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ABSTRACT

Objectives: To evaluate treatment response, survival outcomes, and safety of Atezolizumab plus
Bevacizumab in patients with advanced hepatocellular carcinoma treated at Military Hospital 175.

Subjects and methods: This retrospective case series with longitudinal follow-up included 20
patients with advanced hepatocellular carcinoma who received Atezolizumab plus Bevacizumab
at Military Hospital 175 between March 2023 and August 2025. Treatment response was assessed
according to RECIST version 1.1. Progression-free survival and overall survival were estimated
using the Kaplan-Meier method.

Results: The best overall response according to RECIST 1.1 consisted of 8 patients (40%) with
partial response, 7 patients (35%) with stable disease, and 5 patients (25%) with progressive
disease. The objective response rate was 40%, and the disease control rate was 75%. The
median follow-up duration was 16.7 months (95% CI: 5.7-NR). Sixteen progression-free survival
events (80%) and fourteen overall survival events (70%) were recorded. Median progression-free
survival was 5.3 months (95% CI: 0.7-11.0), while median overall survival was 12.1 months (95%
Cl: 1.7-18.4). Grade 3-4 adverse events occurred in 10% of patients. The most common adverse
events were fatigue (40%), hypertension (20%), elevated liver enzymes (15%), and bleeding (5%).

Conclusion: Atezolizumab plus Bevacizumab demonstrated promising disease control in patients
with advanced hepatocellular carcinoma, with an objective response rate of 40%, a disease
control rate of 75%, a median progression-free survival of 5.3 months, and a median overall
survival of 12.1 months. The safety profile was acceptable, with grade 3-4 adverse events observed
in 10% of patients.

Keywords: Hepatocellular carcinoma, Atezolizumab, Bevacizumab, ALBI grade, real-world
evidence.

*Corresponding author
Email: dr.nguyentuyen.bvqy175@gmail.com Phone: (+84) 962660496 DOI: 10.52163/yhc.v67iCD12.6169

o Crossrefd) 54 “



N. Khac Tuyen et al. / Vietnam Journal of Community Medicine, Vol. 67, Special Issue 12, 247-251

KET QUA BU'GO'C DAU VA TiNH AN TOAN CUA PHAC DO ATEZOLIZUMAB
KET HO'P BEVACIZUMAB TRONG DIEU TRI UNG THU BIEU MO TE BAO GAN
TIEN XA TAI BENH VIEN QUAN Y 175

Nguyén Tién Dlng, Ha Manh Brc, Tran Bic Linh, Nguyén Mai Linh, Mai Céng Diing, Nguyén Chi Kién,
Nguy&n Thé Diing, Nguy&n Hiru Xuan Thanh, V6 Thi Van Minh, Nguyn Thi Tinh, Nguyén Khic Tuyén®

Bénh vién Quan y 175 - 786 Nguyén Kiém, P. Hanh Théng, Tp. Hb6 Chi Minh, Viét Nam

Ngay nhan: 03/06/2026
Ngay stra: 25/07/2026; Ngay dang: 05/08/2026

TOM TAT

Muc tiéu: Danh gia dap &ng diéu tri, két cuc séng con va tinh an toan ctia phac do Atezolizumab két
hdp Bevacizumab & bénh nhan ung thu biéu mé té& bao gan tién xa tai Bénh vién Quany 175.

Déi twgng va phuong phap: Nghién clru hdi clru mo ta loat ca, theo déi doc trén 20 bénh nhén ung
thu biéu mé té& bao gan tién xa, dugc diéu tri bang phac d6 Atezolizumab k&t hop Bevacizumab tai
Bénh vién Quany 175 tir thang 3/2023 dén thang 8/2025. Dap (ng diéu tri dugc danh gia theo tiéu
chuén RECIST 1.1; thoi gian séng thém khong tién trién va thdi gian séng thém toan bd dugc udc
tinh bang phuong phap Kaplan-Meier.

K&t qua: Dap tng t6t nhat theo RECIST 1.1 gdom 8 trudng hop (40%) dap ing mot phan, 7 trudong
hdp (35%) bénh 6n dinh va 5 trudng hop (25%) bénh tién trién. Ty & ddp ing khach quan dat 40%
va ty & kiém soéat bénh dat 75%. Trung vi thdi gian theo dbi la 16,7 thang (KTC 95%: 5,7-NR). C6 16
bién c6 thai gian séng thém bénh khéng tién trién (80%) va 14 bién c6 thoi gian séng thém toan bd
(70%). Trung vi thdi gian s6ng thém bénh khong tién trién (4 5,3 thang (KTC 95%: 0,7-11,0), trong khi
trung vi thgi gian séng thém toan bo la 12,1 thang (KTC 95%: 1,7-18,4). Doc tinh do 3-4 ghi nhan &
10% bénh nhan. Céac bién c6 bat lgi thudng gap gobm mét mai (40%), tang huyét ap (20%), tdng men
gan (15%) va xuat huyét (5%).

K&t luan: Phac d6 Atezolizumab k&t hop Bevacizumab cho thay hiéu qua kiém soat bénh kha quan
& bénh nhan ung thu biéu mo6 t& bao gan tién xa vdi ty 1& dap Ung khach quan 40%, & kiém soat
bénh 75%, trung vj thoi gian séng thém bénh khong tién trién 5,3 thang va trung vi thoi gian séng
thém toan bd 12,1 thang. H6 so an toan & murc chdp nhan dugc, véi ty 1& doc tinh d6 3-4 12 10%.

Tirkhéa: Ung thu biéu md té bao gan, Atezolizumab, Bevacizumab, phan dé ALBI, dir liéu doi thuc.

1. DAT VAN BE

Ung thu biéu mé té bao gan (hepatocellular carcinoma -
HCC) la mét loai ung thu nguyén phat clia gan va la mot
trong nhitrng nguyén nhan hang dau gay t& vong do ung
thu trén thé gidi. Tai Viét Nam, theo GLOBOCAN 2022,
ung thu gan diing dau ca vé ty lé méc mdivaty & tif vong
do ungthu[1]. Phan l&dn bénh nhan dugc chan doan & giai
doan tién xa hodc giai doan cudi, khi cadc phuong phép
diéu tri triét can hodc diéu tri tai chd khéng con phu hop,
do d6 diéu tri toan than déng vai trdo ch dao trong kiém
soat bénh va kéo dai thdi gian s6ng con.

Trong nhirng ndm gan day, liéu phap mién dich k&t hop
thudc khang tao mach dé trd thanh mot budc tién quan
trong trong diéu tri HCC tién xa. Nghién ctu pha llI
IMbrave150 cho thdy phac dé Atezolizumab két hgp
Bevacizumab cai thién thdi gian séng thém toan bo (0S)
va thai gian s6ng thém bénh khong tién trién (PFS) so vdi
Sorafenib & bénh nhan HCC khéng thé cat b, véi trung
vi OS dat 19,2 thang [2-3]. Trén co s& do, phac d6 nay da
dugc khuyén cdo la lwa chon diéu tri budc mot trong cac
hudng dan thuc hanh ldm sang clia Mang lwéi Ung thu
Toan dién Quaéc gia (NCCN), Hiép hoi Ungthu'Y hoc chau
Au (ESMO) va H6i Ung thu Lam sang Hoa Ky (ASCO).

Tuy nhién, hiéu qua va tinh an toan clia Atezolizumab két
hgp Bevacizumab trong thu'c hanh lam sang co thé khac
vGi két qua tir cac thir nghiém lAm sang do bénh nhan

*Tac gia lién hé

doi thuec thudng cé chirc nang gan suy giam, nong dé AFP
cao, huyét khdi tinh mach ctra hoédc céc dac diém tién
luong bat loi khac. Mot s6 nghién clru ddi thuc tai chau A
da ghi nhan hiéu qua va tinh kha thi ctia phac dé nay trén
cac nhom bénh nhan c6 dac diém lam sang da dang hon
[4-6]. Tuy nhién, d{¥ liéu vé viéc sir dung Atezolizumab két
hop Bevacizumab trong diéu kién thuc hanh lam sang tai
Viét Nam hién van con han ché.

Xuét phat tir thuc té trén, ching téi thuc hién nghién clru
nay nhdm dénh gia dap &ng diéu tri, két cuc séng con va
tinh an toan clia phac dé Atezolizumab két hgp Bevaci-
zumab & bénh nhan HCC tién xa diéu trj tai Bénh vién
Quany 175.

2. DOI TWONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Thiét ké nghién ctru

Nghién clru hoi ciru mo ta loat ca, theo ddi doc.

2.2. Dadi twgng nghién ciru

Bénh nhan HCC giai doan tién xa (khong thé cat bo hoac
di can) dugc diéu tri bang phac d6 Atezolizumab két
hgp vdi Bevacizumab tai Bénh vién Quany 175 tu thang
3/2023 dén thang 8/2025.

- Tiéu chudn chon mau: B&nh nhan tir 18 tudi trd lén;
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dugc chan doan xac dinh HCC; bénh & giai doan tién
xa ho&c khéng thé cat bo; dugc diéu tri it nhat 1 chu ky
Atezolizumab két hgp Bevacizumab; c6 day du di liéu
lam sang, can lam sang va hinh anh hoc phuc vu danh
gia két qua diéu tri.

- Tiéu chuén loai trtr: HO so bénh an khéng day di dé danh
gia dap Ung diéu tri hoac két cuc séng con; mat theo doi ngay
sau chu ky diéu tri dau tién (thdi gian theo déi < 1 thang).

Theo céc tiéu chuén trén, tir thang 3/2023 dén thang
8/2025, ¢6 20 bénh nhén HCC tién xa duoc dua vao
nghién clru va diéu tri bang phac dé Atezolizumab két hgp
Bevacizumab tai Bénh vién Quéany 175.

2.4.C&mau

Chon mau thuan tién, bao gbm toan bd bénh nhén thoa
man tiéu chuén chon mau trong thai gian nghién clru.
2.5. Thu thap di¥ lidu

Ca4c thong tin nghién cliru vé dac diém [Am sang, can lam
sang, diéu tri, dap ing didu tri, bién cd bat lgiva két cuc séng
condugc thuthap hdiclrutirhé sgbénh an diéntlrctia Bénh
vién Quany 175 theo phiéu thu thap sé liéu thong nhét.
2.6. Xir ly s6 lidu

D{ liéu dugc phan tich bdng phan mém Stata phién ban
17. Céc bién dinh lvgng dugc trinh bay dudi dang trung
vi va khoang t& phan vi (IQR), cac bién dinh tinh dugc
trinh bay dudi dang tan sd va ty & phan tram. Thai gian
theo dbi trung vi dugc udc tinh theo phuong phap reverse
Kaplan-Meier. PFS va OS dugc uéc tinh bang phuong
phap Kaplan-Meier va trinh bay dudi dang trung vi cung
khodng tin cay (KTC) 95%.

Pac diém Gia tri
B 2(10,0%)
Giaid
'S'CL%"?‘” C 17 (85,0%)
D 1 (5,0%)
Khéng di can
ngoai gan 6(30,0%)
Tinh trang C6 di can ngoai 14.(70,0%)
dican gan
Piéu tri budc 1 17 (85,0%)
Diéu tri budc = 2 3(15,0%)

Tudi trung vi clia bénh nhan 14 63 tudi (IQR: 54-70), toan
b6 la nam gidi. Ty L& bénh nhan cé ECOG PS 0-1 la 70%,
ECOG PS = 2 13 30%. Hau hét bénh nhan thudc nhém
Child-Pugh A (95%). Chi s6 ALBI trung vi & -2,32 (IQR:
-2,65 dén -2,00); 25% bénh nhan thuéc ALBI d6 1 va 75%
thudc ALBI d6 2-3. Néng d6 AFP trung vi trudc diéu tri la
1115,0 ng/mL (IQR: 7,2-3450,0), trong d6 60% bénh nhan
c6 AFP = 400 ng/mL. Vé giai doan bénh, 10% bénh nhan
thudéc BCLC B, 85% thu6c BCLC C va 5% thudc BCLC D.
Ty & di ca&n ngoai gan la 70%. Phan l&n bénh nhan dugc
diéu tri vGi phac d6 Atezolizumab két hgp Bevacizumab &
budc mot (85%).

3.2. Dac diém va dap irng diéu tri

Bang 2. Pac diém diéu tri va dap &’ng (n = 20)

2.7.Pao durc nghién cru
Nghién ctru dugc thyc hién trén di liéu hdi ciru va theo bac diem Gia tri
doi doc tir ho so bénh an clia ngudi bénh. Cac thong tin
cé nhan dugc ma héa va bao mat trong sudt qua trinh thu Budc 1 17 (85,0%)
thap, xr ly va phéan tich sé liéu. D liéu chi dugc si dung
cho muc dich nghién cttu khoa hoc va khong anh hugng Budc Budc 2 trd lén 3(15,0%)
dén qua trinh chan doan, diéu tri cta ngudi bénh. didu tri
. . . ] S6 chu ky, trung vi i
3. KET QUA NGHIEN cUrU (IQR) 55(1,0-12,0)
3.1.Dac di€ém lam sang va can lam sang cla déi twgng o .
nghién ciru bap ing mot phan 8 (40,0%)
2 © .2 5 A A PR) ’
Bang 1. Dac diém cua bénh nhéan (
tai thoi diém bat dau diéu tri (n = 20) L
Bénh 6n dinh (SD) 7 (35,0%)
Pac diém Gia tri Pép ting
. ~ ~ Bénh tién trién (PD 5 (25,0%
Tudi (nam) [Trung vi (IQR)] 63 (54-70) t8tnhat | oonh tien trién (PD) (25,0%)
(RECIST 0
Gidi tinh nam 20 (100%) 1.1) Ty 1& dap tng 8 (40,0%)
_ khach quan (ORR) | (kTC 95%: 19,1-63,9
Toan trang PS = 0-1 14 (70,0%) ( 0:19,1-63,9)
(ECOG) PS=22 6 (30,0%) Ty 16 kidm soat 15 (75,0%)
Chrc Child-Pugh A 19 (95,0%) bénh (DCR) (KTC 95%: 31,5-76,9)
nang gan ]
(Child-Pugh) | Child-Pugh B/C 1(5,0%) Bénh tién trién 12 (60,0%)
Trungvi (IQR) | -2,32(-2,65 dén -2,00) ri_gl‘,?nog Péc tinh 2(10,0%)
Chi s6 ALBI ALBI d6 1 5 (25,0%) didu tri
" | Condang diéu tri/ly
ALBI d6 2-3 15 (75,0%) o Y 6(30,0%)
Trung vi (IQR) )
(ng/mL) 1115,0(7,2-3450,0) | 1160 RECIST 1.1, trong toan bo 20 bénh nhan, c6 8 trudng
Nbng do hop dat dap (ng mot phan (PR), 7 trudng hdp bénh én
AFP <400 ng/mL 8 (40,0%) dinh (SD), 5 truong hop bénhtiéntrién (PD). Tinh trén toan
bé mau nghién ctu, ORR la 40% (KTC 95%: 19,1-63,9) va
> 400 ng/mL 12 (60,0%) DCR la 75% (KTC 95%: 31,5-76,9).

g Crossrefd)) 5 49 -
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3.3. Banh gia tinh an toan
Bang 3. Céac bién cé bat lgi dwgc ghi nhan (n =20)

Bién cd bat Loi Moi do o 3-4

Béat ky AE 8 (40,0%) | 2(10,0%)

Bat ky irAE 2(10,0%) | 1(5,0%)

sian e dn i onaven | 510009 | 11505
Tang huyét ap 4 (20,0%) 0
Protein niéu 0 0

Xuét huyét 1(5,0%) 1(5,0%)
Mét moi 8 (40,0%) 0
Tang men gan 3(15,0%) 0

C6 8 bénh nhan (40%) ghi nhan it nhat mot bién co bét Lgi;
doéc tinh do 3-4 dugc ghi nhan & 2 bénh nhan (10%). Mét
mai la bi€n c8 bat lgi thudng gap nhat (40%), ti€p theo la
tang huyét 4p (20%) va tdng men gan (15%). Bién cd bat
loi lién quan mién dich dugc ghi nhan & 10% bénh nhén,
trong khi cac bién c6 thudng géap lién quan Bevacizumab
chiém 25%. Khéng ghi nhan trudng hop protein niéu; chi
c6 1 truong hop xuét huyét do 3-4.

3.4. Két cuc sdng con

0 5 12 1 2%
Time (month)

10 8 3 0

Hinh 1. BPuwong cong Kaplan-Meier
wdc tinh sdng con toan bo (0S)

Cutoff: 31/12/2025

Progression-Free survival, %

0 5 2 i 2
Time (month)
Number at risk
20 7 3 0 0

Hinh 2. Puong cong Kaplan-Meier uwéc tinh PFS
Trung vi thdi gian theo dbi trung vi la 16,7 thang (KTC 95%:
5,7-NR). Trong thdi gian theo déi, ghi nhan 16 bién co tién
trién bénh hoac tir vong (80%) va 14 trudng hop tir vong
(70%). Trung vi PFS la 5,3 thang (KTC 95%: 0,7-11,0), trong
khitrung vi OS la 12,1 thang (KTC 95%: 1,7-18,4).

4. BAN LUAN

Trong nghién cu hdi ctu trén 20 bénh nhan HCC giai
doan tién xa, dugc diéu tri v4i phac d6 Atezolizumab két
hgp véi Bevacizumab, chung t6i ghi nhan ORR 40% va
DCR 75%. Trung vi thai gian theo doi la 16,7 thang, trung
vi PFS la 5,3 thang va trung vi OS la 12,1 thang. K&t qua
nay cho thay phac dé c6 kha nang kiém soat bénh trong
diéu kién thuc hanh lam sang tai Viét Nam.

So vdi nghién ctu pha lll IMbrave150, trong dé ORR dat
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30%, trung vi PFS dat 6,8 thang va trung vi OS dat 19,2
thang[2-3], két qua s6ng con trong nghién ctu clia chang
t6i thap hon. Su khac biét nay c6 thé lién quan dén dac
diém quan thé nghién cttu. Trong nghién cu nay, mac du
phan lédn bénh nhan thuéc nhém Child-Pugh A (95%), c6
t8i 75% bénh nhan thudc ALBI d6 2-3. Bén canh dé, 90%
bénh nhan & giai doan BCLC C/D va 70% cé di can ngoai
gan. Day déu la nhirng yéu to tién lugng bat lgi da dugc
chirng minh la cé anh hudng dén hiéu qua diéu tri va thoi
gian sGng con toan bd & bénh nhan HCC tién xa.

Khi so sanh vdi cac nghién clru doi thuc tai chau A, két
qua clia ching toi twong déi phu hgp. Hiraoka A va céng
sy ghi nhan hiéu qua diéu tri clia Atezolizumab két hgp
Bevacizumab van duoc duy tri & cdc nhdom bénh nhéan cé
chirc nadng gan suy gidam hoac ganh nang khai u cao [5].
Tuong tu, Lee P.C va cong su cho thdy phan do ALBI co gia
tri tién lugng ddi véi két cuc diéu tri § bénh nhan HCC giai
doan tién xa dugc diéu tri bAng phac do nay [6]. Diéu nay
c6 thé gop phan giai thich két qua séng con thép hon so
V@i cac thir nghiém lam sang cé tiéu chuén luwa chon bénh
nhan nghiém ngat.

K&t qua nghién clru clia chung téi cling tuong dong vdi
mot s6 bdo cdo budc dau tai Viet Nam. Nghién ciu da
trung tdm clia Nguyéen Thi Dung va cong su'trén 115 bénh
nhan HCC giai doan khéng thé phau thuat, dugc diéu
tri budc mét bang phac do Atezolizumab k&t hop véi
Bevacizumab tai Bénhvién K, Bénh vién Bach Maiva Bénh
vién Ung budu Ha N6i ghinhan ORR dat27,7% va DCR dat
67,8% trong thuyc hanh ldm sang [8]. So v6i nghién cltu
nay, ORR va DCR trong nghién ctru cua chuing t6i cao hon
(40% va 75%). Su khéc biét nay c6 thé do co’ mau nho,
thaoi glan theo déi bénh khac nhau va sai s& ngau nhién
do s6 lugng bénh nhén han ché trong nghién cu hién
tai. Cac tac gia cing ghi nhan ECOG, Child-Pugh, nong
do AFP, tinh trang huyét khai tinh mach clra va di cén xa
& nhitng yéu t6 anh hudng dén hiéu qua diéu tri, pht hgp
v@i nhan dinh trong nghién clu hién tai.

Ngoai ra, nghién cttu clia Nguyén Thi Phuong Lan va cong
su tai Bénh vién K trén 70 b&nh nhan duoc diéu tri bang
phéac dd Atezolizumab két hgp Bevacizumab cho thay
phan l6n bénh nhan & giai doan tién trién va khong con
kha nang phau thuat [9], phan anh dac diém thudng gap
clia bénh nhan HCC trong thuc hanh ldm sang tai Viét
Nam. Biéu nay cho thdy quan thé bénh nhan trong nghién
clu clia chung toi twong déi tuang déng véi cac bao céo
trong nudc gan day.

V& tinh an toan, ty & doc tinh do 3-4 trong nghién clu
nay la 10%, thap hon so véi ty 1& 38% dugc bao céo trong
nghién ctu IMbrave150[2]. C6 40% bénh nhan ghinhan it
nhét 1 bién c6 bat lgi. Mét moi la bién cé thu’o’nggap nhat
ti€p theo la tang huyet ap va tang men gan. Bi&n c& mién
dich lién quan diéu tri dugc ghi nhan & 10% bénh nhan,
trong khi céc bién co thudng gap lién quan Bevacizumab
chiém 25%. Khéng ghi nhan truong hgp protein niéu
va chi ghi nhan 1 truong hogp xudt huyét doé 3-4. Nhin
chung, céac bién c6 béat lgi quan sat dugc phu hgp véi
ho sg an toan da dugc bao céo trudc day ctia phac do
Atezolizumab két hop Bevacizumab.

Nghién cdu nay c6 mot s6 han ché. Thi nhét, day la
nghién ctiu hdi citu don trung tdm véi ¢6 mau nhoé nén do
chinh xac clia cac udc lugng con han ché. Thi hai, mot
s6 thong tin lién quan dén danh gia nguy co xuéat huyé't,
dac biét la d¥ liéu nc}i soi tiéu hoa trén va tinh trang gian
v@ tinh mach thuc quan-da day trudce diéu tri, chua dugc
thu thap day du. Thirba, ban chat ho6i ctru clia nghién clru
c6thédan dénbod sot cac bién c6 bat lgi mirc d6 nhe hodc
thoang qua. Do do, can c6 thém cac nghién cltu tién clu
da trung tdm v4i ¢& mau lén hon dé danh gla day dd hon
hiéu qua va tinh an toan ctia phéac do trong diéu kién thuc
hanh ldm sang tai Viét Nam.
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5. KET LUAN

Trong nghién ctru hdi ctru don trung tam trén 20 bénh
nhan HCC giai doan tién xa khong con chi dinh phau
thuat, dugc diéu tri bang phac do Atezolizumab két hgp
Bevacizumab cho thay hiéu qua kiém soat bénh kha quan
v&i ORR 40% va DCR 75%. Trung vi PFS dat 5,3 thang va
trung vi OS dat 12,1 thang. H6 so an toan clia phac dé &
muc chédp nhan dudgc, véi ty & doc tinh do 3-4 a 10%.
Can c6 cac nghién ctu da trung tdm véi c& mau lén hon
dé khang dinh thém hiéu qua va tinh an toan clia phac dé
trong thuc hanh ldm sang tai Viét Nam.
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