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KET QUA PIEU TRI CHUOI HOA TRI VA THUOC KHANG EGFR
TREN BENH NHAN UNG THU PHOI GIAI POAN MUON

TOM TAT

Muc tiéu: Danh gia két qua diéu tri chudi hda tri
va thudc khang EGFR trén bénh nhan ung thu phoi
giai doan muon. D6i tugng nghién ciru: BN dugc
chan doan UTPTBN giai doan 1V, dudgc diéu tri erlotinib
derng udng sau 4-6 chu ki hoa tri bc_) d0| c6 platinum
tr 1/2016 dén 06/2020 tai Bénh vién K. Phu’dng
phap ngh|en clru: M6 ta hoi clru két hgp tién clu.
Két qua Ty 1é dap (fng va ki€m soat bénh véi hda tri
phac do bo doi co platinum lan Iugt 13 52,4% va 81%.
Ty 18 dap ¢'ng va ty |& kifm soat bénh sau 3 thang
diéu tri erlotinib 1a 33,4% va 93,6%; sau 12 thang, ty
Ié dap u’ng la 43,0% va ty 1& kiém soat bénh I3 70,5%.
STKTT Véi erIot|n|b t6t hon trén bénh nhan cb tac
dung phu trén da va dap ng vdi hoa tri budc maot.
Két luan: Ty Ié dap (ng véi hoa tri cao han & bénh
nhén co dot bién EGFR. Thdi gian song thém khong
tién trlen V@i erlotinib lién quan vdi tac dung phu trén
da va dap (ng vdi hda tri budc mot.

To khda: Ung thu phdi, hoa tri,
EGFR.
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and anti-EGFR drugs in patients with advanced stage
lung cancer. Population: The patient was diagnosed
stage IV non-small cell lung cancer, received oral
erlotinib after 4-6 cycles platinum-containing regimen
chemotherapy at National Cancer Hospital from
January 2016 to June 2020. Patients and Methods:
Retrospective combined prospective study. Results:
The overall response rate and disease control rate with
platinum-based chemotherapy was 52.4% and 81%,
respectively. The overall response rate and disease
control rate after 3 months of erlotinib treatment was
33.4% and 93.6%; After 12 months, the overall
response rate was 43.0% and the disease control rate
was 70.5%. PFS with erlotinib was superior in patients
with cutaneous adverse events and response to first-
line chemotherapy. Conclusion: Response rates to
chemotherapy are higher in patients with EGFR
mutations. Progression-free survival with erlotinib is
associated with cutaneous adverse events and
response to first-line chemotherapy.

Key words: Lung cancer, chemotherapy, anti-
EGFR drugs.

I. DAT VAN PE

Trong nhiéu nam, hoa tri toan than la phuong
phap diéu tri cht y&u véi ung thu phéi (UTP) giai
doan muon, liéu phap dau tay la héa tri bd doi
c6 platinum dan thuan hodc két hgp vdi mot tac
nhan nham dich nhu bevacizumab 4 dén 6 chu
ky. Tuy nhién, thai gian s6ng thém van khong
qua 12 thang [1]. Bén canh do, hoa tri gdy doc
tinh tuy xuong cao, hiéu qua han ché va co hién
tugng khang thu6c [2]. Thubc phan t&r nho
(tyrosin kinase inhibitors-TKIs) cho két qua s6ng
thém cao han cé y nghia thdng ké so véi hoa tri.
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Cac thir nghiém lam sang vdi erlotinib trén bénh
nhan UTPKTBN cho két qua day trién vong, ngay
ca vai nhitng dGi tugng that bai vgi hoa tri trudc
dé. Thuc té & Viet Nam, mot s6 bénh nhan cé
dot bién EGFR dugc diéu tri hda chat trudc vi
nhiéu ly do nhu chua c6 két qua xét nghiém dot
bién EGFR, muén kiém sodt nhanh triéu chirng
lam sang hay khong cé diéu kién kinh té theo
dudi diéu tri Idu dai. Cho dén nay, chua cd nhiéu
nghién cfu nao danh gid két qua diéu tri chuoi
hda tri va thudc khang EGFR. Vi vay chdng t6i
thuc hién nghién ctu nay véi muc ti€u: Panh gid
két qua diéu tri chuoi hoa tri va thudc khang EGFR
trén bénh nhan ung thu' phoi giai doan mudn.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1 Poi tugng nghién ciru. Gom cac BN
dudc chan doan UTPTBN giai doan 1V, dudc diéu
tri erlotinib dudng udng sau 4-6 chu ki hda tri bd
doi cd platinum tir 01/2016 dén 06/2020 tai
Bénh vién K.

Tiéu chudn lua chon bénh nhén

- Tubi: 18 tudi trg Ién

- Chan doan xac dinh UTPKTBN giai doan IV
(theo tiéu chuén AJCC 2017)

- Co dot bién gen EGFR mat doan & exon 19,
dot bién diém L858R & exon 21 hodc ddt bién
kép cd chira it nhat 1 trong 2 dét bién trén.

- Thé trang PS < 2.

- Cac chi s6 can lam sang can cé: s6 lugng
BCONTT > 1.500/ml, ti€u cdu = 100.000/ml,
hemoglobin > 90g/I, creatinine < 15mg/I, AST va
ALT < 100 UI

- Cac trudng hodp di can ndo can xa tri ndo, di
can tay séng cé chén ép tuy can dugc phau
thuat gidi ép va khong liét, khong roi loan co
tron trudc khi uéng thudc

- Diéu tri 4-6 chu ki hda tri budc mot phac do
b6 ddi cé platinum

- Diéu tri thudc erlotinib it nhat 3 thang sau
4-6 chu ki hda tri budc mét tinh dén thdi diém
két thuc nghién ciu

- C6 ho sa luu trir day da.

Tiéu chuan loai tri’ bénh nhan

- Méc ung thu th 2

- Bénh nhan di t'ng véi thudc

- Cac bénh ly cap tinh cé nguy cg tif vong gan
(nhGi mau co tim trong vong 6 thang, tai bi€n
mach mau ndo trong vong 6 thang...)

- BN bd da diéu tri khong vi ly do chuyén mon
(khi bénh chua tién trién va khdng c6 tac dung
phu tram trong) hay tur chdi hgp tac, khong theo
doi dugc.

2.2. Phudng phap nghién cilru. Thiét ké
nghién ctru

Nghién clfu mo ta hoi ctu két hgp tién clru

Phuong phap thu thép s6 liéu. Thu thap s6
liéu, thong tin bénh nhan theo mau bénh an nghién
clfu dua trén cac ghi nhan trén ho sc bénh an

Cac tiéu chuan ap dung trong nghién ciru:

- banh gia giai doan bénh TNM theo AJCC 2017

- Banh gia chi s6 toan trang PS theo ECOG
(Eastern Cooperative Oncology Group)

- Panh gid thdi gian sdng thém dua vao
thong tin tinh trang bénh nhan thu dugc qua ho
sd bénh an, goi dién thoai hodac kham lai theo
hen tai bénh vién.

2.3. Cac budc tién hanh

Thu thap thong tin trudc diéu tri

- Tudi, gidi

- Tién st hat thudc 13, thuoc lao

- banh gia toan trang bénh nhan trudc khi
diéu tri dua theo chi s6 ECOG

- M6 bénh hoc: sir dung phan loai mé bénh
hoc trong UTP ctia WHO nam 2015 [3]. St dung
cac két qua dugc doc tai Trung tdm giai phau
bénh-t€ bao hoc bénh vién K.

- Xét nghiém dot bién gen EGFR

- C3t I3p vi tinh 16ng nguc

- Xac dinh di c&n: Cat I8p vi tinh & bung, xa
hinh xuong, MRI so ndo, PET-CT

Tién hanh diéu tri

- Thu6c dung trong nghién clu la Tarceva
(erlotinib), ham Ilugng 150mg cla nha san xuat
Hoffmann-La Roche (Thuy Si).

- Liéu lugng: 150mg/ngay dung dudng udng,
udng lién tuc ngay 1 lan (1 vién 150mg) cho dén
khi tién trién rd rét trén 1dm sang va chan doéan
hinh anh hay cé tac dung phu nang. Ubng 1
ti€ng trudc dn hodc sau an 2 tiéng, khong hat
thuGc la trong thdi gian diéu tri thudc.

- Sau mOi dgt diéu tri (1thang) bénh nhan
dudc khdm lai d& danh gid 1dm sang, can lam
sang va cac tac dung khdng mong mudn dé cd
thé diéu chinh liéu thubc trudng hop nang cho
thich hgp. )

- Tat ca bénh nhan trong nghién ctu sau moi
3 dgt (3 thang) diéu tri hay khi cd triéu ching
nghi ngd trén lam sang déu dugc danh gia dap
Ung ldm sang va can lam sang, néu bénh tién
trién co triéu chliing hay khdng chiu dugc tac
dung phu sau cham soc hodc giam liéu & bat ky
thdi diém nao sé chuyén diéu tri triéu chlng, con
lai s& diu tri dén khi bénh tién trién.

Giai thich cho bénh nhan nhiing tac dung phu
khéng mong mudn, cach theo doi phat hién va
phong ngura.
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Thu thap théng tin sau diéu tri d€ danh gid
hiéu qua

- Thong qua ti 1€ dap Ung diéu tri va thdi gian
sdng thém khéng tién trién

- Banh gia dap U’ng khach quan dua theo tiéu
chudn RECIST 1.1

- Banh gid thdi gian séng thém dua vao
thong tin tinh trang bénh nhan thu dugdc qua ho
sd bénh an, dién thoai hodc qua cac lan tham
kham lai.

- Banh gid maGi lién quan gilra thdi gian song
thém khéng tién tri€n véi mot s8 yéu té.

2.4. X ly s0 liéu. Cac s6 liéu thu thap dugc
ma hda va x{r ly bang phan mém SPSS 20.0

- Phan tich thai gian song thém dua theo udc
tinh Kaplan-Meier.

- Kiém dinh so sanh su’ khac biét vé kha ning
song thém véi mét s6 yéu td lién quan bang
ki€ém dinh Log-rank.

Il. KET QUA NGHIEN cU'U
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Biéu db 1. Pap irng khdch quan vdi diéu tri
erlotinib

Nhidn xét: Sau 3 thang diéu tri erlotinib, ty 1€

BN dap Ung hoan toan, dap i'ng mot phan, bénh

&n dinh va bénh tién trién [an Iuct 1a 4,8%; 28,6%;

64,2% va 2,4%. Sau 12 thang diéu tri, cac ty 1é
nay lan lugt la 8,8%; 38,2%; 23,5% va 29,5%.
Bang 1. Pap ing sau hoa tri

Pap Ung SOBN | Tylé (%)
Dap U’ng hoan toan 1 2,4
Dap (’ng mot phan 21 50,0

Bénh &n dinh 12 28,6
Bénh tién trién 8 19,0
Téng 42 100

Nhén xét: C5 81% BN c6 bénh dugc kiém
soat sau hda tri, 19% BN tién trién v&i phac do
hoa tri buéc mot

Thdi gian s6ng thém khéng tién trién véi
erlotinib va mgt so yéu to lién quan

Survival Functions

Cum Survival

Biéu db 2. Thoi gian séng thém khéng tién
trién theo tdc dung phu trén da

Survival Functions

Cum Survival

2000 a0’
thangdtri

Biéu d6 3. Thoi gian séng thém khdng tién
trién theo dap irng voi hoa chat

Bang 2. Séng thém khéng tién trién theo theo tic dung phu trén da

. Song thém khdng tién trién
Tact:lé_l: gapht-' Trung binh Min Max 3thang | 6thang | 1 nam
(thdng) | (théng) | (thang) | (%) (%) (%) P
Cé (n = 16) 28,6 i 35,6 100 93,8 875 | 5o
Khdng (n = 26) 21,4 3,0 62,8 96,2 92,3 69,2 '

Nhan xét: O nhom c6 tac dung phu trén da: trung binh STKTT la 28,6 thang, cao han c6 y nghia
so v6i 21,4 thang & nhdém khéng c6 néi ban (p=0,024).
Bang 3. S6ng thém khdng tién trién theo theo dap irng vdi hoa chat

L gz So6ng thém khdng tién trién
bap uzﬁa‘{d' hoa Trung binh Min Max 3thang | 6thang | 1 ndm p
(thang) (thang) | (thang) (%) (%) (%)
Co (n=22) 35,7 6,1 62,8 100 95,5 81,8 0043
Khong (n = 20) 17,9 3,0 33,0 95,0 90,0 70,0 !

Nhan xét: Nhom cd dap Ung hda chat cd
trung binh STKTT la 35,7 thang, cao hon cé y
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nghia so vdi 17,9 thang & nhdm khong dép Uing
hoa chat trudc (p=0,043)
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IV. BAN LUAN

Ty 1& dap Ung véi hda tri 1a 52,4%, ty 1& kiém
soat bénh la 81%. Két qua nay tuong tu nghién
clfu cla tac gia David vdi ty 1€ dap ing véi nhdm
cd dot bién EGFR la 47,3% so véi 23,5% & nhom
khong cé dot bién EGFR [4]. Su khac biét nay
dugc ching minh tir két qua nghién ciu cho
thdy nhitng mau md c6 dét bién EGFR ¢ thé cb
mic ERCC1 (Excision repair cross-complementing
1, mét enzym trong phic hgp slfa chita
nucleotid, c6 vai tro stra chira va tai tao lai
nhifng t&n thuang DNA) thdp. ERCC1 thap tucng
U'ng v&i_nhay cam hoa tri c6 platinium cao, do la
ly do dan td&i nhay cdm hod tri trén bénh nhan
dot bién EGFR.

Qua két qua tur nhiéu thir nghiém lam sang
pha III, cac hu’dng dan diéu tri hién nay da dua
ra khuyén cdo, cac thuéc EGFR TKIs dudc chi
dinh la luva chon dau tay vdéi cac BN co dot bién
EGFR nhay cam thuGc ngay tir budc mot véi Igi
ich s6ng con va dap (ng khéi u cao hon han so
vGi hoa tri. Tuy nhién, vGi nhitng BN dugc phat
hién c6 dot bién trong khi dang diéu tri hda chat
budc mot, van dugc khuyén cao diéu tri du dgt
hda tri sau d6é chuyén diéu tri TKIs. Trén thuc t€,
nhiéu BN khong dugc ti€p can vdi thudc ngay tir
dau vdi nhiéu ly do khac nhau. Cac nghién ciu
diéu tri erlotinib budc sau thuGng dugc tién hanh
trén doi tugng BN khong lua chon tinh trang dot
bién nén két qua vé ty |1é dap ing kha thap. Tuy
nhién, cac nghién c(tu nay cling chi ra rang két
qua dap Ung cao hon hdn & nhdm BN co dot
bién EGFR khi phan tich dudi nhém. So sanh vdéi
két qua cua cac nghién clru nay thi két qua dap
('ng ctia ching t6i 1a cao hon han, cd thé giai
thich do ty Ié dot bién EGFR trong nghién cliu
cla chdng t6i la 100% va chi bao gébm nhiing
dot bién nhay cam. Ty & dap ng va ty 1& kiém
soat bénh trong nghién clu clia ching t6i kha
tuagng tuang vdi két qua trong nghién ciru WIOG
5108L (ty 1& dap Ung 1a 41,4%, ty I& kiém soat
bénh la 75,3%). Nghién cu néy c6 mot sO nét
tuang dong vdi nghién clru cla chung toi: trén
d6i tugng BN Chau A, da that bai vdi hod tri
budc mot va cd dot blen nhay cdm thudc vdi ty
Ié cao 71,7% [2]. Két qua tir nghién clu da
khang dinh gid tri cta EGFR TKIs vdi nhitng
trudng hdp co dot bién EGFR nhay cam thudc.

Tac dung phu trén da va STKTT véi
erlotinib. Nghién ciru mai lién quan gilra STKTT
va tac dung phu trén da khi diéu tri erlotinib cho
thdy: BN cd ndi ban trén da cd trung binh
STKTT, STKTT sau 3 thang, 6 thang, 12 thang
[an lugt la 28,6 thang; 100%; 93,8% va 87,5%,

cao han co y nghia thdng ké so véi 21,4 thang;
96,2%); 92,3% va 69,2% & nhém khdng cé ndi
ban da (p=0,024). Ké&t qua nay phu hogp vadi két
qua nghién clitu TOPICAL (nghién clGu pha III
trén nhoém BN khdng phl hgp dé diéu tri hda tri
do thé trang kém) chiing minh réng ban dé trén
da trong sudt chu ky dau tién co lién quan dén
Igi ich kéo dai STKTT cua erlotinib [5]. Tuong tu,
trong nghién citu TRUST cling thay PFS & BN co
ban da tir d6 2-4 cao gap 2 lan BN ban da d6 0-1
(5,49 so vGi 2,6 thang) [6]. Tuy nhién, trén thuc
té€ lam sang co nhimg trudng hdp khong cé tac
dung phu néi ban da trong qué trinh diéu tri
nhung van cho dap Uing rat t6t vdi thudc.

Pap rng vGi hoa chat va STKTT vdi
erlotinib. Khi phan tich maéi lién quan gilta dap
Ung hoa tri buGc moét vai STKTT vdi erlotinib, két
qua cho thay STKTT trung binh, STKTT sau 3
thang, 6 thang, 1 ndm & nhom ¢ dap Uing hda tri
la 35,7 thang, 100%; 95,5%; 81,8% cao haon so
vGi nhdm khong dap (ng tucng Ung la 17,9
thang; 95,0%; 90,0% va 70,0%. Su’ khac biét c6
y nghia thong ké véi p=0,043. Két qua nghién clru
nay phu hgp vai két qua nghién cru clia Shepherd
(2005) va nghién c(iu ctia Sheirk N (2013) [7],[8].
Pép (g vGi hod tri cd thé lién quan dén sb lugng
cac té€ bao dang & chu ky phan chia, chiu anh
huéng bai hoat ddng cuia thu thé yéu té phat trién
bi€u mo. Boc 16 EGFR cang nhiéu cang lam ting
dap Ung vdi erlotinib va hoa tri dan téi STKTT dai
hon & nhém cé dap (ng hoa tri.

V. KET LUAN

Ty 18 dap (ng va kiém soat bénh vdi hda tri
phac do bd do6i cé platinum lan lugt la 52,4% va
81%. Ty I& dap (ng va ty I1& kiém soét bénh sau
3 thang diéu tri erlotinib la 33,4% va 93,6%; sau
12 thang, ty I& dap Ung la 43,0% va ty 18 kiém
soat bénh la 70,5%. STKTT t6t hon trén bénh
nhan cé tac dung phu trén da va dap Ung véi
hoda tri buéc mot.
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PANH GIA KET QUA SOM PHAU THUAT BENTALL
TRONG PIEU TRI BENH LY GOC PONG MACH CHU

TOM TAT.

_Muc tiéu: 1.Ty Ié tUr vong va cac bién chu‘ng sau
phau thuat Bentall; 2. Cac yéu t6 anh hudng dén bién
cerng va két qua phau thuat. Phu’dng phap hoi
ctu, md ta hang loat ca. Két qua: TU thang 9 nam
2020 den thang 6 nam 2022, tai khoa Phau thuat tim,
bénh vién Chg Ray co 52 benh nhan dugc phau thuat
Bentall, trong d6é cé tudi trung binh 48i13 76, ty ié
nam:n{r = 3:1. Nguyén nhan: phinh gdc dong mach
chi 22 ca (44.2%), ap xe g6c dong mach chd
11(21 2%), bdc tach dong mach chi 10 ca (19 2%),
bénh ly van doéng mach chu 8 ca (15.4%); phan suat
tong mau trung binh (EF) la 60.1+12.6; M6 chudng
trinh 45 ca (86.5%), mo cap cliu 7 ca (13 5%); Thai
gian tuan hoan ngoai co thé 213.6+66.7 phut thai
gian kep dong mach chd 160.9+53 phdat. Cac bién
chiing sau mo: chay 6 ca (11.5%), suy tim 19 ca
(36.5%), suy than 7 ca(13.5%), r6i loan nhip 5 ca
(9.6%), viém ph0| 4 ca (7.7%), nhlem trung huyét 2
ca (3.8%), nhiém trung vét md 0%. T vong 4 ca
(7.7%). Két luan: phau thuat Bentall diéu tri bénh ly
96c dong Jmach “chtl cho két qua sém ché’p nhan dugc
mac du van con la thach thirc véi ty Ié t&r vong s6m
tudng d6i cao (7.7%). Thdi gian tuan hoan ngoai cd
the va thdi gian kep déng mach chd anh hu‘dng dén
cac bién ching suy tim, suy than va két qua phau
thuat. Riéng thai gian kep dong mach anh hudng dén
bién chimg chay mau.

Tur khoa: bénh ly goc dong mach chu, phau thudt
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TREATMENT

Objectives: to evaluate early results of patients
with aortic root abscess treated with Bentall procedure
at Cho Ray Hospital. Subjects and research
methods: patients underwent Bentall procedure to
treat aortic root abscess in all patients uderwent
Bentall procedure at Cho Ray Hospital from September
2020 to June 2022. The research method is
retrospective, describing a series of cases. Results:
From September 2020 to June 2022, at the
Department of Cardiac Surgery, Cho Ray Hospital, 52
patients underwent Bentall surgery, of which the
average age was 48%13.76, the male:female ratio =
3:1. Causes: aortic root aneurysm 22 cases (44.2%),
aortic root abscess 11 (21.2%), aortic dissection 10
cases (19.2%), aortic valve disease 8 cases (15.4%) );
ejection fraction (EF) 60.1+12.6; Elective surgery 45
cases (86.5%), emergency surgery 7 cases (13.5%);
Extracorporeal circulation time 213.6+66.7 minutes,
aortic clamping time 160.9+53 minutes.
Complications: bleeding 6 cases (11.5%), heart failure
19 cases (36.5%), kidney failure 7 cases (13.5%),
arrhythmia 5 cases (9.6%), pneumonia 4 cases
(7.7%). , sepsis 2 cases (3.8%), wound infection 0%.
Death 4 cases (7.7%). Conclusion: Bentall procedure
to treat aortic root abscess has acceptable early
results, although this remains a challenge with
relatively high early mortality (7.7%). CBP time and
clamping time influence heart failure complications,
renal failure, and surgical outcomes. Particularly, the
time of artery clamping affects bleeding complications.
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I. DAT VAN PE i

Pong mach chd cbd gidi phau phic tap[2].
Bénh ly g6c dong mach chu nhu phinh goc dong
mach chu, boc tach gbc dong mach chd, phinh
xoang Valsalva, hd van d6ng mach chd...Trong dé
c6 nhiing bénh ly ndng, c6 thé de doa tinh mang
clia bénh nhan doi hoi phai diéu tri phau thuat kip
thdi nhu boc tach cdp, phinh goc doa va...



