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TOM TAT

Muc tiéu: Panh gié hiéu qua didu tri va céc téc dung phu thuong gép cua Sorafenib trong diéu trj ung
thw té bao gan nguyén phat (HCC) giai doan tién xa.

Béi twong va phwong phap nghién cdeu: 18 bénh nhén da duwoc chan doén ung thwr gan nguyén phat
¢6 hodc khéng co diéu tri budc 1 bang cac phwong phép nhu phéu thuat, RFA, TOCE, dugc diéu tri voi
Sorafenib tir thang 1/2013 dén thang 6/2014. Nghién ciru theo phuong phap mé ta cét ngang. Xt ly s6 lidu
bdng phan mém SPSS 20.

Két qua: Nhém tudi méc bénh cao nhét 13 >50 tudi chiém 61,1%. Bénh nhan nam chiém da s6 (94,4%).
Hau hét bénh nhan & giai doan IIIC va IlIB chiém ty & 33,3% va 38,9%, Child-Pugh A-B. 72,2% cac bénh
nhan c6 s6 luong 6 tén thuong >3, kich thucc khi u trung binh la 6,5 cm, I6n nhat 13cm, nhé nhat 3cm.
88.3% nhiém virus viém gan B, 5,6% nhiém viém gan C. 66% c6 diéu tri ngoai khoa, RFA, TOCE trucc
diing Sorafenib. Tac dung phu chd yéu la hoi chimg tay chén mirc do nhe (d6 I-1l) chiém 55,6%, mét moi
it hoac khéng mét chiém 83,4%, tiéu chay do I-Il: 5,6%, hdu hét bénh nhan khong co biéu hién chan &n
(77,8%). Thoi gian séng thém toan bd sau dung Sorafenib la 11 + 1,28 thang (d0 tin cay 95%).

Két ludn: Ung thu gan nguyén phat 1& mét trong nhitng ung thuw phé bién, diéu tri chi yéu la can thiép
ngoai khoa, tuy nhién trong giai doan tién xa, khi khéng con chi dinh phau thut, Sorafenib la mot lwa chon
cho bénh nhan. Tac dung ngoai y cta thubc fa khdong dang ké, chu yéu la hoi ching tay chan, ngoai ra co
mét moi, chan én, tiéu chay.

Tir khéa: Sorafenib, ung thu té bao gan nguyén phét giai doan tién xa.

ABSTRACT
PRELIMINARY EVALUATION OF THE TREATMENT FOR ADVANCED

HEPATOCELLULAR CARCINOMA WITH SORAFENIB
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Nguyen Thi Ky Giang', Dang Hoang An’, Nguyen Van Phong’

Objective: To evaluate the treatment efficacy and common side effects of Sorafenib in advanced

hepatocellular carcinoma patients.
Patients and Methods: 18 patients diagnosed hepatocellular carcinoma with or without first-line
treatment (surgery, RFA, TOCE), were treated by Sorafenib from January-2013 to June-2014. Data

processing by SPSS 20 for windows.
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Result: Common age is >50 year old (61.1%). The male is major, the rate is 94.4%. Most patients are
in stage I1IB and IIC with the rate of 33.3% and 38.9%, respectively. All patients in Child-Pugh class A-B.
Most have over 3 tumors in liver. Average diameter of tumor is 6.5cm, (3-13cm). Most have Hepatitis Virus
B infection. 66% patients were treated first-line with surgery or RFA, TOCE. Cormmon side effects are hand-
foot syndrome grade I-Il (55.6%), without fatigue or fatigue grade I-1:83.4%. Grade I-II diarrhea is 5.6%,

without anorexia (77.8%). Overall survival is 11+1.28 months (Cl 95%).

Conclusion: Hepatocellular carcinoma is one of the most common cancers. Major treatment is surgery.
But with advanced stages, the tumor is unresectable, Sorafenib is a good option. Side effects are neglible.
Mainly, hand foot syndrome, in addition there are fatigue, loss of appetite, diarrhea.
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I. PAT VAN PE

Ung thu té bao gan nguyén phat (HCC) 1a mét
trong nhiing loai ung thu phf) bién nhét hién nay.
Theo GLOBOCAN 2012, mdi nim c6 khoang
782.000 truong hop méi méc trong d6 83% la tir
cdc nude kém phat trién; 1 loai ung thu phd bién
thir 5 & nam gidi va th 9 & nit gidi. Tai Viét Nam,
ung thu gan 1a loai ung thu phd bién hang dau
& nam va ding hang tht ba & nit. Mdi nim c6
21.997 truong hop méi méc, trong d6 nam giéi 1a
16.815 truong hop. Piy ciing la nguyén nhan tir
vong do ung thu hang ddu & ca hai gidi. Ty 1é mic
ung thu gan dang ngay cang tang trén thé gidi noi
chung va tai Viét Nam noi riéng. Bénh cé thé didu
tri cho két qua kha quan ¢ giai doan sém véi cac
can thiép ngoai khoa nhur phiu thuit, RFA, TOCE
v&i ty 18 séng thém 5 nim 1én dén 60-70%. Tuy
nhién tai Viét Nam, bénh thuong dugc phat hién &
giai doan mudn, kho co co héi diéu tri triét dé. Hién
nay, phuong phap diéu trj toan than ddi véi ung thu
gan nguyén phat con nhiéu han ché va cho hiéu qua
khéng r& rang.

Sorafenib 1a mét loai thudc nham trung dich tac
dong vao cac thu thé dic higéu caa té bao u nhim
kim ham su ting truong va phat trién cia té bao ung
thu. Sorafenib dugc FDA phé chuén diéu tri trong
ung thur gan khong thé ciit bo tir 2007. Tai Viét Nam,
Sorafenib dugc dua vao didu trj ung thu gan nguyén
phét giai doan tién xa khoang vao nam 2010. Tai
Bénh vién Trung wong Hué, Sorafenib duoc st
dung diéu tri trong ung thur gan giai doan tién xa tir
khoang nam 2011.

Chung toi thuc hién d¢ tai ndy nham muyc tiéu:
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Danh gia hidu qua diéu tri Sorafenib trén bénh nhin
ung thu gan giai doan tién xa ddng thoi khio sat cac
tac dung phu ciia thubc nham cai thién viéc diéu tri
ung thur gan giai doan mudn.

1. POI TUQNG VA PHUONG PHAP NGHIEN
CcUU

2.1. i twgng: C6 18 bénh nhén di dugc chin
doan ung thu gan khoéng con chi dinh phau thudt
va céc can thiép ngoai khoa khac, duoc didu tri véi
Sorafenib trong khoang thdi gian tir 1/2013 dén
6/2014.

2.2. Phwong phap:

- Hbi cttu + Tién ctru- Theo dai doc

- Ly cac théng tin bénh nhén tir hd so bénh 4n,
lién lac v6i bénh nhén va gia dinh dé Iy thong tin
vé tinh trang strc khoe hién tai, tdc dung phu cua
thudc, tinh trang con séng hay da chét.

- Bénh nhan duoc didu tri voi Sorafenib
(Nexavar) 200mg, lidu 4 vién/ngay ubng chia 2 lan,
diung thudc hang ngay.

-Két qua cac thong tin ldm sang duge xtr Iy béng
phdn mém SPSS 20

- Thoi gian séng thém toan bd dugc ude tinh
bang phuong phap Képlan-Meier

Céc tidu chudn danh gia chinh: Mot sb dac diém
cua bénh nhén va bénh su, tdc dung ngoai y khi
dung thudc, thoi gian séng thém toan bo ké tir sau
khi dang thubc.

III. KET QUA

3.1. Pic diém bénh nhin truéc didu tri
Sorafenib:
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Bang 1. Tudi bénh nhdn

Bang 7: Giai doan bénh

Nhém tudi n (%)
<30 1(5.6)
30-50 6 (33,3)
>50 11 (61,1)
Tong 18 (100)
Tudi trung binh 56

Ty I¢ Nam: 17 (94,4%) Nii: 1 (5,6%)

Béng 2: Chi s6 ECOG

Giai doan n (%)

1A 3 (16,7)
111B 6 (33,3)
11IC 7 (38,9)
v 2 (11,1)
Téng cong 18 (100)

Bang &: Diéu tri buroc mot

Diéu tri buéc 1 n (%)

Phéu thudt 4(22,2)
TOCE 2 (11,1)
RFA 6(33,3)
Chua diéu tri gi truéc Sorafenib 6(33,3)
Tdng cong 18 (100)

3.2. Két qua diéu tri

a. Thot gian séng thém toan bd sau diéu tri
Sorafenib udc tinh 1a 111,28 thang (CI 95%)

b. Ty 1¢ sdng thém toan bd

Bang 9: Ty [é séng thém toan bé

Chi s6 ECOG n (%)
ECOG 0 8 (44)
ECOG | 7(38,9)
ECOG 2 3(16,7)
Téng 18 (100)
Bang 3: Tinh trang nhiém Virus viém gan
Tinh trang nhiém Virus n (%)
viém gan
HBsAg (+) 15 (83,3)
HBsAg (-) 2(11.1)
Anti HCV (+) 1(5.,6)
Tong 18 (100)
Bang 4. S6 heong khéi u tai gan
S6 lwong khéi u n (%)
1-3 5(27,8)
>3 13 (72,2)

Kich thuoc trung binh khéi u la 6,5cm

Bang 5: Child-Pugh

Child-Pugh n (%)

Child A 13 (72,2)

Chid B 5(27.8)
Bang 6: Chi so6 AFP

Chi s6 AFP n (%)

<400 6(33,3)

> 400 12 (66,7)
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c. Téc dung phu

Bang 10: Tac dung phu cua Sorafinib

Tac dung phu Phén do, n (%)
P50 bj I-II bg ITI-IV
Héi chimg tay chan 6(33,3) 10 (55,6) 2(1L,1D)
Mét moi 5(27,8) 10 (55,6) 3(16,7)
Chén an 14 (77.8) 2(1LD) (111
Tiéu chay 17 (94,4) 1 (5,6)
IV. BAN LUAN thu gan nguyén phat qua giai doan phau thuat, khong

4.1. Pic diém bénh nhin

Ung thr gan phé bién & nam gidi, d6 tudi thuomg
gap 12 >50 tudi, chiém ty 1¢ 61,1%. Py ciing 1a dic
diém dich t& phtt hgp v&i bénh ung thu gan tai Viét
Nam va trén thé gidi. Téng trang bénh nhén tai thoi
diém bét ddu duge diéu tri Sorafenib hdu hét 14 con
kha tét, ECOG 0-1 chiém ty 1& 82,9%, con lai la
ECOG 2. Héau hét ¢6 nhiém virus viém gan B hodc
virus viém gan C, ty 1& nay la 88,9%. Diéu nay phu
hop v&i nhiéu nghién ctru khing dinh su lién quan
gifta viéc nhiém virus viém gan va ung thu gan [2].
S6 Twong khéi u tai gan hau hét 1a da 6, >3 3 chiém
72,2%, kich thuée khéi u 16n, duong kinh trung
binh 6,5¢m, tit ca déu & giai doan III, IV luc bt dau
duoc didu tri, hau hét da duoc phau thuat, RFA hoic
TOCE truéc d6. Py 1a Iy do khong thé tiép tuc can
thi¢p ngoai khoa ma chi c6 thé dung liéu phap toan
than (Sorafenib). Chirc ndng gan cta bénh nhén tai
thoi diém bat dau dung Sorafenib déu con kha tét,
tat ca déu & Child A (72,2%) hodc Child B (27,8%).
Day ciing la mét trong nhiing 1y do cho viée dat
dugc thoi gian séng thém todn bd & ciac bénh nhin
trong khao sat cia chung t6i ¢ cao hon so vdi cac
nghién ctru khéc. Alpha fetoprotein 1a chit chi diém
ung thu duoc dung trong chin doan ung thu gan
nguyén phat, tai nghién ciru ndy ching t6i nhan thdy
sé luong bénh nhin ¢ AFP>400 Ul/ml chiém da
sb (66,7%). Tir d6 c6 thé thdy viéc lam xét nghiém
AFP & bénh nhin cé u gan cé thé 1a mot yéu t6 nhim
gitp chin doan ung thu gan va tién lwong sau diéu
tri ung thu gan [7].

4.2. Két qua diéu tri

Thoi gian séng thém toan bd cia bénh nhin ung
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c6 chi dinh RFA, TOCE, dugc diéu tri Sorafenib
dugc udce lugng khoang 11£1,28 thang (véi dd tin
clly 95%). Két qua nay twong dwong mot sé cac
nghién ctru khic trén thé gidi nhu nghién ctu cta
Josep M.Llovet va cong su [4] cho két qua thoi
gian sng thém toan b 14 10,7 théng dbi voi bénh
nhan st dung Sorafenib, nghién c{ru ctia Ghassan
K.Abu-Alfa va cong su [5] cho két qua thoi gian
song thém toan bé 14 9,2 thang, nghién ctru cla
T. Pressiani va cong su [6] thai gian séng thém
toan bd 1a 9,1 thang. Mot sd céc nghién ciru khac
cho thdy thoi gian séng thém toan bo thip hon
cua chung t6i nhu nghién ctiu cta Pham Xuén
Diing va cdng su ¢ Bénh vién Ung Budu TPHCM
[1] c6 thoi gian séng thém 14 6,4+0,72 thang, cua
Matthias Pinter va cong su [3], thoi gian séng
thém la 6,5 thang. Tuy nhién trong nghién ciru
cua chung t61, bénh nhin cd chirc ning gan con
tot, hau hét 14 & Child-Pugh A-B.

Vé tac dung phu, thuong gap nhit 1 hoi chimg
tay chan (hand foot syndrome), tuy nhién ty 1& xuat
hién khéng qué cao va thuong chi cé biéu hién mure
d6 nhe, d6 I-11 14 chu yéu (55,6%), mét sd khong co
biéu hién gi, s it bénh nhan (11,1%) ¢6 bidu hién
do III-1V. Cac tac dung phu khac thudng khong ¢o
biéu hién hodc chi biéu hién & do I[-1I; nhu mét modi
do ITI-IV chi chiém 16,7%, chan in d6 II-IV chiém
11,1%, tiéu chay d¢ I-II chiém 5,6%, khong c6 tiéu
chay biéu hién trim trong. Tom lai tic dung ngoai
y cia thudc thudng 1a khéng déng ké. Piéu nay
phtt hop v&i mét sé cic nghién ciru khic trén thé
gidi vé tic dung ngoai y cuia Sorafenib nhu nghién
ciru cua Josep M. Llovet va cong su [4], nghién
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ciru ciia Ghassan K. Abu Alfa va cs [5]. Chua co
trudmg hop nao c6 biéu hién chay mau. Tir d6 cho
thay Sorafenib kh an toan va cé thé quan ly cic tac
dung khoéng mong mudn khé dé dang.

V. KET LUAN

Ung thu gan 1a mot trong 10 loai ung thu phd
bién tai Viét Nam va trén thé giéi. Trong nghién cltu
ctia minh, ching t6i nhan thiy bénh nhan thudng
dén kham & giai doan mudn, hiu hét 14 giai doan I11-
IV, diéu tri kho khin, két qua didu tri nhiéu han ché
khi qué giai doan phiu thudt, it c6 cac phuong phap

diéu tri toan than. Sorafenib 1a mot trong nhimg lua
chon tdt nhit trong diéu tri toan thin cho ung thu gan
giai doan tién xa. Ciing nhwr nhidu nghién ciru khéc,
nghién cu nay cua chung t61 cho thdy Sorafenib
c6 tac dung dang ké trong viéc kéo dai thoi gian
song thém toan bd ciia bénh nhan, ngoai ra tc dung
phu ctia thude 12 khong déng ké va c6 thé kiém soat
dugc. Ngoai ra cac dic diém cua bénh nhan nhu
giai doan bénh, chi s6 ECOG, Child-Pugh, ) luong
khdi budu, kich thude khdi budu ciing 1a nhimg yéu
t6 nham danh gia va tién luong bénh trude va trong
qua trinh diéu tri.
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