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TOM TAT

Dat van dé: Trén thuc té, phan I6n céc truvong hop ung thw biéu mé té bao gan (UTBMTBG) sé tién trién
hodc khéng dung nap véi diéu tri toan than buéc mét. Ngoai ra, diéu tri tiéu chudn UTBMTBG budéc hai ciing nhw
trinh tw cta cac buwéc sau dé van chuwa duoc théng nhét. Bé tai xéc dinh thoi gian séng con khéng bénh tién trién
(PFS), ti 1é d4p trng (ORR), thoi gian séng con toan bé (0S), déc tinh diéu tri sau that bai buéc mét UTBMTBG.

Déi twong, phwong phédp: Nghién ctru mé té héi ciru cét ngang trén 12 BN UTBMTBG tién trién sau diéu tri budc
1 tai Bénh vién Ung Buéu TP. HCM.

Két qua: Ti 16 dép tng diéu tri budc 2 la 8.3%, ti 1é kiém soat bénh la 33.3%. Trung vi thdi gian séng con
khéng bénh tién trién véi didu tri budc 2 (mPFS2) Ia 3.0 thang va véi diéu tri buwéc 3 (mPFS3) Ia 2.1 thang. Trung
vi thoi gian séng con khéng bénh sau that bai diéu tri buéc 1 1a 7.1 thang. Cé 80% céc truong hop ghi nhan déc
tinh x3y ra khi tiép tuc diéu tri toan than. Tuy nhién, céc doc tinh chd yéu do 1 - 2 va thuwong xay ra & budc diéu
tri sau do.

Két luan: Lwa chon diéu tri toan than trén nhém bénh nhdn UTBMTBG tién trién sau diéu tri buéc mét cén duoc
danh gia day du vé diéu tri budc mot truée dé, dic diém 1am sang bénh nhén ciing nhuw duw doén kha néng déc tinh cé
thé xay ra dé c6 thé dua ra quyét dinh diéu tri nham dem lai hiéu qua tét nhét cho nguoi bénh.

Ttr khéa: Ung thw biéu mé té bao gan, UTBMTBG, toan than, that bai, budc mét, budce hai.

ABSTRACT

EFFECTIVENESS AND SAFETY OF ADVANCED HEPATOCELLULAR CARCINOMA TREATMENT
AFTER FAILURE OF FIRST - LINE TREATMENT AT THE DEPARTMENT OF ENDOCRINOLOGY,
GASTROENTEROLOGY, HEPATOLOGY, AND UROLOGY - HOCHIMINH CITY ONCOLOGY HOSPITAL

Phan Thi Hong Duc’, Nguyen Nhu Thanh?, Nguyen Hoang Quy?®

Background: In fact, the majority of Hepatocellular carcinoma (HCC) cases will progress or be intolerant to first-line
systemic therapy. In addition, the standard second-line treatment of HCC or the sequence of systemic therapy after
failure of second - line treatment have not been agreed upon. This study explore the progression - free survival (PFS),
objective response rate (ORR), overall survival (OS), adverse effects of treatment.

Methods: A retrospective cross-sectional descriptive study on 12 patients with advanced HCC progressed after
first - line systemic treatment at Hochiminh City Oncology hospital.
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Results: The ORR for second - line treatment was 8.3%, and the disease control rate was 33.3%. Median
progression - free survival with second - line therapy (mPFS2) was 3.0 months, and third - line treatment (mPFS3)
was 2.1 months. Median overall survival (mOS) after first-line treatment failure was 7.1 months. Up to 80% of reported
toxicity cases occurred with patients continued systemic therapy. However, the toxicity was mainly grade 1 - 2 and

usually occurs in the later line of treatment.

Conclusion: The choice of systemic treatment in advanced HCC patients progressing after first - line systemic
treatment should be fully evaluated based on previous first-line therapy, patient clinical characteristics, and prediction
of possible toxicity to be able to make the right treatment decisions and bring the best result for HCC patients.

Keywords: Hepatocellular carcinoma, HCC, systemic therapy, failure, first - line, second - line.

I. PAT VAN PE

Ung thu biéu mo té bao gan (UTBMTBG) la
ganh nang bénh tat toan cAu. Theo GLOBOCAN
2020, ude tinh c6 khoang 905.700 ngudi duoc chan
doan va 830.200 ngudi ngudi chét vi can bénh nay
[1]. Tai Viét Nam, UTBMTBG c6 ti 1& méc va ti
1¢ tir vong chudn hoa theo tudi trén 100.000 nguoi/
nam lan luot 1a 23,0 va 21,9; cao gép hon 2.5 lan
so v6i ti 16 chung cua thé gisi [2]. Cac liéu phap
diéu tri toan than dugc chi dinh d6i véi UTBMTBG
giai doan tién trién (tién trién, khong con chi dinh
phau thuat, nat mach, dét u hodc c6 di can xa). Su
két hop ctia bo doi liéu phap tc ché chét kiém mién
dich (atezolizumab) va li€u phap khang sinh mach
(bevacizumab) trong thir nghiém lam sang pha III
IMBRAVE 150 lan dau tién chirng minh duoc hiéu
qua vuot trdi ca vé trung vi séng con toan bo (mOS)
1an trung vi thoi gian song con khong bénh tién trién
(mPFS) so voi sorafenib don tri [3, 4].

Tuy vdy, phan 16n cac truong hgp UTBMTBG
s& tién trién hodc khong dung nap voi diéu tri toan
than bude mot. Bén canh d6, mic du c6 nhidu thube
méi da duge nghién cru ching minh hiéu qua sau
tién trién budc mot nhung bénh nhan it ¢6 co hoi dé
tiép xtic v6i cac ché do diéu tri khac nhau do tinh
trang bénh thudng din tién nhanh khi khong dap
g voi diéu tri buéc mot hodc tién trién. Thuc té
cho thiy diéu trj tiéu chuan budc hai ciing nhu trinh
tu cua cac budc sau do van chua dugc théng nhét
[5]. Pang chu v, tit ca cac dir lidu vé loi ich cua liéu
phap trc ché chdt kiém mién dich déu duoc chinh
minh trén nhiing bénh nhan dugc diéu tri trude do
v6i sorafenib, chua c6 dit liéu hiéu qua dbi voi bo
doi atezolizumab két hop bevacizumab [6]. Do do,
chung t6i tién hanh thyc hién dé tai danh nay nham
hai muc tiéu: (1) Danh gia ti 1¢ dap tng, thoi gian

song con khong bénh tién trién, thoi gian sdng con
toan bo. (2) M6 ta mot sd doc tinh thuong gap.

IL. POI TUQNG VA PHUONG PHAP NGHIEN
CcUU

2.1. Péi twong nghién ciu

12 bénh nhan (BN) UTBMTBG duoc tiép tuc
diéu trj toan than sau tht bai diéu tri budc mot tai
Bénh vién Ung budéu TP. HCM tur thang 01/2020 -
thang 01/2023.

Tiéu chuan lya chon: Pugc chan doan xéc dinh
UTBMTBG giai doan tién trién, di cin theo hudng
dan chan doan ciia B Y Té Viét Nam thit bai sau
diéu tri bang liéu phap diéu tri toan than trudc do.
Chi s6 toan trang ECOG < 2, Chirc ning gan Child -
Pugh A hoic Child - Pugh B, bénh nhan khéng méc
cac bénh cép va man tinh tram trong. Chirc ning
tuy xuong, gan, than, tim mach trong giéi han binh
thuong. C6 ho so luu trir day du.

2.2. Phwong phap nghién ciru

Hbi ctru md ta, cit ngang loat ca v&i cach ldy
méu thuan tién. Danh gi dap tng theo tiéu chuan
RECIST 1.1, PFS, OS, ddc tinh xay ra trong qua
trinh diéu tri. PFS2 duoc tinh bang thoi gian tir luc
bét dau diéu tri voi liéu phéap toan than budc 2 téi
khi bénh tién trién. PFS3 duoc tinh bang thoi gian
tir lac bat dau diéu tri voi liéu phéap toan than budc 1
t6i khi bénh tién trién. OS duogc tinh bang thoi gian
tlr lac bat dau diéu trj toan than budc 2 téi khi bénh
nhan tir vong boi bt cir nguyén nhan gi hodc thoi
diém nhom nghién ciru c6 thong tin cudi clng.

2.3. Xir Iy s6 liéu

Céc thong tin duoc thu thap qua hd so bénh an
dugc thiét ké san. Cac s6 liéu duoc ma hoa va xu ly
bang phan mén théng ké y hoc SPSS 20.0 vdi cac
thuat toan théng ké. Tinh cac gia tri sdng thém theo
phuong phap Kaplan - Meier.

Y hoc 1dm sang Bénh vién Trung wong Hué - S 91/2023 15



Hiéu qud va tinh an toan diéu tri ung thu biéu mo té'bao gan...

1. KET QUA

3.1. Pic diém bénh nhan va diéu tri
Bang 1: Pic diém BN nghién ciru (n = 12)

Bénh nhan nam chiém da sb v6i 91.7%, tudi
trung binh tai thoi diém bat dau diéu trj 1a 54.4 tudi.
Trong do, 100% bénh nhan c¢ tinh trang viém gan

16

. Sé ca/ , siéu vi di kém v&i 91.7% VGSV B va 8.3% VGSV
Dic diem Gia tri % C. Phan 16n tinh trang chirc ning gan ctia bénh nhan
Giéi tinh con kha tot véi diém s6 Child - Pugh A6-B7 chiém
83.3%; mot bénh nhan ¢ diém s6 Child - Pugh B9
Nu 01 8,3% (8.3%). Ngoai ra, tai thoi diém danh gia bénh tién
Nam 11 91.7% trién sau diéu tri budc 1, hon 80% bénh nhan c6 tinh
. trang huyét khdi tinh mach cira di kém (Béang 1).
Tudi Bing 2: Dic diém didu trj
Nho nhat 27 tudi Ponvi: BN | Buée 1 | Buée 2 | Bude 3
Lén nhat 77 tudi Sorafenib 08 02 00
Trung binh 54.4 tudi Lenvatinib 01 04 00
Viém gan siéu vi (VGSV) Regorafenib 00 04 02
VGSV B 11 91,7% Pembrolizumab 00 02 01
VGSV C 01 8,3% A+B 03 00 00
VGSVBvaC 00 0% Ghi cht: A+B: Atezolizumab+Bevacizumab
Giai doan (trwéc didu tri Bénh nhan duoc diéu trj chu yéu trude d6 véi ligu
toan thén) ’ phap nham tring dich (TKIs) (75%); chi c6 25% bénh
nhén duoc khoi dau diéu tri véi bd d6i A+B. Sau khi
BCLC C 04 33,39 NP DI 0!
3% bénh tién trién di€u trj budc 1, phan 16n bénh nhan
Tai phat, di can 08 66,7% |  duoc diéu tri budc 2 voi TKIs: Sorafenib (16.7%),
Child - Pugh Lenvatinib (33.3%), Regorafenib (33.3%). 2 bénh
- nhén (16.7%) dugc diéu tri budc 2 véi liéu phéap trc
A6 03 25% ché chdt kiém mién dich 1a Pembrolizumab. Ngoai
B7 07 58.4% | ra, chi co 3/9 bénh nhan (33.3%) tién trién sau diéu
B3 01 2.3 tri budc 2 duoc tiép tuc diéu tri budce 3: Regorafenib
2 | (66.7%), Pembrolizumab (33.3%) (Bang 2).
B9 01 8,3% Bang 3: Ti 1¢ dap ung DT Budc 2 (n = 12)
Huyét khdi tinh mach cira Ti I¢ dap wng BN %
Co 10 83.3% Hoan toan 00 0%
Khong 0 16.7% Mot phan 01 8,3%
B o "
PP On dinh 03 25%
200 nalL - 539, Tién trién 08 66,7%
nem 70 Bang 4: Ti 1¢ dap tng DT Budc 3 (n = 3)
> 400 l'lg/Il’lL 05 41,7% Ti lé d{lp li'ng BN %
Bénh ly di kém Hoan toan 00 0%
Tang huyét ap 05 41,7% Mot phin 00 0%
Pai thdo duong 02 16,7% On dinh 00 0%
Khéc 02 16,7% Tién trién 03 100%
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Sau khi thét bai véi diéu tri bude 1, chi ¢6 01
bénh nhan dép Gtmg mot phan vé6i diéu trj budc 2 - Ti
1¢ dap ung (ORR) ctia diéu tri budc 2 1a 8.3%. Bén
canh d6, 03 bénh nhan diéu tri budc 2 dat két qua on
dinh - Ti 1& kiém soat bénh (DCR) cua diéu tri budc
2 1a 33.3%. Khong c6 bénh nhan nao dap ung voi
diéu tri bude 3 (Bang 3 va Bang 4).

3.2. Poc tinh didu tri

Trung vi thoi gian song con khong bénh tién trién
v6i diéu tri bude 2 (mFPS2) 1a 3.0 thang (1.1 théang
dén 10.6 thang - chua dat). Trung vi thoi gian song
con khong bénh tién trién véi diéu tri bude 3 (mPFS3)
1a 2.1 thang (2.0 thang dén 2.5 thang). Trung vi thoi
gian song con khong bénh tién trién (mOS) 1a 7.1
thang (1.8 thang dén 10.6 thang - chua dat).

Bang 5: Cac doc tinh thuong gip diéu tri Bude 2 (Sorafenib)

Triéu chirng Moi mire do bo1-2 bo3 bo4-5
(N=102) n % n % n % n %
Sut can 2 100 2 100 0 0 0
M¢ét moi 2 100 2 100 0 0 0
HFSR 2 100 2 100 0 0 0
Tang men gan 2 100 1 50 1 50 0 0
Giam tiéu cau 1 50 1 50 0 0 0 0
Ghi chta: HFSR: Phan ng da tay chan ‘
Bang 6: Cac ddc tinh thuong gap di€u tri Budce 2 (Lenvatinib)
Triéu chirng Moi murc do Po1-2 bo3 bo4-5
(N=104) n % n % n % n %
Sut can 3 75 3 75 0 0 0 0
M¢ét moi 3 75 3 75 0 0 0 0
Tiéu chay 3 75 3 75 0 0 0 0
HFSR 3 75 3 75 0 0 0 0
Tang men gan 2 50 2 50 0 0 0 0
Giam tiéu cau 1 25 1 25 0 0 0 0
Tang huyét ap 1 25 1 25 0 0 0 0
Ghi chii: HFSR: Phan ing da tay chén ‘
Bang 7: Cac doc tinh thuong gap diéu tri Budc 2 va Budc 3 (Regorafenib)
Triéu chirng Moi murc do bo1-2 bo3 bo4-5
(N =06) n % n % n % n %
Sut can 5 83,3 5 83,3 0 0 0 0
Tang men gan 5 83,3 3 50 2 333 0 0
Mét moi 4 66,7 4 66,7 0 0 0 0
HFSR 4 66,7 3 50 1 16,7 0 0
Tiéu chay 3 50 3 50 0 0 0 0
Giam tiéu cau 2 33,3 1 16,7 1 16,7 0 0
Tang huyét ap 1 16,7 1 16,7 0 0 0 0

Ghi chi: HFSR: Phan ng da tay chan
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Bang 8: Cac doc tinh thuong gap diéu tri Bude 2 va Bude 3 (Pembrolizumab)

Triéu chirng Moi mirc do bo1-2 bo 3 bo4-5

(N=103) n % n % n % n %
Sut can 2 66,7 2 66,7 0 0 0 0
Tang men gan 2 66,7 1 33,3 1 33,3 0 0
M¢ét moi 2 66,7 2 66,7 0 0 0 0
Giam tiéu cau 1 16,7 0 0 1 16,7 0 0
Tiéu chay 1 16,7 1 16,7 0 0 0 0
Ngtra 1 16,7 1 16,7 0 0 0 0

Céac thudc diéu tri toan thAn UTBMTBG tién trién sau diéu tri budc mot cd do an toan cé thé chép
nhén duoc, khong ghi nhan truong hop doc tinh d6 4 - 5. Phén 16n cac bénh nhan UTBMTBG déu c6 tinh
trang sut can va mét moi khi diéu tri toan than. Cac doc tinh diéu tri thuong gip khi diéu tri v6i cac TKIs
(Sorafenib, Lenvatinib, Regorafenib): ting men gan, HFSR, tang huyét ap,... Bén canh do, cac doc tinh
diéu tri thuong gap voi liéu phap e ché chdt kiém mién dich (Pembrolizumab): ting men gan, ngia,...

(Bang 5, 6, 7, 8).

IV. BAN LUAN

Diéu trj toan thin UTBMTBG tién trién da co
nhiéu tién bd trong nhitng nim gan ddy voi vai trd
ctia cac liéu phap trc ché chdt kiém mién dich don tri
nhu pembrolizumab [7] hay két hop: atezolizumab
+ bevacizumab [3, 4], nivolumab + ipilimumab [8],
durvalumab + tremelimumab. Viéc lua chon dbi véi
diéu tri buéc hai UTBMTBG tién trién sau thit bai
diéu tri budc mot tiry theo phwong phap diéu tri trude
d6, cac bénh nhan duoc diéu tri bude mot st dung
cac thubc nham triing dich nhu sorafenib, lenvatinib
c6 thé can nhic lua chon bude hai véi cac thude diéu
tri e ché chdt kiém mién dich nhu pembrolizumab
hay TKIs thé hé sau nhu regorafenib [9].

Nghién ciru cua chung t6i cho thay tiép tuc diéu
tri toan than trén bénh nhan UTBMTBG di tién
trién voi diéu tri budc mot trude do gitp kéo dai
thoi gian séng con khong bénh tién trién voi mPFS2
dat 3.0 thang, két qua ndy gan nhu tuong tu véi
két qua clia cac nghién ctru pha III nhu 3.1 thang
- RESORCE (regorafenib), 2.8 thang - REACH
- II (ramucirumab), 3.0 thang - KEYNOTE - 240
(pembrolizumab) [7, 9, 10]. Bén canh do, tiép tuc
diéu tri budc 3 voi pembrolizumab hay regorafenib
cling gitp kéo dai thoi gian séng con khong bénh
tién trién voi mPFS3 dat 2.1 théng.

Trong nghién ctru ciia chung toi, ti 16 dap tng dbi
voi didu tri bude 2 dat 8.3% va ti 1¢ kiém soat bénh
(DCR) dat 33.3%. Ti 1& kiém soat bénh trong nghién

ctru cua chung t6i thip hon cac két qua ciia mot sd
nghién ctru di cong bd nhu 65.7% - RESORCE
(regorafenib), 59.9% - REACH - II (ramucirumab)
hay 62.2% - KEYNOTE - 240 (pembrolizumab). Su
khac biét vé DCR c6 thé do su khac biét vé tiéu chi
chon mau nhu nghién ctru ctia chiing t6i chi ¢6 25%
bénh nhan UTBMTBG c6 diém s6 Child - Pugh A.

Trung vi thoi gian séng con (mOS) dbi véi
bénh nhan UTBMTBG sau khi thit bai véi diéu tri
toan than budc mot dugce kéo dai thém 7.1 thang,
két qua nay thip hon nhiéu so véi 10.6 thang -
RESORCE (regorafenib), 8.5 thang - REACH - I
(ramucirumab), 13.9 thang - KEYNOTE - 240
(pembrolizumab). Tuong tu su khac biét vé ti 18
kiém soat bénh, su khac biét vé tiéu chi chon mau
cling nhu do sé lwong méu nhd, nghién ciu cia
chung t6i chua cho thy rd hiéu qua cua viée kéo
dai thoi gian séng thém khi tiép tuc diéu tri bénh
nhan UTBMTBG vdi cac liéu phap didu trj toan
than. Tuy nhién, nghién ctru cua chiing t6i ghi nhan
3/12 truong hop van dang tiép tuc dap tmg voi
cac liéu phap diéu trj toan than budc 2 khac nhau:
regorafenib, lenvatinib, pembrolizumab vé&i thoi
gian dai nhat 1én t6i gan 11 théng.

Phan 16n, cac bénh nhan tiép tuc diéu tri toan
than sau that bai diéu tri bude 1 déu trai qua céac tac
dung phu véi hon 80% cac truong hgp ma trong do6
thuong gap 1a sut can, mét moi. Tuy nhién, cha yéu
cac doc tinh thuong xay ra & do 1 - 2, khong anh
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huong dén viée diéu tri. Cac tic dung phu ngoai y
xay ra tuy theo ddc diém khac nhau ctia mdi bénh
nhan va phuong phap diéu tri, d6i voi cac TKIs nhu
sorafenib, lenvatinib hay regorafenib, cac tac dung
phu thudong gap 1a phan ung da tay chan (HFSR),
tiéu chay,... Tac dung phu cang dé xay ra hon ¢ diéu
trj budc 3 so voi bude 2. Ngoai ra, di voi lidu phap
e ché chdt kiém mién dich, doc tinh nhu tang men
gan, ngua,... va cac tic dung phu lién quan mién
dich can duoc chi y trén nhitg bénh nhéan diéu tri.

Chung t6i chi ghi nhan mét s6 truong hop doc tinh
d6 3 nhu ting men gan, giam tiéu cau va khong co
truong hop nao xay ra doc tinh d6 4 - 5 (Bang 5, 6, 7,
8). Bén canh do, phan 16n cac truong hop dugc diéu
tri voi cac TKIs nhu sorafenib, regorafenib déu duogc
giam liéu khéi dau do tinh trang chirc ning gan suy
giam dan theo cac budc diéu tri sau d6. Do do, viéc
quyét dinh lua chon diéu tri toan than sau that bai diéu
tri budc mot can can nhic dua trén nhidu yéu td: chi
s6 hoat dong co thé, tinh trang bénh 1y di kém, diéu tri
trude do, doc tinh diéu tri, tinh trang churc nang gan
(Child - Pugh), thubc sin co,... va cudi cing chinh la
mong mudn cua than nhan va bénh nhan.

Nghién ctru ctia chung t6i ¢6 nhiéu han ché do
¢& mau nho, bénh nhan duge didu tri véi cac nhom
thudc khac nhau, ... nén két qua con han ché. Trong
tuong lai, dé c6 dugc két qua day du va chinh xac,
can mo rong nghién ctru dé co6 thé thu nhan du miu
v6i cac bién sd chuyén biét hon.

V. KET LUAN

Luya chon diéu trj toan than UTBMTBG tién trién
sau diéu tri bude mot la mot thach thire ddi véi céc bac
sT1am sang ca vé lya chon bénh nhéan va phuong phap
diéu tri trong bdi canh ctia su xuét hién nhiéu tac nhan
diéu tri khac nhau; ddc biét véi sy c6 mit cta diéu tri
budc mot vai bd doéi atezolizumab két hop bevacizumab
trude d6. Tiép tuc diéu tri toan thin UTBMTBG sau
that bai véi diéu tri budc mot gitp kéo dai thoi gian
song thém khong bénh tién trién véi mPFS2 1a 3.0
thang va mPFS3 14 2.1 thang. Ti 1¢ kiém soat bénh va
trung vi thoi gian song con toan bd lan luot 13 33.3% va
7.1 thang. Viéc lya chon diéu tri toan than sau thit bai
bude 1 UTBMTBG cén duoc can nhéc dya trén nhiéu
yéu t6 khac nhau dé dem lai két qua diéu trj t6t nhat cho
bénh nhan, hiéu qua va tiét kiém.
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