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Muc tiéu: Panh gia két qua diéu tri phac do atezolizumab két hop bevacizumab
trong diéu tri bwéc 1 trén bénh nhin (BN) ung thw biéu mé té bao gan
(hepatocellular carcinoma - HCC) qua chi dinh phau thuat. Phwro'ng phdp nghién ciru:
Nghién cru thuan tdp hoi clru két hop theo doi doc trén 118 BN diéu tri bwdc 1
bang atezolizumab - bevacizumab tai Bénh vién K tir thang 02/2020 - 02/2026.
Két qud: Tudi trung binh cta BN 12 57,5; nam gi¢i chiém 92,4%; ty 1& nhiém virus
viém gan B (HBV) la 65,3%); ty 1& huyét khoi tinh mach ctra va di can ngoai gan lan
lwot 1a 63,6% va 56,8%. Trung vi thoi gian theo doi la 16 thang. Trung vi thoi gian
song thém toan bo (0S) va song thém khong tién trién bénh (PFS) lan lwot la 16,2
thang va 5,2 thang. Ty l1é dap &ng khach quan (ORR) dat 65,3% va ty 1é kiém soat
bénh (DCR) dat 67,8%. C6 20,3% BN ghi nhan it nhit mét bién c6 bat loi; ting men
gan va xudt huyét tiéu héa lan lwot gap & 11,0% va 5,1% BN. Két ludn: Phac do
atezolizumab - bevacizumab cho thay hiéu qua diéu tri kha quan va tinh an toan

chip nhan dwoc trong diéu tri bwéc 1 trén BN HCC qua chi dinh phAu thuit.

Tw khéa: Ung thu biéu mo té bao gan; Atezolizumab; Bevacizumab.
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Abstract

Objectives: To evaluate the treatment outcomes of atezolizumab plus bevacizumab
as first-line therapy in patients with unresectable hepatocellular carcinoma (HCC).
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Methods: A retrospective cohort study with longitudinal follow-up was conducted
on 118 patients who received first-line atezolizumab plus bevacizumab at Vietnam
National Cancer Hospital between February 2020 and February 2026. Results: The
mean age was 57.5 years; 92.4% of patients were male, and 65.3% had hepatitis B
virus infection. Portal vein thrombosis and extrahepatic metastases were observed
in 63.6% and 56.8% of patients, respectively. The median follow-up duration was
16 months. Median overall survival and progression-free survival were 16.2
months and 5.2 months, respectively. The objective response rate was 65.3%, and
the disease control rate was 67.8%. 20.3% of patients had at least one adverse
event; elevated liver enzymes and gastrointestinal bleeding were reported in
11.0% and 5.1% of patients, respectively. Conclusion: Atezolizumab plus
bevacizumab demonstrated promising efficacy with acceptable safety as a first-line

treatment for patients with unresectable HCC.

Keywords: Hepatocellular carcinoma; Atezolizumab; Bevacizumab.

PAT VAN PE

Ung thw biéu mo té bao gan la nguyén
nhan gy t& vong do ung thw hang dau
tai Viét Nam [1]. Phan 16n BN dwoc chin
doan & giai doan tién xa, khong con chi
dinh phau thuat hodc khéng con phu
hop véi cac phwong phép diéu tri tai ché.
Do d¢, liéu phap toan than déng vai tro
quan trong trong viéc cai thién OS va giam
nhe triéu chirng [2]. Hién nay, cung v&i
suw phat trién cua liéu phap mién dich,
chién lwoc diéu tri buwdc 1 cho HCC da cé
nhiéu thay d6i. Bén canh cac thuéc diéu
tri dich nhu sorafenib hay lenvatinib, cac
phac d6 phéi hop thudc rc ché diém
ki€ém soat mién dich véi thudc khang sinh
mach 1a lwa chon wu tién & nhiéu BN [3].
Vao nam 2020, nghién ctru IMbrave150
da cho thay phac d6 atezolizumab két hop
bevacizumab gidp cai thién dang ké 0OS
so va&i sorafenib, véi trung vi OS dat 19,2

thang [4]. Phac d6 nay tao ra tic dong
hiép dong: Atezolizumab (khang PD-L1)
giup tai kich hoat té€ bao T tan cong khéi
u, trong khi bevacizumab (khang VEGF)
gitp rc ché tin tao mach mau, déng thoi
lam gidm tinh trang (rc ch€ mién dich,
tao diéu kién cho cac t& bao mién dich
xam nhap vao khéi u hiéu qua hon [3, 5].
Tai Viét Nam, da c6 mot sd nghién
ctru danh gia két qua ctia phac do trong
diéu tri HCC giai doan tién xa. Tuy nhién,
phan 16n cac nghién ctru con c6 c& mau
han ché, thoi gian theo doi ngan va dai
twong nghién ctru chwa déng nhéit, bao
gom ca BN diéu tri bwéc 1 va BN da trai
qua cac phuong phap diéu tri tai chd
truedc db. Vi vay, nghién ctru dwoc thuc
hién nham: Ddnh gid két qud diéu tri
bwéc 1 cia phdc d6 atezolizumab két
hop bevacizumab trén BN HCC qud chi
dinh phdu thudt tai Bénh vién K va ghi
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nhdn cdc bién c6 bdt lgi thwong gdp
trong qud trinh diéu tri.

PpOI TUONG VA PHUONG PHAP
NGHIEN CU'U

1. Pdi twong nghién ciru

Gom 118 BN HCC qua chi dinh phau
thuat dwoc diéu tri budc 1 bang phac do
atezolizumab - bevacizumab tai Bénh
vién K tir thang 02/2020 - 02/2026.

* Tiéu chudn lwa chon: BN = 18 tudi;
dwoc chin dodn xac dinh HCC bang mo
bénh hoc hodc theo Hwéng dan chin dodn
va diéu tri HCC cta B9 Y té Viét Nam [2];
BN & giai doan tién xa, qua chi dinh phau
thuat hoac khéng con phu hop véi cac
phwong phap diéu tri tai chd; BN chua
diéu tri HCC toan than trwdc do; co tén
thwong do dworc theo tiéu chuin RECIST
phién ban 1.1; chi s6 toan trang ECOG
tr 0 - 1; chttrc nang gan Child-Pugh A
hodc B; c6 diy da h6é so bénh an va
thong tin theo doi phuc vu nghién ctru;
BN dbéng y tham gia nghién ctru.

* Tiéu chudn loai trir: BN mac dong
thoi cac bénh ly ac tinh khac; BN suy
chirc nang gan nang (Child-Pugh C); c6
bénh ly tw mién dang hoat dong cin
diéu tri c ché mién dich toan than; cé
tién st hodc nguy co xuit huyét tiéu
héa cao chwa dwoc diéu tri day da; bénh
nén nang hoic suy chirc nang co quan
nghiém trong anh hwdng kha ning diéu
tri va theo doi.
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2. Phwong phap nghién ciru

* Thiét ké nghién ciru: Nghién cru
thuén tip hoi cru két hop theo doi doc.

* C& mdu va chon mdu: Mau nghién
cru dwoc chon theo phwong phap
thuén tién, bao gdbm tat cd BN thoa man
tiéu chuin trong thoi gian nghién ciru,
véitong s6 118 BN.

* Phdc do diéu tri: Atezolizumab
1.200mg truyén tinh mach mdi 3 tuln;
bevacizumab 15 mg/kg truyén tinh
mach mdi 3 tuan. Duy tri cho dén khi
bénh tién trién, xudt hién doc tinh
khéng chdp nhan dwoc hoac BN tir chdi
ti€p tuc diéu tri.

* Bién sd nghién ciru:

bidc diém d6i twong nghién ciu:
Tuoi, gid¢i tinh, ECOG PS, dic diém u
(kich thwéc, s6 lwong, huyét khoi tinh
mach ctra, di can), alpha-fetoprotein (AFP),
chtrc nang gan (Child-Pugh, ALBI).

banh gia két qua diéu tri: OS, PFS va
ty 1&é dap &ng khoi u. Dap &ng diéu tri
dwoc danh gia theo tiéu chuin RECIST
1.1 trén co s& doi chiéu hinh anh truéc
va sau diéu tri bang chup cat 1¢p vi tinh
hoac cdng hwdng tir. Trong mot s6 treong
hop, tiéu chudn mRECIST dwoc tham khao
bé trg. Viéc danh gia dwoc thwe hién boi
bac si diéu tri dwa trén sy thong nhit
véi két qua doc phim ctia bac si chin
doan hinh anh. Thoi diém danh gia hinh
anh dau tién dwoc thuc hién sau 2 - 3
chu ky diéu tri hodc sém hon néu BN c6
d4u hiéu tién trién IAm sang ro rét.
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Dboc tinh: Pwoc ghi nhan va phan do
theo Tiéu chuén thuit ngir chung cho cac
bién c6 bit lgi (CTCAE) phién ban 5.0.

* Xiv ly s6 liéu: S6 liéu dwoc xtr ly
bang phin mém Python. C4c bién dinh
lwvong dwoc trinh bay dwéi dang trung
binh + d6 léch chuin (X * SD) hoic
trung vi; cac bién dinh tinh dwgc trinh

bay bang tin suit va ty 1é phan tram. 0S

dwoc wéc tinh theo phwong phap
Kaplan-Meier. Cac yéu t6 tién lwong
dwoc phan tich bang mé hinh héi quy Cox.

3. Pao dirc nghién ciru

Nghién ctru dwoc thuc hién theo ding
quy dinh ctia Bénh vién K. S6 liéu nghién
ctru dwoc Bénh vién K cho phép st dung
va cdbng bo. Nhém tac gia cam két khong

c6 xung dot lgi ich trong nghién ctru.

KET QUA NGHIEN CG'U

Bang 1. Dic diém 1am sang, ciAn lAm sang cia BN nghién ctru (n = 118).

Pic di€ém

Gia tri, n (%)/X %SD

Tuodi (ndm) 575+129
Gidi tinh
Nam 109 (92,4)
N 9(7,6)
Can nguyén bénh gan
Viém gan B (HBV) 77 (65,3)
Viém gan C (HCV) 4 (3,4)
Khac (rwou, khong rd) 37 (31,3)
Chi s6 toan trang theo ECOG
0 48 (40,7)
1 70 (59,3)
Chlrc nang gan
Child-Pugh A 97 (82,2)
Child-Pugh A5 73 (61,9)
Child-Pugh A6 24 (20,3)
Child-Pugh B 21(17,8)
ALBI do 1 66 (55,9)
ALBI d6 2-3 52 (44,1)
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Pic diém Gia tri, n (%)/X %SD

Kich thwéc khéi u 1én nhit (cm) 9,3+4,2
baou(=2) 72 (61,0)
Huyét khéi tinh mach ctra 75 (63,6)
Di can ngoai gan 67 (56,8)
AFP 2 400 ng/mL 72 (61,0)
Gian tinh mach thuc quan

bo1 1(0,8)

Do 2 4(3,4)

Khong ghi nhan/khong soi 113 (95,8)

Tudi trung binh cia nhém BN nghién ctru 1a 57,5 + 12,9. Nam gi¢i chiém da so
(92,4%). Nhiém HBV 1a cin nguyén chi yéu (65,3%). Ty 1& BN c6 Child-Pugh A va B
lan lwot 1a 82,2% va 17,8%. Kich thwdc khoi u 1én nhit trung binh 14 9,3 + 4,2cm.
Ty 1€ BN c6 huyét khoi tinh mach ctra va di can ngoai gan lan lwot 1a 63,6% va 56,8%.

Tai thoi diém theo ddi cudi cung, thoi gian theo doi trung vi la 16 thang.

Song con toan b (OS) S6ng con khéng bénh tién trién (PFS)
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A B
Hinh 1. Puwong cong Kaplan-Meier ctia OS (A) va PFS (B).
Trung vi OS 1a 16,2 thang (95%CI: 13,5 - 20,1). Ty 1é OS tai thoi diém 12 thang
va 24 thang lan lwot 1a 62,7% va 30,9%. Trung vi PFS 1a 5,2 thang (95%CI: 4,0 - 7,5).
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Bang 2. Dap &ng khéi u.

Mirc d6 dap ing Gia tri, n (%)
Pap &ng hoan toan (CR) 1(0,8)
bap rng mot phan (PR) 76 (64,4)
Bénh 6n dinh (SD) 3(2,5)
Bénh tién trién (PD) 38 (32,2)
Pap ng khach quan (ORR = CR + PR) 77 (65,3)
Kiém soat bénh (DCR = CR + PR + SD) 80 (67,8)

Pap &ng khach quan (ORR) ghi nhdn 65,3%, chti yéu la dap rng mot phan
(64,4%). Kiém soat bénh (DCR) dat 67,8%.

Bang 3. Cac bién c6 bat loi thwong gap.

Loai bién cd bat lgi Gia tri, n (%)
R6i loan chirc nang gan 16 (13,6)
Tang men gan (AST/ALT) 13 (11,0)
Suy gan 5(4,2)
Bién c0 lién quan téi bevacizumab 7 (59)
Tang huyét ap 1(0,8)
Xuat huyét tiéu hoa 6 (5,1)

Cac bién cd bat loi thwong gdp cht yéu lién quan dén roi loan chirc nang gan, ghi
nhin & 13,6% BN; trong dd, ting men gan chiém 11,0%. Xuit huyét tiéu hda dwoc
ghi nhin & 5,1% BN. Téng cong c6 24 BN (20,3%) ghi nhan it nhat mo6t bién c6 bat
loi trong qua trinh diéu tri.

Phan tich hoi quy Cox dugc thwe hién nham danh gia mot s6 yéu td tién lwong
anh hwdng dén OS va PFS, két qua nhw sau:
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Bang 4. Két qua phan tich hoi quy Cox cta cac yéu to tién lwong.

.. ) 0S da bién ’
Yéu to 0S don bién PFS don bién
HR (95% CI)
Child-Pugh > A6 1,75(1,05-2,93) 1,75(0,92-3,34) 1,25(0,78-1,99)
(so véi A5) p=0,032 p =0,087 p=0,354
ECOGPS1 1,17 (0,69 - 2,00) 0,86(0,45-1,67) 0,72(0,44-1,17)
(sovdi0) p=0,555 p=0,664 p=0,187
AFP = 400 ng/mL 1,37 (0,80-2,35) 1,13(0,62-2,07) 1,13(0,72-1,78)
(sov&i<400) p=0,250 p=0,687 p=0,588
Kich thwécu=93cm 1,43(0,80-2,55) 1,40(0,78-2,53) 1,23(0,79-1,92)
(sovdi<9,3) p=0,232 p=0,264 p=0,359
C6 HK tinh mach cva 1,08 (0,64 -1,85) 1,00 (0,56-1,80) 1,22 (0,78-1,90)
(so v&i khong) p=0,768 p=0,988 p=0,394
C6 di can ngoai gan 1,30(0,77-2,19) 1,32(0,75-2,33) 1,16(0,75-1,78)
(so v&i khong) p=0,323 p=0,341 p=0,511

(HK: Huyét khoi)

Trong phéan tich da bién d6i vai 0S, chirc nang gan Child-Pugh = A6 la yéu to tién

lwong xau doc 1ap c6 y nghia thong ké (HR = 1,75; p = 0,032). Cac yéu t6 con lai

chwa ghi nhin moi lién quan cé y nghia thong ké v&i OS hodc PFS.

BAN LUAN

Vé dic diém lam sang, tudi trung
binh cia BN trong nghién cttu la 57,5,
thip hon dang ké so véi cac thir nghiém
toan ciu nhw nghién ctru IMbravel50
(64 tudi) nhung twong dong voi dir liéu
doi thuce tai Thai Lan va Viét Nam [4, 6, 7].
Nam gi&i chiém wu thé (92,4%) cao hon
murc 83% trong nghién ctru IMbrave150
[4]. HBV la cdn nguyén chu yéu cda
bénh (65,3%), phan 4nh dic diém dich
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té dic trung cia khu vuc Pong Nam A
[3]. V&i tinh chat cia mdt nghién ciru
doi thuce, nghién ctru cua ching toi bao
gom 17,8% BN c6 Child-Pugh B, twong
tw cic bao cdo tai An DO va M¥, thay vi
chi gi¢i han trong Child-Pugh A nhu tht
nghiém lam sang [8, 9]. Nhém BN
nghién ctru c6 ganh ndng khéi u 1on véi
kich thwdc u lén nhit trung binh dat
9,3cm va ty lé huyét khéi tinh mach ctra

(63,6%) cao hon so v&i nghién ciru
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IMbrave150 (38%) [4]. Ty 1é AFP = 400
ng/mL la 61% cling cao hon mic 38%
trong nghién cru IMbravel50, phan
anh BN Viét Nam thuwong dwoc chan
doan & giai doan tién trién mudn, dit ra
thach thirc 1on trong viéc kiém soat
bénh va duy tri chirc ndng gan khi diéu
tri toan than.

Trung vi OS va PFS cta nghién ctru
lan lwot 1a 16,2 thang va 5,2 thang, thip
hon tht nghiém IMbrave150 (0OS: 19,2
thang; PFS: 6,8 thang) nhwng van cao
hon bdo cdo tai Thai Lan va twong
dwong cac dit liu thuc té tai My va An
bo [6, 8, 9]. ORR dat 65,3%, cao hon so
véi mirc thwong gap 1a khoang 27 - 31%
trong cac thir nghiém lam sang va bao
cao quoc té khac [3]. Sw khac biét nay cé
thé dwogc ly gidi qua hai yéu to. Thi
nhit, 65,3% doi twong nghién ctru cd
can nguyén la HBV, nhom BN da duwoc
chirng minh cé xu hwéng dap wng tot
hon véi liéu phap mién dich phéi hop
khang VEGF [3, 9]; thir hai, trong thuc
hanh lam sang, bén canh RECIST 1.1,
tiéu chudn mRECIST d6i khi dwoc tham
khdo bo trg trong danh gia hinh anh
hoc, dac biét & cac trwong hop céd thay
do6i vé mirc d6 ngdm thudc tai khéi u sau
diéu tri. Diéu nay c6 thé dnh hwdng dén
ty 1& dap rng ghi nhan gitra cAc nghién
ctru. Mac du ORR cao, PFS trong nghién

ciru van thip hon so véi nghién ciru

IMbrave150, c6 thé lién quan dén ganh
nang khoi u 16n, ty 18 huyét khéi tinh
cao va 178% BN c¢o
Child-Pugh B - nhém cé tién lwgng kém

mach ctra
va thwong khong dugc dwa vao cac thir
nghiém pha III. Két qua nay twong dong
v&i nghién ctru cia Nguyén Thi Dung va
CS tai Viét Nam vé&i PFS 1a 4,3 thang [7].

Trong phan tich da bién, Child-Pugh
> A6 la yéu to tién lwong xau doc 1ap doi
véi 0S (HR = 1,75; p = 0,032). Két qua
nay twong dong v&i cac dir liéu doi thuc
tai My, An D6 va Viét Nam, cho thiy
chirc ning gan van 1a yéu t6 cé anh
hwéng quan trong dén két qua diéu tri &
BN HCC tién trién diéu tri toan than
[7 - 9]. biéu nay khac v&i thir nghiém
IMbrave1l50 chi chon BN
Child-Pugh A. Ngwoc lai, nghién ctru

tuyén

chwa ghi nhan y nghia thong ké cta cac
yéu to tién lwgng kinh dién nhw AFP
> 400ng/mL, kich thwdc u lon hay di
cian ngoai gan [3]. K&t qua nay c6 thé
lién quan dén c& mau con han ché cling
nhw dic diém quan thé nghién ctru cé
ganh nang bénh twong doi dong nhat &
giai doan tién trién.

Veé tinh an toan, 20,3% BN ghi nhén it
nhit mot bién cd bat loi trong qua trinh
diéu tri. Ty 1é nay thip hon dang ké so
véi thir nghiém IMbravel50 va cac
nghién ctru khac [4, 6, 9]. Su khac biét

c6 thé lién quan dén dic diém nghién
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ciru hoi ctru, cic bién c6 mic dd nhe
hodc thay doéi cin lIAm sang thodng qua
c6 thé chwa dwoc ghi nhian day du trong
h6 so bénh an. Poc tinh thwong gip
nhéit lién quan dén chirc nang gan, chu
yéu la tang men gan, twong dong véi cac
nghién ctu trwdc diy [3]. Xuat huyét
tiéu hoa gap & 5,1% BN, twong dwong
véi cac nghién ctru quéc té [3]. Tuy
nhién, thuc té 1am sang khong phai tit
ca BN trong nghién ciru déu dwoc ndi
soi danh gid gian tinh mach thwc quan
trwde diéu tri, do do, nguy co xuit huyét
tiéu hoa c6 thé chwa dwoc phan anh day
da. Viéc ndi soi danh gid mirc do gidn
tinh mach thwc quan va nguy co xuit
huyét trw¢c khi bat dau diéu tri
bevacizumab déng vai tro quan trong,
dac biét & BN c6 nguy co cao hodc chirc
nang gan suy giam. Ty 1é tang huyét ap
trong nghién ctu thap hon so véi thir
nghiém IMbrave150, phan anh sy khac
biét vé cach thirc theo doi va ghi nhan
bién co gitra thir nghiém 1am sang va dir
liéu doi thuce [4].

Nghién cru con moét s6 han ché nhw
thiét ké héi ctru don trung tim va co
mau con han ché; viéc hodi ctru bién co
bat lgi ¢6 thé chwa phdn dnh day du cac
bién c6 mirc dd nhe; ddnh gia dap Gng
diéu tri ch yéu dwa trén thwe hanh 1am
sang va trong mot sé trwong hop co

tham khao tiéu chudn mRECIST, nén cé
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thé c6 khac biét nhit dinh khi so sanh

v(i cac thir nghiém ngau nhién.

KET LUAN
Phic d6 atezolizumab két hop
bevacizumab cho thiy hiéu qua diéu tri
khd quan va tinh an toan chip nhin
dworc trong diéu tri budc 1 cho HCC giai
doan tién trién tai Viét Nam.

Loi cam on: Nhom tac gia xin chan
thanh cdm on sw gitp do, tao diéu kién
cia Bénh vién K trong qua trinh thuwc
hién nghién cttru cling nhw sy tin twéng,
déng hanh ctua cic BN da tham gia

nghién ctru.
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