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KET QUA BU'O'C PAU PIEU TRI BENH UNG THU BIEU MO
TE BAO GAN BU’O’C 2 BANG THUOC (°C CHE
PIEM KIEM SOAT MIEN DICH - PEMBROLIZUMAB

Nguyén Thi Dung?, Bli Vinh Quang?, Nguyén Vin Hiéu?

TOM TAT

Muc dich: banh gia két qua budc dau diéu tri
bénh ung thu biéu mé t& “bao gan budc 2 béng thuéc
(rc ché diém kiém soat mién dich- Pembrolizumab. Dai
tuong va phucong phap nghién ciru: Nghién cliiu
can thiép lam sang khong doéi chdng, thuc hién trén
35 bénh nhan ung thu bi€u md t&€ bao gan nguyén
phat dugc diéu tri budc 2 véi Pembrolizumab tai Bénh
vién Ung budu Ha Noi, Bé&nh vién K Trung Uodng tir
thang 1/2020 dén thang 6/2022. K&t qua: trong téng
s6 35 bénh nhan tham gia nghién clu khong co
trudng hgp nao bénh dap ('ng hoan toan, 17.1% bénh
dap Ung mot phan, 42.9% truGng hgp bénh gil
nguyén, 40% trudng hop bénh tién trién, ty 1& kiém
soat bénh la 60%. Thdoi gian s6ng thém bénh khong
tién trién dat 3.1 thang. K&t ludn: Diéu tri
Pembrolizumab budc 2 trén bénh nhan ung thu biéu
mo t€ bao gan nguyén phat cé hiéu qua kha cao,
mang lai Igi ich sdng thém cho ngudi bénh.

T khod: Ung thu biéu md t& bao gan nguyén
phat, Pembrolizumab, budc 2, bénh vién Ung budu Ha
NOi, bénh vién K Trung uong.

SUMMARY

INITIAL OUTCOME OF USING
PEMBROLIZUMB- A PD-1 RECEPTOR
BLOKING ANTIBODY AS THE SECOND-LINE
TREATMENT FOR PATIENTS WITH
PRIMARY HEPATOCELLULAR CARCINOMA

Purpose: To evaluate the second-line treatment
outcome of pembrolizumab on patients with primary
hepatocellular carcinoma (HCC). Subjects and
research methods: The study was designed as an
uncontrolled clinically interventional study on primary
HCC patients taken pembrolizumab in second-line
treatment at Hanoi Oncology Hospital (HOH) and
Vietnam National Cancer Hospital from January 1,
2020 to June 30, 2022. Results: In a total of 35
patients participating in the study,17.1% of them had
partial response, 42.9% had stable disease, 40% had
progressive cancer and the disease control rate was
60%. Progression-free survival was 3.1 months.
Conclusion: Using Pembrolizumab in second-line
treatment for primary HCC patients is shown to be

1Bénh vién Ung Budu Ha NGi

2Truong Pai hoc Y Ha Noi

Chiu trach nhiém chinh: Nguyé&n Thi Diing
Email: dungnt@bvubhn vn

Ngay nhan bai: 23.8.2022

Ngay phan bién khoa hoc: 12.10.2022
Ngay duyét bai: 21.10.2022

318

quite effective, providing survival benefits for patients.

Keywords: Hepatocellular carcinoma (HCC),
Pembrolizumab,  second-line,  response,  Hanoi
Ongcology Hospital, Vietnam National Cancer Hospital.

I. DAT VAN DE

Ung thu biéu md t& bao gan (UTBMTBG) la
bénh ly ac tinh véi ty 1€ tif vong cao va s6 ngudi
mac hang ndm ngay cang tdng, ddc biét & cac
nuGc dang phat_trién. Theo théng k& cua
Globocan 2020 moi nam trén thé gidi ghi nhan
khoang 905.677 ca mac mdi, diing hang th 6
vé ty |é mac va th(r 2 vé ty 1€ tir vong do ung thu
trén toan cau. Tai Viét Nam ung thu biéu md té
bao gan dimng vi tri th nhat ca vé ty 1é mac va
ty 1& t&r vong, Vvéi ty 18 méc chudn theo tudi 1a
39/100.000 dan & nam va 9,5/100.000 dan & nift.!

Nguyén tic diéu tri UTBMTBG phai két hap
gilta diéu tri bénh ly khGi u véi diéu tri bénh ly
gan nén. Phau thuat la phuang phap diéu tri triét
can khi u con & giai doan s6m va chilic ndng gan
con tot. Cac phuang phap can thiép tai cho nhu
dét song cao tan (RFA), nut mach khoi u gan
(TACE) da dugc chiing minh mang lai Igi ich
trong s6ng thém cho nguGi bénh & giai doan
s6m hay giai doan trung gian % 3 4. Tuy nhién &
giai doan bénh tién trién hay tai phat, bénh c
tién lugng xau, thdi gian séng thém ngan va hda
tri d3 dugc chirng minh khong mang lai lgi ich
cho ngudi bénh.

VGi su ra ddi cla cac thudc diéu tri nham
tring dich nhu  Sorafinib, hay gan day la
Lenvatinib da mang lai két qua kha quan trong
diéu tri budc 1 cho nhitng bénh nhan UTBMTBG
G giai doan nay, gilp cai thién chat lugng cudc
song cling nhu thgi gian song thém> & 7. Tuy
nhién, khi da that bai vdi diéu tri budc 1, su lua
chon trong diéu tri budc 2 phu thudc vao thé
trang chung, chirc nang gan, kha nang dung nap
thudc, doc tinh cta phac d6 cling nhu udc lugng
thai gian s6ng thém cla ngu@i bénh. Trong
nhirng ndm gan day, nerng ti€n bo trong diéu tri
UTBMTBG duya trén mien dich d3@ md ra nhifng
trién vong dang k& khdng chi trong diéu tri budc
1 ma ca trong diéu tri budc 2. Pembrolizumab
(Keytruda) la mét thudc (c ché diém kiém soat
mién dich PD-1 trén bé mdt té bao lympho T
thong qua co ché ngdn can su két hgp gitta PD-1
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va thu thé PD-L1, PD-L2 trén bé mat t€ bao khdi
u. Hiéu qua va tinh an toan cua thu6c da dugc
chirng qua mot s6 nghién cfu va thudc da dugc
phé duyét trong diéu tri buéc 2 UTBMTBG trén
thé gigi® °. Tai Viét Nam, Pembrolizumab da
dugc B6 y t€ chap thuan trong diéu tri nhiéu
bénh ly khéi u trong d6 cé chi dinh trong diéu tri
budc 2 UTBMTBG va hién thudéc da dugc s
dung réng rai & nhiéu trung tam y té€ trong ca
nudc, tuy nhién, dén nay chua coé nghién clru
nao danh giad hiéu qua cua thudc trong diéu tri
UTBMTBG. Vi vay chung t6i ti€én hanh nghién ctru
nghién cttu nay véi muc tiéu: Panh gid két qua
bubc diu diéu tri bénh ung thu biéu mé té bao
gan budc 2 bang thubc uc ché diém kiém soat
mién dich- Pembrolizumab.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Poi tuong nghién ciru: 35 bénh nhan
UTBMTBGNP dap (ng du céac tiéu chudn lua
chon tai Bénh vién Ung budu Ha NOi va Bénh
vién K Trung Uong tur thang 1/2020 dén thang
6/2022.

Tiéu chuén lua chon:

- Dugc chan doan xac dinh UTGNP dua vao
cac tiéu chuan theo hudng dan chan doan cua
BO Y t& Viét Nam 1°.

- Pa that bai v@i thudc diéu tri budc 1 la
Sorafenib hodc Lenvatinib va chua dugc sir dung
lieu phap mién dich trudc do

- Thé trang chung con tét: chi s toan trang
tlr 0-2 diém theo ECOG.

- Chtic nang gan Child-Pugh A hoac Child-
Pugh B.

- Bénh nhan khéng mdc cac bénh cdp va
man tinh trdm trong nhu viém gan vi rut cap,
suy than, suy gan khong hoi phuc...

- C6 it nhat 1 tdn thudng cd thé do ludng
dugc trén CLVT hoac CHT.

- Chirc nang cd quan, tuy xuong trong gidi
han cho phép:

- C6 ho so luu trir day du.

Tiéu chuén loai tra:

- Cac khdi u gan do di cdn tr nai khac dén.

- Bénh nhan méc cac bénh tu mién hodc
dang c¢ tinh trang suy giam miéen dich.

- Bénh nhan c6 di ing hodc qua man vdi
thudc nghién clu.

- RGi loan tédm than.

- Bénh nhan tir ch6i tham gia nghién clru.

Phac do diéu tri:

- Thudc dugc st dung trong nghién clu la
Pembrolizumab (Keytruda), dung dich tiém
truyén ham lugng 100mg/4ml cla nha san suat

Merck Sharp & Dohme (Canada).

- Liéu lugng: 200mg/ l&n, chu ky nhac lai
sau moi 03 tuan.

- Thgi gian dung thudc: dugc chi dinh dén
khi bénh tién trién, khéng con Igi ich 1dm sang
hodc xuét hién doc tinh khdng kiém soat dugc.

Thiét ké nghién ciru: Nghién cru can thiép
lam sang khéng nhém ching.

CG mau va chon mau: Chon toan bo bénh
nhan nhap vién va du tiéu chuén diéu tri budc 2
v@i Pembrolizumab trong thdi gian tur thang 1
nam 2020 dén thang 6 nam 2022,

Phuong phap thu thap sé liéu: Thu thap
bang mau bénh an nghién cilu dua trén cac ghi
nhan trén hd sd bénh an va thdm kham lam
sang, can lam sang trong qua trinh diéu tri.

Cac tiéu chuan ap dung trong nghién ciru:

- banh gia dap Ung theo RECIST 1.1

DPE déanh gia thdi gian séng thém khéng tién
trién (PFS - Progression free survival), ching toi
xac dinh cac moc thdi gian sau:

+ Ngay bat dau diéu tri: Ia ngay ngudi bénh
bat dau dung thudc Keytruda.

+ Ngay bénh tién trién: Ia ngay xac nhan
bénh tién trién theo tiéu chudn RECIST 1.1.

+ Cong thirc tinh: PFS (thang) = (Ngay bénh
tién trién- ngay bat dau diéu tri)/ 30,45.

Phan tich va xir ly so liéu: s liéu dugc
nhap va phan tich bang phan mém SPSS 16.0.
Théng ké md ta dugc si dung dé tinh toan cac
chi s6 nghién clru.

Pao dic nghién ciru: Nghién clu dugc
thong qua bai HG6i dong dao dirc trudng Dai hoc
Y Ha Noi
Il. KET QUA NGHIEN cU'U

3.1. Dac di€ém nhém bénh nhan nghién cifu

Bang 1. Dic diém bénh nhan nghién ciu

v e Solugng | Tile
Pac diem (N=35) (%)
Nhém tudi
<40 1 2,9
40 - 65 26 74,3
> 65 8 22,8
Tudi trung binh 58,4 (31- 75)
Gidi tinh
Nam 34 97,1
Nir 1 2,9
Chi s6 toan trang ECOG

0 12 34,3
1 21 60,0
2 2 5,7

Pac diém chan doan ban dau
Giai doan C theo BCLC | 23 | 657
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Tai phat di can

Y

34,3

Bang 2. Bic diém dap ing sau diéu tri

Nghién c(ru ti€n hanh trén 35 bénh nhan ung

Child-Pugh trudc diéu tri bu'dc 2 y e SO0 BN Ty lé
A5 digm 19 54,3 Bac diem (N=35) | %
A 6 di€ém 10 28,5 S6 dgt diéu tri trung vi 3 (2-26)
B 7 diém 3 8,6 Dap Ung diéu tri
B 8 diém 3 8,6 Hoan toan 0 0
Pac diém viém gan vi rat MGt phan 6 17.1
Viém gan B (VGB) 29 82,9 Gilt nguyén 15 42.9
Viém gan C (VGC) 0 0 Ti€n trién 14 40.0
VGB va VGC 1 2,9 Ty € kiém soat bénh 21 60.0
Khéng 5 14,3 (n=35) )
Vi tri u gan Bénh nhan tham gia nghién ciu dugc diéu
Gan phai 14 40,0 tri budc 2 bang thuéc mién dich Pembrolizumab
Gan trai 5 14,3 c6 sb dat diéu tri tir 2-26 chu ky vdi gia tri trung
Gan phai + gan trai 16 45,7 vi la 3 chu ky. Trong qua trinh theo ddi danh gia,
AFP trudc diéu tri khong ghi nhan trudng hgp bénh nhan dap Ung
< 200 ng/ml 7 20,0 hoan toan, 17.1 % bénh nhéan c6 dap Ung 1
> 200 ng/ml 28 80,0 phan, 42.9% bénh gilt nguyén. Ty 1& kiém soat
Gia tri AFP trung vi 1479 (2,5-484000) bénh dat: 60%
Phuong phap diéu tri tai cho truéc diéu tri
budc 1
Phau thuat 4 11,4
Nut mach héa chat (TACE 21 60,0 £ mPFS: 3.1 thang
Dot song cao tan (RFA) 3 8,6 8 CI95% [1,6-4,4]
Thudc diéu tri budc 1 £
Lenvatinib 9 25,7 5
Sorafenib 26 74,3 ;

thu biéu md t& bao gan du tiéu chuén, trong dé
da s6 la nam gidi 97,1%, tudi trung binh cua ddi
tugng nghién cltu la: 58,4.

M6t s6 ddc diém Iam sang, can 1dm sang clia
bénh nhan: 29/35 (82,9%) bénh nhan c6 nhiém
viém gan vi rit B va 01 bénh nhan mac ca viém
gan vi rit B va C; 65,7% bénh nhan bat dau diéu
tri budc 1 dugc chan doan & giai doan BCLC- C.
60% bénh nhan dudc nat mach hod chat trudc
khi diéu tri budc 1 va thuGc thudng gap trong
diéu tri budc 1 & cac bénh nhan trong nghién
cltu la Sorafenib vai ty 1€ 74,3%.

P3c diém u trudc diéu tri budc 2: vi tri u
thuGng gap: lan toa 2 thuy (45,7%) va chi c6 &
gan phai (40%). Han mot nlra trudng hgp bénh
nhan co di can ngoai gan (18/35 bénh nhan).

Chi s8 toan trang theo thang diém ECOG &
muc 1 v8i 60% téng s6 bénh nhan trudc khi bat
dau diéu tri budc 2 bang Pembrolizumab. Chic
nang gan ¢ nhdm bénh nhan nghién clu khi bat
dau diéu tri budc 2 da s6 & mirc Child-Pugd A (5
diém: 54,3%); 6 diém: 28,6%). Chi s6 AFP cua
cac bénh nhan da s6 ¢ murc cao tur 200 ng/ml trd
Ién véGi 28/35 bénh nhan chiém 80%.

3.2. Két qua diéu tri
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Théi gian séng thém khéng tién trién (thang)

Biéu dé 1. Thoi gian séng thém khdng tién trién

Tai thoi diém ké&t thac nghién clu, 4/35
trudng hdp bénh chua tién trién va dang tiép tuc
diéu tri. Trung vi thGi gian s6ng thém khong tién
trién: 3,1 thang CI 95% [1,6-4,4], trung binh
thdi gian s6ng thém khdng tién trién: 5,7 thang,
bénh nhan cé thdi gian song thém khong ti€n
trién sau diéu tri budc 2 bang Pembrolizumab
cao nhat trong nghién clu la 31,6 thang.

IV. BAN LUAN

VEé ty Ié dap Ung, khong cd truGng hgp nao
dat dap Ung hoan toan, cé 6 trudng hgp bénh
dap ng 1 phan (17.1%), 15 trudng hgp bénh
gilt nguyén (42.9%), 14 trudng hgp bénh tién
trién (40%), ty 1& ki€ém sodt bénh la 60%. Ti &
dap Ung la mét tiéu chi quan trong trong diéu tri
ung thu noi chung va ung thu gan noi riéng, dac
biét khi diéu tri budc 2 vi khi bénh nhan da that
bai véi diéu tri budc 1, thé trang ngudi bénh da
yéu han, cac triéu chirng 1am sang thudng nang
né han. Khi bénh nhan dap Ung vdi diéu tri thi
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chat lugng cudc sbng cua bénh nhan ciing it
nhiéu dugc cai thién. Két qua nghién clu cua
ching toi kha tuong dong vdéi két qua nghién
cu Keynote 224 trén 104 bénh nhéan vdi ti 1é
dap Ung dap Ung hoan toan la 4%, dap Ung 1
phan tai thdi diém thang 6/2019 13 14% va bénh
gilr nguyén la 43%. Hay gan day hon la nghién
cu Keynote 240 trén 413 bénh nhan ung thu
biéu mé té bao, két qua cho thdy ti 1é dap Ung
hoan toan & nghién cru nay la 2.2%, dap Ung 1
phan 1a 16.2% va bénh 8n dinh 13 43.9%. Nhu
vay Ve ti 1 kiém soat bénh trong nghién cliu cla
ching to6i (60%) déu tugng dong vd@i nghién clru
Keynote 224 (61%) hay nghién clu keynote 240
(62.2%). Tuy nhién diéu khac biét trong nghién
clu clia ching t6i so vdi 2 nghién ctru nay la
khong c6 trudng hdp bénh nhan nao dat dugc
dap Ung hoan toan, ly gai cho su khac biét nay
¢ thé do ¢ mau nghién cltu cia chung tdi con
kha nho (35 bénh nhan).

Vé thdi gian song thém bénh khong ti€n
trién trong nghién cltu cta ching téi mPFS dat
3.1 thang, thdi gian song thém bénh khong tién
trién 1u nhat 1a 31.6 thang. D&i véi bénh nhén
ung thu ndi chung va bénh nhan ung thu gan ndi
riéng, thGi gian sdng thém khong bénh la mot
yéu td quan trong dé danh gid hiéu qua diéu tri
va chat lugng s6ng cla ngudi bénh. Thdi gian
dén khi bénh tién trién cling khd khac nhau
trong cac nghién cllu Keynote. Trong nghién cliu
Keynote 224, mPFS dat 4.9 thang, trong khi &
nghién ciru Keynote 240 mPFS la 3.3 thang trong
ddé mPFS & nhém déi tugng bénh nhan chau A
dat 2.8 thang. Gan day hon la nghién clu
Keynote 394 trén 453 bénh nhéan ung thu biéu
mo té bao gan & chau A, mPFS dat 2.6 thang!!,
Nhu vay tinh dén thdi diém nay, két qua mPFS
trong nghién cru cla ching t6i kha tugng dong
vGi két qua nghién cltu cla Keynote 240 va
nghién cffu Keynote 394 trén d6i tugng bénh
nhan chau A.

V. KET LUAN

Nghién clu cua ching téi cho thay
Pembrolizumab Ia thuSc Uc ché diém kiém soat
mien dich c6 Igi ich 1am sang kha cao (60%)
dong thdi kéo dai thdi gian s6ng thém bénh
khodng tién tién (MPFS = 3.1 thang) khi diéu tri
budc 2 cho bénh nhan ung thu biéu md t& bao
gan nguyén phat. Két qua nay cling cd cac
nghién clru va nhan dinh clia cac nghién clu
truéc d6 vé hiéu qua cua Pembrolizumab cho
bénh nhan ung thu bi€u md t&€ bao gan tién xa
sau khi da that bai vdi cac phuong phap diéu tri

budc 1 trudc do.

Tai viét Nam, diéu tri budc 2 cho bénh nhan
ung thu bi€u mé t&€ bao gan chua c6 nhidu lya
chon, va Pembrolizumab cho thdy cé hi€éu qua
trén nhom do6i tugng bénh nhan nay, vi vay
thuéc nén ti€p tuc dudc s dung trong thuc
hanh |am sang cho ngudi bénh.

Tuy nhién, s6 lugng bénh nhan trong nghién
cu con nhd, dong thdi trong nghién cldu nay
ching toi cling chua danh gia két qua qua cla
thudc véi song thém toan bd cla ngudi bénh
cling nhu nhitng tac dung khong mong muén ma
ngudi bénh gap phai trong qua trinh s dung
thubc. Vi vay chiing t6i sé ti€p tuc nghién clu
nay va hy vong trong tuang lai cling c6 thém
nhifng nghién ctu trén s6 lugng bénh nhan Viét
Nam I6n hon dé& danh gia dugc day du két qua
diéu tri cla thudc cling nhu chat lugng cudc
song cla ngudi bénh khi st dung thudc nay.

TAI LIEU THAM KHAO

1. SUNG, Hyuna, 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,
2021, 71.3: 209-249.

2. LLOVET, Josep M.; FUSTER, Josep; BRUIX,
Jordi. Intention-to-treat analysis of surgical
treatment for early hepatocellular carcinoma:
resection versus transplantation. Hepatology,
1999, 30.6: 1434-1440.

3. LIN, Zhong-Zhe, et al. Radiofrequency ablation
is superior to ethanol injection in early-stage
hepatocellular carcinoma irrespective of tumor
size. PLoS One, 2013, 8.11: e80276.

4. CHOW, P. K., et al. Asia-Pacific Hepatocellular
Carcinoma Trials Group SIRveNIB: selective
internal radiation therapy versus sorafenib in Asia-
Pacific patients with hepatocellular carcinoma. J
Clin Oncol, 2018, 36: 1913-1921.

5. CHENG, Ann-Lii, et al. Efficacy and safety of
sorafenib in patients in the Asia-Pacific region with
advanced hepatocellular carcinoma: a phase III
randomised, double-blind, placebo-controlled
trial. The lancet oncology, 2009, 10.1: 25-34.

6. LLOVET, Josep M., et al. Sorafenib in advanced
hepatocellular carcinoma. New England journal of
medicine, 2008, 359.4: 378-390.

7. KUDO, Masatoshi, et al. Lenvatinib versus
sorafenib in first-line treatment of patients with
unresectable  hepatocellular  carcinoma: a
randomised phase 3 non-inferiority trial. The
Lancet, 2018, 391.10126: 1163-1173.

8. ZHU, Andrew X. et al. KEYNOTE-224:
Pembrolizumab in patients with advanced
hepatocellular carcinoma previously treated with
sorafenib. 2018.

9. FINN, Richard S., et al. Pembrolizumab as
second-line therapy in patients with advanced
hepatocellular carcinoma in KEYNOTE-240: a
randomized, double-blind, phase III trial. 2020.

321



