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ABSTRACT

Objective: To evaluate the outcomes of first line treatment with the Atezolizumab-
Bevacizumab regimen in patients with unresectable hepatocellular carcinoma.

Materials and methods: This was a retrospective, longitudinal study including 29 patients
with unresectable hepatocellular carcinoma who received first-line treatment with the
Atezolizumab-Bevacizumab regimine at the Department of Medical and Radioation
Oncology, Oncology Center, Cho Ray Hospital, from October 2022 to December 2024.
Outcomes assessed included objective response rate, progression-free survival, overall
survival, and adverse events.

Results: The partial response rate was 31%, complete response was observed in 6.9% of
patients, stable disease in 41.4% and progression disease in 20.7%. Median progression-
free survival was 9.4 months, overall survival was 20.1 months. Adverse events were
reported in 78% of patients. The most common adverse events included grad 1-2
thrombocytopenia (27.6%), grade 3-4 thrombocytopenia 6.9%), grade 1-2 elevated liver
enzymes (27.6%), and grade 3-4 elevated liver enzymes (3.4%), hypertension (51.7%),
esophageal varices (10.3%) and pruritus (10.3%).

Conclusions: The Atezolizumab-Bevacizumab regimen demonstrated significant
therapeutic efficacywith an acceptable safety profile, supportingitsrole asanew standard
first line treatment option for patients with unresectable hepatocellular carcinoma.
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TOM TAT
Muc tiéu: Danh gia két qua diéu tri budc mot bang phac do Atezolizumab-Bevacizumab &
bé&nh nhan ung thu biéu mé té bao gan khéng c6 chi dinh phau thuat.

Déi twgng va phwong phap: Nghién ctru hoi clru, c6 theo déi doc, bao gom 29 bénh nhén
ung thu biéu mé té bao gan khéng cé chi dinh phau thuat dugc diéu tri budc mot bang
Atezolizumab-Bevacizumab tai Khoa Héa Xa tri, Trung tdm Ung buéu, Bénh vién Cho Ray
tir thang 10/2022 dén thang 12/2024. Danh gia ti 1& dap ng, thdi gian bénh khong tién
trién, séng con toan bd va céc tac dung ngoaiy clia phac do Atezolizumab-Bevacizumab.

Két qua: Tilé dap i'ng mot phan la 31%, dap iing hoan toan la 6,9%, bénh 6n dinh 1a 41,4%
va bénh tién trién la 20,7%. Trung vi s6ng con bénh khéng tién trién la 9,4 thang, séng con
toan bd 1a 20,1 thang. 78% xuat hién tac dung ngoaiy, trong dé gidm tiéu cau do 1-2 chiém
27,6%, d6 3-4 chiém 6,9%; tang men gan d6 1-2 chiém 27,6%, do 3-4 chiém 3,4%; tang
huyét ap chiém 51,7%; gian tinh mach thuc quan chi€ém 10,3% va ngira chiém 10,3%.

K&t luan: Phac do Atezolizumab-Bevacizumab chirng minh hiéu qua diéu vugt troi va ho
so an toan chap nhan dugc, khang dinh vai tro & lwa chon diéu tri tiéu chudn mdi cho
bénh nhan ung thu biéu mé t& bao gan khéng cé chi dinh phau thuét.

Ter khéa: Ung thu biéu mo té bao gan, Atezolizumab-Bevacizumab, budc mot.

1. DAT VAN BE

Ung thu biéu mo té bao gan tiép tuc & mot thach
thirc L&n doi vdi hé thong y té toan cau va la nguyén
nhén hang dau gay tlr vong do ung thu & nam gidi tai
Viét Nam. Theo dir liéu tir Hé thdng giam sat, dich
té hoc va K&t qua cubi cung cla Vién Ung thu Quéc
gia Hoa Ky (SEER), hon 70% bénh nhan ung thu gan
dugc chan doan & giai doan tién xa, khéng con kha
nang phau thuat triét dé. Ti & s6ng s6t sau 5 ndm
& nhém bénh nhan nay chi khoang 2-3%, phan anh
tién lwgng rat xau clia bénh khi phat hién muon[1].

Trong hon mot thap ki qua Sorafenib va sau do la
Lenvatinib dugc st dung nhu céc thuéc chuén trong
diéu tri budc mot ung thu biéu moé (UTBM) té bao gan
khéng con kha nang phau thuat. Cac thuéc tyrosine

*Tac gia lién hé

kinase inhibitor (TKIs) nhu Sorafenib, Lenvatinib da
dugc phé duyét cho chi dinh budc mot trén bénh
nhan UTBM té& bao gan khéng c6 cé chi dinh phiu
thuét, giup kéo dai thoi gian séng so véi gia duoc
theo thirty' la 10,7 thang va 13,6 thang [2-3]. Nghién
cltu pha 3 IMbrave150 da ching minh hiéu qua vuot
tréi clla phac do Atezolizumab-Bevacizumab so vdi
Sorafenib véi kéo dai s6ng con toan bo (OS) 19,2
thang va séng con bénh khéng tién trién (PFS) 12 6,9
thang, ti lé dap ng khach quan (ORR) 30% [4]. Tuy
nhién di liéu thye té vé hiéu quéa va tinh an toan cla
phac d6 Atezolizumab-Bevacizumab trén dan so
Viét Nam van con han ché. Do dé ching téi tién hanh
thuc hién dé tai nghién ctru nay tai Bénh vién Chg
Ray v6i muc tiéu: danh gia k&t qua va tinh an toan
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clia phac do Atezolizumab-Bevacizumab trong diéu
tri budc moét & bénh nhdn UTBM té bao gan khong cé
chi dinh phau thuat.

2. DOITUONG, PHUONG PHAP NGHIEN CU'U
2.1. Thiét ké nghién ciru

Nghién cttu hoi clru c6 theo ddi doc.

2.2. Pia diém va thoi gian nghién clru

Dia diém trién khai nghién ctu tai Khoa Hoa Xa Tri
thuéc Trung tdm Ung budu, Bénh vién Cho Ray.

Thoi gian thuc hién tir thang 10/2022 dén thang
12/2024. Tat cad bénh nhan dugc theo dbi dén
30/4/2025 hoac cho dén khi tlr vong, mat diu hoac
xin ngirng diéu tri.

2.3. Béi twgng nghién ciru

Bénh nhan UTBM té bao gan khong cdé chi dinh
phau thuat, duoc diéu tri buédc mot bang phac do
Atezolizumab-Bevacizumab thda man céac tiéu
chudn sau: dugc chan doan xac dinh dua trén
huéng dan chan doan cua Bo Y té Viét Nam, ECOG
< 2, Child-Pugh A/B, khéng méc cac bénh ly ung thu
khac, khoéng c6 cac bénh ly man tinh hodc cép tinh
tram trong, khong cé tinh trang gian tinh mach thuc
quan; chlc nang gan, than, tly xuong, tim mach
trong gidi han binh thudng; c6 ho sa luu trir day du.

2.4. C& mau, chon mau

Phuong phap chon mau thuan tién, 4y toan bo cac
ca c6 san trong ho so & Bénh vién Cho Ray va phu
hgp tiéu chuan lua chon.

2.5. Bién s, chi s8, ndi dung, chu dé nghién ctru

Céc nhém bién so, chi s6 nghién clru bao gom PFS,
0S, RR, déc tinh xay ra trong qua trinh diéu tri.

2.6. Ky thuat, cédng cu va quy trinh thu thap sé liéu

Dua trén ho so bénh an va phan mém bénh an dién
tlr tai B&nh vién Chg Ray.

2.7. Xt ly va phén tich sé liéu

Céc thong tin dudc thu thap qua ho so bénh an dugc
thiét k& sdn. Cac s6 liéu dugc ma hoa va xir ly bang
phan mém théng ké y hoc SPSS véi cac thuét toan
théng ké. Tinh cac gia tri song thém theo phuong
phap Kaplan-Meier.

2.8. Pao dirc nghién ciru

Nghién clu dugc su cho phép cla lanh dao Bénh
vién Chg Ray, chi str dung céc dir liéu c6 san va da
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dugc ma hoda toan b théng tin ca nhan, khéng truc
ti€p ti€p xuc hay can thiép vao qua trinh diéu tri cia
bénh nhan.

3. KET QUA NGHIEN cU'U
3.1. Pac diém bénh nhan va diéu tri

Chungtdi ghinhan dugc 29 ca UTBM té bao gan khong
c6 chidinh phiu thuat dugc diéu tri budc mot bang bd
déi mién dich Atezolizumab-Bevacizumab véi nhitng
dac diém lam sang dugc mo ta trong bang 1.

Bang 1. Dac diém bénh nhan (n = 29)

S6 Tilé
Pac diém bénh nhan ’
(%)
(n)
Nam 29 100
Giéi tinh
N 0 0
} X = SD (tudi) 64
Tudi -
Min-max (tudi) 49-73
0-1 28 96,6
ECOG
2 1 3,4
Viém gan virus B 18 62,1
.:nnh tran'g Viém ganvirus C 10 34,5
viém gan virus
Khéng viém gan 1 3,4
A 0 0
Giai doan
BCLC B 0 0
C 29 100
Churic nang A5 20 69,0
gan theo A6 8 27.6
thang diém
Child-Pugh B9 1 3,4
Dicanxa 12 41,4
Huyét khai Co 8 27,6
tinh mach ctra Khéng 21 72,4
< 400 ng/ml 15 51,7
AFP
=400 ng/ml 14 48,3
Bénh ly Tang huyét ap 5 17,2
kemtheo | pajthao duong 2 6,9

Bang 1 cho thay 100% bénh nhan trong nghién
ctu la gidgi tinh nam va thudc giai doan BCLC C,
do tudi trung binh la 64 tudi, viém gan B/C chiém
96,6%. Phan L&n chirc ndng gan cla bénh nhan
t6t, Child-Pugh A5 chiém 69%, Child-Pugh A6
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chiém 27,6%. Ngoai ra, tinh trang huyét khéi tinh
mach clra chi€ém 27,6% va c6 AFP = 400 ng/ml ban
dau chiém 48,3%.

K&t qua nghién ctru ghi nhan trung vi séng con toan
bo la 20,1 thang (95%Cl: 15,24-24,87). Ty 1& séng
con toan bo tai thdi diém 12 thang la 67,8% va tai

Bang 2. Ti lé dap &ng (n = 29)

Pap irng | S6 bénh nhan (n) Ti L& (%)
Hoan toan 2 6,9%
Mét phan 9 31,0%
On dinh 12 41,4%
Tién trién 6 20,7%

K&t qua cho thay, ti l&é dap ung khach quan (ORR)
la 37,9%, trong do 6,9% la dap ung hoan toan va
31% la dap &ng mot phan. Ti lé kiém soéat bénh
(DCR) & 79,3%.

thoi diém 24 thang a 42,6%.
Bang 3. Cac doc tinh thuwong gap (n = 29)

0 5.0 10.0 15.0 20.0

PFS
Hinh 1. Th&i gian séng thém bénh khdng tién trién

V@i thoi gian theo déitrung binh 14 18,4 thang, kétqua
cho thay thoi gian séng con bénh khéng tién trién la
9,4 thang (95%Cl: 6,96-11,98). Ti [& s6ng bénh khong
tién trién tai thdi diém 6 thang va 12 thang lan lugt La
72,3% va 41,5%.

08 |

0.6

0.4

0.2

Hinh 2. Th&i gian séng thém toan bd

Tac dung phu Tong po61-2 | P63-4
Tang huyétap |[15(51,7%) |14 (48,3%) | 1 (3,4%)
Gi?gi”gurgi‘:h 3(10,3%) | 1(3,4%) |2 (6,9%)
Giam tiéu cau |10 (34,5%) | 8 (27,6%) |2 (6,9%)
Tang men gan 9(31%) | 8(27,6%) |1 (3,4%)
Gidambachcau | 2(6,9%) | 2(6,9%) 0
Ngtra 3(10,3%) | 3(10,3%) 0
Mét moi 2 (6,9%) 2 (6,9%) 0
Sut can 2(6,9%) | 2(6,9%) 0

Céc tac dung khéng mong mudén thudng gap nhat
(& tang huyét ap (51,7%), giam tiéu cau (34,5%) va
tang men gan (31%). Phan lén cac bién co & mirc
dd nhe dén trung binh (d6 1-2), trong khi bién c6 do
3-4 tuong dai it gap, phd bién nhat (& gian tinh mach
thuc quan (6,9%) va giam tiéu cau (6,9%). Khong ghi
nhén bién cé do 5 trong nghién clru.

4. BAN LUAN

Trong nhiéu ndm qua, céc lua chon diéu tri toan than
cho UTBM té& bao gan con tuong déi han ché, chu
yéu dua trén Sorafenib - mét thudc Uc ché tyrosine
kinase (TKI). Tuy nhién, nhirng ndm gan day vdi sy
phat trién cac loai thudc (c ché diém kiém soat
mién dich (ICls), da@ m& ra mot ky nguyén mdi trong
diéu tri UTBM t&€ bao gan. Trong béi canh do, phac do
Atezolizumab-Bevacizumab da ching minh la vuot
troi so véi Sorafenib ca veé ti & dap (ng va thdi gian
s6ng trong thir nghiém Imbrave 150, va nhanh chong
trd thanh lua chon diéu tri budc mét tiéu chuan tai
nhiéu quoc gia [4].

Trong nghién clru Imbrave 150, chi 69% bénh nhan
sang loc dugc tham gia nghién clru, diéu nay phan
anh su thiéu hut bang chirfng manh trong ng dung
diéu tri budc mot trén toan bd dan s6 UTBM té bao
gan trong thuc té ldm sang [4]. Nghién cltu cla
chuing tdi cho cai nhin r6 rang hon trén dan s6 chung
nhu tinh trang chidc nang gan kém hon Child-Pugh
B, bénh nhan da dugc diéu tri phau thuat trudc do.
Mac du phan lédn bénh nhan trong nghién cttu co
nhirng dac diém lAm sang khéng thuan lgi, két qua
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diéu tri vaAn cho thay hiéu qua dang khich l&. Cu thé,
ti l&é dap wng khach quan (ORR) dat 37,9%, ti lé bénh
tién trién (PD) la 20,7%, trung vi thai gian s6ng khong
bénh tién trién (PFS) & 9,4 thang, trung vi thoi gian
s6ngtoan bo (OS) dat 20,1 thang.

K&t qua nay thdm chi con vugt tréi hon so véi nhirng
g dugc ghi nhan trong thr nghiém [dm sang ngau
nhién pha lll IMbrave150 - nghién cttu nén tang thiét
l&p vai tro clia phac do Atezolizumab-Bevacizumab
trong diéu tri UTBM té€ bao gan giai doan tién xa.
Trong Imbrave 150, ORR theo dénh gia cua t6 chuirc
nghién clitu doc lap la 30%, ti & bénh tién trién (&
19,6% va PFS trungvila 6,8 thang, OS trungvila 19,2
thang [4]. Ngoai ra, khi so sanh vdi cac d@ liéu doi
thuc gan day, hiéu qua diéu tri trong nghién clru clia
chung t6i cling 16 ra tuwong duong hodc nhinh hon.
Cac nghién clru thudng bao cdo ORR dao dong t&
20-35%, PFS trung vi khoang 5-8 thang va OS trung
vi tlr 14-18 thang, nhirng khac biét vé hiéu qua diéu
tri c6 thé phan nao phan anh sy khac biét trong dac
diém dan s& nghién cltu, tiéu chi chon bénh nhén,
cling nhu chién luge theo déi va can thiép ho trg tai
tirng co s& diéu trj [5-6].

Mot vai yéu té quan trong c6 thé gép phan ly giai cho
hiéu qua diéu trj tich cyc trong nghién cltu clia ching
16i. Pa s6 bénh nhan clia ching t6i c6 chirc nang
gan con t6t (96,6% Chil-Pugh A) va thé trang chung
thuan lgi ECOG = 0-1. Hién nay, yéu t6 tién lugng cho
dap Ung véi phac do6 Atezolizumab-Bevacizumab
van chua xac dinh, cé nghién ctu da goi y cho gia
thuyét tinh trang nhiém virus viém gan B/C (& mo6t
trong nhirng yéu t6 tién dodn dap ng t6t v&i mién
dich. Trong cac th* nghiém ldam sang Imbrave 150,
CheckMate 459, KEYNOTE-240 da cho thay déap ung
mién dich c6 méi lién quan mat thiét véi tinh trang
nhiém virus viém gan B/C [7]. Ngugc lai, UTBM té&
bao gan lién quan dén viém gan nhiém m& khéng do
rugu (NASH) c6 dap ¢ng kém véi mién dich. Cac mod
hinh tiém lAm sang chi ra rang trong NASH, su kiét
qué chirc nang cula té bao T va tinh trang viém “mat
kiém soat” trong vi moi trudng gan co thé gay trc ché
dap ¢ng mién dich, tham chi lam tang t6c doé tién
trién clia bénh dudi tac dung cta ICls, diéu nay co
thé giup ly gidi phan nao hiéu qua diéu tri kha quan
trong quan thé nghién ciu [8].

Bén canh do, cac yéu td ldm sang khac nhu'thé trang
tot, va ti L& thap cé huyét khdi tinh mach ctra clng
gbép phan quan trong vao két qua tich cuc. Nhirng
yéu td nay da dugc ching minh la lién quan chat ché
dén kha nang dung nap va kéo dai thoi gian diéu tri
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bang liéu phép mién dich trong cac nghién clru trudc
day. Céac chi diém sinh hoc khac nhu biéu hién PD-
L1 hoac tai luong dot bidn khai u tuy da dugc nghién
clu rong rai trong cac ung thu khac, nhung hién tai
van chua déng vai tro tién lugng rd rang trong UTBM
t€ bao gan va khéng dugc xét dén trong thuc hanh
ldm sang hién nay. goaira, cac dic diém mién dich
hoc sdu hon nhu mat do té bao T xdm nhap hoac
ki€u vi méi trudng mién dich c6 thé la huéng ti€p can
trong tuong lai.

Trong nghién clru clia chung toi, ty (& xuat hién tac
dung ngoai y la 78%, phan l6n & mic d6 nhe dén
trung binh (d6 1-2), phu hgp v3di hd so an toan da
dugc céng bd trong cac thir nghiém l&m sang trudc
do. Cac tac dung phu thudng gédp nhatbao gom tang
huyét ap (51,7%), giam ti€u cau (34,5%) va tang
men gan (31%). Tac dung phu mc dd nang hiém
gap, trong do dang chuy co 1 trudng hgp tang huyét
ap kém bién chirng xuat huyét néo, va 2 trudng hop
gian tinh mach thuyc quan dan dén xuat huyét tiéu
héa nghiém trong, nhan manh tdm quan trong cla
sang loc trudc diéu trj va theo dbi sat trong qua trinh
diéu tri.

Téng thé, nghién clru cla chung tbi cho thay phéac
do Atezolizumab-Bevacizumab dat dugc hiéu qua
diéu tri dang khich (& vdi ti l& dap ung khach quan
cao, thoi gian séng con kéo dai va hd sd an toan
chép nhan dugc trong quan thé bénh nhan UTBM té
bao gan khéng cé chi dinh phau thuat tai Viét Nam.
Mac du s6 luong mau con han ché va thdi gian theo
d6i chua dai, cac dir liéu thu dugc budec dau cang
cd vai trd cla Atezolizumab-Bevacizumab nhu mot
lwa chon diéu tri budc mot hiéu qua va kha thi trong
thuyc hanh ldm sang tai cac trung tdm ung budu &
Viét Nam. Céac nghién clru di¥ liéu doi thuc véi qui
mo l&n hon, thai gian theo doéi dai hon va danh gia
sau hon vé cac yéu t8 tién lugng mién dich sé la can
thiét dé c4 thé héa diéu trj va t6i uu hda hiéu qua lau
dai cho ngudi bénh.

5. KET LUAN

Trong béi canh diéu tri UTBM té€ bao gan khong con
chidinh phau thuatvan con nhiéuthach thic, nghién
ctu dit liéu d&i thuc tai B&nh vién Chg Ry cho thay
phac do Atezolizumab-Bevacizumab mang lai hiéu
qua lam sang kha quan va ho sd an toan chap nhén
dugc. K&t quéa nay cling ¢cd vai trd clia phac do nhu
mot lwa chon budc mot tiém nang, md ra hy vong
cai thién tién lugng dai han va chéat lugng séng cho
nguai bénh.
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