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chan doan sém van con cao dan dén viéc diu tri
va du phong bién chirng cho BN con han ché. Ca
hai BN dau tién trong 02 pha hé chi dugc chan
doan khi da xuat hién cac bién chitng nhoi mau
cd tim. Va theo Vién qudc gia vé y t€ va lam
sang cla Anh (NICE) da dua ra khuyén cdo vé
sang loc phan tang doi véi nhitng ngudi than co
guan hé huyét thong gan véi bénh nhan da dugc
chan doan 1dm sang FH, gilp gidm ty 1& bénh tat
va tr vong do bénh tim mach & nhitng nguGi
tang m&@ mau cd tinh chat gia dinh thong qua
chan doan bénh sdm va quan ly bénh hiéu qua.
Trong nghién c(tu nay tong ty 1& dét bién chung
trong 02 pha hé la 47,7% (mét ty |é kha cao,
gan 50% thanh vién trong gia dinh mang gen).
biéu nay cang cho thay tam soat nhiing gia dinh
bénh nhén nh6i mau cg tim cdp xudt hién sém
¢ r6i loan lipid mau la rat can thiét.
V. KET LUAN

Trong 02 pha hé bénh nhan nh6i mau cg tim
cap xuat hién sdm co roi loan lipid mau co dén
63,1% thanh vién mang roi loan lipid mau, cac
roi loan chu yéu & dang két hop (63,4%) va co
73,8% thanh vién cd chi s6 CT & binh thudng
(<5,2mmol/L). Téng ty |é dot bién gen LDLR
chung trong 02 pha hé la 47,7%, 100% thanh
vién mang dét bién & dang di hgp tir, 2 kiéu dét
bién dudc xac dinh la c.664T>C & exon thi 4 va
IVS7 +10 C>G & doan intron th& 7. Mic do roi
loan cholesterol toan phan dudgc xac dinh c6 mai
lién quan mang y nghia thong ké véi ty |é xuat
hién dét bién gen LDLR do p<0,05.
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KET QUA DPIEU TRI BU'O'C HAI PEMBROLIZUMAB
UNG THU PHOI KHONG TE BAO NHO GIAI POAN IV

TOM TAT

Muc tiéu: Banh gia két qua diéu tri budc hai
Pembrolizumab ung thu phGi khong t& bao nho giai
doan 1V tai Bénh vién Hitu Nghi va Bénh vién K. Doi
tugng va phuong phap nghlen clru: Ngh|en clru
md ta cat ngang, hoi c(ru va tién clu, trén 34 bénh
nhan UTPKTBN giai doan IV tién trién sau diéu tri héa
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Pham Thi Hing!, Nguyén Thi Thai Hoa?

tri bd ddéi c6 platinum, diéy tri budc hai béng
Pembrolizumab liéu 2mg/kg moi 3 tuan tai Bénh vién
H{ru Nghi va Benh vién K tir thang 1/2018 dén thang
12/2021. Két qua: tudi trung binh 62,4 + 8,8 (42-
83); ty 1é nam/nu‘ = 4,7/1. UTP hay di c&n ph0| doi
bén, ndo va xuong. Ty Ié dap Ung khach quan (ORR)
41 2/o, ty 18 kiém soat benh (DCR) 79,4%. Thai gian
s6ng thém bénh tién trién (PFS): trung vi 1a 12,3 £1,5
thang, (Min: 1,5 thang, Max: 25,4 thang). Ket Iuan
Phac d6 diéu tr| budc hai Pembrollzumab cho ti 1€ dap
ing dang khich 1& c6 thé& 1a mét lua chon hap ly &
nhitng bénh nhan ung thu phéi khong t& bao nhd giai
doan IV tién trién sau diéu tri hoa tri bd ddi cb
Platinum. .

Ta khoa: ung thu phoi khéng té€ bao nhd,
pembrolizumab
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SUMMARY
RESULTS OF THE SECOND — LINE TREATMENT
WITH PEMBROLIZUMAB ON NON SMALL —
CELL LUNG CANCER STAGE 1V
Objectives: To evaluate the results of the second
— line treatment with Pembrolizumab on non small-cell
lung cancer stages IV patients at Friendship Hospital
and K Hospital. Materials and methods: A cross-
sectional, retrospective and prospective study on 34
non small-cell lung cancer stages IV patients who
progressed after platinum-based doublet
chemotherapy. These patients are treated with
Pembrolizumab 2 mg/kg every 3 weeks at Friendship
Hospital and K Hospital from January 2018 to
December 2021. Results: Mean age of 62,4 £ 8,8
(42-83); male/female ratio = 4,7/1. Lung cancer often
metastasizes to contralateral lung, brain and bones.
Overall response rate (ORR) is 41,2%, Disease control
rate (DCR) is 79,4%. The progression-free survival
(PFS) is 12,3 £1,5 months, (Min: 1,5 months, Max:
25,4 months). Conclusion: The second - line
treatment with Pembrolizumab gets a promising
response rate, which would be a reasonable option in
patients with non-small cell lung cancer stage IV who

progressed after platinum-based doublet
chemotherapy.
Keywords: non - small cell lung cancer,

pembrolizumab.
I. DAT VAN DE

Ung thu phdi (UTP) Ia mét trong nhiing ung
thu ¢ ty 1€ mdc va tr vong cao nhat trén thé
gidi. Theo GLOBOCAN 2018, tai Viét Nam — tinh
chung cho ca hai gigi, ung thu phdi cé ty Ié mac
va tr vong ding hang th(r 2 sau ung thu gan'.
Muc tiéu diéu tri bénh giai doan muodn khéng
phai la diéu tri khoi, cac phuong phap diéu tri
toan than dugc ap dung v8i mong mudn kéo dai
thai gian s6ng, giam nhe triéu chlng, viéc duy tri
va nang cao chat lugng s6ng cho ngudi bénh la
uu tién hang dau. Bénh nhan UTPKTBN giai doan
mudn tién trién sau diéu tri hda tri bd doi
platinum ho&c diéu tri dich cd thé trang yéu do
bénh tién trién va ddc tinh cla diéu tri trudc dé.
Muc tiéu diéu tri 8 nhédm bénh nhan nay la cai
thién chat lugng cudc s6ng nhG thuyén giam
triéu chirng, kéo dai thdi gian s6ng. Hién nay,
cac phac do tiéu chudn diéu tri budc hai cho
bénh nhan UTPKTBN giai doan ti€n xa chu yéu la
cac tac nhan gay doc té€ bao (docetaxel va
pemetrexed..). Tuy nhién, hda tri li€u khong
mang lai hiéu qua diéu tri cao va co6 nhiéu tac
dung khéng mong muén. Trong nhiitng nam gan
day, nhiing tién bd va hiéu biét trong diéu tri
dua trén mién dich d& mé& ra nhitng tri€n vong
cai thién két qua diéu tri UTP giai doan mudn.
Pembrolizumab la mét khang thé don dong
khang thu thé PD-1 trén bé mat t& bao lympho T

da ching minh hiéu qua cai thién thdi gian s6ng
toan bd, thdi gian s6ng thém bénh khong tién
trién va ty I& t&r vong trong diéu tri budc 2 cho
UTPKTBN giai doan mudn??. Tai Viét Nam, diéu
tri thuéc mién dich pembrolizumab da dudc cap
phép cho diéu tri budc hai ung thu phdi khéng té
bao nhd giai doan ti€n xa tir nam 2018. Nhiéu
bénh vién da &’ng dung va cai thién két qua diéu
tri cho bénh nhan, nhung con it nghién clu danh
gia vé két qua cua diéu tri nay. Nham danh gia
két qua cua pembrolizumab trong phan nhém
bénh nhan nay, chdng toi tién hanh dé tai "Két
qua diéu tri budc hai Pembrolizumab bénh ung
thu phéi khéng té bao nhd giai doan 1V tai bénh
vién K va bénh vién Hiu Nghi”.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi tuong nghién cltu. Bénh nhan
UTPKTBN giai doan IV tién trién sau diéu tri héa
tri bd dbi cd platinum, diéu tri budc hai bdng
Pembrolizumab tai bénh vién K va bénh vién Hitu
Nghi tir thang 1/2018 dén thang 12/2021

Tiéu chudn lua chon

—Tudi: tir 18 tudi trd 1én

—Chi s6 toan trang (Performance status - PS):
0-2

—BN dugc chan doan xac dinh UTPKTBN giai
doan 1V (theo phan loai ctia AJCC nam 2017).

—Xét nghiém PD — L1 TPS > 1%

—Tién trién sau diéu tri hda tri bd d6i cd platinum

—Ch(rc nang gan, than, huyét hoc cho phép
diéu tri theo phac do6

—Diéu tri budc 2 bang pembrolizumab.

—CAb ho sa litu trir day du

Tiéu chuan loai tror

—BN khdng thda man céc tiéu chun lua chon
trén

—Phu ni¥ c6 thai hodc cho con bd.

—bang diéu tri bénh tu’ mién s dung corticoid,
cac thudc (rc ché mien dich dudng toan than.

—Khdng cé dit liéu d& danh gia dap (ng.

—Di c@n nao ¢d triéu ching chua diéu tri tai ving

2.2. Phuong phap nghién ciru

2.2.1. Thiét k& nghién ctru: Nghién ctu
mo t& cat ngang, hoi ciru va tién clu. 3

2.2.2. C6 mau nghién cfu: Chon mau
thuan tién, thu nhan 34 bénh nhan

2.2.3. Cac budc tién hanh:

- Banh gia 1dm sang, can 1am sang trudc diéu tri.

-biéu tri phac d6 Pembrolizumab dan tri
2mg/kg chu ky 21 ngay.

- Céc thdi diém danh gid dap (ng: dap Ung
cd_ndng va thuc thé theo tiéu chuan RECIST sau
moi 3 chu ky.
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2.3. X ly s6 liéu: S6 liéu dugc xur ly bang
phan mém thong ké SPSS 16.0.

Ill. KET QUA NGHIEN cU'U

Ching t6i da ti€n hanh nghién clu trén 34
bénh nhan (BN) du tiéu chuan.

3.1.Pic diém chung cua bénh nhén
nghién ciru

3.1.1. Tuéi, gidi

67.6%
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Biéu dé 3.1. Phédn bé bénh nhan theo tudi
Nhén xét: Tudi trung binh |a 62,4 + 8,8 tudi,
tré nhat 13 42 tudi, 16n nhat 83 tudi. Nhom tudi
trén 60 tudi chiém uu thé han (67,6%)
Nam gigi chiém uu thé han ni gidi (82,4% so
véi 17,6%). Nam/nit=4,7/1.
3.1.2. Tinh trang di can xa

20,5%

Bang 3.1: Bang cac vi tri di can

Vitridicsn | 59 ?ﬁg‘; "l‘)"a“ {;/5
Phdi d6i bén 15 441
N3o 12 35,3
Xuang 10 29,4
Mang phdi 7 20,6
Thugng than 4 11,8
Gan 2 5,9
Khac 9 26,5

Nhdn xét: Cac vi tri di can thudng gap la
phéi dGi bén, chiém ty 1 1a 44,1%, tiép dén la di
can ndo chiém 35,3% bénh nhan, di cén xuong
chi€ém 29,4% bénh nhan.

3.2. banh gia két qua diéu tri

3.2.1 Pic diém diéu tri

Bang 3.2: S6 chu ky su' dung thudc

embrolizumab

S0 chu ky S0 bénh nhan | Ty Ié (%)
< 6 chu ky 14 41,2
>6 chu ky 20 58,8

Téng 34 100
Trung binh 11,21 + 7,976

Nhan xét: S6 chu ky diéu tri trung binh la
11,21 £ 7,976 chu ky, it nhat la 3 chu ky, nhiéu
nhat 32 chu ky (cd 1 bénh nhan).

3.2.2. Panh gia dap &rng chi quan

Bang 3.3: Panh gia cai thién triéu ching co nang

" i Cai thién On dinh Xau di
Tricu chirng n % n % n %
Ho (n=26) 20 77 3 11,5 3 11,5
Pau nguc (n=16) 13 81,25 2 12,5 1 6,25
Kho thé (n=15) 14 93,3 1 6,7 0 0

Nhan xét: Cac triéu chiing cd nang déu cai
thién vGi ty 1€ cai thién ho la 77%, dau nguc
81,25% va khé tha 93,3%

3.2.3. Panh gia dap ung khach quan

Bang 3.4: Ty Ié dap ung khach quan

. S6 bénh |Tylé
Bap ung nhan | (%)

Dap U’ng hoan toan (CR) 0 0
Dap ’ng mét phan (PR) 14 41,2
Bé&nh 8n dinh(SD) 13 38,2
Bénh tién trién (CPD) 7 20,6
Tong 34 100

Nhin xét: 14 BN dat dap U’ng mot phan
(41,2%) va 13 BN bénh 8n dinh (38,2%). Ti I&
dap Ung khach quan (ORR) la 41,2% va ti 1€
kiém soat bénh (DCR) la 79,4%.

3.2.4. Thai gian song thém bénh khong
tién trién (PFS)

18

Tile%

Biéu do 3.2: Biéu do thoi gian séng thém
bénh khéng tién trién (PFS)
Bang 3.5: Ty 1é song thém bénh khéng
tién trién theo thoi gian

Song thém theo 6 1
Kaplan- Meier thang| ndm
S0 trudng hgp xay ra 0 8
bi€n c6 tich Idy (n)
Ty & s6ng thém khong
tién trién tich Ily (%) 69,1%| 35%




TAP CHi Y HOC VIET NAM TAP 518 - THANG 9 - SO 2 - 2022

Trung vi thdi gian song thém 12,3 +1,6
bénh khong tién trién (95%CI)|  (9,2-15,3)

Nhan xét: Ty € song thém bénh khong tién
trién tich 0y tai thdi diém 6 thang, 1 ndm [an
lugt la 69,1%); 35%. Trung vi thgi gian sGng
thém bénh khéng tién trién dat 12,3 +1,6 thang.

IV. BAN LUAN

4.1. Pic diém cua nhém bénh nhén
nghién clru. Trong nghién cltu nay, tudi trung
binh la 62,4 + 8,8 tudi tuong déng so Vvdi cac
nghién clru vé UTP trén thé gidi va nghién cru
trong nudc?4. Bénh nhan cao tudi nhat 1a 83 tudi
va da sd 1a bénh nhan trén 60 tudi chiém ti 1&
67,6%. Nguyén nhan cé thé 1a do c6 mét nhém
bénh nhan & Bénh vién Hru Nghi hau hét la
bénh nhan cao tudi.

VEé qidi, ti I&é nam gidi chiém 81,8%, nir giGi
18,2%, tuong dong vé dic diém & nhém BN
trong nghién cru cta chdng t6i so véi nhdom UTP
ndi chung. Két qua nghién cu cua chung t6i ty
Ié nam/nir béng 4,7/1, cao hon so vdi cac nghién
ctu diéu tri thudc dich trén bénh nhan UTP giai
doan di can>¢. Tuy nhién, ty |& nam/n{f trong
nghién cltu cla chidng tdi khdng mang tinh dich
té do ching toi chi lua chon déi tugng BN UTP
giai doan mudn, khong c6 dot bién gen EGFR,
ALK va cG mau nghién clfu nho.

Nghién c(ru cta chdng t6i chon cac bénh nhan
UTP giai doan IV, bénh da di can t&i nhiéu co
quan trong cd thé, trong dé hay gdp nhat 1a di
cén phdi d6i bén chiém 44,1%, di cdn ndo 35,3%
va di can xuong déu chiém 29,4%. Cac vi tri khac
cling ¢ thé gdp nhu gan, thugng thén it gdp han.
Cac nghién cltu cla cac tac gia trong nudc va trén
thé gidi déu nhan thiy phdi ddi bén, ndo, xucng
la cac vi tri di can thudng gap nhat’2.

4.2. Panh gia két qua diéu tri phac do co
Pembrolizumab: Cac bénh nhan trong nghién
cliu cla chdng téi dugc diéu tri trung binh la
11,2 £ 7,9 chu ky, it nhat la 3 chu ky, nhiéu nhat
la 32 chu ky (1 bénh nhan). 41,2% bénh nhéan
dugc diéu tri bang hodc dudi 6 chu ky, 58,8%
dugc diéu tri nhiéu han 6 chu ky tinh dén thdi
diém két thdc nghién ciiu. M6t s§ nghién clu
lién quan dén diéu tri budc hai UTPKTBN bang
hda tri, mien dich ghi nhan s6 chu ky diéu tri
trung binh thdp han nghién ctu nay nhu nghién
clfu cla tac gia Lé Thi L& Quyén vé Atezolizumab
139,19 chu ky*

Két qua nghién cru cla ching t6i cho thay ty
Ié bénh nhan cd triéu chirng ho cai thién la 77%,
81,25% bénh nhan d& dau nguc va 93,3% bénh
nhan giam kho thé sau khi diéu tri. Diéu nay cho

thdy thudc pembrolizumab gilp cai thién triéu
chirng cd ndng cla ngudi bénh, mét yéu té quan
trong trong danh gia hiéu qua diéu tri. Khi cac
triéu chiing cg nang dugc cai thién, kéo dai thay
d6i ca vé thé chat va tinh than cla bénh nhan va
gillp cai thién chat lugng sdng clia bénh nhan.

Trong nghién clfu cla ching t6i, ti 1€ dap 'ng
khach quan (ORR) dat t&i 41,2% va ti 1é kiém
soat bénh (DCR) la 79,4%, khong cd bénh nhan
nao cé dap Ung hoan toan. Ty |é dap U'ng trong
nghién cltu clia ching t6i cao hon nghién ciu
Keynote-010 vdi ORR 33,1% nhém BN PD-L1
>50%, ORR 21,2 % nhém BN PD-L1 1-49% va
cao han so vdi nghién clu clia Lé Thi Lé Quyén
vé atezolizumab & BN UTPKTBN giai doan mudn
vGi ORR la 30,6% va DCR la 65,4%2*

Két qua nghién clfu cla chdng téi cho thay,
thdi gian s6ng thém bénh khéng tién trién (PFS)
la 12,3 £1,5 thang, thap nhat la 1,5 thang, nhiéu
nhat la 25,4 thang. K&t qua nay cao han so Vdi
nghién cifu Keynote- 010 va cac nghién cru diéu
tri buSc hai bang atezolizumab va docetaxel®4,
Cac két qua nay déu khang dinh dugc vai trd cla
pembrolizumab trong diéu tri budc hai UTPKTBN
giai doan IV tién trién sau hda tri bd doi co
platinum.

V. KET LUAN
Nghién cfu 34 bénh nhan UTP khong té bao
nho giai doan tién xa diéu tri bang

Pembrolizumab tai Bénh vién K va Bénh vién Hitu
nghi ching toi rat ra nhirng két luan sau:

- CAc triéu chirng cc nang déu cai thién vdi ty |é
ho 1a 77%, dau nguc 81,25% va kho thd 93,3%.

-Ty & dap Ung khach quan (ORR) dat
41,2%. Ti 18 kiém soat bénh (DCR) dat 79,4%.

- Thoi gian s6ng thém bénh khdng tién trién
(PFS): 12,3 #1,5 thang (Min: 1,5 thang, Max:
25,4 thang)
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KET QUA PHAU THUAT VI UNG THU TUYEN GIAP THE NHU

TOM TAT

Muc tleu danh gia két qua phau thudt vi ung thu
tuyen giap the nhl tai bénh vién Pai hoc Y Ha NOi.
Dboi tuong va phu’dng phap: Nghlen cu’u mo ta 80
bénh nhéan chan doan vi ung thu bleu mo tuyén glap
thé nha dudc phau thuat tai bénh V|en Pai hoc Y Ha
NOi tir 3/2016 den 1/2020 Két qua: phau thuat cat
toan bo tuyen giap va cat thuy +eo tuyen giap Ia
85,1% va 14,9%, trong moi nhom ti 1& vét hach c&
kem theo lan lugt la 83,2% va 29,2%. giai doan 1
(92,5%), giai doan II va giai doan III chiém 6,9% va
0,6%. Ton thu’dng than kinh thanh quan quit ngugc
va ha canxi mau tam thgi la hai bién chu’ng hay gap
nhat sau phau thuét 72 gic vdi ti 1& 32,3% va 24,8%.
Trong nhom bénh nhan cat TBTG, ti 1& b| khan tleng o}
nhom co vét hach co cao hon tren 2 1an so véi nhém
khong vét hach ¢6, su khac biét c6 y nghia thong ké
vGi P=0,04. Két Iuan PT vi ung thu tuyen giap thé
nhud an toan it bién cerng, dat hleu qua cao.

Tu’khoa vi ung thu' tuyén giap thé nhu, két qua
phau thuét

SUMMARY
SURGICAL OUTCOMES OF

MICROPAPILLARY THYROID CARCINOMA

Objective: To evaluate the surgical results of
papillary thyroid microcarcinoma at Hanoi medical
university Hospital. Subject and methods: A
retrospective study on 80 patients were diagnosed
with papilary thyroid microcarcinoma, operated at
Hanoi medical university Hospital from March 2016 to
January 2020. Results: total thyroidectomy and
lobectomy were 85,1% and 14,9% respectively, in
each group, neck dissection had been performed in
83,2% and 29,2. stage I were 92,5%, stage II and
stage III account for 6,9% and 0,6% respectively.The
most common complications were transient recurrent
laryngeal nerve injury and hypocalcemia, with the
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incidence at 72 hours after surgery were 32,3% and
24,8%. In the group of patients with total
thyroidectomy, the rate of hoarseness in the group
with cervical lymphadenectomy was more than 2 times
higher than in the group without cervical
lymphadenectomy, the difference was statistically
significant with P=0.044. Conclusion: micropapillary
thyroid carcinoma surgery are safe, low complication
and high efficacy rate.

Keyword: micropapillary
surgical results.

I. DAT VAN PE

Vi ung thu tuyén gidp, la nhitng ung thu cé
dudng kinh 18n nhat cta u khdng qua 1 cm trong
dé vi ung thu tuyén gidp thé nhi cling chiém da
s6'. Do kich thudc u nho nén vi ung thu tuyén
gidp thé nhi thudng it bi€u hién triéu ching 1am
sang, thuong chi dugc tinh cd phat hién qua
tham kham dinh ky, vi vay siéu am tuyén giap va
choc hat kim nhé khoi u (FNA) c6 vai trdo quan
trong trong viéc chan doan bénh. Hién nay, diéu
tri vi UTTG thé nhu ph3u thuat [ phucng phap
diéu tri quan trong nhat. biéu tri 1131 sau dé
dugc chi dinh cho tirng truting hop cu thé, dua
vao giai doan bénh, tinh trang di cén hach va di
can xa. Tuy theo mic do phau thuat cat tuyen
gidp va vét hach ma ti 1€ cac bién chiing xay ra
sau md cling khac nhau. O’ Viét Nam da cd nhiéu
nghién clru vé két qua phau thuat tuyén glap noi
chung, tuy nhién cac bao cao chi tiét han vé két
qua diéu tri, ty 1& cac bién chi’ng sau md & nhom
bénh nhan vi ung thu tuyén gidp thé nhi van
con chua nhiéu.

Il. BOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. PGi tugng nghién ciru: Gom 80 bénh
nhan dudc chan doan vi ung thu biéu md tuyén
giap thé nha va diéu tri tai khoa ngoai dau cd
bénh vién Pai hoc Y Ha NGi tir thang 3/2016 dén
thang 1/2020.

Tiéu chuén lua chon bénh nhan

- Bénh nhan UTBMTG dap ('ng hai diéu kién:

thyroid carcinoma,



