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lgi thé, glup bénh nhan sém &n udng trd lai, van
dong va hoi phuc nhanh han. Phiu thuat n0| soi
da cho thay dugc Igi thé 16n hon so vGi md ma,
thdi gian trung tién, ngay nam vién it hon so vc'ii
md ma3.56

V. KET LUAN

Thing 6 loét hanh t& trang dugc xdr tri cép
clru béng phuang phap mé ndi soi phu thudc vao
mét s6 yéu t6 nhu bénh nhan dén sGm hay
mudn, tinh trang 6 bung cung nhu gay mé hoi
strc va phau thuat. K&t qua phau thuat ndi soi kha
quan han & nhém dugc lua chon vdéi ty 1€ bién
chiing va tir vong thap. Do vdy. can can nhic dé
lua chon phuang phap diéu tri cho thich hgp.

Lgi cam dn. Chdng t6i xin chan thanh cam
on cac bénh nhan trong nghién cltu, cac khoa
phong bénh vién Bach mai va BO mén Ngoai
Trudng Pai hoc Y Ha NOi da tao diéu kién cho
viéc thuc hién nghién clu.
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ANH HUO'NG TINH TRANG VIEM GAN VIRUS PEN KET QUA PIEU TRI
SORAFENIB TREN BENH NHAN UNG THU BIEU MO TE BAO GAN

Nguyén Tién Quang’, Nguyén Thi Thu Huong?

TOM TAT

Sorafenib dugc chi dinh trong | diu tri ung thu biéu
mo té bao gan giai doan tién trlen Nhiéu nghién ctu
dugc thuc hién dé€ xac dinh yéu td tién lugng anh
huéng két qua dleu tri, song chua cd su dong thuan
trong do nhiém viém gan virus la 1 yéu té con gay
tranh cai. Nghlen clru nay dugc thuc hién dé€ danh gla
anh huéng cua tinh trang viém gan virus dén két qua
diéu tri sorafenib. Day la nghién cltu md ta hdi cau,
ti€n cru trén 110 benh nhan ung thu bleu mo té bao
gan diéu tri tai bénh vién K va bénh vién dai hoc y Ha
ndi tur 1-2010 dén 31-11-2018. Két qué cho thé”y ty 1€
viém gan virus B (VGB) 75,5%, viém gan virus C
(VGC) 3,6%, déng nhiém viém gan virus B va C 0,9 %,
khong viém gan virus 20%.Ty |& kiém soat benh o}
nhém VGB, VGC, déng nhiém VGB+VGC tudng ing la
55,4%, 50 0%, 100%, 72,7%. Thdi gian sdng bénh
khong ti€n trién (PFS) trung vi 8 nhdm VGB, VGC,
dong nhiém VGB+VGC, khéng viém gan tuong u’ng 1
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4,4 thang, 2,1 thang, 5,1 thang, 6,7 thang (p>0,05).
Thdi gian s6ng_toan b (OS) trung vi & nhom VGB,
VGC, dong nhiém VGB+VGC, khong viém gan tucng
Ung la 5,9 thang, 2,5 thang, 17,1 thang, 13,1 thang
(p>0,05). Trong phan tich da bién, VGB la yéu t0 tién
lugng doc lap dén két qua diéu tri OS, VGB lam tang
gap 2,5 lan nguy ca tr vong so véi khong nhiém virus
VGB (HR 2,542, 95% CI: 1,327-4,870).

Tu‘khoa ung thu biéu mé t& bao gan, sorafenib,
viém gan virus.

SUMMARY
EFFECTS OF HEPATITIS VIRUS INFECTION
ON THE RESULTS OF SORAFENIB
TREATMENT IN PATIENTS WITH
HEPATOCELLULAR CARCINOMA
Sorafenib is approved for first line treatment of
hepatocellular carcinoma (HCC) without indications of
local intervention treatment. Some study have been
done to determine the prognostic factors to treatment
outcomes, but until now there is no consensus, in
which hepatitis viral infection is controversial factor.
The study was done to assess the effect of hepatitis
vial infection on the results of sorafenib treatment in
patients with HCC. Descriptive study on 110 HCC
patients treatted with sorafenib in K Hospital and
Hanoi Medical University Hospital from January 2010
to November 2018. The rate of hepatitis B virus (HBV)
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75.5%, hepatitis C virus (HCV) 3.6%, co-infection with
hepatitis B and C 0.9%, no hepatitis viral infection
20%. The rate of disease control in the group of HBV,
HCV, co-infection with HBV-HCV were 55.4%, 50.0%,
100%, 72.7% (p>0,05), respectively. Median
progression free survival (PFS) in the HBV, HCV, HBV-
HCVco-infection, and no hepatitis viral infection were
4.4 months, 2.1 months, 5.1 months, and 6.7 months,
respectively (p>0,05). Median overal survival (OS) in
the HBV, HCV, HBV-HCV co-infection, and non
hepatitis viral infection were 5.9 months, 2.5 months,
17.1 months, 13.1 months, respectively (p>0,05). In
multivariate analysis, HBV was an independent
predictor of OS, HBV increased the risk of death by
2.5 times compared with no HBV (HR = 2,542, 95%
CI: 1,327- 4,870).
Keywords: HCC, sorafenib, hepatitis viral infection

I. DAT VAN DE

Sorafenib la thu6c (c ché da tyrosin kynase
dau tién chdng minh dugc |gi ich trén bénh nhan
ung thu bi€u md t€ bao gan (UTBMTBG) giai
doan bénh tién trién qua két qua tor 2 thl
nghiém lam sang la SHARP va AP vao nam 2007
[1,2]. Sau SHARP va AP, nhiéu nghién ctu trén
thé gii da dudc thuc hién dé danh gid cac yéu
t6 co gia tri tién lugng hoac du bdo két qua diéu
tri ca sorafenib trén bénh nhan ung thu biéu
mo t€ bao gan, tuy nhién trai qua hdn 10 ndm
nghién clfu van chua co6 yéu té nao thuc su’ xac
dinh rd rang [3]. M6t trong cac yéu t6 c6 nhiéu
tranh cdi dé la anh hudng cla tinh trang nhiem
virus viém gan tdi két qua diéu tri. Co thé nhén
thdy so v6i th(r nghiém SHARP thuc hién tai
Chau Au va My, thr nghiém AP thuc hién tai
Chau A cho két qua thap hon vé thdi gian s6ng
toan bo (6,5 thang so véi 10,7 thang), mac du
thiét ké nghién clru nhu nhau. Su khac biét
trong 2 th* nghiém nay la § quan thé nghién
c(fu. Nhitng bénh nhan Chau A c6 ty 1€ viém gan
virus B (VGB) cao han dan s6 Chau Au (73%
VGB trong nghién cllu AP so vGi 18% trong
nghién clru SHARP). Mot s6 phan tich ggi y rdng
nhirng bénh nhan xd gan do viém gan virus C
(VGC) c6 thé cb dap (ing tét hon véi nhitng bénh
nhan xd gan do cac nguyén nhan khac.

UTBMTBG ding dau ty 1& mac tai Viét Nam,
ding th( tu trén thé& gidi sau Mdng C8, Ai Cap
va Gambia [4]. Nguyén nhan gay bénh hang dau
lién quan dén nhiém viém gan virus, dac biét
viém gan virus B. Sorafenib dugc B6 Y t€ cap
phép trong diéu tri UTBMTBG tir nam 2009, cho
dén nay khéng nhiéu cac nghién clru thuc hién
dé danh gid su anh hudng cla cac yéu t6 sinh
bénh hoc t6i két qua diéu tri, trong d6 cd tinh
trang nhiém viém gan virus. Chinh vi vay, ching
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toi thuc hién nghién cru nay véi muc tiéu: Banh
gia anh hudng cua tinh trang nhiém viém gan
virus dén két qua diéu tri cla thudc sorafenib
trén bénh nhan ung thu biéu mé té€ bao gan.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
1. P6i tugng. Bénh nhan dugc chan doan
xac dinh ung thu biéu md té€ bao gan theo tiéu
chuan cta B Y Té& Viét Nam [5], giai doan bénh
ti€n trién (Giai doan C theo Barcelona), that bai
sau can thiép tai cho, Child-Pugh A va B, thé
trang t6t (PS 0-2), diéu tri sorafenib liéu khdi
diém t6i thi€u 400 mg. Viém gan virus B dudc
xac dinh dua vao xét nghiém HbsAg (+), viém
gan virus C dugc xac dinh dua vao anti HCV (+).

2. Phuong phap

- Thi€t ké nghién clru: mo ta hoi clru trén 110
bénh nhan ung thu biéu md t&€ bao gan diéu tri
tai Bénh vién K (99 bénh nhan) va Khoa ung
budu bénh vién Dai hoc Y Ha ndi (11 bénh nhéan)
trong thdgi gian tur thang 1-2010 dén 31-12-2018.

- Thu thap thong tin: thong tin dugc thu thap
dua trén bénh an diéu tri. Cac thong tin dugc
thu thap bao gém: tudi, gidi, tinh trang viém gan
virus, déc diém u (kich thudc, huyét khéi, di can
xa ngoai gan), diém Child-Pugh, AST trudc diéu
tri, AFP trudc diéu tri).

- Phan tich va xtr ly s0 liéu: S6 liéu dugc thu
thap, phan tich va s ly dua vao phan mém
SPSS 20.0. So sanh su khac biét vé ty Ié kiém
soat bénh, PFS, OS gilta 2 nhdm cd viém gan
virus va khoéng viém gan virus. Danh gia su khac
biét gilta cac nhom dinh tinh sir dung test so
sanh %2, cac so sanh cd y nghia thdng ké vdi p <
0,05. Trong trudng hgp mau nho han 5 thi st
dung test y% c6 hiéu chinh Fisher. Thai gian song
dugc tinh theo phugng phap Kaplan-Meier. Phan
tich don bién va da bién danh gia anh hudng
cla tinh trang nhiém viém gan virus dén két qua
diéu tri st dung mo hinh hoi qui Cox vd@i do tin
cay 95%, ty sudt nguy ca (HR).

3. Pao dirc trong nghién ciru. Nghién ciiu
thudc 1 nhanh nho cua dé tai “banh gia két qua
diéu tri cta thubc sorafenib trén bénh nhan ung
thu gan nguyén phat” dugc thong qua héi dong
dao dic nghién citu y sinh hoc trudng DHYHN
theo QD s6 129/HDDDDHYHN ngay 4/10/2017.

Il. KET QUA NGHIEN cU'U

Trong thdi gian nghién c(ru, 110 bénh nhan
déap (ng tiéu chuan lua chon, thdi gian theo doi
trung binh 11 thang, ngan nhat 1 thang, dai
nhat 73,8 thang.
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1. Pac diém bénh nhan nghién ciru
Bang 1. Bic diém bénh nhén nghién ciu

Pac diém n % Pac diém n %

Gisi Nam 102 92,7 Khong cé u 6 5,4

N{r 8 7,3 Vi trf u gan Gan phai 41 37,3

Tudi trung binh 57,9+11,4 : Gan trai 12 10,9

viém xgg 8:: 735,65 (_Ilf’l 2 thu_)‘/ 51 46,4

, , , rung Vi

gan VGB+C 1 0,9 Kich gtg;“’c u >60 mm 51 | 49,0

Khong VG 22 20,0 <60 mm 53 51,0

U6ng rugu 10 9,0 Huyét khoi TMC | 42 38,2

Dic BCLC C 62 56,4 bac d‘ié’m lan DA| cénN_xa 61 55,5

diém | Téiphatdicinxa| 44 | 40,0 tran u H‘f/\éegikchéor" e 20 | 18,2
chan —

. That bai sau can

doan thiép tai cho 4 3,6 SO lugng vi tri 0 S G

Child- A 99 90,1 di can ngoai 1 42 38,2

Pugh B 11 9,9 gan 2 12 10,9

Do 1 39 35,4 >3 7 6,4

ALBI Do 2 65 59,1 AFP trudc <20 24 21,8

Do 3 6 5,5 diéu tri-ng/ml >=20 86 78,2

PS 0 93 84,5 AST/ALT >80 UI/L 36 32,7

1 17 15,5 trudc diéu tri <80 UI/L 74 67,3

_Nhdn xét: Viém gan virus B chiém ty I cao | PFS trung vi (95%CI) [4,57 (3,88-5,25) thang
nhat 75,5%, chi co 4 trudng hgp viém gan virus C, 0S trung Vi (95%CI) 7,13 (4,5-9,8) thang
dong nhiem viem gan B va C gap 1 trung hdp. Nhin xét: Ty |& kiém sodt bénh cua

2. Ket qua dieu tri sorafenib & 59%, thdi gian PFS trung vi 3 4,57

Bang 2. Két qua diéu tri sorafenib thana. thi ai (SS b 9 5713 thg' : !
[Ty 1& kiém soat bénh | 59,0 % | thang, thal gian O> trung vifa 7,15 thang.

Bang 3. Két qua DCR, PFS va OS theo tinh trang viém gan virus

Tinh trang viém gan
Khong viém VGB VGC VGB +VGC p
gan(n=22) (n=83) (n=4) (n=1)
DCR (%) 72,7 55,4 50,0 100 0,129
Thai gian PFS
Trung vi - thang(95% CI) | 6,7(3,3-10,1) | 4,4(3,5-5,4) | 2,1(0-16,4) 5,1 0,503
Ty I8 PFS 1 nam (%) 24 23 50 100 0,237
p=0,132
Thgai gian OS
Trung vi - thang(95%C1) | 13,1(8,7-17,1) | 5,9(4,6-7,0) | 2,5(0-20,1) 17,1 0,207
Ty I8 0S 1 ndm (%) 51 31 50 100 0,009
p=0,030
£ o Ehonmeemered Kbt conered
£ = L
o 1

00 12,00 2400 3600 4800 60100 72100 00 1zl00 2400 3sl00 4800 6000
Thiri gian séng bégnh khéng tién trién (thiang) Théi gian séng toan b (thiang)

Biéu dé 1. Thoi gian PFS va OS theo tinh trang VGB
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Nhén xét: K&t qua DCR va PFS khong cd su khac biét c6 y nghia gilta cac nhom khong viém gan,
VGB, VGC va dong nhiém VGB+VGC. Ty Ié OS 1 ndm gidm dan theo th tu nhém dong nhiém

(100%), khong viém gan virus (51%), VGC (50%), VGB (31%), su khac biét cd y nghia véi p<0,05.
Bang 4. Phan tich da bién cac yéu té anh huong dén két qua PFS, OS

Yéu t6 PFS- Phan tich da bién 0S- Phan tich da bién
HR 959%CI p HR 959%CI p

Viém gan B (C, Khéng) | 1,501 | 0,828-2,721 | 0,181 | 2,542 | 1,327-4,870 | 0,005
PS (0, 1) 2,565 1,214-5,421 0,014 1,274 0,603-2,693 | 0,526
AFP-ng/ml (>20, <20) 0,583 0,299-1,133 0,111 0,025 0,330-1,375 | 0,278
Kich thudc u-mm (>60, < 60) | 2,096 1,226-3,584 0,007 2,125 1,221-3,696 | 0,008
S6 luogng u (Pon 6, da 6) 0,740 0,434-1,263 0,270 0,616 0,353-1,075 | 0,088
Huyét khoi TMC (C6, khong) | 1,106 0,671-1,822 0,694 0,759 0,437-1,319 | 0,328

Di cdn xa ngoai gan ] )
(C6, khdng) 2,183 1,300-3,666 | 0,003 2,683 1,487-4,843 | 0,001

Men gan trudc diéu tri - ) i
UT/L (>80 , <80) 0,892 | 0,516-1,542 | 0,682 0,940 0,522- 1,692 | 0,836
Child-Pugh (A, B) 0,890 0,407-1,945 0,770 2,805 1,250- 6,290 | 0,012

Liéu Sorafenib

(800mg, < 800 mg) 1,414 0,739-2,704 0,295 0,959 0,501 1,835 | 0,898
HFSR(Co, khong) 1,223 0,706-2,120 0,472 1,087 0,631-1,872 | 0,763
Tang men gan (C6, khong) | 1,642 0,977-2,761 0,061 2,009 1,170-3,449 | 0,011
Viém miéng (C48, khong) 0,990 0,310-3,162 0,986 0,222 0,049-1,010 | 0,052
Tang huyét ap (C6, khdng) | 0,469 | 0,145-1,515 | 0,206 | 0,154 | 0,031-0,755 | 0,021

Nhan xét: Nhiém viém gan virus B la yéu to tién lugng doc lap dén két qua OS. Nhiém virus viém
gan B lam tdng 2,5 [an nguy cgd tir vong so vGi khong nhiém virus viém gan.

IV. BAN LUAN

Ty 1& nhiem VGB trong nghién clfu cia ching
t6i la 75,5%, VGC la 3,6%, dong nhiém VGB-
VGC chi gdp 1 trudng hdp (0,9%). Ty Ié kiém
soat bénh khong co su khac biét cd y nghia gilra
cac phan nhom. Két qua thdi gian s6ng bénh
khong tién trién cao nhat thudc vé nhém khong
nhiém viém gan virus (trung vi 6,7 thang), tiép
dén 1a doéng nhiém VGB-VGC (5,1 thang), VGB
(4,4 thang), thdp nhat la VGC (2,1 thang), tuy
nhién su khac biét khong cd y nghia vdéi
p=0,503. Tudng tu chdng toi cling khong nhan
thay su khac biét cd y nghia vé OS gilta cac
phan nhom, OS trung vi giam dan tir 17,1 thang,
13,1 thang, 5,9 thang dén 2,5 thang theo cac
phan nhdm déng nhiem VGB+ VGC, khong viém
gan, VGB, VGC tuong 'ng (p=0,207).

S6 lugng bénh nhan viém gan virus C trong
nghlen cltu cla ching téi it véi 5 trudng hgp,
diéu nay co thé 1a nguyén nhan dan dén su khac
biét khong co6 y ngh|a thdng ké gilta 4 phan
nhom. Trong khi dé viém gan virus B chiém da
s8, vi vay dé danh gla ky han anh hudng cla
tinh trang nhiém viém gan virus B tSi két qua
diéu tri cua sorafenib trén UTBMTBG, ching toi
loai bo nhitng trudng hgp nhiém viém gan virus
C va chia d6i tugng nghién cru thanh 2 nhém:
nhiém viém gan virus B (n=83), va khong nhiém
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viém gan virus B (n=22), tr d6 phan tich don
bién va da bién anh hudng cla nhiém gan virus B
tdi két qua diéu tri PFS, OS. Két qua tir bang 3,4
va biéu dd 1 cho thdy PFS trung vi 8 nhém bénh
nhan VGB 4,4 thang thap hon so v&i nhém khong
nhiém VGB Ia 6,7 thang, su’ khac biét khong cd y
nghia théng k& véi p=0,132. Tuy nhién nhiém
VGB lai la yéu t0 tién lugng xau doéi véi két qua
thdi gian song toan bd khi diéu tri sorafenib, OS
trung vi & nhitng bénh nhan VGB la 5,9 thang
thdp han so vdi khéng VGB la 13,2 thang; ty |é
0OS 1 ndm & bénh nhan VGB la 31% thap han so
v6i nhom khéng VGB la 31%, p<0,05. Trong
phan tich da bién, nhiém VGB khong phai la yéu
to tién lugng doc 1ap téi két qua PFS, tuy nhién lai
la yéu t8 anh hudng doc lap dén Kt qua OS (HR
= 2,542, 95% CI: 1,327-4,870).

Sau nghién ciru SHARP va AP, nhiéu nghién
cltu trén thé gidi da thuc hién dé danh gia hiéu
qua cla thudc sorafenib, két qua cho thay OS
trung vi khac nhau dao dong t&r 10,3 dén 11,1
thang [6], [7],[8]. Su khac biét vé két qua trong
cac nghién clu dat ra cau hoi: liéu cd su khac
nhau vé k&t qua diéu tri trong cic quan thé
nghién clu khac nhau, trong do yéu to guan
trong nhét trong quan thé nghlen ciu la yéu to
dich té& lién quan dén nhiém viém gan virus B
hoac C. Két qua tUr 2 nghién clu nén tang
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SHARP va AP cho thay, hiéu qua cla sorafenib
dudng nhu kém hon & nhém bénh nhan VGB.
Trong nghién cdu SHARP VGC (28%), chi
khoang 18% bénh nhan VGB. Tuy nhién trong
nghién cttu AP, 71% va 78% bénh nhan & nhdm
diéu tri sorafenib va nhdm ching nhiém VGB.
Thdi gian song trung vi ¢ nghién cttu AP la 7,8
thang thap han so vé&i nghién cliru SHARP la 10,7
thang. Trong mot s6 nghién cltu khac, phan tich
sau cling cho thay hiéu qua sorafenib ¢ nhém
viém gan virus C hoac khéng bi nhiém viém gan
virus B cao han (10,2 thang va 12,6 thang so vGi
cac nhém khéc) [1], [2]. Tai Viét Nam, cho dén
nay chua c6 nghién cru nao di sau phan tich
anh erdng ctia nhiém viém gan virus tSi két qua
diéu tri cua thuGc, da s6 danh gia hiéu qua
chung cla sorafenib trén tat ca cac doi tugng
diéu tri, do vay chdng toi khéng so sanh dugc
két qua trén vdi cac nghién cru trong nudc.

V. KET LUAN

Viém gan virus B cho két qua diéu tri thap
hon vé ty 18 kiém soat bénh, thdi gian séng bénh
khong tién trién va thdi gian sdng toan bd so vdi
khéng nhiém viém gan virus B. Nhiém viém gan
virus B la yéu to tién lugng doc lap dén két qua
diéu tri cla sorafenib trén bénh nhan ung thu
biéu md t& bao gan. Nhiém viém gan virus B lam
tang gap 2,5 lan nguy cg tif vong so vdi khong
viém gan virus.

Ldi cam on: Chung t6i xin tran trong cdm on
Ban 1dnh dao, Phong K& hoach tdng hgp, cac
khoa 1dm sang Bénh vién K, Bénh vién Pai hoc Y

Ha NGi da tao moi diéu kién gilp t6i hoan thanh
nghién clfru nay.
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XAC PINH POT BIEN GEN CDH1 TREN BENH NHAN
UNG THU DA DAY LAN TOA & VIET NAM
Vii Treong Khanh!, Nguyén Quy Linh?, Vii Hai Linh?,
Pao Tran Tiénl, Tran Vin Khanh2, Tran Huy Thinh!

TOM TAT.

Ung thu da day la mot trong nam loai ung thu ph&
bién nhat trén thé€ gidi. Theo phan loai clia Lauren,
ung thu da day type lan tod la mét trong ba thé& ung
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thu da déy, dugc déc trung bdi su' biét hoa kém, kha
ndng xam lan va di can cao. CDH1 la gen ma hoa cho
protein E-cadherin, dong vai trd quan trong trong ket
dinh té€ bao va duy tri tinh toan ven biéu mé. Chinh vi
nhitng chlfc ndng quan trong nay ma dot bién gen
CDH1 lam tang nguy cd gay ung thu da day. Dot bi€n
gen CDH1 dugc dugc chL'rng minh la mot trong nhCrng
co ché phan tUr chinh gay ung thu da day type lan toa.
Chung toi tién hanh gidi trinh tu' toan bd gen CDH1
cla 30 bénh nhan dudgc chan doan ung thu da day
type lan tod. Két qua xac dinh dugc 15/30 bénh nhan
mang d6t bién gen CDH1. Trong dd, cac dot bién ph&
bién nhat phét hién dudgc 13 dot blen tai vung intron 1
c48+6 C > T, chiém 33.3% tong s6 ca bénh phat hién
dot bién; ti€p dén la dot bién tai operator c1-285 C >
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