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DPANH GIA KET QUA PIEU TRI BUO'C PAU UNG THU BIEU MO
TE BAO GAN GIAI POAN TIEN XA TAI BENH VIEN QUAN Y 175

Tran Hoang Cwong?, Nguyén Thi Trac?,

Mai Cong Diing!, Pao Tién Manh?, Pao Pirc Tién!

TOM TAT

Muc tiéu: M6 ta dic diém lam sang, can lam
sang va két qua diéu tri ung thu biéu mo6 té& bao gan
giai doan tién xa véi phac dd Sorafenib, Lenvatinib va
Atezolizumab — Bevacizumab tai Bénh vién Quan Y
175. Poi tugng va phuong phap: Nghién clru mo ta
héi clu cdt ngang trén 62 bénh nhan s dung
Sorafenib, 36 bénh nhan s dung Lenvatinib, 19 bénh
nhan s dung phac dé phoi hgp Atezollzumab -
Bevacizumab. Cac bénh nhan déu dudc chén doéan
ung thu biéu mo t& bao gan giai doan tién xa va diéu
tri tai Bénh vién Quan y 175 tr thang 01/2022 den
thang 04/2024. Két qua Phan I6n bénh nhan mac
bénh Ia nam gidi. Trén 50% cac bénh nhan déu c6
dlem tong trang PS 0-1 trudc khi tham gia diéu tri va
c6 tién cdn nhiém viém gan virus B. Nong dd alpha-
AFB trung binh clia cdc bénh nhan trudc didu tri trén
1200ng/ml. Th@i gian s6ng thém toan b OS va thdi
gian song thém khong bénh PFS clia nhdm bénh nhan
s dung phac d6 phGi hgp Atezolizumab -
Bevacizumab la cao nhat, lan lugt la 10,6 thang va 8,4
thang. Két luan: Phac d6 phoi hgp Atezolizumab-
Bevacizumab cho hiéu qua diéu tri tot véi bénh nhan
ung thu biéu md t& bao gan giai doan tién xa, khi so
sanh vdi cac phac do sur dung Sorafgnlb va
Lenvatinib.Bénh nhan nam gidi va tién can nhiém viém
gan virus B, nong do alpha AFB la cac yéu td nguy cd
cao trong tién Ierng va diéu tri ung thu bi€u mo t&
bao gan giai doan tién xa.

7o’ khda: Ung thu bidu md t& bao gan, HCC,
Sorafenib, Lenvatinib,Atezolizumab, Bevacizumab
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FOR ADVANCED HEPATOCELLULAR

CARCINOMA AT MILITARY HOSPITAL 175
Objective: To describe the clinical and

paraclinical characteristics, as well as treatment
outcomes, of patients with advanced-stage
hepatocellular carcinoma (HCC) treated with

Sorafenib, Lenvatinib, and the combination regimen of
Atezolizumab — Bevacizumab at Military Hospital 175.
Subjects and Methods: A retrospective cross-
sectional descriptive study was conducted on 117
patients diagnosed with advanced-stage HCC and
treated at Military Hospital 175 from January 2022 to
April  2024. Among them, 62 patients received
Sorafenib, 36 received Lenvatinib, and 19 were
treated with the combination of Atezolizumab -
Bevacizumab. Results: The majority of patients were
male. Over 50% had an Eastern Cooperative Oncology
Group Performance Status (ECOG PS) score of 0-1
prior to treatment and had a history of chronic
hepatitis B infection. The mean pre-treatment serum
alpha-fetoprotein (AFP) level was over 1200 ng/mL.
Patients treated with the Atezolizumab — Bevacizumab
combination showed the most favorable outcomes,
with a median overall survival (OS) of 10.6 months
and median progression-free survival (PFS) of 8.4
months — higher than those in the Sorafenib and
Lenvatinib groups. Conclusion: The combination
regimen of Atezolizumab — Bevacizumab demonstrated
superior efficacy in the treatment of advanced-stage
hepatocellular carcinoma compared to Sorafenib and
Lenvatinib. Male gender, chronic hepatitis B infection,
and elevated AFP levels were identified as poor
prognostic factors affecting treatment response and
survival outcomes in advanced HCC patients.
Keywords: Hepatocellular carcinoma; HCC;
Sorafenib; Lenvatinib; Atezolizumab; Bevacizumab

I. DAT VAN DE

Ung thu biéu md t& bao gan la mét trong
nhirng ung thu hay gap cling nhu tir vong hang
dau trén thé gidi 1. Theo GLOBOCAN 2022!, ung
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thu biéu mé té€ bao gan ding dau vé ti Ié mac
va diing th(r 4 vé ti Ié t&r vong & ca hai gidi. Tai
Viét Nam, ung thu bi€u md té bao gan ding dau
vé ti 1é mac va ti 1€ t&r vong. Bénh thudng phat
hién giai doan mudn, giai doan tién trién, khi do
tién lugng vo clng han ché, thgi gian song thém
néu khong diéu tri trung binh t&r 3 dén 6 thang.
Trong thdi dai cta thudc diéu tri toan than, thdi
gian s6ng thém da cai thién dang k&, trung binh
10,7 thang néu diéu tri Sorafenib?. Phac do sur
dung Lenvatinib cé thé cho thdi gian s6ng thém
khong bénh dat 13,7 thang®. Phac d6 két hap
thuSc mién dich Atezolizumab va khang thé don
dong chéng tang sinh mach Bevacizumab cd thé
dén 19,2 thang*. Khong chi tang dugc thdi gian
sdng con toan bd ma con cai thién dang k& chéat
lugng cudc sO6ng cla bénh nhan. Tai Viét Nam,
nhiéu Vién — khoa ung budu trong cac bénh vién
I6n da ap dung phac do6 nay va dat dugc nhiéu
két qua dang khich |é nhu Bénh vién K, Bénh vién
Ung budu Thanh phG H6 Chi Minh, Bénh vién
Trung uong Quan doéi 108. Tai Vién Ung buGu va
Y hoc hat nhan — Bénh vién quan y 175 da lua
chon cac phac do diéu tri thuéc nhdm tring dich
Sorafenib, Lenvatinib cling nhu phdi hgp
Atezolizumab — Bevacizumab cho bénh nhan ung
thu biu md t& bao gan giai doan tién xa tir ndm
2022 va dat dugc nhiéu budc tién dang ghi nhan.

II. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi tugng, dia diém va thdi gian
nghién clfu. 62 bénh nhan s dung Sorafenib,
36 bénh nhan s dung Lenvatinib, 18 bénh
nhan st dung phac d6 phdi hgp Atezolizumab —
Bevacizumab. Cac bénh nhan déu dugc chén
doan ung thu biéu mé t& bao gan giai doan tién
xa va diéu tri tai Bénh vién Quan y 175 tur thang
01/2022 dén thang 04/2025.

2.2. Phudng phap nghién cru

- Thiét k& nghién clru: M6 ta hoi ciu

- C8 mau: thuan tién.

- Tiéu chuén chon: bénh nhan dugc chan
doan ung thu bi€u md t&€ bao gan giai doan tién
xa, diéu tri tai Vién ung budu va y hoc hat nhan
— Bénh vién Quany 175

- Tiéu chuan loai trur:

+ U gan giai doan khu trd, con kha nang can
thiép tai cho

+Tai thdi diém chan doan, bénh nhan mac
cac bénh cdp tinh hodc man tinh, cac bénh anh
hudng dén chic ndng tdy xudng (nhiém doc,
suy than, xa gan, bénh ly ca quan tao mau khac)
de doa lam gian doan qua trinh dung thudc cua
bénh nhan.

2.3. Cac chi tiéu nghién ciru. Tudi, gidi,

triéu chling 1am sang khi nhap vién,cac triéu chiing
trong qua trinh diéu tri, danh gia thdi gian song
thém khong bénh, thdi gian song con toan bo.

2.4. Cac tiéu chuan ap dung trong
nghién clru

- Thang diém danh gid Karnofsky (KPS).

- Banh gia dap (ng diéu tri theo RECIST 1.1.

2.5. Phuong phap thu thap va xtr ly s6
liéu: - SG liéu thu thap trén bénh an hoi clru.

- Xur' ly s6 liéu trén phan mém SPSS 26.0.

INl. KET QUA NGHIEN cUU
3.1. Pic diém chung cida nhém bénh
nhan tham gia nghién ciru

Sorafenib Lenvatinib

\

Atezolizumab
+Bevacizumab

Biéu do 3.1. Phan bé tuéi gidi tinh cua
nhom bénh nhan nghién ciru

Nhan xét:

- Trong nghién clru cla chdng téi, & tat cac
cac phac do diéu tri, nam gap nhiéu hon ni, ti &
nam:nif [an lugt la 59:2, 33:2, 17:1 véi cac phac
dé Sorafenib, Lenvatinib va Atezolizumab -
Bevacizumab.

- Bénh nhan khi budc vao diéu tri déu co
tong trang tét, PS 0-1 chi€m 74/114 bénh nhén,
chiém 64.91%

Sorafenib

Qs
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Lemwvatinmnibh

Aterzolizurma b
+Bevacizuarmak

Biéu dé 3.2. Téng trang bénh nhén trudc
nghién ciau

Nhidn xét: - Trong nghién cua chdng toi,
da sO cac bénh nhan trudc khi diéu tri déu co chi
s téng trang PS=1, cu thé lad 51% & nhém sir
dung Sorafenib, 86% & nhom sir dung Lenvatinib
va 44% & nhém bénh nhan s dung phac do
phGi hgp Atezolizumab - Bevacizumab

- C6 28% bénh nhan trong nhém sur dung
phac d6 ph6i hgp Atezolizumab — Bevacizumab
6 chi s6 téng trang PS=0 trudc diéu tri.

Tién s viém gan

;

mAL LY LA T LS LA Y LSRN

Biéu dé 3.3. Tién si’ mac viém gan cua
bénh nhdn nghién ciu

Nhdn xét: - Nghién clitu ghi nhan tién sir
viém gan ctia nhém bénh nhan:

Phan I6n bénh nhan mac viém gan B: 73
bénh nhan (tuong Uing ti 1€ 64%), xép sau la viéem
gan do rugu: 20 bénh nhan, viém gan C: 17 bénh
nhan [an lugt chiém ti 1€ 17.5% va 14.9%

SO lugng bénh nhan viém gan do nguyén
nhan khac va khong viém gan chiém ti 1€ rat it,
téng cdng 3 bénh nhén, tuang duong ti 18 2.6%

Nang do AFP(ng/m
m
|

Bang 3.4. Nong dé AFP trung binh cua cac
nhom thuéc

Nhdn xét: Phan tich nong do AFP trung

binh clia cac nhém bénh nhan sir dung cac thudc
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khac nhau cho thay ndng d6 AFP trung binh ghi
nhan dugc la 1340+121 ng/ml

Nhom thudc ndng do trung binh AFP cao
nhat la Sorafenib (1405.10 = 166.145 ng/ml),
ti€p theo Ila Atezolizumab + Bevacizumab
(1288.66 *= 327.433 ng/ml) va Lenvatinib
(1253.78 = 214.367 ng/ml)

Su khac biét vé gia tri trung binh AFP gilta
cac nhédm thudc khéng cé y nghia thdng ké hay
gia tri trung binh AFP gilra cac nhom thudc la
nhu nhau véi p-value=0.635

3.2. Két qua diéu tri ung thu biéu mo té
bao gan giai doan_tié'n xa

rvivel Funeitnne

G Sy

o=

OS trung binh cda cSc Nnhdm

>
- i

cua cac nhom nghién ciuu

Nhdn xét: - Thai gian song sot chung (OS)
dai nhat & bénh nhan st dung Atezolizumab +
Bevacizumab: trung binh 10.6 + 2.1 (thang), sau
dd dén Sorafenib (8.5 + 1.4 thang) va Lenvatinib
(6.1 £ 0.7 thang)

- So sanh thdi gian s6ng sét chung trung
binh clia cdc nhém, ching téi nhan thdy khong
c6 su khac biét vé gia tri trung binh OS gilra cac
nhom véi mirc p-value=0.225

- Khong c¢é su khac biét vé gid tri trung binh
OS cta nhém sir dung Sorafenib va Lenvatinib,
p-value=0.46; Sorafenib va Atezolizumab +
Bevacizumab, p-value=0.08. Co6 su khac biét vé
Vvé gia tri trung binh OS cua nhom sur dung
Lenvatinib va Atezolizumab + Bevacizumab, p-
value=0.03

------------------

Com Savie

-------
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PFS trung Hinh cda cac nhdon

.
Biéu db 3.6. Thoi gian séng thém khéng
bénh (PFS) cua cac nhom

Nhan xét: - Thdi gian s6ng sét khong tién
trién (PFS) dai nhat 1a nhdm thubc Atezolizumab
+ Bevacizumab: 8.4 + 2 (thang), ti€p theo la
nhém thuGc Lenvatinib: 5.5 = 0.7 (thang) va
Sorafenib: 5.4 + 1.1 (thang).

- Su khac biét vé gia tri trung binh PFS gilra
cac nhom thudc khac nhau khéng cé y nghia
thong ké, vGi mic p-value=0.147

IV. BAN LUAN

Nghién ctu clia chlng t6i cho thay ti 1€ bénh
nhan nam gidi méc bénh rat cao, chiém lan lugt
97%, 94% va 94% vdi cac phac do s dung
Sorafenib, Lenvatinib va phac do6 két hgp
Atezolizumab — Bevacizumab. Két qua nay phu
hgp v6i nghién cltu cla Young Eun Chun® va
cdng su nam 2024 nghién cltu vé diéu tri
Sorafenib va Lenvatinib sau that bai v&i phac do
phGi hgp Atezolizumab — Bevacizumab cling cho
thdy ti 1€ nam gidi la 88.1%. Tai Viét Nam ndi
riéng va cac nudc dong a noi chung, ti suat s
dung rugu & nam gidi la tuang doi cao, lam gia
tang ti 1&é nam gidi mac bénh hon so véi nit gidi.

Trong nghién cliu cta ching toi, trén 50%
cac bénh nhan & 3 nhéom nghién cltu déu co tién
st mac viém gan virus B, cu thé 1a 67,2% bénh
nhan st dung Sorafenib; 54,3% bénh nhan s
dung Lenvatinib va 72,2% bénh nhan st dung
phac d6 két hgp Atezolizumab — Bevacizumab.
Két qua nay phu hgp vdi nghién clru cia Lijuan
Liu® va cong su nam 2023 nghién ctru vé ti 1é
bénh nhan khang TKIs ma dai dién la Sorafenib
& cac bénh nhan ung thu biéu md t&€ bao gan
giai doan ti€n xa cho thdy trén 50% bénh nhan
ung thu bi€u md t& bao gan cé nhiém viém gan
virus B. Két qua trén cling phu hgp vdi nghién
cltu ctia Ya-Wen Hsiao” va cong su' ndm 2023
nghién clfu vé mdi lién quan gilta nhiém virus
viém gan virus B va viém gan Virus C vdi cac
bénh nhan ung thu biéu md t& bao gan giai doan
ti€n xa sir dung phac d6 Lenvatinib. Két qua cho
thdy cd 65.9% bénh nhan nhiém virus viém gan
B va 34,1% bénh nhan nhiém virus viém gan C.
Bénh nhan cd nhiem HBC-HCV cé anh hudng
dén két cuc diéu tri chung cling nhu tinh hiéu

qua khi sir dung phac d6.

NOng do alpha-AFP ciing la mét trong nhing
yéu td quan trong trong qua trinh diéu tri. Trong
nghién clu cta chdng tbi, ndng d6 alpha — AFP
trung binh trudc khai tri déu > 1200 ng/ml & ca
3 nhédm nghién ciu, cu thé 13 1405,1 ng/ml vdi
nhém sir dung Sorafenib; 1253,78 ng/ml & nhom
st dung Lenvatinib va 1288.66 ng/ml & nhém s
dung phac do6 phéi hgp Atezolizumab -
Bevacizumab. Két qua nay tuong dong vdi két
qua Linbin Lu® va cong su’ nam 2023 nghién clu
su’ bién d6i cua nong dd alpha — AFP trong mau
trong qua trinh diéu tri ung thu biéu mé té bao
gan giai doan ti€én xa s dung phac phac do
Atezolizumab — Bevacizumab trén nén tang la
nghién cifu Imbrave 150 cho thdy nong doé
alpha- AFP khd&i dau >1200 ng/ml va nong do
alpha- AFP cé thé dugc xem la tin hiéu danh gia
hiéu qua diéu tri.

Trong nghién c(u cla chung toi, thGi gian
song thém toan bd OS clia cac nhdm diéu tri lan
lugt la 8.5, 6,1 va 10,6 thang vdi cac nhdm bénh
nhan s dung Sorafenib, Lenvatinib va phac d6
phoi hgp Atezolizumab — Bevacizumab. Két qua
nay chua phu hgp véi cac nghién ciu I6n nhu
SHARP trial® cho thdi gian s6ng thém toan b6 cla
Sorafenib la 10,7 thang. REFLECT trial® cho thai
gian song thém toan bo cua Lenvatinib la 13,6
thang va nghién cltu Imbrave* véi Atezolizumab
— Bevacizumab cho thgi gian s6ng thém toan bo
la 19,6 thang. Kiém dinh tirng ddi mdt cho thay
khong cd su khac biét gilta thgi gian song thém
toan bd gilra Sorafenib va Lenvatinib cling nhu
Atezolizumab — Bevacizumab. Két qua nay phu
hgp véi nghién clru REFLECT trial® cling cho thay
khong cé su khac biét gilra thdi gian song thém
toan bo OS gilta nhdm bénh nhan s dung
Sorafenib va Lenvatinib.

Trong nghién clu cla chdng toi, thdi gian
s6ng thém khéng bénh PFS clia cac nhém diéu
tri [dn luct 1a 5,4, 5,5 va 8,4 thang véi cac nhém
bénh nhdn s dung Sorafenib, Lenvatinib va
phac d6 phdi hgp Atezolizumab — Bevacizumab.
Két qua nay chua phu hgdp véi cac nghién clu
I6n nhu. REFLECT trial® cho thdi gian s6ng thém
toan bd cla Lenvatinib 1a 7,3 thang va 3,6 thang
cho Sorafenib. Nghién clu Imbrave* Vdi
Atezolizumab — Bevacizumab cho thsi gian s6ng
thém khéng bénh la 6,9 thang va 4,3 thang cho
Sorafenib.

V. KET LUAN

- Ti 1&¢ mac méac bénh chu yéu & nam

- Trén 50% bénh nhan c6 tng trang trudc
diéu tri PS 0-1
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- N6ng d6 alpha — AFP trudc khdi tri 6 ca 3
nhédm nghién clru déu > 1200ng/ml

- Thdi gian song con toan bd ciing nhu thai
gian s6ng thém khong bénh dat cao nhat &
nhém sir dung phac do phoi hdp Atezolizumab —
Bevacizumab.
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n|eu Phuong phap nghlen ciru: Nghlen clru mo ta
cat ngang dugc thuc hién trén 102 bénh nhan Viét
Nam, thu dugc 123 niéu quan binh thudng, tai Bénh
vién Da| hoc Y Ha Noi tur 01/2024 dén 03/2025 Hinh
anh CLVT dugc du’ng hinh bang MPR va MIP dé do
dac, phan tich va mo ta dac diém. DIt liéu dugc xar ly
bang SPSS 20.0 véi cac klem dinh thong ké phu hap.
Két qua: Vi tri nguyén Gy cua niéu quan chd yéu &
vlng L3 (60-65%), ti€p dén la L2, rat hiém gap & L1
hodc L4. Vi tri tan cung cla niéu quan da s6 6 mic
S4-S5 (~70%). Trong 102 bénh nhan, phat hién 6
trudng hgp bat thudng (5,9%): 2 ca nleu quan sau
tinh mach chu dudi type I, 2 ca niéu quan d0| khong
hoan toan va 2 ca hep khlic n6i b& than — niéu quan
bam sinh. Khong ghi nhan niéu quan d0| hoan toan,
niéu quan lac chd hay hep doan ndi niéu quan — bang



