TAP CHi NGHIEN CU’U Y HOC

VAI TRO TIEN LUONG CUA PIEM CHILD-PUGH
TREN BENH NHAN UNG THU BIEU MO TE BAO GAN

DIEU TRI BANG SORAFENIB
Nguyén Thi Thu Hwéng', Lé Van Quang
Trweong Pai hoc Y Ha Noi

Sorafenib duoc chép thuén trong diéu tri ung thw biéu mé té bao gan giai doan bénh tién trién ttr ndm
2009, tuy nhién khéng nhiéu céc nghién ctru danh gia chi tiét vai tro tién lwong cia céc yéu té téi két qua
didu tri, trong dé cé tinh trang xo gan dua trén diém Child-Pugh. Ching toi thuc hién nghién ctru mé ta
trén 110 bénh nhan ung thw biéu mé té bao gan diéu tri tai Bénh vién K va Bénh vién Dai hoc Y Ha Néi tir
1/2010 dén 12/2018 nham danh gié vai tro tién lwong cua diém Child-Pugh dén két qua diéu tri cua thubc
Sorafenib. Két qua cho thdy Child-Pugh A (90,1%), Child-Pugh B (9,9%). Két qué diéu tri gitta 2 nhém
CP A so véi CP B twong tng: ty Ié kiém soat bénh 60,6% vs 45,5% (p = 0,352); PFS trung vi 4,7 thang vs
2,9 thang (p = 0,097); OS trung vi 8,7 thang vs 2,7 thédng (p < 0,001). Két qua OS trung vi & CP 5 diém,
6 diém, 7 diém, = 8 diém tuong tng la 10,6 théng, 3,4 thang, 5,9 thang, 1,8 thang (p < 0,001). Phén tich
da bién thdy bénh nhén CP A cé thoi gian sbng toan bd gép 2,805 lan so véi CP B (HR = 2,805, 95%CI:
1,250 - 6,290, p = 0,012). Piém Child-Pugh la yéu té tién luong déc Iap t6i két qua thoi gian séng toan bo.

T khoa: ung thw biéu mé té bao gan, Sorafenib, diém Child-Pugh.

I. DAT VAN PE

Sorafenib 1a thubc (rc ché da tyrosin kinase
dau tién dwoc chap thuan trong diéu tri ung thw
biéu md té bao gan (UTBMTBG) giai doan bénh
tién trién tr két qua cta 2 ther nghiém SHARP
va AP. Két qua cho thdy Sorafenib lam gidm
31% nguy co t& vong, cai thién thoi gian bénh
tién trién trung binh 5,5 thang so véi nhém gia
duorc la 2,8 thang, tang thoi gian séng toan bo
trung binh 10,7 thang.'2 Déi voi UTBMTBG,
mirc d6 xo gan la yéu té tién lwong bénh quan
trong, dé danh gia mirc do xo' gan thang diém
Child-Pugh (CP) dwoc ap dung réong rai, chia
thanh 3 mic dd Child-Pugh A (5 - 6 diém),
Child-Pugh B (7 - 9 diém), Child-Pugh C (10
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- 15 diém), xo gan dwoc goi 1a mat bu khi Child-
Pugh trén 7 diém. Trong nghién ctru SHARP
va AP, danh gia hiéu qua cta thudc Sorafenib,
hon 90% bénh nhan thuéc nhém Child-Pugh A,
it cac thong tin dé& chirng minh loi ich cla thubc
trén nhém Child-Pugh B. Nghién ciru GIDEON
la nghién cru I&n nhét danh gia viéc st dung
sorafenib trén cac phan nhém Child-Pugh dwoc
coéng bd vao ndm 2016. Nghién clru cho thay
thoi gian sbéng trung binh cao hon dang ké &
nhirng bénh nhan CP A (13,6 thang) so v&i CP
B (5,2 thang) hoc CP C (2,6 thang).?

Tai Viét Nam, Sorafenib dwoc Bo Y té cép
phép st dung trong diéu tri UTBMTBG t&r ndm
2009, c6 mot sd nghién ciru da thye hién danh
gia hiéu qua cla thudc, tuy nhién cac nghién
ctru nay chwa di sdu phan tich anh hwéng céac
yéu té tién lwong dbi vai két qua diéu tri trong dé
cé mirc dd xo gan dwa trén thang diém Child-
Pugh.*® Chinh vi ly do trén, chung t6i thyc hién
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nghién ctru nay véoi muc dich danh gia vai tro
tién lwong cla mirc dd xo gan dwa trén diém
Child-Pugh dén két qua diéu tri cia Sorafenib
trén bénh nhan UTBMTBG.

Il. POl TWUONG VA PHUONG PHAP

1. Péi twong

Bénh nhan dwoc chan doan xac dinh ung
thw biéu mé té bao gan theo tiéu chuan cta Bo
Y té Viét Nam, giai doan bénh tién trién (Giai
doan C theo Barcelona), khéng con chi dinh can
thiép tai chd, Child-Pugh A va B, thé trang tét
(PS 0 - 2), dworc diéu tri Sorafenib v&i liéu khdi
diém tbi thidu 400 mg/ngay.” Bénh nhan duoc
lwa chon phai c6 it nhat 1 ton thwong dich c6
thé& danh gia, tiéu chuan danh gia dap &ng dwa
trén tiéu chuadn RECIST cho khdi u dac. Cac
trwong hop u gan do di can tr noi khac dén,
Child-Pugh C, thé trang yéu PS > 2, mac cac
bénh ac tinh khac, di cin nao, diéu tri Sorafenib
trwd e do bi loai trir trong nghién ctru nay.
2. Phwong phap

Thiét ké nghién ciru: nghién cliru mo ta
trén 110 bénh nhan ung thw biéu mé té bao
gan diéu tri tai Bénh vién K (99 bénh nhan) va
Khoa Ung bwéu Bénh vién Dai hoc Y Ha Noi
(11 bénh nhan) trong thoi gian tir thang 1/2010
dén 12/2018. Thoi gian theo dbi trung binh 11
thang, ngan nhét 1 thang, dai nhat 73,8 thang.

Diéu tri, danh gia ddp wng va theo dbi

Liéu Sorafenib kh&i diém dwoc st dung tir
400mg dén 800mg trén ngay duoc lwa chon
dwa trén thé trang chung va ch&c nang gan
trwdc diéu tri. Thubc dwoc st dung dén khi
bénh tién trién, hodc doc tinh khéng chap nhan
dwoc hoac xo gan Child-Pugh C hoac bénh
nhan t& vong. B&nh nhan véi bénh tién trién
tiép tuc dwoc theo d&i dé danh gia thoi gian
sbéng toan bd. Boc tinh cla thubc dwoc danh
gia theo tiéu chuadn CTCAE.? Bénh nhan duwoc

diéu tri viém gan virus va cac triéu chirng cta
X0 gan néu co.

Thu thap théng tin: thong tin dwgc thu thap
dwa trén bénh an didu tri. Cac thong tin duoc
thu thap bao gbm: tudi, gi&i, tinh trang viém gan
virus, dac diém u (kich thudc, huyét khéi, di
can xa ngoai gan), diém Child-Pugh, AST trudc
diéu tri, AFP truwéc diéu tri), liéu thube st dung
khéi diém.

Phén tich va xtr ly sé liéu

Sé liu dwoc thu thap, phan tich va x ly
dwa vao phan mém SPSS 20.0. Danh gia ty lé
kiém soat bénh. Dap trng diéu tri dwoc danh
gia theo tiéu chudn RECIST 1.0 dwa trén cét
I&p vi tinh hodc cong hwéng tir. Danh gia mi
lién quan cla tinh trang Child-Pugh A, B vé&i két
qua ty lé kiém soat bénh, PFS, OS. Ty I& kiém
soat bénh (Deasease control rate - DCR) dwoc
tinh bang téng ty 1& dap &ng toan bod, dap ng
1 phan, bénh gitr nguyén. PFS (Progress free
survival - thei gian séng bénh khong tién trién)
duoc tinh bang thdi gian t lic bat dau diéu tri
Sorafenib dén khi bénh tién trién. OS (Overal
survival - Thoi gian séng toan bd) dwoc tinh
bang thoi gian tir luc bat dau diéu tri Sorafenib
dén khi bénh nhan tlr vong vi bat ké nguyén
nhan nao hoic thoi diém nhém nghién ctru cé
théng tin cudi cung. Danh gia sw khac biét gitra
cac nhéom dinh tinh str dung test so sanh y2?, cac
so sanh cé y nghia théng ké véi p < 0,05. Trong
trwdng hop mau nhé hon 5 thi st dung test 2
¢6 hiéu chinh Fisher. Thoi gian séng dworc tinh
theo phuwong phap Kaplan-Meier.

3. Pao dirc trong nghién ctru

Nghién ctu thudc 1 nhanh nhé cla dé tai
"Danh gia két qua diéu trj cta thudc Sorafenib
trén bénh nhan ung thw gan nguyén phat" dwoc
théng qua Héi ddng dao dirc Nghién ciru Y sinh
hoc Trworng Pai hoc Y Ha Néi theo QP sb 129/
HDPBDBHYHN ngay 4/10/2017.
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Il. KET QUA
1. Pac diém bénh nhan nghién ctru

Bang 1. Dac diém bénh nhan nghién ctru

Dac diém n %

Nam 102 92,7
Giogi

N 8 7,3
Tudi trung binh 579+11,4

VGB* 83 75,5

VGC** 4 3,6
Viém gan virus

VGB+C 1 0,9

Khéng VG*** 22 20,0
Uéng rwou 10 9,0

BCLCC 62 56,4
D3c diém chén doan Tai phat di can xa 44 40,0

Thét bai sau can thiép tai chd 4 3,6

A 99 90,1
Child-Pugh

B 11 9,9

0 93 84,5
PS

1 17 15,5

> 60 51 49,0
Kich thwdc u (mm)

<60 53 51,0

Huyét khéi TMC 42 38,2
DPac diém lan tran u Di can xa 61 55,5

Huyét khéi TMC va di cén xa 20 18,2

. <20 24 21,8

AFP trwéce diéu tri (ng/ml)

=220 86 78,2
AST/ALT truéc diéu tri (UI/L) >80 36 32,7

*VGB: Viém gan virus B, **VGC: Viém gan virus C, ***VG: Viém gan virus

Ty & bénh nhan Child-Pugh A chiém 90,1%, Child-Pugh B chiém 9,9%.
2. Két qua diéu tri

Két qua theo mirc dé Child-Pugh

Két qua diéu tri cao hon & BN Child-Pugh A so v&i Child-Pugh B, tuy nhién sy khac biét co y
nghia théng ké chi dat trén két qua OS (OS trung vi 8,7 thang so v&i 2,7 thang, OS 1 nam: 40% so
v&i 0%, p < 0,002).
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Bang 2. Két qua DCR, PFS va OS theo Child-Pugh A, B

i Child-Pugh
Két qua p
A (n=99) B (n=11)
DCR (%) 60,6 45,5 0,352
PES Trung vi - thang (95%Cl) 4,7 (3,6 - 5,8) 29 (0-5,8) 0,097
Ty I&é PFS 1 nam (%) 25 9 0,125
os Trung vi - thang (95%Cl) 8,7 (5,2-12,3) 2,7(0-6,3) < 0,001
Ty 1€ OS 1 nam (%) 40,0 0,0 0,002
Child-Pugh
1,0
_IMICP A
..ICP B
=—4= CP A-censored
—— CP B-censored
0,8
0,6
=
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o
0,4
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0,0
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0,00 12,00 24,00 3600 4800 60,00 72,00
Théi gian (thdng)
Biéu do6 1. Thei gian PFS va OS theo Child-Pugh A, B
Bang 3. Két qua PFS va OS theo diém Child-Pugh
i Theoi gian PFS - thang Theoi gian OS - thang
Child-Pugh S6 BN
Trung vi (95%CI) ¢] Trung vi (95%Cl) ¢]
5 diém 84 52(3,9-6,4) 10,6 (7,4 - 13,8)
6 diém 15 29(1,7-4,1) 3,4(2,3-4,5)
" 0,020 < 0,001
7 diém 5 5,8 (0,0-11,9) 5,9(0,0-12,7)
> 8 diém 6 1,8 (0,7 -2,9) 1,8 (0,9-2,7)
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Két qua PFS va OS cao nhét thudc vé Child-Pugh 5 diém, tiép dén Child-Pugh 7 diém, 6 diém,
thap nhét 1a Child-Pugh = 8 diém. Sw khéac biét c6 y nghia théng ké véi p < 0,05.
Phén tich da bién cdc yéu té anh hwéng dén két qua diéu tri
Bang 4. Cac yéu td6 anh hwéng dén PFS, OS khi phan tich da bién

Véu 18 PFS - Phan tich da bién OS - Phan tich da bién
eu to

HR 95%Cl p HR 95%Cl p
Viém gan B

o 1,501 0828-2721 0,81 2542  1,327-4,870 0,005

(Co, Khdng)
PS
©.1) 2565 1,214-5421 0,014 1,274  0,603-2,693 0,526
AFP (ng/ml)

0,583 0,299-1,133 0,111 0,025 0,330-1375 0,278
(> 20, < 20)

Kich thuwédc u (mm)

2,096 1,226-3,584 0,007 21125  1,221-3,696 0,008
(> 60, < 60)

Sé lwong u
(Bon 6, da 6)
Huyét khéi TMC
(C6, Khong)

0,740 0,434 -1,263 0,270 0,616 0,353 - 1,075 0,088

1,106  0,671-1,822 0,694 0,759 0,437 -1,319 0,328

Di can xa ngoai gan
2,183 1,300 - 3,666 0,003 2,683 1,487 - 4,843 0,001

(Co, Khong)
Men gan TDT (UI/L)
0,892 0,516-1,542 0,682 0,940 0,522 - 1,692 0,836
(>80, <80)
Child-Pugh
(A B) 0,890 0,407 - 1,945 0,770 2,805 1,250 - 6,290 0,012

Liéu Sorafenib
(800mg, < 800mg)

HFSR
(Co, Khéng)

1,414  0,739-2,704 0,295 0,959 0,501 - 1,835 0,898

1,223 0,706 - 2,120 0,472 1,087 0,631-1,872 0,763

Tang men gan

, . 1,642 0,977 - 2,761 0,061 2,009 1,170 - 3,449 0,011
(Co, Khéng)

Viém miéng

] . 0,990 0,310 - 3,162 0,986 0,222 0,049 - 1,010 0,052
(Co, Khéng)

Tang huyét ap

, N 0,469 0,145-1,515 0,206 0,154 0,031 - 0,755 0,021
(Co, Khdng)

Mtrc do Child-Pugh 1a yéu té tién lwong doc lap tdi két qua thoi gian séng toan bd. Bénh nhan CP
A c6 thoi gian séng toan bd gap 2,8 1an so véi bénh nhan CP B.
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IV. BAN LUAN

DPa sb bénh nhan trong nghién ctu thudc
nhém Child-Pugh A (90,1%). Ty lé kiém soat
bénh cao hon &@ nhém CP A so véi CP B (60,6%
vs 45,5%), tuy nhién sy khac biét khdng coé y
nghta théng ké. Thoi gian séng bénh khang tién
trién (PFS) va thdi gian séng toan bo (OS) déu
cao hon & nhém bénh nhan CP A, cu thé PFS
trung vi 4,7 thang so v&i 2,9 thang, OS trung vi
8,7 thang so v&i 2,7 thang; tuy nhién sw khac
biét c6 y nghta théng ké chi dat & thoi gian séng
toan bd. Khi phan tich don bién va da bién cac
yéu t6 anh hwdng dén két qua diéu tri PFS va
OS, chung t6i nhan dinh tinh trang xo gan danh
gia qua diém Child-Pugh 1a yéu té tién lvong
doc lap dén két qua thoi gian sbng toan bd. Cu
thé 1a bénh nhan CP A c6 két qua OS cao gép
2,805 lan so v&i bénh nhan CP B (HR = 2,805;
95%CI: 1,250 - 6,290; p = 0,012).

Chung t6i phan tich chi tiét hon sw khac biét
vé PFS va OS theo cac murc do diém Child-
Pugh 5, 6, 7, va = 8. Két qua tlr bang 3 cho thay
thoi gian PFS trung vi la 5,2 thang, 2,9 thang,
5,8 thang va 1,8 thang; OS trung vi la 10,6
thang, 3,4 thang, 5,9 thang va 1,8 thang twong
¢ng v&i Child-Pugh 5 diém, 6 diém, 7 diém, = 8
diém (sw khac biét cac phan nhém cé y nghia
thdng ké v&i p < 0,05). Riéng nhém Child-Pugh
6 diém va 7 diém, ching tdi nhan thay két qua
PFS va OS cé phan cao hon & nhém Child-
Pugh 7 diém. Pay c6 thé Ia 1 diém yéu trong
viéc ap dung diém Child-Pugh khi tién lwong
bénh nhan ung thw biéu mé té bao gan. Trong
thang diém nay c6 2 yéu t6 danh gia mang tinh
chd quan la cé trwédng va bénh ndo gan, thém
vao dé thang diém cung ton tai 2 yéu té twong
quan 1&n nhau nhw cé trwdng va Albumin huyét
thanh.® Mat khac thang diém Child-Pugh thiéu
s xac nhan khi thiét 1ap trén ung thw gan, do
thang diém nay dwoc dua ra lan dau tién dé
danh gia chirc nang gan & nhitng bénh gan

man tinh. D& khéc phuc diém yéu nay, cac
nghién clru trén thé gi¢i gan day st dung mot
sb thang diém khac khach quan hon dé danh
gia vai trd tién lwong cta chirc nang gan dén
két qua diéu trj ung thw gan, vi du nhw diém
ALBI dwa trén gia tri cta Albumin va Bilirubin.

Pa sb cac nghién ctru ciing déu chung nhan
dinh két qua diéu trj tbt hon & nhirtng bénh nhan
chirc néng gan t6t."° Cac tac gid Alessandro F
(2015) cho réng hiéu qua ctia Sorafenib cé xu
hwéng xau hon & nhirtng bénh nhan Child-Pugh
B tuy nhién khéng c6 sw khac biét gitrva CP A5,
6 va CP B7." Mac du thubc dwoc khuyén cao
dwoc st dung trén nhirng bénh nhan xo gan
CP Ava CP B, nhwng trong cac thi* nghiém lam
sang, bénh nhan dwoc Iwa chon da phén trén
xo' gan Child-Pugh A hoac A5 - B7. Trong thwc
té 1am sang, Sorafenib dwoc chi dinh trén ca
bénh nhan xo gan CP A va B, tuy nhién qua
nghién clru clia chung t6i, hiéu qua thwe sw chi
dat dwoc trén nhirng bénh nhan CP Ava B7; dé
c6 bang chirng khach quan can phai thwc hién
nghién ctu chi tiét hon d& danh gia hiéu qua
cla thudc trén nhém bénh nhan Child-Pugh
B (c6 so sanh gilra viéc diéu tri Sorafenib va
cham sdc triéu chirng don thuan).

V. KET LUAN

Tinh trang xo' gan danh gia qua diém Child-
Pugh 1a yéu t6 tién lwong doc lap dén két qua
0S, Child-Pugh A c6 két qua thoi gian OS cao
g4p 2,805 lan so v&i Child-Pugh B, (OS trung
vi 8,7 thang so v&i 2,7 thang) (HR = 2,805;
95%CI: 1,250 - 6,290; p = 0,012). PFS trung vi
cao hon & nhom CP A so véi CP B (4,7 thang
so voi 2,9 thang), tuy nhién sy khac biét khong
¢6 y nghia (HR = 0,890; 95%ClI: 0,407 - 1,945;
p = 0,770). Két quéa diéu tri tét nhat & nhém
bénh nhan Child-Pugh 5 diém (OS trung vi 10,6
thang). Hiéu quéa thwe sw ctia thudc chi dat trén
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nhirng bénh nhan Child-Pugh A va B7. Khéng
c6 su khac biét vé két qua ty 1é kiém soat bénh
va PFS gitra CP Ava CP B.

TAI LIEU THAM KHAO

1. ChengAL,KangYK,ChenZ,etal. Efficacy
and safety of Sorafenib in patients in the Asia-
Pacific region with advanced hepatocellular
carcinoma: A phase Il randomised, double-
blind, placebo-controlled trial. Lancet Oncol.
2009;10(1):25-34.

2. Llovet JM, Ricci S, Mazzaferro V, et
al. Sorafenib in advanced hepatocellular
carcinoma. New England Journal of Medicine.
2008;359(4):378-390.

3. Jorge A Marrero, Masatoshi Kudo, Alan
P Venook. Observational registry of Sorafenib
use in clinical practice across Child-Pugh
subgroups: The GIDEON study. Journal of
hepatology. 2016;V0l.65:p1140-1147.

4. Nguyén Tuyét Mai. Bwdc dau danh gia
hiéu qué Sorafenib (Nexavar) trong diéu tri ung
thw gan nguyén phat giai doan mudn. Tap chi Y
hoc Viét Nam. 2012;1:34-37.

5.Vi Thanh Tu. Nhan xét dac diém lam
sang, can 1am sang va két qua diéu tri ung thw
gan giai doan muodn bang Sorafenib. Luan van
thac sTY hoc. Trwong Pai hoc Y Ha Né6i. 2013.

6. V6 Van Kha. Danh gia két qua diéu tri

TAP CHi NGHIEN CU’U Y HOC

ung thw t& bao gan nguyén phat giai doan tién
xa bang Sorafenib. Tap chi Y duoc Iam sang.
2016;108(11):133-142.

7.Bo6 Y té Viét Nam. Huéng dan chan doan
va diéu tri ung thu t& bao gan nguyén phat.
Quyét dinh s6 5250/QD-BYT. 2012.

8. National Cancer Institute. Common
terminology criteria for adverse events
(CTCAE). CTEP. Updated April 19, 2021. 196.
https://ctep.cancer.gov/protocoldevelopment/
electronic_applications/ctc.htm.

9. Hiraoka A, Kumada T, Kudo M et al.
Albumin-Bilirubin (ALBI) grade as part of the
evidence-based clinical practice guideline
for HCC of the Japan Society of Hepatology:
A comparison with the liver damage and
Child-Pugh classifications. Liver Cancer.
2017;6(3):204-215.

10. Oikawa T, Sawara K, Kuroda H,
et al. Sorafenib treatment for advanced
hepatocellular carcinoma: Effectiveness, safety,
and controversial points. JCO. 2017;35(4):496-
496.

11. Leonardo GF, Romualdo BS, Afonso
SA. Safety and efficacy of Sorafenib in patients
with advanced hepatocellular carcinoma and
Child-Pugh A or B cirrhosis. Molecular and
Clinical Oncology. 2015;3(4):793-796.

Summary
THE PROGNOSTIC ROLE OF CHILD-PUGH SCORE
IN HEPATOCELLULAR CARCINOMA PATIENTS
TREATED WITH SORAFENIB

Sorafenib has been approved for treatment of advanced hepatocellular carcinoma (HCC) since
2009; however, there were few studies evaluating prognostic factors in patients treated with this drug,
including the severity of cirrhosis according to Child-Pugh in Vietham. We conducted a descriptive
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study in 110 HCC patients treated at National Cancer Hospital and Hanoi Medical University Hospital
from January 2010 to December 2018, in order to evaluate the role of Child-Pugh score to sorafenib
treatment. The proportion of Child-Pugh A and B patients were 90.1% and 9.9%. The results between
the two groups of CP Acompared with CP B are as follows: the disease control rate was 60.6% vs 45.5%
(p=0.352), the median PFS was 4.7 months vs 2.9 months (p = 0.097); the median OS was 8.7 months
vs 2.7 months (p <0.001). The median OS of CP score was 5, 6, 7 and = 8 points, and 10.6 months, 3.4
months, 5.9 months and 1.8 months (p < 0.001). Multivariate analysis showed that overall survival of
CP A patients was 2.805 times longer than that of CP B patients (HR = 2.805, 95%CI: 1.250 - 6.290,
p =0.012). We concluded that Child-Pugh score was an independent predictor of the overall survival.

Keywords: hepatocellular carcinoma, Sorafenib, Child-Pugh score.
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