,8+0,2 06+0,2 0,341 - T-test| 0,03 - T-test
Téng 60 45 15

Nhgn xét: Khi so sanh ti 16 dam d6 u so véi vo than thi c6 su khac biét ¥ nghia théng ké
gitta nhém UTTBT loai té bao sang véi u phdng bao ¢ ca 3 thi, con gitra nhém UTTBT ndi
chung vai u phong bao thi sy khac biét c6 ¥ nghia ¢ thi vo tay va than do.
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IV. BAN LUAN

Cac dic diém hinh anh cua u: vi tri u
thuong gap bén phai nhiéu hon trén nhom
UTTBT va it hon trong nhém u phdng bao,
giai thich cho sy khong twong ddng nay co
thé do ¢& mau cia chung toi it hon so véi
Sasaguri [7] (181) hay Young [8] (298). Seo
trung tdm dugc xem 1a d4u hiéu dic hiéu cho
u phong bao, dic biét khi két hop véi dic

..,

Vé dam d6 caa u thi su khéc biét c6 y
nghia khi so sanh trong thi vo tuy va thi
muon, twong dong véi cac tac gia Ren,
Young [1,8].

V& d6 bt thudc cua u thi co su khéc biét
trong thi vo tay. Vi ngudng > 163,5 HU goi
y UTTBT loai TB séng voi Se 40% va Sp
93%, twong dong vai Ren va Pafio [1,10].

UTTBT vér| kidu hinh thidl thude sém

diém bat thudc kiéu dao nguoc tirng phan Qu
[3], Kryvenko [2]. Phan I6n UTTBT c6 dic
diém hoai tir trong u va bat thudc kiéu khdng
ddng nhat, nguoc lai voi nhém u phdng bao
thi phan Ion 1a khéng hoai tir va bat thude
dang ddng nhat. Sy khac biét nay co y nghia
théng ké, twong ddng voi tac gia Kim [9],
Young [8].

¥

-

T ey 1 v it A e g e v Bl ks ik g e g ol |
- | Ngubr: Binh nfidn NT L, 58908, N HA 201 K1601 78674 Bdoh vibn OHYD To HOM i v

V& ti 1é dam dd u so vai vo than thi co su
khéc biét gitta UTTBT loai té bao sang véi u
phong bao qua ca 3 thi va khéc biét gitra
UTTBT ndi chung véi u phong bao trong thi
vo tuy va than dd, twong dong véi Ren va
Pafio [1,10].

Ngudn: Binh nhdn N. T T, T, 60 i Nir, HS sor N144088911. Banh vign DHYD Tp HCM
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U phong bao véi kiéu hinh bat thube kéo dai

Ngudn: Bénh nhan T.UM, 47 twdl, Nam. HA so: N17-0007929. Bénh vin BHYD Tp HCM

V. KET LUAN

Dau hiéu hoai tir cung voi kiéu bat thude
khong dong nhat c6 gia tri chan doan
UTTBT véi Se 62,7% va Sp 86,7%. Dau
hiéu seo trung tdm c6 gi4 tri chan doan u
phdong bao véi Se 46,7% va Sp 96,7%.

bam do6 cua u trong thi vo tay > 201,5
HU c6 gia tri chian doan UTTBT loai TB
sang véi Se 35,6% va Sp 93,3%; trong thi
muon > 64,5 HU s& goi y UTTBT loai té bao
séng vai Se 75,6%, Sp 60%.

Dau hiéu d6 bat thudc trong thi vo tiy co
gi4 tri chan doan UTTTB loai TB séng v&i
Se 40% va Sp 93%, AUC 0,9.

Ngudng ti I1&é dam d6 u/vo than trong thi
vo tay > 0,9 s€ goi y UTTBT vai Se 47% va
Sp 100%, AUC 0,69. Trong thi than d6 < 0,9
s€ goi y UTTBT véi Se 93% va Sp 38%,
AUC 0,7. Trong thi muon > 0,65 s¢ goi y
UTTBT TB sang, Se 80%, Sp 67%, AUC
0,69. UTTBT c6 kiéu hinh thai thuéc som va
UPB c¢6 kiéu hinh bt thudc kéo dai.
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LU’A CHON PIEU TRI U THAN KINH NOI TIET -
NHAN MOT TRUONG HO'P LAM SANG HIEM GAP

TOM TAT.

Nhan mét trudng hop 1am sang u than kinh
noi tiét co chirc niang hiém gap c6 di can gan, 6
bung dugc didu tri hiéu qua budc dau véi
Octreotide tac dung kéo dai (Sandostatin LAR)
tai Bénh vién Ung budu thanh phé Can Tho,
chling toi tién hanh tim hiéu vé bénh nay. U than
kinh noi tiét (Neuroendocrine tumors - NETS)
hay con goi la u carcinoid 1a mot bénh ly hiém
gap, xuat phat tir nhitng té bao than kinh - noi
tiét, duoc tim thay & nhiéu coquan trén khip co
thé, trong d6 pho bién & duong tiéu hda, phoi va
tuyén tuy. U than kinh nai tiét thuong dién tién
am tham, thudng dugc phat hién tinh cd khi di
kham suc khoe dinh ky hay di kham vi bénh ly
khac hozc cd thé c6 nhiéu triéu chung Iam sang
khéc nhau tiy thudc vao vi tri cac khéi u nguyén
phat, mot sé truong hop bénh nhan s& xuét hién
hoi chung carcinoid. Viéc chan doan bénh ly u
than kinh noi tiét dwa vao 1am sang két hop voi
chan doan hinh anh, xét nghiém hormones, két
qua giai phau bénh, hda md mién dich dé chan
doan xac dinh. Piéu tri c6 lién quan dén nhiéu
chuyén khoa khéac nhau; trong d6, cac chét twong
tu somatostatin van 14 phuong phap diéu tri dau
tay, dugc chung minh qua cac nghién cau lam
sang, c6 hiéu qua lam giam céac triéu chung cua

'Bénh vién Ung buréu Thanh phé Can Tho
Chiu trach nhiém chinh: Nguy&n Yén Duy
SPT: 0913353043

Email: dryenduynguyen.onco@gmail.com
Ngay nhan bai: 25/7/2024

Ngay phan bign: 28/7/2024

Ngay chip nhan dang: 31/7/2024
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Nguyén Yén Duy!

hoi chiing carcinoid va kéo dai thoi gian séng
khong bénh tién trién.

Tirkhoa: u than kinh noi tiét, buéu than kinh
noi tiét, u carcinoid, NETs, NENs

SUMMARY
TREATMENT OPTIONS FOR
NEUROENDOCRINE TUMORS - A

RARE CLINICAL CASE REPORT

Based on a clinical case of a rare functional
neuroendocrine tumor with liver and abdominal
metastases that was initially treated effectively
with long-acting Octreotide (Sandostatin LAR) at
Can Tho City Oncology Hospital, we conducted
a study on this disease. Neuroendocrine tumors
(NETS), also known as carcinoid tumors, are a
rare type of tumor that originates from
neuroendocrine cells. These cells can be found in
various organs throughout the body, most
commonly in the digestive tract, lungs, and
pancreas. NETs often progress silently and are
usually discovered incidentally during routine
check-ups or examinations for other medical
conditions. Alternatively, they can present with
various clinical symptoms depending on the
location of the primary tumor. In some cases,
patients may experience carcinoid syndrome. The
diagnosis of neuroendocrine tumors is based on
clinical findings combined with imaging studies,
hormone tests, pathology results, and
immunohistochemistry for definitive diagnosis.
Treatment involves multiple specialties, with
somatostatin analogs remaining the first-line
treatment, proven in clinical studies to effectively
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reduce symptoms of carcinoid syndrome and
prolong progression-free survival.

Keywords: neuroendocrine tumors,
neuroendocrine neoplasm, carcinoid tumor,
NETs, NENs, functional neuroendocrine,
neuroendocrine tumor liver metastases (NELMs)

I. DAT VAN DE

U than kinh noi tiét (Neuroendocrine
tumor - NET) hay con goi la u carcinoid la
mot bénh ly hiém gap vai ty 1& mic tang dan
tr 1,09/100.000 nguoi dén 6,98/100.000
ngudi theo SEER nam 1973 dén nim 2012,
Xuat phat tir nhitng té bao than kinh - noi tiét,
dugc tim thiy ¢ nhiéu co quan trén khép co
thé, cac vi tri phd bién bao gém: duong tiéu
hoa, phoi va tuyén tuy [1]. U than kinh noi
tiét thuong dién tién cham, 1a mot thach thic
cho cac nha 1&m sang vi ¢ giai doan sém
thuong khong co triéu chang nén rat kho
chan doan, thudng duoc phét hién tinh co khi
di kham stc khoe dinh ky hay di kham vi
bénh ly khac hoic c6 thé cd nhiéu triéu
chirng 1am sang khac nhau tuy thuéc vao vi
tri cac khdi u nguyén phét. Do ¢6 ngudn gdc
tir cac té bao than kinh noi tiét nén NET c6
kha ning tiét ra hormones va cac chit sinh
hoc, mot s6 truong hop bénh nhan s& xuat
hién hoi chuang carcinoid bao gdm: d6 bing
mat, budn ndn, ndn 6i, tiéu chay, va mo hoi,
khé tho, tim dap nhanh, ha duong huyét va
mot sb triéu ching khac [2][3]. C6 gan 50%
bénh nhan dugc chan doan & giai doan di can
xa va 33 thang la trung vi séng con & nhitng
bénh nhan NET di can [4]. NET da day ruot
tuy biét hoa tét (Gastroenteropancreatic -
GEP) thuong dugc dic trung boi mot dién
bién 1am sang khong rd rang va tién luong
twong d6i tot so v§i cac bénh ung thu duong
tiéu hoa khac. Nguoc lai, GEP-NET thuong
di cin dén gan voi khoang 28-77% bénh

nhan [5]. Viéc chan doan bénh ly u than kinh
noi tiét dua vao 1am sang két hop vai chan
doan hinh anh, xét nghiém hormones, két qua
giai phau bénh, héa md mién dich dé chan
doan xac dinh. Piéu tri c6 lién quan dén
nhiéu chuyén khoa khac nhau, phau thuat la
phuong phap diéu trj triét can duy nhat cho u
than kinh noi tiét; tuy nhién chi dwoc thuc
hién ¢ giai doan u con nho, khu trd tai chd.
Xa tri c6 thé duoc sir dung dé diéu tri u than
kinh noi tiét khong thé phau thuat hoic di
cin; tuy nhién, xa tri c6 thé gy ra nhiéu tac
dung phu va khéng phai luc nao ciing hiéu
qua. Hoa tri it duoc sir dung trong diéu trj u
than kinh ni tiét do hiéu qua thap, héa tri co
thé duoc sir dung trong nhitng trudng hop u
than kinh noi tiét biét hoa kém hozc di cin
nhiéu noi. C6 nhiéu liéu phép nhim dich
diéu tri v&i nhiéu loai u than kinh noi tiét
khéc nhau vin dang con tiép tuc nghién ctu
nhung cac chat twong ty somatostatin
(Octreotide LAR, Lanreotide) van 1a phuong
phap diéu tri dau tay cho cac u c6 hoi ching
carcinoid. Octreotide LAR la mot ddng phan
cua Somatostatin, dang phdong thich cham, sur
dung c6ng nghé vi hat tién tién dé giir nong
d6 thudc 6n dinh trong huyét twong trong
hon 28 ngay sau khi tiém bap, da chang
minh kha ning kiém soét tiét hormone qué
mac trong NET [6][7]. Hiéu qua cua
Octreotide da dugc chiang minh qua nhiéu
nghién ctru 1am sang, trong d6 c6 thir nghiém
1am sang PROMID di cho thay Octreotide c6
hiéu qua lam giam cac triéu chirng caa hoi
chung carcinoid va kéo dai thoi gian séng
khong bénh tién trién & nhitng bénh nhan u
than kinh noi tiét di can [8]. Trong nghién
ctu nay, ching téi thuc hién mé ta mot
trudng hop U than kinh nai tiét c6 chic nang
hiém gap duoc diéu tri voi Sandostatin LAR
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c6 dap ung ldm sang rd rét tai bénh vién Ung
budu thanh phé Can Tho.

I. BAO CAO CA LAM SANG

« Bénh nhan nit, 41 tudi, dia chi & huyén
Long My, tinh Hau Giang, nhap vién ngay
03/05/2024 vi c6 triéu ching dau bung di
khdm phét hién u gan, thuong xuyén co cac
dot ha duong huyét khoang 4 thang nay kém
réi loan dai tién, thuong di tiéu long kém dau
quan bung, chi diéu tri triéu ching tai y té co
s¢. Nay dau bung thuong vi va ha suon tréi
nén di kham phét hién u gan, da sinh thiét tai
Bénh vién T. & Can Tho, c6 két qua giai
phau bénh carcindém khong biét hoa chua loai
trir lymphoma, nhuom héa mé mién dich cé
két qua U than kinh noi tiét nén nhap Bénh
vién Ung budu thanh phé Can Tho diéu tri
tiép.

» Kham 1am sang: Bénh tinh, tiép xuc
t6t, da niém hdng, PS=1, hoi chung carcinoid
(+) gém do birng mat, tiéu chay, ha duong

huyét vao lic sang sém va budi chiéu tdi.
Kham céc co quan khac chwa ghi nhan bt
thuong.

» Can lam sang:

v' AFP: 2,31 ng/ml, HBsAg, HCVAb am
tinh. Glucose doi: 2.6 mmol/l. AST=105
U/L, ALT=54 U/L.

v/ Siéu am buyng (Bénh vién T.): gan
khong to, gan phai c6 01 cu tric echo kém
kich thudc #100x96mm, cd dich bén trong,
xung quanh c6 nhiéu nhan echo kém tur 12-
47mm, khong thay huyét khdi. Vang rén lach
c6 01 ciu tric echo kém kich thudc khoang
86mm, chu mo lach c6 nhiéu nhan echo kém
tir 19-30mm.

v/ X quang nguc, siéu am co: chua ghi
nhan bét thuong.

v/ Giai phau bénh sinh thiét u gan (da hoi
chan lai lam va héa m6 mién dich): CK7(-),
CK20(-), CDX2(-), CA19-9(-), AFP (),
TTF1(-), CA125(-), Synaptophysin (3+)

Hinh 1. Tiéu bin méu sinh thiét u gan nhugm Hematoxylin-Eosin
ciia bénh nhén qua kinh hién vi (A&B), dp phong dai 400

M6 ta vi thé: budu gébm cac té bao xép
dang organoid, ty 1¢ nhan/bao twong thap,
bao tuong nhiéu, bat hai mau hoic bét acid,
nhan tron dén bau duc, déng dang, chat
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nhiém sic dang “mudi tiéu”, phan bao trung
binh (2-20 phan bao/2 mm2).

=> Két luan: U than kinh noi tiét, grad 2,
xam 1an nhu mé gan.
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v CT scan: u gan da 6 kich thuéc
khoang 17-92mm, thdm nhiém m& mac treo,
ton thuong 0 bung bén trai kich thudc

khoang 102x112mm, gi6i han khong rd lach,
dai trang trdi, dich 6 bung luong it.
v CT scan nguc, o ndo: binh thuong.

Hinh 2. Hinh dnh u gan da é (C) va khéi tén thwong 6 bung bén trai (D) trén CT scan
v Noi soi thuc quan da day ta trang (két qua thuc hién tai Bénh vién TP. Can Tho): theo

ddi khéi tya ngoai dé vao thin Vl _

Hinh 3. Két qud hél soi therc quan dg day ciia bénh nhéan

v Noi soi dai tryc trang (két qua thuc
hién tai Bénh vién TP. Can Tho): binh
thuong/dai trang con phan.

Sau khi hoi chan, bénh nhan dugc chan
doan: U than kinh noi tiét giai doan 1V (gan,
6 bung)/Hoi chung carcinoid. Bénh nhan
duoc tu van va giai thich nén thuc hién lai
ndi soi dai truc trang dé c6 thong tin day du
trudc didu tri, tuy nhién bénh nhan khong
ddng y can thiép thém bat ky tha thuat nao.
Sau d6, bénh nhan dugc hoi chan diéu tri véi
Octreotide (Sandostatin LAR) 30mg tiém

bip sau mdi 4 tuan cho dén khi bénh tién
trién hodc khéng dung nap thubc. Du kién
danh gia lai CT scan sau 04 chu ki.

Ching t6i tién hanh theo ddi cac triéu
chang va ghi nhan két qua dap ung lam sang
va thay doi chi s6 duong huyet lac doi cua
bénh nhan sau mdi chu ki diéu tri dugc biéu
dién & hinh bén dudi (hinh 4 & hinh 5).

« Sau chu ki 1: Bénh nhan sut 4kg, khong
Xuat hién triéu chung ha duong huyét subt 16
ngay sau tiém thudc, cac triéu chirng khéc
déu khong xuat hién. Két qua xét nghiém
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AST=112 U/l, ALT=49 U/L. Két qua siéu
am sau chu ki 1: it dich 6 bung, u gan da
kich thudc khoang 26-73mm, u to khoang
87x100mm ¢ canh cuc trén than trai nghi u
sau phuc mac. Mac du danh gia dap ung kich
thudc u gan qua siéu am da giam mot phan
khoang 27% so véi ban dau nhung bénh
nhan c6 sut can nén chung toi da giam licu
va dung Sandostatin LAR 20mg.

« Sau chu ki 2: Bénh nhan 6n dinh can
nang, hoan toan khong xuét hién bat cw triéu
ching ndo. Két qua xét nghiém AST=101

U/l, ALT=26 U/L. Bénh nhan di tiép tuc
duoc tiém tiép lidu thtr 3 va dang trong thoi
gian dugc theo ddi cta chu ki nén chdng toi
khong thé hién vao mé hinh theo dbi.

Chung t6i ghi nhan dugc bénh nhan co
than dau va sung do6 da tai vung tiém, cd két
Qua ting transaminase mau mac do 1 da xuét
hién ngay tir truéc diéu tri va khong ting
thém, ching t6i da ké thém maot sé thudc hd
trg chirc ning gan va hudng dan vé ché do
dinh dudng, sinh hoat cho bénh nhén trong
sudt qué trinh diéu tri.

Chuky1

Ngay

Triéu chirng
0[{1/2|3|4|5|6|7|8|9]|10|11

12/13|14|15|16|17|18| 19| 20|21|22| 23| 24| 25| 26| 27|28

Tiéu chay

DPau bung

Do biing mat

Ha duéng huyét

Triéu chirng

Ngay

13]|14|15(16(17)|18|19|20(21(22|23|24|25(26|27|28

Tiéu chay

Pau bung

Do biing mat

Ha duéng huyét

L]

Ngay0 Trudc khidiéu tri

Cé triu chirng

L]

Khéng trigu chiing

Hinh 4. M6 hinh phan mdnh theo doi triéu chizng 1am sang
Biéu dd suw thay ddi chi sé dudng huyét lie doi (mmolll)

03-Thgs 03T

13-Thgh 16-1ng

Biéu do 1. Theo di chi sé dwong huyét lic déi cdc thoi diém trwde va sau diéu tri
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Hudng diéu tri va theo ddi tiép theo: tiép
tuc theo ddi va ghi nhan céc triéu chang lam
sang, can lam sang va quan ly cac tac dung
phu va bién chung lién quan dén diéu tri va
ganh nang khdi u c6 thé gap trén bénh nhan
nhu tic rudt, tic nghen niéu quan va hoi
chang ly giai u co thé xay ra tly vao sy thay
d6i cua budu. Bén canh do, tiép tuc danh gia
céc tiéu chi 1au dai vé thoi gian bénh khong
tién trién va xem xét hoi chan da chuyén
khoa phdi hop cac phuong phap diéu tri khac
nhu phau thuat giam tong thé tich u hay thay
dbi phac dd diéu tri néu bénh tién trién dua
vao cac bang ching nghién ctru 1am sang va
tinh hinh bénh nhan tai méi thoi diém.

Il. BAN LUAN

Trudng hop u than kinh noi tiét co chuc
nang (NET) di can dugc bao céo tai Bénh
vién Ung budu thanh phé Can Tho da dap
tring tét v&i Octreotide LAR, mot loai thudce
tac dung kéo dai dugc chi dinh diéu tri cac
triéu chung lién quan dén khdi u noi tiét da
day - rudt - tuy, san co tai Viét Nam.

« V@ chan doan: Bénh nhan cd biéu hién
lam sang dién hinh caa hoi chiing carcinoid
nhu: dé birng mit, tiéu chay, ha duong huyét
va duoc chan doan & giai doan muon véi di
can gan va 6 bung phii hop véi céc nghién
ctru va y van [1][2][4]. Chan doan xac dinh
dva vao két qua giai phau bénh, voi dic diém
vi thé budu gém cac té bao xep dang
organoid, ty l¢ nhan/bao twong thap, bao
twong nhiéu, bt hai mau hoac bat acid, nhan
tron dén bau duc, dong dang, chat nhiém sic
dang “mubi tiéu”, phan bao trung binh (2-20
phan bao/2 mm2), va nhuém hdéa md mién
dich duong tinh v&i Synaptophysin.

V& diéu tri: Viéc diéu tri ¢ giai doan
bénh da di cin gan da 6 va 6 bung qué kha
nang phau thuat chu yéu 1a kiém soat triéu
chang va tién trién bénh theo cac huéng dan
diéu tri hién hanh. Tuy ca hai nhém thudc
twong tu  Somatostatin  (Somatostatin

Analogues - SSAs) nhu Octreotide LAR,
Lanreotide déu duoc ching minh ¢6 hiéu qua
Vvé6i cac truong hop u than kinh noi tiét di can
¢6 chirc nang [6][7], tuy nhién xét vé sy san
c6 va didu kién kinh té caua bénh nhan,
truong hop ndy ching tdi lya chon diéu tri
v6i Octreotide LAR, va két qua cho thay
Octreotide LAR c6 thé 1a mot lua chon diéu
tri an toan va hiéu qua, ngay ca trong giai
doan di can.

Cé&c nghién ctru 1am sang trudc day, nhu
PROMID, da chung minh hiéu qua cua
Octreotide LAR trong viéc kéo dai thoi gian
séng khong tién trién ¢ bénh nhan NET
khong thé phiu thuat hoic di cin. Vi thoi
gian séng sét trung binh 1a 84,7 thang &
nhom dung Octreotide LAR va 83,7 thang &
nhém dung gia dugc [HR = 0,83 (KTC 95%:
0,47-1,46); p = 0,51]. Thoi gian séng sot
trung binh tir ngay chan doan 1 106 thang va
ty 18 séng sot sau 5 va 10 nam duoc tinh toan
lan Tuot 12 76,2 va 46,8. Két qua cho su séng
con toan bo lién quan dén khéi u 1 twong tu
& hai nhém. Ty 1é séng s6t chung khéng phu
thudc vao sy hién dién hay vang mat cua hoi
ching carcinoid. Nguoc lai, thoi gian séng
con dai hon & nhitng bénh nhan da duoc cét
bo khéi u nguyén phéat [HR = 0,39 (108 so
véi 49 thang; 95% CIl: 0,22-0,69); p =
0,0011] [9]. Trudc d6 mot két cuc khéc trong
nghién cttu PROMID nim 2009 cho thay
Sandostatin LAR trc ché su tang trudng cia
khdi u trén bénh nhan c6 khéi u than kinh noi
tiét ruot giira tién xa, biét hoa tét, chu yéu la
G1, kiém soat dugc 40,5% trudng hop triéu
chung cua hoi chang carcinoid, thoi gian
trung vi séng khong tién trién 1a 14,3 thang
so vai 5,9 thang ¢ nhdm dung gia duoc [8].

Két qua diéu tri trén bénh nhan cua
chung t6i dd nhan dugc hiéu qua kiém soéat
cac triéu chting ngay sau liéu dau tién, cac
triéu chung ha duong huyét va dau bung
khong xuat hién trong suét 16 ngay sau tiém
thudc, kich thudc u giam di mot phan khoang
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27% s0 V6i ban dau, dap ung 1am sang tét
hon sau chu ki thr hai khi bénh nhan hoan
toan khong xuét hién triéu chirng ha dudng
huyét trong sudt 4 tuan. Tac dung phu duoc
ghi nhan gém c6 phan ¢ng tai vi tri tiém
thudc.

« V& tién hrong bénh: Mot phan tich tur
co so dir ligu SEER ciing cho thay ty Ié séng
sét chung trong 1, 3, 5 va 10 nim ddi voi
bénh nhdn mac NET lan Iuot 1a 72,8%,
52,7%, 39,4% va 18,1% va c6 su khac nhau
gitta cac vi tri khdi u nguyén phat [10].

IV. KET LUAN

U than kinh noi tiét 13 mot bénh ly &c tinh
hiém gap, viéc diéu tri van con nhiéu thach
thie do chua cé nhiéu nghién ciu chuyén
sau. Viéc chan doan sém va diéu tri kip thoi
la rat quan trong dé cai thién tién lugng cho
bénh nhan. Octreotide LAR la mot lya chon
diéu tri an toan va hiéu qua cho u than kinh
noi tiét co chac niang va ¢ trong nghién cau
nay, bénh nhan di nhan dwoc hiéu qua kiém
soat céc triéu ching ngay sau lidu dau tién,
cac trieu ching ha dudng huyét va dau bung
khong xuat hién trong suét 16 ngay sau tiém
thudc, kich thudc u giam di mot phan khoang
27% so v&i ban dau, dap @ng 1am sang tot
hon sau chu ki thir hai khi bénh nhan hoan
toan khéng xuat hién triéu chiing ha duong
huyét trong sudt 4 tuan. Tac dung phu duoc
ghi nhan gém c6 phan wng tai vi tri tiém
thudc. Tuy nhién, can c6 thém nhiéu nghién
ctru vé6i s6 lwong bénh nhan 16n hon dé danh
gia hiéu qua diéu tri lau dai cia Octreotide
LAR va phdi hop véi cac phuong phap diéu
tri khac cho u than kinh noi tiét.
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DPANH GIA KET QUA (’'NG DUNG KIM SINH THIET GAN HE THONG
PINH VI NAVIGATION TRONG SINH THIET U NAO TAI BENH VIEN K

TOM TAT.

Muc dich: Danh gia két qua tng dung kim
sinh thiét gan hé théng din duong navigation
trong sinh thiét u n4o tai bénh vién K trung wong

Doi tuong va phuong phap nghién ciu:
Nghién cau hoi ctiru dua trén 58 bénh nhan dugc
chan doan cac khéi u ndo duoc diéu tri phau
thuat sinh thiét u dudi navigation tai Khoa Ngoai
than kinh, tir thang 02/2022 dén thang 08/2023.

Két qua: Nam giGi (70,7%), nix (29,3%), ly
do dén vién chu yéu 1a dau dau (73,5%), dong
kinh (13,7%). Khéi u thuong nam & ving chat
tring, ving nhan xam trung wong (69,9%), kich
thudc thuong nho (<3cm), ¢6 tinh chat lan toa va
mirc do phu it. Cac khéi u c6 giai phau bénh
thuong gap la u lymphoma (41,4%) va u nguyén
bao than kinh dém (13,7%), u than kinh dém do 3
(6,8%), u thankinh dém d6 thap (20,7%). Thoi
gian nam vién sau md trung binh 5,7 ngay, khdng
¢ trudng hop nao chay mau hoic bién ching
phai mé lai.

Két luan: Sinh thiét u ndo tng dung hé
théng dinh vi Navigation 12 mot phuong phap an
toan, cho thoi gian nam vién ngan.

Tir khoa: u ndo, sinh thiét u, dinh vi than

'Khoa ngogi than kinh - Bénh vién K
Chiu trach nhiém chinh: Nguyén Dirc Lién
SPT: 0912863359

Email: drduclien@gmail.com

Ngay nhan bai: 20/7/2024

Ngay phan bién: 25/7/2024

Ngay chip nhan dang: 28/7/2024

Nguyén Pwrc Lién!, Pham Gia Dyt

SUMMARY
EVALUATING THE RESULTS OF
APPLICATION OF NEEDLE BIOPSY
WITH NEURO-NAVIGATION SYSTEM
IN BRAIN TUMOR BIOPSY AT
VIETNAM NATIONAL CANCER
HOSPITAL

Objective: evaluating the results of
application of needle biopsy with neuro-
navigation system in brain tumor biopsy at
Vietam National Cancer Hospital.

Methods: A retrospective study based on 58
patients diagnosed with brain tumors undergoing
biopsy surgery under navigation from February
2022 to August 2023.

Results: Male (70.7%), female (29.3%), the
kinh navigation main reasons for hospital
admission were headache (73.5%), epilepsy
(13.7%). Tumors were often located in the white
matter, central gray matter (69.9%), small in size
(<3cm), diffuse in in brain MRI. The common
pathological tumors were lymphoma (41.4%) and
glioblastoma (13.7%), grade 3 glioma (6.8%),
low-grade glioma (20.7%). The average
postoperative hospital stay was 5.7 days, with no
cases of bleeding or complications requiring
reoperation.

Conclusion: The brain biopsy application
neuro-navigation system is a safe method with a
short hospital stay.

Keywords:
neuronavigation

Brain tumor,  biopsy,
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I. DAT VAN DE

Cac khéi u ndo chiém khoang 2% trong
tong sd cac khdi u cta co thé nguoi Ion,
chiém 20-25% céc khdi u & tré em, chiém
2,4% nguyén nhén gay tir vong cua céc loai
u. Ban chat cua ton thuong chinh 1a két qua
giai phau bénh tir mau bénh pham lay tir khéi
bénh ly, day duoc coi 1a “tiéu chuan vang”
cia chan doan bénh. Viéc tién luong, lva
chon phuong phap diéu tri thich hop phu
thudc vao ban chat cua ton thuong. Viéc lam
nay co thé dugc tién hanh thdng qua phiu
thuat ma, lay khéi bénh ly. Phiu thuat la
phuong phap loai bo ton thuong nhanh nhét,
hiéu qua nhat. Tuy nhién, ddi véi nhitng ton
thuong nam sau trong nhu mé nao hoic & cac
ving ndo chirc nang, phau thuat co thé gay ra
nhitng ton thuong moé ndo lanh, gdy nguy
hiém dén tinh mang ngudi bénh hoic dé lai
céc di chung nang né hon. Trong nhitng
truong hop nay, viéc lay md bénh pham qua
sinh thiét kim c6 gan hé théng dinh vi than
kinhgidp sinh thiét u chinh xac, an toan.

Tai bénh vién K, khoa Ngoai than kinh
da trién khai thuc hién cac ca sinh thiét u ndo
bang kim sinh thiét c6 gan hé théng dinh vi
than kinh (neuronavigation) mot cachthuwong
quy, phuong phéap nay gitp bénh nhan cé thé
¢6 dugc chan doan méd bénh hoc véi nhitng
khdi u ndo khé tiép can bang mot can thigp

Bdng 1: Trig¢u chirng lam sang

nhe nhang va it nguy co hon so v&i phuong
phap md mé. Vi vay, ching tdi thuc hién dé
tai ndy voi muc tiéu: “Pdnh gid két qud ieng
dung kim sinh thiét gdn hé théng dédn
dwong navigation trong sinh thiét u n&o tai
Bénh vign K.

I. DOI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twgng nghién ciru: Bao gom 58
truong hop duoc chan doan u ndo va duoc
phau thuat sinh thiét u duéi navigation tai
Khoa Ngoai than kinh, Bénh vién K trong
18 thang tir thang 02/2022 dén thang
08/2023.

2.2. Phwong phap nghién curu:

« Nghién ctu md ta cat ngang, hoi ctu.

+ Céc chi tiéu nghién cuu:

> Dac diém chung: tudi, gioi

> Pic diém 1am sang.

» Dac diém hinh anh hoc: Hinh anh trén
T1, khéng va co tiém thuée, T2.

> Két qua giai phau bénh.

> Bién chirng sau md: chay mau, phu
n&o, nhiém trung, liét van dong, tir vong.

. KET QUA NGHIEN cUU
Gi6i: nam: 41 (70,7%), Nit: 17 (29,3%).
Tubi: trung binh: 56.5 + 11.23. Thip
nhat: 18 tudi, cao nhat: 73 tudi.
Triéu chirng Iam sang

Triéu chirng N %
Pau dau 42 72,5
Dong kinh 8 13,7
Liét khu tra 2 3,4
Giam nhan thac 3 5,2
Giam tri nho 3 5,2
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Bdng 2: Vitriu

Vitriu N %
Doi thi — bao trong 6 10,3
Thé chai 12 20,8
Ving chit tring 40 69,9
V6 ndo chire ning 0 0
V6 ndo khdng chirc ning 0 0
Tong 58 100

Kich thwéc u: Trung binh:30.2+6.37 mm, kich thudc Ién nhat: 55mm va nho nhat:
11mm.S6 lugng tén thuong trén phim cong hudng tir: 1 ton thuong 26/58 (44,8%), 2 ton
thuong chiém 6/58 (10,4%), cO tir 3 ton thuong trd 1&n chiém 6/58 bénh nhan (10,4%)

Bdng 3: Két qud gigi phdu bénh

Giai phau bénh N %
Lymphoma 24 41,4
U nguyén bao than kinh dém 8 13,8
U than kinh dém d6 111 4 6,9
U than kinh dém d6 thip 12 20,7
Chay mau/ hoai tir/viém 10 17,2
Téng 58 100

Bdng 4: Lién quan gia gidi phdu bénh va vitri u

U nguyén bao| U than kinh | U TK dém |Hoai tir/chay
GPB Lymphoma . . . X ,
TK dém dém d6 111 do thap mau
Vi tri N % N % N % N % N %
Chat trang 12 |207 | 8 | 138 | 2 34 | 10 |172| 8 |138
Pdi thi - bao trong| 4 6,9 0 0 0 0 2 3,5 0 0
Thé chai 8 138 0 0 2 3,4 0 0 2 3,5
Tong 24 (414 | 8 13,8 4 6,8 12 120,7| 10 [173
Bdng 5: Lién quan giia gidgi phdu bénh va tinh chat lan téa trén phim céng hwéng tir
U nguyén bao | U than kinh | U TK dém dd |Hoai tir/ chay
GPB Lymphoma . o P i
TK dém dém do 111 thap mau
Tinh chat | N % N % N % N % N %
Khu tru 12 | 20.7 4 6.9 0 0 12 20.7 4 6.9
Lan toa 12 | 20.7 4 6.9 4 6.8 0 0 6 10.4
Tong 24 | 414 | 8 13.8 4 6.8 12 1207 | 10 | 173
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Bdng 6: Lién quan gi#a gidgi phdu bénh va sé lirong ton thwong

GPB | Lymphoma U nguyén bao | U than kinh |U TK é}ém do Hoz{i tfr/f:Ahﬁy
TK dém dém do 11 tha mau/ viém
Solugng | N % N % N % N % N %
1 6 | 103 6 10.3 0 0 10 172 4 6.9
2 2 35 0 0 0 0 0 0 4 6.9
>) 4 6.8 0 0 0 0 0 0 2 3.5
Lan toa 2
s 12 | 20.8 2 35 4 6.8 2 35| 0 0
ban cau
Tong 24 | 414 8 13.8 4 6.8 12 [20.7 | 10 17.3

Bién chitng phiu thuat: Khong co
truong hop nao chay mau, nhiém tring, hay
tién trién liét sau phau thuat. Co6 3 trudng
hop (5,1%) c6 biéu hién dau dau hon, budn
non sau sinh thiét, chup phim cét 16p vi tinh
so ndo kiém tra cd phu ndo quanh vi tri sinh
thiét u, va duoc diéu tri noi khoa, khéng co
ca nao phai phau thuat lai.

IV. BAN LUAN

Pic diém chung: trong nghién cau nay,
nam chiém ty 1& 70,7%, nit chiém 29,3%.
Bénh nhan chu yéu phan b trong lra tudi
trén 40 tudi (41/58 bénh nhan). Dae Hyun
Lim (2023) ciing cho rang, nhitng bénh nhan
c6 tudi cao, thé trang kém, khéi u & sau, uu
tién chi dinh sinh thiét u bang kim nhim
chan doan ban chat u, va giup xac dinh
phuong an diéu tri tiép theo [2].

Pic diém lam sang:

Pau dau: chiém ty 1& cao 72,4 %, dau du
c6 thé do ting ap luc noi so hoic do khéi u
chén ép truc tiép vao cac day than kinh va
mach mau. Pay 1a thuong la triéu ching dau
tién khién nguoi bénh phai tgi vién.Triéu
chung co giat dugc phat hién ¢ 8/58 (13,8%).
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Co giat thuong gap & cac khdi u nam trén
hoac 1an can ving ndo chi phdi van dong va
hd tro van dong. Yéu, liét van dong chi gap &
2 bénh nhan vai khéi u ving doi thi- bao
trong bén phai va vung dinh trai. C6 4 bénh
nhan c6 triéu chang rdi loan nhan thuc, 2
bénh nhan roi loan tri nhé. Pac biét 1 bénh
nhan chi c6 biéu hién giam tri nhé thoang
qua cach vao vién 1 thang. Thuong day la
triéu chiang dé bi bo qua. Khéi u ving tran
thuong dugc phat hién muon khi kich thudc
u da 16n hozc tham nhiém rong.

Pic diém hinh anh trén phim céng
hwéng tir so ndo

Vi tri khéi u lién quan chat ché téi chi
dinh sinh thiét u. Khéi u ving chat tring,
ranh gioi v6i chat xam, va ¢ vi tri sau
(69,9%), khéi u nay thuong la cac khéi u
nam trén duong dan truyén cac chac ning
quan trong caa ndo (hdi trudc trung tam, hoi
sau trung tam hoic ving ngén ngit). Khéi u
thé chai va ving ddi thi - bao trong chiém ty
& lan lwot 14 10,3% va 20,7%, day la cac
ving sau trong ndo, kho tiép can bang dudng
mé thong thuong, dé gay ton thwong ndo
trong phau thuat. Di véi cac khdi u viing hd
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sau, chi dinh sinh thiét kim han ché boi hd
sau cd thé tich nho song 1a ving chta céc
cau trlic quan trong anh huang truc tiép toi
cac chirc nang séng con caa bénh nhan.
Vung vo ndo la ving cd nhiéu tinh mach va
déng mach vo ndo trén bé mat va trong cac
ranh cudn ndo, sinh thiét kim ddi véi céac
khdi u vo ndo cd nguy co chdy mau cao.
Nghién ctru cua Dong Vian Hé (2016) va Dae
Hyun Lim (2023) cho thay ty Ié cao cua u
vung tran trong nghién ctru cua minh [1,2].

Vé kich thudc ton thwong kich thudc
trung binh: 30,2 + 6,37 mm, kich thudc lon
nhat: 55 mm va nho nhat 11 mm; da s6 bénh
nhan c6 khéi u dudi 5cm (86,2%). Nhiing
khdi u kich thudc nho va nam sau trong nhu
md ndo, bén canh cac ciu trac than kinh
quan trong. Chi dinh sinh thiét véi cac khéi u
nay hiéu qua va it gay ton thuong nio hon so
v6i mot phau thuat ma so lay u.Vé tinh chat
khu trd hay lan toa (dwa vao hinh anh trén
phim T2 Flair): da s6 cac khdi u nam & mot
bén cua ban cau dai ndo 38/58 bénh nhan
(65,5%), cac khéi u lan toa 2 ban cau 20/58
bénh nhan (34,5%).

Pic diém giai phiu bénh

Trong nghién cau caa chdng téi, két qua
giai phau bénh cho thay ty I¢ I6n cua u
lymphoma (41,4%), khéi u c6 dic diém
chinh trén phim cong hudng tir so ndo 1a khéi
ngam thudc vung ranh giéi giira chat trang va
chat xam, ngam thudc ddi quang tir, han ché
khuyéch tan trén phim Diffusion, gay pho
ndo xung quanh, nhung van nhin rd cac cuén
ndo. U nguyén bao than kinh dém chiém
13,7%, u than kinh dém do 3 (6,8%), u than

kinh dém do thap (20,7%); day la cac khdi u
& sau vung doi thi hodc ving thé chai khong
thé phiu thuat cit bo khdi u, viéc sinh thiét
gilp chan doan giai phau bénh, gitp lya chon
phac @6 héa chit va xa tri. Trong nghién ciru
¢ 10 bénh nhan cho két qua sinh thiét 1a ton
thuwong dang viém hoac hoai tir chay mau,
khong c6 u; nhitng bénh nhan nay dugcdiéu
tri noi khoa trong 2 — 4 tuan va chup lai phim
cong huong tir, va tién hanh sinh thiét lai sau
d6. Két qua sinh thiét 1an 2: ¢6 4 bénh nhan
sinh thiét lai cho két qua u lymphoma, 4
bénh nhan két qua sinh thiét Ia ton thuong
viém, 1 bénh nhan ton thuong dang chay
mau cii, 1 bénh nhan la san ndo. Trong béao
cao cua Dae Hyun Lim, Iris S. C. Verploegh
nhom u than kinh dém lan téa ¢ trung tam va
u lympho chiém da sé cac truong hop [2],
[4]. ‘

Theo vi tri u, u lymphoma gap ¢ nhicu vi
tri khac nhau, dac biét c6 8 truong hop u
lymphoma biéu hién & thé trai. Khdi u than
kinh dém thuong gap ¢ vung thai duong va
vung dinh. Trong 6 bénh nhan ton thuong
ving doi thi - bao trong, 4 trudng hop cho
két qua u lympho, 2 trudng hop u than kinh
dém bac thap, day la nhitng khéi u co tinh
chat lan toa va tham nhiém.

Thoi gian diéu tri sau phau thuat va
bién chirng: Thoi gian nam vién trung binh
la 5.7 + 3.54 ngay, It nhét 3 ngay, nhiéu nhat
14 ngay. Phau thuat sinh thiét u nfo 1a mot
can thigp tdi thiéu vao té chac ndo vi vay
bénh nhan thuong phuc hoéi nhanh, tranh
duogc cac nguy co ciia mot cudc mod Ién.
Nhitng bénh nhan trong nghién ciu sau mo
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c6 thé vé khoa ngay trong ngay va sau trung
binh 5 ngay c6 thé xuat vién ma khéng gap
thiéu hut chac nang than kinh, khong co
truong hop nao bién chiing chay mau phai
mo lai.

V. KET LUAN

Trong nghién cau nay: Nam gigi
(70,7%), nit (29,3%), Iy do dén vién cha yéu
1a dau dau (73,5%), dong kinh (13,7%). Khoi
u thudng nam & ving chét trang, ving nhan
xam trung uwong (69,9%), kich thudc thuong
nhé (<3cm), c6 tinh chat lan toa va mirc do
phu it. Céc khdi u c6 giai phau bénh thuong
gap la u lymphoma (41,4%) va u nguyén bao
than kinh dém (13,7%), u than kinh dém d6 3
(6,8%), u than kinh dém do thap (20,7%).
Thoi gian nam vién sau mé trung binh 5,7
ngay, khong co6 truong hop nao chay mau
hoac bién chung phai md lai. Nhu vay, sinh
thiét u ndo tng dung hé thong dinh vi
Navigation la mot phwong phap an toan, cho
thoi gian nam vién ngan.
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PANH GIA KET QUA PIEU TRI BO TRQ UNG THU BANG QUANG
KHONG XAM LAN CO' BANG DOXORUBICIN
TAI BENH VIEN UNG BUO'U DA NANG

Phan Dinh Linh!, Nguyén Thi Thanh Ngal, Cao Thi Hii Nghi!

TOM TAT

Pit van dé: M6 ta mot sé dac diém bénh
nhan va khéi u, thoi gian séng con khong tai phat
trung binh, ty 1¢ tai phat, mdi lién quan gitra cac
yéu t4 tién lvong, nhom nguy co tai phat vai ty I8
tai phat ung thu bang quang khong xam lan co,
tdc dung phu caa Doxorubicin.

Po6i twong va phwong phap nghién ciu:
Nghién ctru md ta hdi ciu cat ngang trén 56 bénh
nhén ung thu bang quang duoc phau thuat bing
nodi soi cit u qua niéu dao, két qua giai phau bénh
ly sau phau thuat xac dinh khéng xam lan co
bang quang, dugc didu tri véi bom hoa chét
Doxorubicin vao bang quang tir thang 1/2018 dén
thang 9/2021 tai Khoa Noi 4 Bénh vién Ung
Buéu Pa Nang.

Két qua: Ty lé tai phat 1a 12,5% (& thoi
diém sau phau thuat 12 thang 1a 3,6%, sau phau
thuat 24 thang 1a 12,5%). Thoi gian tai phét trung
binh 1a 15,3 + 6,34 thang. Thoi gian séng con
khong tai phattrung binh 1a 22,9+ 3,6 thang. Ty
1& sbng con khong tai phét & thoi diém 12 thang
12 96,4%, 24 thang la 87,5%. C6 6,7% bénh nhan
nguy co trung binh bi tai phét, 33,3% bénh nhén
nguy co cao bi tai phat, sy khac biét nay coy
nghia thdng ké. Doxorubicin an toan, tic dung

'Khoa Ngi 4 — Bénh vién Ung budu Pa Nang
Chiu trach nhiém chinh: Phan Pinh Linh
SDT: 0974468541

Email: linh.phandinh70@gmail.com

Ngay nhan bai: 25/7/2024

Ngay phan bign: 28/7/2024

Ngay chip nhan dang: 31/7/2024

phu it: tiéu budt, tiéu khd (17,9%), tiéu mau dai
thé (3,6%), tac vung ha vi (14,3%).

Két luan: Piéu tri bom hoa chat
Doxorubicin vao bang quang sau phau thuat noi
soi cit u qua niéu dao da va dang duoc thyuc hién
thuong quy va dem lai nhitng lgi ich cho bénh
nhan ung thu bang quang khong xam 1an co.

Tar khoa: Ung thu bang quang khdng xam
lan co, doxorubicin, ty 18 tai phét, ty 1& song con.

SUMMARY
EVALUATING THE RESULTS OF
ADJUVANT TREATMENT OF NON-
MUSCLE INVASIVE BLADDER
CANCER WITH DOXORUBICIN AT
DA NANG ONCOLOGY HOSPITAL

Background: This study describes patient
and tumor characteristics, the average
recurrence-free survival time, recurrence rate,
and the relationship between prognostic factors
and recurrence risk groups in patients with non-
muscle invasive bladder cancer (NMIBC). It also
evaluates the side effects of Doxorubicin.

Methods: A descriptive study was conducted
on 56 patients with NMIBC who underwent
transurethral endoscopic tumor resection at Da
Nang Oncology Hospital from January 2018 to
September 2021.

Results: The overall recurrence rate was
12.5% (3.6% at 12 months post-surgery and
12.5% at 24 months post-surgery). The average
time to recurrence was 15.3 £ 6.34 months, and
the average recurrence-free survival time was
22.9 + 3.6 months. The recurrence-free survival
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rate was 96.4% at 12 months and 87.5% at 24
months. Medium-risk patients exhibited a 6.7%
recurrence rate, whereas 33.3% of high-risk
patients experienced recurrence, a statistically
significant difference. Doxorubicin was generally
well-tolerated, with side effects including painful
urination (17.9%), gross hematuria (5.0%), and
hypogastric area pain (14.3%).

Conclusions:  The administration of
intravesical Doxorubicin post-transurethral
endoscopic tumor resection is routinely practiced
and beneficial for patients with NMIBC.

Keywords: Non-muscle invasive bladder
cancer, Doxorubicin, recurrence, survival rate.

I. DAT VAN DE

Ung thu bang quang la mot tinh trang
bénh 1y ac tinh dwong tiét niéu ding tha 10
trong cé&c loai ung thu thuong gap trén thé
gidi, hang nam c6 khoang hon 570.000
truong hop mai mac [1]. O Viét Nam, ung
thu bang quang chiém vi tri hang dau trong
cac bénh 1y ung thu dudng tiét niéu. Ung thu
bang quang khdng xd&m lan  co
(UTBQKXLC) la loai ung thu ma thwong tén
con gi¢i han ¢ 16p niém mac hoac mang day,
chua xam 14n xuéng 16p co, gom céc giai
doan Ta, Tis, T1. Tai My va Chau Au, ¢ lan
kham dau tién khoang 60-80% la u bang
quang khdng xam lan co. O Viét nam, bénh
nhan thudng dén kham muon nén ty Ié u xam
lan thuong cao hon [2].

Phau thuat cit dt noi soi u bang quang
qua niéu dao (TUR) la phuong thtrc diéu tri
chinh khi khéi u con chua xam lin co.
Nhung nguy co tai phat sau phau thuat don
thuan 1a khé cao; ty Ié tai phat sau 1 nam tur
15% dén 61%, sau 5 nam tir 31% dén 78%
[3]. Bé giam ti Ié tai phat va xam lan, vai tro
cua lidu phéap bo tro sau TUR la hét stc can
thiét va quan trong. Liéu phap bd tro tai chd
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trong bang quang da dugc nghién ctu tu lau
v6i nhidu tac nhan nhu héa chit noi bang
quang (mitomycin C, epirubicin,
doxorubicin, gemcitabin...) va mién dich tri
licu nhu BCG. Tai bénh vién Ung Budu Ba
Ning, héa chat Doxorubicin duoc sir dung
mot cach thudng quy cho hau hét cac bénh
nhan UTBQKXLC sau TUR va mang lai két
qua dang khich 18. Tuy nhién cho dén thoi
diém nay van chua cé nghién ciru nao cuy thé
vé van dé nay. Trén co sé do, chung toi thuc
hién dé tai nay véi muc tiéu:

1. Md td mét so ddc diém 1am sang, cdn
lam sang cua bénh nhdin ung thu bang quang
khong xam ldn co.

2. Ddnh gid két qua diéu tri bé tro ung
thw bang quang bang bom doxorubicin vio
bang quang sau phdu thugt.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

Nghién ctru duoc tién hanh trén 56 bénh
nhan UTBQKXLC dugc bom hoa chat bang
quang bang Doxorubicin tir thang 1/2018 dén
thang 9/2021 tai Khoa No6i 4 Bénh vién Ung
Budéu Pa Nang.

Tiéu chuan lya chon: Bénh nhan ung thu
bang quang duoc phau thuat bang noi soi cat
u qua niéu dao, két qua giai phau bénh ly sau
phau thuat xac dinh u khéng xam lan co bang
quang, bao gém cac giai doan: pTa, pTis,
pT1l. Bénh nhan dugc bom doxorubicin vao
bang quang sau phau thuat theo ding phac
do.

2.2. Phwong phap nghién ctru: M0 ta
héi ctru ¢t ngang.

Déi twong nghién ctiru dugc ghi nhan cac
dic diém chung bao gém tudi, gidi, xuit do
tai phat; cac dic diém bénh ly bao gom sd
lwong, kich thudc, vi tri khdi u, giai doan u,
d6 biét hoa té bao u, phan nhém nguy co tai
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phéat theo Hoi niéu khoa My (AUA); danh
gia tinh trang & cac thoi diém 3, 6, 9, 12, 18,
24 thang: Thoi diém sau phau thuat 3 thang
bénh nhan dugc thim kham lam sang, lam
xét nghiém mau, xét nghiém nudc tiéu, soi

. KET QUA NGHIEN cU'U
3.1. Pic diém bénh nhan nghién ciu
Bdng 8. Pdc diém tuéi va gidi tinh

bang quang, siéu am. Cac thoi diém khac
theo d&i triéu ching 1am sang, siéu am &
bung. Panh gia cac tac dung khéng mong

muén caa Doxorubicin.

i tud Gigitnh o Nir Téngsé () | Ty 16 (%)
<51 7 4 11 19,6
51 - 70 23 12 35 62,5
> 70 8 2 10 17,9
Tong (%) 38(67,8%) | 18(32,8%) 56 100%

Nhin xét: Nhom tudi 51 — 70 tudi chién ty 18 16n nhéat (62,5%). Ty 1& nam/nit 1 2,11.
Tudi trung binh: 60,64 + 12,54 tudi; thép nhat 1a 28 tudi, cao nhét 1a 88 tudi.

Bdng 9. Pdc diém khai u

Tiéu chi Phén loai S6 lwong (n) Ty 1€ (%)
1 36 64,3
S6 lugng u 2-7 20 35,7
>38 0 0

Kich thudc u < Sem 43 768
> 3cm 13 23,2
Téan suét tai phat Lér‘l dau 46 82,1
<1 lan/ndm 10 17,9
. Ta 31 55,4
Giai doanu T o5 44.6
56 mb hoc u Grad thap 38 67,9
j j Grad cao 18 32,1
Tong 56 100

Nhdn xét: Khoang 64,3% bénh nhan c6 1 32. Két qua ditu tri bd tro

khdi u. Chu yéu bénh nhan c6 khéi u véi
kich thuéc < 3cm, chiém ty & 76,8%. Co
10/56 bénh nhan (17,9%) tai phat < 1
lan/nam. Khoi u ¢ giai doan Ta chiém ty 18
55,4%, giai doan T1 chiém ty I¢ 44,6%. Chu
yéu bénh nhan c6 khéi u d6 md hoc thap
Grad thap (67,9%).

UTBQKXLC bing bom Doxorubicin sau
TUR

3.2.1. Ty l¢ tai phat bénh (tinh lan tai
phat ddu tién)

C6 7/56 bénh nhan tai phat, chiém ty Ié
12,5%.
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Bdang 10. S lan tai phat va thei gian tai phat

S6 lan tai phat

S6 BN tai phat (n =7)

Ty 1€ (%) (n=56)

1 lan 6 10,7
2 lan 1 1,8

3 lan 0 0

Tho1i gian tai phat Trung binh: 15,3 + 6,34 thang

< 6 thang 1 1,8
> 6 thang dén 12 thang 1 1,8
> 12 thang dén 18 thang 3 5,3
> 18 thang dén 24 thang 2 3,6
Tong 7/56 12,5

Nhgn xét: Trong 7/56 BN tai phat c6 6 BN tai phat 1 lan, 1 BN téi phat 2 lan. Thoi gian
tai phat trung binh 1a: 15,3 £ 6,34 thang. Trudc 12 thang c6 3,6% bénh nhan tai phat, sau 12

thang c6 8,9% bénh nhén tai phét.

3.2.2. Ddnh gid song con khong tdi phdt (tinh dén \an tdi phdt dau tién)
Bdng 11. Thei gian séng con khéong tai phat bénh

Thoi gian sdng con khong tai phat (thang) | S6 BN tai phat (n =7) TV 18 (%)
12 thang 2 96,4
18 thang 5 91,1
24 thang 7 87,5
Tong 7/56 12,5

Nhgn xét: Ty Ié séng con khdng tai phat ¢ thoi diém 12 thang, 18 thang, 24 thang tuong

ung la 96,4%, 91,1%, 87,5%.

Biéu dé 1. Ty 1¢ séng con khong tai phat theo theéi gian (biéu do Kaplan-Meier)
Nhdn xét: Thoi gian sdng con khong tai phat trung binh 1a 22,9 + 3,6 thang.

316



TAP CHi Y HOC VIET NAM TAP 542 - THANG 9 - SO CHUYEN DE - 2024

3.2.3. Ddnh gid tic dung khong mong muén
Bdng 12. Triéu chirng tai cho sau khi bom doxorubicin bang quang

Téc dung khong mong mudn S6 lrgng BN (n=56) Ty 18 (%)
Tiéu budt, tiéu kho 10 17,9
Tiéu mau dai thé 2 3,6
Tac vung ha vi 8 14,3
Nhdn xét: C6 17,9% bénh nhan ¢ triéu ching tiéu budt, tiéu kho.
3.2.4. Pdanh gida méi lién quan cia mgt sé yéu té véi ty 1¢ tai phat
Bdng 13. Mai lién quan gia mét sé dic diém ciia u véi ty |é tai phat
Két qual . o 2
Tisu chi Khong tai phat | Téaiphat | Tong p
, , u < 3cm 41 2(4,6%) | 43
Kich thuéc u 0> 3em 3 5(38,4%) 13 0.01
] 1u 32 4(11,1%) | 36
S 1 0,391
O uons 274 17 3(15%) | 20
Giai d Ta 30 1(32%) | 31
fat doanu T1 19 6(24%) | 25 |0.019
A Grad thip 36 2(52%) | 38
Do mo hoe Grad cao 13 5(27.8%) | 18 |0.017
. C6 cudng 14 1(6,7%) | 15
Hinh d , 0.434
g Khéng c6 cubng 35 6 (14,6%) | 41
£ m e s U lan dau 43 3(6,5%) | 46
Xuat do i phat 7572 <1 1an nam 6 aa0%) | 10 | 2003
Nhém n o Thip 11 0 11
tﬁeo Agl‘ijC Trung binh 28 2(6,7%) | 30 |0,007
Cao 10 5(33,3%) | 15

Nhdn xét: Cac dic diém co lién quan dén
ty I¢ tai phat la kich thudc u, giai doan u, do
mb hoc, xuat do tai phat va phan nhém nguy
co theo AUA (p<0,05).

IV. BAN LUAN

Trong nghién ctu c6 56 bénh nhén vai
tudi trung binh 1a 60,64 = 12,54 tudi; tudi
thap nhét 1a 28 tudi, tudi cao nhat 1a 88 tudi.
Do tudi gap nhiéu nhat tir 51 tudi dén 70 tudi
chiém ty 1& 62,5%. Pic diém khdi u: chu yéu
bénh nhan chi c6 1 khdi u chiém ty 1& 64,3%;
da sb6 bénh nhan c6 khéi u véi kich thudc <
3cm (76,8%); c6 10/56 bénh nhan (17,9%)

tai phat < 1 lan/nam; khéi u ¢ giai doan Ta la
55,4%, ¢ giai doan T1 la 44,6%; chu yéu
bénh nhan c6 khéi u d6 md hoc thap Grad
thap (67,9%). Pac diém bénh nhan nghién
ctru va dic diém khdi u trong nghién ciru cia
chung t6i kha twong dong véi céc tac gia
trong nudce [4], [5], [9]

Tai phat 1a mot trong nhirng dic diém
dac trung cuia UTBQKXLC. Trong 56 bénh
nhan nghién ctru, tinh dén thoi diém két thac
theo d&i c6 7 bénh nhan bi tai phat, chiém ty
1€ 12,5%. Trong khi d6 ty I¢ tai phat cua
bénh nhan sau TUR don thuan theo Vii Vin
Lai (2007), Hira Van Buc (2015) lan luot 1a
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48,94% va 33,33% [4], [5]. Mot s6 nghién
citu vé doxorubicin déu c6 hiéu qua lam
giam ty I¢ tai phat. Theo Kurth K (1997), ty
I¢ tai phat sau 3 nam la 52% [6]. Theo mot
nghién ctu gan diy Fukuokaya W (2019),
cho thay dung doxorubicin sau TUR giam ty
& tai phat 32% so v6i TUR don thuan [7]. O
nudc ta, theo L€ Pinh Khéanh (2012), dung 1
litu duy nhat doxorubicin sau TUR, ty I8 tai
phét 1a 6,1% vai thoi gian theo ddi 15 thang
[8].

Trong nghién ctiru cta chang téi, thoi
gian tai phat trung binh Ia 15,3 + 6,34 thang,
bénh nhan bi tai phat sém nhat 1a 4,2 thang,
dai nhat 1a 23,5 thang. Ty Ié tai phat trudc 12
thang 3,6%. So sanh két qua nay voi nhom
khong dung liéu phép bé tro sau TUR trong
nghién cuu cua Vi Van Lai (2007) cé toi
73,9% bénh nhan tai phat trugc 12 thang, con
& nghién ctru cia Hira Van Buac (2015) thi ty
16 tai phat trude 12 thang 13 100%. Diéu nay
cho thay rd rang liéu phap bé trg sau TUR c6
hiéu qua trong viéc kéo dai thoi gian tai phat
caa bénh nhan [4], [5].

Thoi gian séng con khong tai phét 1a thoi
gian tinh tir thoi diém phau thuat dén khi
xuat hién lan tai phat dau tién. Trong nghién
ctru nay, thoi gian séng con khong tai phat
trung binh la 22,9 + 3,6 thang. Theo Ha
Manh Cuong (2021) thoi gian sdng con
khong tai phat trung binh la 34,47 + 8,62
thang [9]. Theo Sylvester R.J (2006), thoi
gian séng con khong tai phat trung binh la
2,7 nam [10]. Theo Vi Van Lai (2007), thoi
gian séng con khéng tai phét trung binh cua
nhém BCG sau TUR la 25,889 thang, cua
nhém TUR don thuan 1a 16,84 thang [4]. Ty
16 sbng con khong tai phat ¢ thoi diém 12
thang, 18 thang, 24 thang twong ung la
96,6%, 91,1%, 87,5%. Theo Vi Van Lali
(2007), ty lé séng con khdng tai phat & thoi
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diém 27,9 thang 1a 84,7% ddi vai nhém diing
BCG sau TUR, con & nhom TUR don thuan
thi ty l¢ séng con khong tai phat chi con
51,1% & thoi diém 26,4 thang sau phau thuat
[4]. ‘

Vé t&c dung phu cta Doxorubicin, co6
17,9% bi tiéu budt, tiéu kho, 3,6% bi tiéu
mau dai thé, 14,3% c6 triéu chang tac ving
ha vi. Cac bénh nhan chu yéu triéu chuang
nhe, thodng qua, khong c6 bénh nhén tri
hoan bom bang quang.

Cac yéu té tién luong kha ning tai phat
cia UTBQKXLC bao gom: Sé luong khéi u,
kich thudc khéi u, xuat do tai phat khoi u,
giai doan khdi u, sy hién dién cua CIS, do
biét hoa té bao khdi u [10]. Theo bang 6,
trong nghién cau nay, ching toi nhan thay
cac yéu té c6 mbi lién quan téi ty 1¢ tai phét
u 1a kich thudc khéi u, giai doan u, do mo
hoc, xuit do tai phat u va phan nhom nguy
co tai phat (theo AUA). Két qua nay khé
twong dong vai mot s tac gia khac [4], [5],
[9]. Chung t6i nhan thay nguy co tai phat phu
thudc vao nhiéu yéu té chir khdng riéng mot
yéu td ndo, va vai tro tién lwong caa céc yéu
t6 1a khac nhau.

V. KET LUAN

Ty ¢ tai phat 1a 12,5% (¢ thoi diém sau
phau thuat 12 thang la 3,6%, sau phau thuat
24 théang la 12,5%). Thoi gian tai phéat trung
binh: 15,3+ 6,34 thang. Thoi gian sdng con
khbng tai phat trung binh: 22,9 + 3,6 thang.
Ty 1& séng con khéng tai phat ¢ thoi diém 12
thang la 96,4%, 24 thang la 87,5%.
Doxorubicin an toan, tdc dung phu it. Cac
yéu t6 co lién quan tGi ty ¢ tai phat u 1a kich
thuéc khéi u, giai doan u, @ md hoc, xuat do
tai phat u va phan nhém nguy co tai phat
theo AUA.
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HUYET HOC

TONG QUAN PHAT TRIEN MACH MAU TRONG LYMPHOMAS

TOM TAT.

Angiogenesis 1a co ché chinh dé hinh thanh
cac mach mau mai trong khdi u. Cac nghién ciru
gin ddy ciing md ta cac cach thay thé khong tao
mach déng vai trd quan trong trong viéc khdi u
khang lai cac liéu phap chong tao mach. Céc té
bao ungthuhachco thé tao ra su hinh thanh céc
mach mau m&i thong qua ca co ché tao mach va
khong tao mach. Mac du co rat nhiéu kham pha
lién quan dén co ché bénh sinh cia u lympho,
nhung nguoi ta biét rat it vé cac qua trinh nay va
vai trd ctia chiing trong su khoi phét va tién trién
ctia khéiu. Tong quan nay thao luan vé kién thuc
hién tai vé sy hinh thanh mach trong u lympho,
nhan manh nhiing tac dong tiém ning déi véi
tién luong va diéu tri.

Tir khéa: Phat trién mach mau trong
Lymphomas

SUMMARY
OVERVIEW OF ANGIOGENESIS IN
LYMPHOMAS
Angiogenesis is the main mechanism for the
formation of new blood vessels in tumors. Recent
studies also described alternative non-angiogenic
ways that play an important role in tumoral
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Lé Vin Giao!, Thiéu Pinh Hung!

resistance to  anti-angiogenic  therapies.
Lymphoma cells can induce the formation of
new blood vessels viaboth angiogenic and non-
angiogenic mechanisms. Despite the numerous
discoveries regarding lymphomas’ pathogenesis,
less is known about these processes and their role
in tumoral initiation and progression. This review
discusses the current knowledge on vessel
formation in lymphomas, highlighting the

potential implications for prognosis and
treatment.

Keywords: Vascular development in
Lymphomas
I. DAT VAN DE

Su hinh thanh cac mach mau mai la mot
qua trinh quan trong ddi voi sy phat trién cua
khéi u va co thé dat duoc thong qua cac co
ché khac nhau. Sy hinh thanh mach dai dién
cho phuong thtrc hinh thanh mach dugc mo
ta dau tién va dugc nghién ctru nhiéu nhét,
nhung cac khdi u ciing c¢6 thé st dung cac
cach khac dé dam bao ngudn cung cAp mau
va cubi cing c6 duge kha ning khang cac
phuong phép diéu tri chéng tao mach. Cac co
ché khong tao mach nay da dugc mo ta gén
day hon, bao gdm ting truéng vi mach gay
léng rudt, déng chon mach méu va sao chép
tao mach. Giéng nhu cac khéi u rdn, cac con
duong tao mach va khong tao mach trong u
lympho déng vai tro co ban trong su phat
trién va tién trién cua khdi u. Theo quan
diém vé y nghia tién lugng va diéu tri c6 lién
quan, sy hiéu biét toan dién vé cac co ché
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nay 1a vo cung quan trong dé cai thién hiéu
qua di€u tri & bénh nhan ung thu hach. Trong
danh gia nay.

Il. SU' HINH THANH MACH CUA KHOI U

Su hinh thanh mach mau, hodc sy hinh
thanh cdc mao mach tir cac té bao ndi mod
khéc biét tai chd véi cac té bao trung mo,
lam cho cidc mach mau dau tién phat sinh
trong sudt cudc doi phoi thai. Theo cach nay,
dam rdi mach mau nguyén thuy va nhiing té
bao c6 ngudn goc tir ty xuong nay di
chuyén dén va cé thé gbp phan tao mach.

Viéc tao ra cac mao mach tir cac mach co
san, ché“ing han nhu mao mach va tiéu tinh
mach sau mao mach, dugc goi la sy hinh
thanh mach. Qua trinh nay dya trén sy phat
trién cua vi mach nay mam ndi mé. Bude
dau tién trong qué trinh hinh thanh mach 1a
su phd v& cuc by mang ddy bao quanh cac
mao mach. Tiép theo, cac té bao ndi mod bén
duéi xdm nhap vao chat nén xung quanh theo
con duong kich thich tao mach. Mot mang
lu6i cac mach mau mdi duoc hinh thanh do
su di cu cua té bao ndi md, di kem vai su
ting sinh cua cac t& bao ndi mod va sy sip xép
ciia chung thanh cac cdu trac ba chiéu. Su
hinh thanh mach sinh Iy chi x4y ra trong mot
sO qué trinh riéng biét & ngudi trudng thanh,
bao gém chu ky sinh san nit, stra chita md va
chira lanh vét thuong [3], [8].

Passalidou va cong su lAn dau tién dé
Xuit y tuong rang sy hinh thanh mach, c6
lién quan chit ché dén su phat trién caa khéi
u, c6 tuong quan voi mat do vi mach hoac )
lrong vi mach cé thé dém duoc trong mot
viung khdéi u mau bang cach st dung cac
khéang thé dic hiéu cho cac dau hiéu té bao
ndéi mod (vi duy, CD31, CD34). CD31 duogc
biéu hién nhiéu hon trong cac té bao ndi md
trudng thanh, trong khi CD34 duoc biéu hién

trong cac mach mau chua trudng
thanh. Trong khi d0, lién quan dén mang day
no6i mo, LH39 1a mot khang thé don dong
nhan dién mot epitope nam & 16p mang sang
cua céc tinh mach va mao mach nho truéng
thanh chir khong phéi ¢ cdc mach mdi hinh
thanh [7].

Theo phén 16n tai liéu nghién clru, mat
dd vi mach trong khdi u va tién lugng cé mbi
twong quan thuan véi khdi u rin. Nhidu
nghién ciru di tim thdy mdi lién quan giira
mat do vi mach trong khdi u, biéu hién cua
cac yéu to tang trudng tao mach, sy phat
trien cia khoi u va sy xuat hién cia di
can. Nhirng phat hién nay chi ra ring mat do
vi mach trong khéi u cung cip thong tin quan
trong vé mirc d6 va vai trd ciia mach mau
khéi u.

Mot giai doan mach mau di truéc mot
giai doan mach mdu trong qud trinh phat
trién khéi u. Hau hét cac khéi u phat trién va
ton tai tai chd, khong c6 sy hinh thanh mach,
trong mot khoang thoi gian dang ké trude khi
bat ddu qua trinh hinh thanh mach. Hinh anh
mod bénh hoc dugc dic trung bdi mdt nhom
nho céc té bao ung thu dat dén trang thai on
dinh trudc khi xam lan dai dién cho giai doan
v6 mach. Trong tinh hudng ndy, cic chat
chuyén héa va di hoa duoc phan phdi qua
cic md xung quanh bang cach khuéch tan
don gian. Trong khi cac té bao & phan sau
hon cua khéi u thodi hoa thi nhitng té bao &
ngoai vi khdi u tiép tuc phat trién. Viéc san
xuét va giai phong cac yéu td tao mach hoic
giam muc dj cac chét rc ché tao mach noi
sinh déu c6 lién quan dén viéc kich hoat cong
tic tao mach. Mot khia canh quan trong khac
cua sy phat trién khéi u duge thé hién béng
trang thai khong hoat dong ciia khéi u, xdy ra
trong qua trinh khoi tao khéi u (khong hoat
dong khdi u cuc bd), pho bién di cin (khong
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hoat dong di can) va thoat khoi cac li¢u phap
chéng ung thu (khong hoat dong do tri
liéu). Trang thai ngl ciia khdi u ciling co thé
duoc phan biét trong viéc ngan chan sy ting
sinh té bao ung thu trong khéi u giy ra boi
quéa trinh chét theo chuong trinh do mach
mau kém (ngu sinh mach) hoac do phan ing
mién dich (ngi mién dich) [3], [9].

. CAC CACH THAY THE MACH MAU
TRONG KHOI U

Trong qué trinh hinh thanh mach khéi u,
thong qua su pha v& cuc b mang day cua
mach méau da co tir trude, cac té bao ndi mod
bén dudi xdm lan chat nén xung quanh dé
dap ung véi mot cytokine tao mach. Trong
ting truong vi mach gy 16ng rudt, sy mo
rong cua mang ludi mach mau dat duoc béng
cach chén cac cdt mo vao long mach cua cac
mach c6 san, cho phép hinh thanh mach méi
bang cach tach mach c6 san. Trong hop tac
mach mau, cac té bao ung thu xdm lan st
dung cac mach chu da c6 tur trude. Trong mo
phong mach mau, cic té bao ung thu co thé
tham gia truc tiép vao viéc hinh thanh cac
mach mau, ndm xen k& véi cac té bao nodi
mo.

Trong ting trudng vi mach giy 16ng rudt,
viéc m¢ rong mang ludi mach mau dat dugc
bang cach chén cac cot md vao long mach
clia cac mach di c6 tir trudce, bao gom ting
truong vi mach gy 1ong rudt xay ra & cac
khéi u khac nhau, bao gdm ung thu biéu méd
dai trang va v, khdi u 4c tinh va u than kinh
dém Tang trudng vi mach giy 1dng rudt co
mot s loi thé so v&i sy hinh thanh mach nay
mam, bao gém hinh thanh mach méu nhanh
hon, tiét kiém chi phi trao doi chat do khong
ting sinh té bao ndi md rong rii, thoai hoa
mang day va xdm lan md xung quanh trong
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qua trinh hinh thanh mach va két qua Ia cac
mao mach it bi ro ri hon.

Con duong thtr hai lién quan dén cac té
bao ung thu xam lan va chiém giit cic mo
binh thuong dé st dung cac mach cé san,
dugc goi la su déng chon mach hoic
mach. Linh vuc déng lua chon da duoc gioi
thiéu boi Pezzella va dong nghiép vao nim
1997 [3]. Ho di chirmg minh ring su phat
trién cua khdi u trong ung thu biéu mé phoi
khong phai té bao nho xay ra ma khong cé su
hinh thanh mach va trong bdi canh nay, cac
té bao ung thu ton tai bang cach sir dung cac
mach c6 sin lam ngudn oxy va cac chat
chuyén hoa. Cac té bao khéi u xAm nhép vao
khong gian phé nang sau khi thoat mach va
hinh thanh cac khuén lac k& nho. Cac té bao
biéu md phé nang loai I duoc xac dinh bang
cach nhuém mién dich bang khang thé khang
podoplanin (huynh quang mau xanh 14 cay),
cac mach mau duogc xac dinh bé“mg cach
nhuém mién dich bang khang thé chdng
CD31 d danh dau cac té bao ndi mo (huynh
quang mau do) va nhuém hat nhan thu dugc
bang cach nhuém mién dich bang (huynh
guang xanh lam).

Nam 1999, Holash et al, bao cao réng cac
té bao khéi u két hop cac mach ¢ san va
phat trién xung quanh chung dudi dang cong
[4]. Cac tac gia ndy da danh gid kha nang yéu
t tang truong ndi moé mach mau va
angiopoietin tuong tac trong qua trinh tao
mach khéi u trong mé hinh thi nghiém u than
kinh dém ¢ chudt. Ho da chirng minh rz‘?mg
ngay sau khi cdy ghép cac té bao khdiu, qua
trinh hinh thanh mach méu cta khéi u 13 do
cac té bao khdi u két hop voi cac mach mau
hién c6. Dén 4 tuan sau khi céy té bao khoi u,
cac mach mau trong 18i ctia khdi u thoai trién
do hoat dong gdy mit 6n dinh cua
angiopoietin - 2 trén thanh mach. Hé thng
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mach mau coopted kich hoat mot dong thac
apoptotic, c6 kha ning 1a do qua trinh san
Xuat angiopoietin -2 tu tiét, loai bo hau hét
cac khdi u phy thudc va gy ra cai chét cua
khéi u trén dién rong. Pay 1a két qua cuia mot
co ché phong thu cia may chu di duoc thuc
hién. Khi ty 18 yéu td ting truéng ndi mod
mach mau so v&i angiopoietin -2 cao, Cac
mach khéi u méi tiép tuc phat trién; khin6 &
mirc thip, cic mach khéi u mdi co lai. Sy
trong tac cia yéu td ting trudng ndi mod
mach mau va angiopoietin -2 ¢ ria ctia khéi u
dang mé rong dan dén sy hinh thanh mach.

Trong céc té bao khéi u c tinh & ngudi,
vao nam 1999, Maniotis va cic dong nghiép
ban ddu di xac dinh dugc con dudng thay thé
thir ba cia qué trinh hinh thanh mach mau
khdi u, ma ho dat tén la mo phong mach mau
dé nhin manh sy phat trién cua cac mach
mau mdi doc lap voi sy hinh thanh mach
[2]. “Vasculogenic” duoc chon dé biéu thi su
hinh thanh de novo ciia con duong, va “bat
chudce” duge chon vi con dudong ma cac té
bao khdi u sir dung dé truyén chat long dén
cic mo rd rang khong phai la mach
mau. Theo mot nghién ciru cta phan tich
chip gen microarray. M6 phong mach mau
mo ta kha ning tao ra cidc dong mach mau
dugc tao thanh tir cac té bao khdi u chw
khong phai cic té bio ndéi mo cia ung
thu. Theo do, su phat trién cua cac mach mau
trong khdi u c¢6 thé bi anh hudng truc tiép boi
cac té bao ung thu.

IV. SU' HINH THANH MACH VA MAT D0 VI
MACH TRONG U LYMPHO HODGKIN

U lympho tao thanh mdt nhom lon céc
rdi loan tang sinh té bao lympho. U lympho
Hodgkin, mét loai ung thu hach, dugc dic
trung boéi sy hién dién cia cac té bao
Hodgkin-Reed-Stenberg, ¢ thé 14 té bao don

nhan hoac da nhan. U lympho Hodgkin c6
thé duoc phan loai thanh u lympho Hodgkin
¢ dién va u lympho Hodgkin chiém wu thé
té bao lympho nét. U lympho Hodgkin cb
dién, 13 phan nhom phd bién hon (chiém
khoang 95% cac truong hop lympho
Hodgkin), bao gdm cac phan nhém té bao
hén hop, xo cling ndt va cac phan nhom giau
t¢ bao lympho. Nguoc lai, u lympho
Hodgkin chiém uu thé té bao lympho ndt 1a
mot phan nhém hiém gap, chi chiém 5% cac
truong hop lympho Hodgkin va dugc dac
trung boi cac t& bao chiém wu thé té bao
lympho [4].

Céc té bao viém nhu té bao T va B, dai
thuc bao lién quan dén khéi u, té bao mast, té
bao plasma, bach cau 4i toan, té bao trc ché
c6 ngudn goc tir tiry va té bao giét ngudi tu
nhién c6 trong vi méi truong khédi u lympho
Hodgkin va tiét ra cic cytokine va
chemokine kiém soat sy hinh thanh mach
khéi u, tién trién, va di can.

Chét trung gian chinh cta sy hinh thanh
mach khéi u 13 yéu t ting truong ndi mo
mach mau. Trong u lympho Hodgkin, ca té
bao Hodgkin-Reed-Stenberg va dai thuc bao
lién quan dén khdi u déu tiét ra yéu t6 ting
trudng ndi mdé mach mau. Tuy nhién, viéc
thiéu két ndi gitra biéu hién tang trudng noi
md mach mau va mat do vi mach cho thay
raing cic phan tir tién va chdng tao mach
khac, chiang han nhu yéu to tang tru:(”yng
nguyén bao s0i-2, yéu tb tang trudng té bao
gan va yeu t6 cam tng thiéu oxy 1 alpha
ciing c6 thé dong mot vai tro trong viée diéu
chinh sy hinh thanh mach trong u lympho
Hodgkin [4]. It nhat hai qua trinh tao mach
khac nhau dudng nhu ¢ lién quan dén viéc
thuc day su phat trién va tién trién cia ung
thu hach: tac dung cén tiét ctia moi trudng vi
md khéi u proangiogen va kich thich té bao
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ung thu ty tiét thong qua san xuat yéu to ting
trudng ndi mdé mach mau va thu thé yéu td
ting truéng ndi mé mach mau bai cac té bao
ung thu hach. Khi so sanh véi dit lidu tu cac
khéi u ran khac, co rat it thong tin lién quan
dén vai tro ciia duong truyén tin hiéu yéu td
ting trudng té bao gan trong u lympho. Tuy
nhién, trong cac dong té bao ung thu hach té
bao B va mau bénh nhan, khéng c6 bang
chtng vé sy khuéch dai gen.

Trong qua trinh mé ta dic tinh cia yéu td
ting truong té bao gan (HGF), nhu mot
protein duoc tiét ra tir nguyén bao sgi nham
thuc dy sy van dong va xam lan ma tran cta
cac té bao biéu mo, nguoi ta dd quan sat thiy
HGF xam lan vao collagen. HGF, mot yéu to
¢6 ngudn gdc tir nguyén bao soi, dong vai tro
tao diéu kién cho cac té bao ung thu xam l4n
manh mé&. Moi trudng vi md cia cac khdi u
di can dong mot vai trd quan trong trong su
xam chiém va phat trién cua di can. Cac té
bao gom; bao gém té bao viém, té bao ndi
md va nguyén bio soi, gop phan hinh thanh
moi truong vi mo di cdn. Chuc ndng cua
HGF nhu mét yéu té c6 ngudn gbe tir té bao
co dia anh huong dén kha ning xam lan cia
té bao ung thu trong méi trudong vi mod khbi
u. Viéc rc ché hoat dong HGF da duoc
ching minh 14 ngin chin sy xam lin do
nguyén bao sgi mo dém gay ra [10].

Ngoai ra, cac yéu t6 chuyén tiép biéu mo
trung mo, con duoc goi 14 thu thé (MET) cac
thu thé MET c6 trong exosome da dugc phat
hién la c6 tac dung thic déy su hinh thanh
mbi trudng vi md di can trong khdi u ac tinh
di can [10]. Cac exosome c6 ngudn gdc tir té
bao u ac tinh ¢ chudt va nguoi ¢ tinh di can
cao chira ham luong thu thé METcao. Céc
exosome tuan hoan nay dinh vi tai cac vi tri
md di cin va lam ting tinh thim cua mach
mau, do d6 thuc day su di chuyén cua té bao
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khéi u. Hon nita, cic exosome gop phan kich
hoat MET trong cac té bao co ngudn gdc tir
tily xuong, dan dén viéc tai lap trinh chung
thanh kiéu hinh tao mach. Nhirng té bao co
ngudn gdc tir tay xwong nay di chuyén dén
va c6 thé gop phén tao mach, xam lan va di
can.

Hon nira, khong 0 liu cac u lympho tich
cuc c6 lién quan dén mat do vi mach cao hay
khong. Theo mdt nhém cac nha khoa hoc,
mat do vi mach l6n hon ¢ cac u lympho xam
lin ciing nhu u lympho 4c tinh hon so véi
cac hach phan ung. Tuy nhién, nguoi ta da
phat hién ra ring mat do vi mach trong céc
hach phan mg nhiéu hon hodc ngang bang
voi mat do duoc théy trong u lympho, dac
biét 1a u lympho té bao 16n.

Korkolopoulou va cong su, da chung
minh rang mat do vi mach trong u lympho
Hodgkin giam theo tién trinh giai doan theo
Ann Arbor giai doan I-1V [5]. Nghién ctru
sdu hon da diéu tra biéu hién ciia yéu t6 cam
tmg thiéu oxy 1 alpha trong u lympho
Hodgkin va phat hién ra ring no c6 trong cac
té bao té bao Hodgkin-Reed-Stenberg nhung
khong tuong quan voi sy gia tang mat do vi
mach. Mot nghién ctru khac tap trung vao
cac cytokine yéu td ting truéng nguyén bao
soi va cac thu thé cua ching trong cac té bao
Hodgkin-Reed-Stenberg nhung khong tim
thdy mdi tuong quan tryc tiép giira biéu hién
cua chung va su hinh thanh cic mach mau
méi. O nhitng bénh nhén méc bénh u lympho
Hodgkin, muc do yeu t tang tmong ndi mod
mach mau va yéu td ting trudng té bao gan
trudc khi didu tri ting 1én nhung giam dang
ké sau khi diéu tri, va ca mic do yéu to ting
trudng ndi mé mach mau trudc va sau khi
didu tri déu duogc coi 1a yéu t6 dy bao kha
ning song sot. Hon nita, nong do yéu td tang
truong ndi mé mach mau huyét thanh ting
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cao ¢ bénh nhan u lympho Hodgkin trudc
didu tri di giam trong trudng hop thuyén
gidm hoan toan kéo dai, nhung van cao hon
so v&i nguoi khoe manh. Dimtsas va cong
su, d4 d4nh gia mo hinh biéu hién cua yéu té
tang truong ndi md mach mau -A va thy thé
yéu tb tang trudng ndi md mach mau -1 va -2
trong u lympho Hodgkin c¢b dién va té bao
lympho nét nhan thiy rang chung duoc biéu
hién trong té bao Hodgkin-Reed-Stenberg va
cac té bao lympho va mo bao [6].

V. SU HINH THANH MACH VA MAT 0 VI
MACH TRONG U LYMPHO KHONG HODGKIN

U lympho té bao B, bao gom u lympho té
bao B 16n lan toa, u lympho dang nang, u
lympho ving bién ngoai hach, bénh bach cau
lympho man tinh va u lympho té bao vo,
chiém 88% tong s6 u lympho khong
Hodgkin. U lympho, trong khi u lympho té
bao T va té bao giét nguoi tu nhién la
12%. U lympho té bao T hung dit hon u
lympho té bao B [8].

Trong u lympho Burkitt va u lympho té
bao T ngoai vi, mat d§ vi mach c6 xu hudng
cao hon, trong khi né c6 xu hudng co gia tri
trung gian trong u lympho té bao B, bao gdm
u lympho té bao B 16n lan téa va u lympho
dang nang thap hon. O u lympho té bao B,
bao gdm u lympho té bao B 16n lan toa, mat
dd mach mau tang 1én (dugc xac dinh boi chi
sd truong thanh mach méau, duoc tinh bang ty
1¢ LH39/CD34* trén tét ca cdc mach CD34%)
da dugc chiing minh so v&i & u lympho dang
nang [7]. Vé mit ciu trac, chit nén cua té
bao B-u lympho chira cac mach chua trudng
thanh. Cac mao mach nay duogc tao thanh tu
hai té bao ndi mo song song véi nhau va cd
té bao chat day hon, tao ra mot long 6ng
giébng nhu mot khe. Dic diém phan biét cua
u lympho té bao B cép trung binh va cép thap

0 dang nang la mang day lién tuc bao quanh
cac mao mach c¢6 cura sb biét hoa. Long mach
mau trong u lympho té bao B cap thap c6 thé
phat trién theo hai cach khac nhau: bang cach
lam cong than té bao ndéi md hodc thuong
xuyén hon 14 bang cach hop nhit cac khong
bao ndi bao trong cic t& bao ndi mdé khong
biét héa. Mit khac, cac u lympho té bao B
cao cip thudng c6 mdét md hinh phat trién
mach mau riéng biét duoc xac dinh bang
cach tao ra mot long mach giéng nhu khe
thong qua qua trinh tao mach méi. Khdng co
mbi quan h¢ nao gitra mat d¢ vi mach va
phan nhém mo hoc ctia u lympho [7], [1].
Céac nghién ctru khac vé u lympho va u
lympho té bao B 16n lan toa di tim thiy mbi
twong quan, hodc khong c6é mdi twong quan
gitta mat d¢ vi mach va biéu hién yéu to tang
trudéng ndi mé mach mau. Gratzinger va
cong su. bdo cao réng mat d¢ vi mach trung
binh twong quan dang ké voi cuong do
nhudém yéu té ting trudng ndéi md mach mau
[8]. Cac nghién clru d3 chi ra rang & ca u
lympho té bao T va té bao B ¢ da, mat do vi
mach cao hon so v&i da co thAm nhiém bach
huyét lanh tinh ¢ da. Cac nghién ciru da chi
ra rang & ca u lympho té bao T va té bao B &
da, mat d0 vi mach cao hon so vdi da co
tham nhiém bach huyét lanh tinh ¢ da. Theo
nghién ctru, u lympho té bao T tich cuc biéu
hién muc do biéu hién cao cua yéu td tang
trudng ndi moé mach mau -A so véi u lympho
té bao B xdc xugc. Didu nay cho thiy rang
yéu td ting truong ndi mé mach mau-A co
thé déng mot vai trd trong sy tién trién va
tinh nhanh chong cua mot s6 loai ung thu
hach. Diéu dang cha ¥ 1a trong khi mot s it
u lympho dang nang biéu hién cac biéu hién
khac nhau cia yéu t6 ting trudng ndi md
mach mau -A, thi d6 khong phai la mét dac
diém nhit quan trén tit ca cic u lympho té
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bao B khong rd rang. Cac mirc biéu hién thy
thé yéu té tang truong ndi mé mach mau
twong quan véi mic biéu hién yéu td ting
truéng ndi mé mach mau trong u lympho té
bao B 16n lan téa [8]. Bénh bach cau lympho
man tinh ciing thé hién thu thé yéu t6 tang
trudong ndi md mach mau. yéu té ting truong
nd6i mé mach mau ngin ngira qua trinh chét
theo chuong trinh va tdng qua trinh
phosphoryl hoa thu thé yéu t6 ting truong
ndi md mach méu. Cac phuong phép héa mo
mién dich da ching minh sy biéu hién cia
thy thé yéu t6 ting truréng ndi moé mach mau,
cho thay rang con dudng tai nap yéu tb ting
trudng ndéi mdé mach mau dang hoat dong
trong bénh bach cdu lympho man tinh [8],
mo ,

Y¢éu to cam ung thi€u oxy 1 alpha va -2
va yéu tb ting truong ndéi moé mach méau co
biéu hién thép hon & nguoi XAc xugc so véiu
lympho &ac tinh. U lympho khéng hoat dong
chuyén thanh u lympho xam lan, thé hién yéu
t6 ting trudng ndi mé mach mau -A. Sy hinh
thanh mach ciing twong quan voi mat do té
bao mast trong B-u lympho, tuy theo kha
ning giai phong cac yéu tb tao mach cua té
bao mast [9].

VI. SAO CHEP MACH MAU VA TANG
TRU'ONG VI MACH GAY LONG RUQT TRONG
U LYMPHO

Crivellato va cong su, da ching minh
rang trong u lympho té bao B ¢ cip do siéu
té bao, cac té bao khdi u xen k& chit ché voi
cac té bao ndi moé va mdi quan hé nay cé thé
duoc nhén ra trong giai doan dau cua qua
trinh hinh thanh mach, nhu mot biéu hién cua
su bit chudc tao mach [9]. Cac té bao khéiu
bach huyét thuc sy xen k& chit ché véi cac té
bao ndi moé khong bao va mdi quan hé nay co
thé duoc nhén ra trong giai doan dau cua qua
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trinh hinh thanh mach khi cac té bao ndi méd
chua truéng thanh chua hinh thanh long
mach. Hon nita, cic té bao khdi u dudng nhu
dugc bao boc hoan toan bdi sy md rong té
bao chit cia mdt hodc nhidu té bao ndi mo,
trong khi khong gian mach mau doi khi dugce
16t boi cac té bao khdi u bach huyét. Hon
nira, Crivellato et al, cho thiy ring ca B-U
lympho cap thip va cip cao déu phat trién
cac cau ndi xuyén thau trong cic mach 16n
hon, khién mach géc chia thanh hai hodc
nhiéu phén, cho thay rang mét phuong thirc
ting truéng mach mau ciing dién ra trong B-
U lympho. M6 hinh mach mau nay thuong
xdy ra ¢ trung tdm hon la ¢ ria cua u lympho
] ~

Str dung phuong phép hdéa mdé mién dich
va hinh anh laser ddng tiéu, nhiéu bang
ching vé su bt chudc mach mau di duoc
tim thdy trong cic u lympho hé thong than
kinh trung wong lan téa nguyén phat. Cac
nghién ctru da ching minh rang nhiéu loai té
bao, bao gdm té bao khdi u CD20*, té bao
n6i mé CD 31* té bao aquaporin-4* t& bao
khéi u, té bao ndi md CD31* va té bao khéi u
CD20* va té bao aquaporin-4 * tham gia vao
qua trinh hinh thanh mach. Té bao ung thu
hach té bao B u lympho hé thdng than kinh
trung wong lan téa nguyén phat cho thiy kha
nang tich cuc v6i khang thé chéng CD20. Sy
6n dinh va hoat dong cta hang rao mau nio
¢6 lién quan dén biéu hién té bao aquaporin-
4 va biéu hién nay thay ddi trong diéu kién
than kinh pha v&. Phu quanh khéi u c6 lién
quan dén biéu hién té bao aquaporin-4, va té
bao aquaporin-4 dugc ting lén dang ké va
phan phbi lai trén bién gi6i ciia cac té bao
khdi u trong u nguyén bao than kinh dém [8],
[1]. ,

Nam 2003, Passalidou et al, cho thay mat
d6 vi mach & paracortex 16n hon dang ké so
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vGi cac nang trong cac hach bach huyét phan
ung va & u lympho dang nang. That thu vi, ca
nang phan Ung va tan sinh khong khac biét
dang ké vé mat d6 vi mach. Ngoai ra, ving
can vo ndo cla cac nut phan Gmg cho thay
mat do vi mach cao hon so véi ving cén vo u
lympho dang nang, ching to ring su hinh
thanh mach do khéi u gdy ra kém hiéu qua
hon so vo1 sy hinh thanh mach binh thuong &
cac nut phan tng [7]. Két hop lai v&i nhau,
nhitng phat hién nay cho thay rang mé phong
mach mau va cac phuong thirc tao mach thay
thé c6 thé dong mot vai trd quan trong trong
su tién trién va séng sot ctia u lympho va co
thé gép phan phat trién cac chién lugc dicu
tri m&i nham vao sy hinh thanh khéi u.

VIIl. Y NGHIA TIEN LUONG, DIEU TRl CUA
SU HINH THANH MACH TRONG U LYMPHO.
THAY THE, PHAT TRIEN MACH MAU NHU
MOT CO CHE KHANG LAI CAC LIEU PHAP
CHONG TAO MACH

Do tinh da dang cua bénh tat, cac phan
loai khac nhau va céac k¥ thuat nghién ctru, y
nghia ti€n luong va du bdo cua mat do vi
mach va cic bién s6 tao mach trong u
lympho van con gay tranh cai (hda mé mién
dich, nong d6 huyét thanh ca cac dau hiéu
tao mach, chiét xudt mRNA). Udc tinh mat
d6 vi mach va yéu té ting trudng ndi md
mach mau rat quan trong dbi v6i su phat
trién ctia NHL [8]. Nhiéu cudc diéu tra da
didu tra mbi lién hé gitra mat d¢ vi mach,
biéu hién yéu té ting truéng ndi mé mach
mau va tién luwgng u lympho; tuy nhién,
nhirng nghién ctru nay da tao ra nhitng phat
hién trai nguoc nhau. U lympho té bao B 16n
lan toa khang héa chat va nhirng ngudi co u
lympho nhay cam voi hoa chit c¢6 cac kiéu
mat d§ vi mach khac nhau. Bénh khong tién
trién (PFS) va ty 1¢ séng sot chung (OS) cao

hon ¢ nhiing bénh nhan u lympho dang nang
duoc diéu tri bang hoa tri liéu két hop vai
interferon-alpha2b chdng tao mach, khi mat
d6 vi mach cao truéc khi diéu tri. Tuy nhién,
khong co mbi lién quan gitra mat do vi mach
tang cao va biéu hién yéu td ting trudong noi
md mach mau & nhitng ngudi mic sau khi
didu tri bang anthracycline. Nong d6 yéu té
ting truong ndi mdé mach mau huyét thanh
cao trude khi diéu tri dd duoc chirg minh 1a
chi sb tién Ilwgng séng sét trong u
lympho. Tuy nhién, nguoi ta da phat hi¢n ra
raing ndng d6 yéu tb ting truong ndi mod
mach méu trong huyét thanh trudc diéu tri co
tuong quan nghich véi ca ty 1€ OS va ty 1€
song sot khéng mic bénh ¢ u lympho té bao
T va B. Nong d6 yéu té tang trudng ndi mod
mach mau huyét thanh cao ciing c6 lién quan
dén két qua bét loi & bénh nhan u lympho té
bao B 16n lan toa [8], [1].

Hon nita, biéu hién yéu td ting truong
nguyén bao soi -1 twong quan vdi tin suét
thuyén giam hoan toan thdp hon ¢ bénh nhan
u lympho, trong khi biéu hién yéu té tang
trudng nguyén bao soi-2 c¢6 lién quan dén hé
diéu hanh kém va PFS kém. Hon nita, Ngoai
ra, nong do yéu té ting trudng nguyén bao
s0i-2 trong mau khong thay doi sau hoa tri
liéu, cling nhu khong c6 mdi lién hé nao
duoc thiét lap gitra mat d vi mach va cép do
mod hoc hoic tién lugng. Nong do yéu td ting
trudng nguyén bao soi-2 cao trude khi didu
tri ¢a duoc chirng minh 14 ¢ thé du doan doc
lap kha nang séng sot, bat ké cac yéu t6 rii
ro khac. Mirc do hoa tan cua yéu t ting
treéong ndi md mach mau, yéu té ting trudong
nguyén bao sgi-2 va giam sau xa tri & bénh
nhan u lympho. Chan con dudng yéu td ting
trudéng ndéi moé mach mau - thu thé yéu td
ting truong ndi md mach mau bang khang
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thé trung hoa hodc chat uc ché tyrosine
kinase 1am giam mirc gdy ra quéa trinh chét
theo chwong trinh trong bénh bach ciu
lympho man tinh. Biéu hién cao cua ca yéu
td tang truong ndi mé mach mau va thy thé
yéu té ting truong ndi mdé mach mau -1 &
bénh nhan u lympho té bao T ngoai vi co lién
quan dén viéc ting OS va PFS sau khi diéu
tri bang anthracycline [9]. Tuy nhién, bicu
hién md cao hon ciia yéu t6 ting trudong noi
md mach mau co lién quan dén két qua bat
loi. Khi so sanh v&i cac hach bach huyét
phan tng, yéu té ting truong ndéi mé6 mach
méau -A di duogc phat hién 1a biéu hién qua
mirc trong khéi u va té bao ndi mé trong u
lympho té bao T, va sy biéu hién qua mirc
nay c6 lién quan dén thoi gian song sot
ngan. Tang biéu hién yéu tb tang trudng noi
md mach mau cé lién quan dén u lympho té
bao B 16n lan toa tich cuc va cac phan nhém
ciia u lympho té bao B 16n lan toa vdi tién
luong x4au, ciing nhu sy chuyén ddi tir u
lympho té bao B xac xugc. Biéu hién yéu td
tdng truéng ndéi mé mach mau trong u
lympho hé théng than kinh trung wong lan
téa nguyén phat twong quan voi mat do vi
mach va co lién quan dén kha ning song sot
lau hon va nhiing thay d6i ddi voi hang rao
mau néo.

Mot phan tng thich nghi déi véi viée sir
dung thubc chdng ung thu va thubc chng
tao mach thong thuong dé thiét 1ap lai cac
dac tinh binh thuong cua mach mau, cai
thién hiéu qua diéu tri va phan phdi thude,
dugc thé hién béng su chuyén ddi tur tao
mach sang ting trudong vi mach giy Iong
rudt. Su hinh thanh mach niay mam 1a phd
bién & cac khdi u khong duge didu tri, nhung
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bao gdm ting trudng vi mach giy 1ong rudt
14 phd bién sau liéu phap ngan han, phuc hoi
mach mau véi ty 1€ tang sinh ndéi mé khiém
ton. Mot con dudng chinh cia sy dé khang
mic phai ddi voi liéu phap chéng tao mach la
sy ting truong khong tao mach. Bing cach
st dung mach mau hién co6 va tang ty 1€
mach mau dong chon, cac té bao khéi u c6
thé khang lai cic phuong phap diéu tri khang
yéu to tang trudng ndi moé mach mau. Mot
cach dé khang lai cac phuong phap diéu tri
bang thudc khang yéu tb ting trudng ndi mod
mach mau la déng chon mach mau.

VIIl. KET LUAN

Bang chiing tai liéu cudi cung da chimg
minh rd rang rang ngay ca khi sy hinh thanh
mach 13 mot dau hiéu dic trung cua sy tién
trién ctia ung thu, mot phuong thirc thay thé
mach mau cta su phat trién khéi u xay ra,
bao gdm tang trudng vi mach gy 1ong rudt,
su déng chon mach mau va mé phédng mach
mau, va trong bdi canh nay, cac khéi u c6 thé
c6 cac khu vuc trong sy hinh thanh mach
khdi u c¢b dién nao xay ra va nhitng khdi u
khéc trong d6 dién ra qua trinh tao mach thay
thé.

Do d6, nhiing tién bo trong sinh hoc ung
thu do phat hién ra sy tang truong khong tao
mach c6 kha ning dan d&én cac budc tiép theo
d6i v6i cac phuong phap didu tri ung thu
hiéu quéa hon. Trong bdi canh nay, mot chién
luge diéu tri moi tiém niang khi mot khdi u
tao mach duoc diéu tri bang phan tr chng
tao mach “trdn thoat” béng cach tr¢ thanh
khong tao mach va khong dap tng véi didu
tri chdng tao mach c6 thé 1a két hop cac hoa
chét chéng tao mach véi viéc ngan chan sy
co mach mau, lua chon.
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