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Két qua song thém lau dai ¢ bénh nhan ung thw biéu mé
té bao gan dieu tri bang tac mach hoa chat qua duwong
dong mach

Long-term survival outcomes of transarterial chemoembolization in
patients with hepatocellular carcinoma
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Tom tat

Muc tiéu: Danh gid hiéu qua diéu tri tdc mach hoé chat qua dudng déng mach va
cac yéu to tién lugng anh hudng dén séng con & bénh nhan ung thu biéu mod té bao
gan. Ddi tuong va phuong phap: Nghién cu hoéi ciu trén 477 bénh nhan ung thu biéu
mo té bao gan diéu tri bang tdc mach hoé chat qua dudng dong mach. Thoi gian séng
thém dugc tinh bang phuong phap Kaplan-Meier, ddnh gid cac yéu té tién lugng anh
hudng dén séng con toan bd dua vao kiém dinh Log-rank va mé hinh Cox. Két qua:
T6Nng s6 c6 477 bénh nhan (437 nam, 40 nit, tudi trung binh 61,1 + 11,7 nam), trung
vi thai gian theo doéi 25,3 (1-63) thang. Dap Ung khéi u theo mRECIST thoi diém 6
thang gom dap Ung hoan toan 41 bénh nhan (8,7%), dap ing mét phan 352 (74,9%),
bénh 6n dinh/tién trién 77 (16,1%). Trung vi séng thém toan bd 53 + 1,1 thang. Cac
yéu té anh hudng dén séng thém toan bd gom ECOG = 1, diém Child-Pugh A, giai
doan BCLC A/B, c6 dap Ung diéu tri khoi u, diém ALBI do I. Trong phan tich da bién,
dap Gng khaoi u va diém Child-Pugh A la yéu t6 cé y nghia tién lugng séng thém toan
bd dai hon. Két ludn: Tac mach hod chat qua dudng ddng mach la phuong phap diéu
tri hiéu qua & bénh nhan ung thu gan. Chic nang gan Child-Pugh A va cé dép Ung
khéi u la yéu to tién lugng tét doi véi song thém toan bd.

Tir khéa: Ung thu bi€u mo té€ bao gan, tac mach hoa chat qua dudng dong mach,
tién lugng s6ng, dap ing khai u.

Summary

Objective: To investigate the efficacy of transarterial chemoembolization and
determined prognostic factors affecting patients with hepatocellular carcinoma (HCC).
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Subject and method: A total of 477 patients diagnosed with HCC underwent
transarterial chemoembolization (TACE). Patient survival was assessed using the
Kaplan-Meier method, and prognostic factors affecting survival were assessed using
log-rank tests and Cox proportional hazards regression. Result: Among the 477
patients (437 males, mean age 61.1 + 11.7 years) who underwent TACE, the median
clinical follow-up was 25.3 (1-63) months. Tumor response according to the Modified
RECIST in patients followed up beyond 6 months included a complete response (CR)
to treatment in 41 patients (8.7%), partial response (PR) in 352 (74.9%), stable
disease (SD) and progressive disease (PD) in 77 (16.1%). The median overall survival
(OS) was 53 = 1.1 months. Factors associated with longer OS included ECOG = 1,
Child-Pugh A, BCLC stage A/B, ALBI grade I, and tumor response (CR/PR). In
multivariate analysis, Child-Pugh A and objective tumor response (CR/PR) were
predictors of longer OS. Conclusion: TACE was an effective treatment for HCC. Child-
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Pugh A before TACE and tumor response (CR/PR) were positive prognostic factors.

Keywords: Hepatocellular carcinoma,
survival, tumor response.

1. bat van dé

Ung thu gan la mot trong nam loai ung
thu pho bién va la nguyén nhan gay tr vong
chi yéu do ung thu & chau A, chiém 72,5%
s6 ca mac ung thu gan trén thé gidi. Trong
dé ung thu bi€éu mb6 té€ bao gan (UBTG) la
loai ung thu gan nguyén phéat hay gap nhat
[2]. Nguyén nhan hang dau dan dén ung thu
biéu mé té bao gan & chau A néi chung va
Viét Nam néi riéng la do viém gan vi rut B
va viém gan vi rut C. Do dé sang loc UBTG
hai nam moét 1an & bénh nhan cé xo gan va
c6 viém gan vi rat cho phép phat hién sém
va diéu tri dem lai két qua lau dai tét hon
[3]. Trong thuc hanh I1d&m sang, hé thoéng
phan loai giai doan ung thu gan Barcelona
(BCLC) dugc s dung rong rai nhat. Phan
loai nay gilp danh gid cac yéu té tién lugng
gém ganh nang khoi u, chiic nang gan, tinh
trang toan than, va phan tang séng sét theo
giai doan dé 4p dung trong lam sang [4].
Gan day, tiéu chi uptoseven dugc dua vao
sir dung trong céc huéng dan, téng sé lugng
u va kich thudc u I6n nhat (tinh bang cm)
khong vuot qua 7, dugc xem nhu tiéu chuan
Milan mé rong. Khoi u gan goai tiéu chi
uptoseven dugc dinh nghia la BCLC giai
doan B, van chua cé mot phuang phap riéng
biét nao diéu tri téi uu [5].
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Tac mach hod chat 1a phuong phéap
diéu tri rong rai nhat cho UBTG khdéng phu
hop diéu tri triét can va la lua chon dau
tién & nhém UBTG giai doan BCLC B. Tac
mach hoé chat bao gom tac mach hoa chat
truyén théng st dung lipiodol va tadc mach
hod chat s dung hat vi cau tai thuéc. Ca
hai ky thuat tac mach nay déu dugc ching
minh dem lai hiéu qua va an toan, lgi ich
song thém cho bénh nhan qua céac tha
nghiém 1dm sang ngau nhién cé déi ching
va cac phan tich gbép [6, 7, 8]. Nghién clu
nay cla chang tdi nham muc tiéu: Pdnh
gia két qua thuc té€ diéu tri ung thu gan
bang tdac mach hoa chat su dung hat vi cau
tai thuéc (DEB-TACE) theo déi trong 5 nam
tai Bénh vién Trung uong Quéan dji 108.

2. Doi tuong va phuong phap
2.1. Déi tuong

GOm 477 bénh nhan UBTG diéu tri bang
tdc mach hod chat duong doéng mach su
dung hat vi cau tai thuéc (DEB-TACE) tai
Bénh vién Trung uong Quan doi 108 tu
thang 1/2017 dén thang 4/2022.

Tiéu chuédn chon
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Bénh nhan dugc chan doan UBTG theo
hudng dan chan doan va diéu tri cia B6 Y
té 2020 [8].

Puoc diéu tri dau tién bang DEB-TACE.

Tiéu chuén loai trir

Bénh nhan ung thu khac dugc diéu tri
bang DEB-TACE.

Khoéng phai diéu tri dau tién bang DEB-
TACE.

2.2. Phuong phap

Nghién ctu hoi citu hé so bénh an tai
kho luu trir va trén phan mém VIMES (bénh
an dién t) cua nhing bénh nhan dugc
chdn doén UBTG dugc diéu tri 1an dau bang
DEB-TACE tU thang 1/2017 dén thang
4/2022.

NOi dung nghién c(tu: Thu thap céc bién
s vé tudi, gidi, tién sk, cac yéu té nguy co,
triéu ching lam sang, can lam sang gom
chrc nédng gan Child-Pugh, thang diém
albumin-bilirubin (ALBI), than, u gan theo
giai doan BCLC, AFP trudc khi can thiép,
sau can thiép lan dau 3 thang, 6 thang;
theo déi song thém dén khi két thic
nghién ctu hodc bénh nhan tir vong.

Két qud chinh cda nghién c@u la thoi
gian s6ng toan bd (OS: Overall survival),
dap Ung u gan sau diéu tri DEB-TACE theo
mRECIST [9], cac yéu td tién lugng anh
hudng dén séng con toan bo.

2.3. Phéan tich sé liéu

Thuc hién trén phan mém SPSS 20.0.
Khac biét c6 y nghia théng ké khi p<0,05.

3. Két qua

K&t qua sang loc tr 1690 bénh nhan
UBTG diéu tri néi trd, c6 674 bénh nhan
dugc diéu tri DEB-TACE ca diéu tri lan dau
va khong phai chdn doan lan dau. Trong s6
dé cé 477 bénh nhan UBTG diéu tri dau
tién bang DEB-TACE trong thoi gian nghién
clu.

3.1. Pac diém bénh nhan truéc
diéu tri

C6 477 bénh nhan UBTG diéu tri lan
dau bang DEB-TACE trong vong 5 nam
thang 1/2017 dén thang 4/2022. Tudi trung
binh 61,1 = 11,7 nam (32-89 tudi); nam
gidi chiém chu yéu (91,6%); phan 16n bénh
nhan cé viém gan B (84,1%); diém toan
trang hau hét la ECOG 0, 1 (92,3%); bénh
nhan c6 xo gan chiém hon mét nla
(59,7%). Biém Child-Pugh A chiém dai da
sO (80,3%); giai doan A va B theo BCLC
(77,1%) cao hon gap 3 lan giai doan C va
D; thang ALBI do | 1a 35,2%, dd Il 54,2%.
Kich thuéc u trung binh la 7,1 = 3,9cm
trong d6 u < 7cm chiém hon mot nua
(58%). Ty 1é bénh nhan c6 AFP > 200ng/ml
1a 51,5% (Bang 1).

Bang 1. Pac diém chung bénh nhan trudc can thiép

Bién so (n = 477) (%)

Tudi (n&m) < 65 256 (56,4)
= 65 198 (43,6)
Nam 437 (91,6)
Gioi NG 40 (8,4)
Viém gan B 401 (84,1)
i Viém gan C 31 (6,5)
Yeu to nguy co Lam dung rugu 24 (5)
X0 gan 285 (59,7)
Diém téng trang ECOG 0 307 (64.4)
1 133 (27,9)
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2 12 (12,4)
3 28 (5,9)
4 3(0,6)
y . =7 257 (58)
Kich thudc u (cm) =7 186 (42)
< 200 196 (48,5)
AFP = 200 208 (51,5)
Po | 160 (35,2)
ALBI Do I 246 (54,2)
Do Il 48 (10,6)
A 383 (80,3)
Child-Pugh B 75 (15,7)
C 19 (4)
A 104 (21,8)
. B 264 (55,3)
Giai doan BCLC C 85 (17,8)
D 24 (5)

3.2. Pap ung diéu tri sau DEB-TACE

C6 470 bénh nhan dugc theo ddi dap Ung diéu tri khéi u tai thoi di€ém 3 thang va 6
thang. Tai thoi diém 6 thang, ty 1& dap Ung khéi u hoan toan (CR) dat 41 bénh nhéan
(8,7%), ty 1& dap ing mot phan (PR) 352 bénh nhén (74,9%), bénh 6n dinh (SD) 43 bénh
nhan (9,1%) va tién trién (PD) & 34 bénh nhan (7,2%).

Bang 2. Pap ung khéi u theo mRECIST

e S6 bénh nhan (n = mRECIST, n (%)
Thoi gian 477) CR PR SD PD
Trudc diéu tri 477 - - i
3 thang 470 26 (5,5) | 378 (80,4) | 28(5,9) | 38 (8.1)
6 thang 470 41 (8,7) | 352(74,9) | 43(9,1) | 34 (7,2)

3.3. Két qua séng thém lau dai sau diéu tri

Trung vi thoi gian theo doi sau can thiép la 25,3 thang (1-63 thang), cé 22 bénh nhan
mat theo doi va 77 bénh nhan t& vong. Thai gian séng toan bd trung binh 53 + 1,1 thang
(95%Cl: 51,1-55,4). Ty lé séng con toan bd sau 1 nam, 3 nam, 5 nam lan luot la 82%,
78% va 69%.
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Hinh 1. Thai gian s6ng thém trung binh bénh nhan diéu tri DEB-TACE
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Phén tich cac yéu té dnh hudng dén thoi gian song con thé hién trong Bang 3.

Bang 3. Cac yéu té anh huéng dén thoi gian séng thém toan bd

Bién s& Phan tich don bién Phan tich da bién
i
HR (95% CI)* p HR (95% CI) p
N < 65 1,37 (0,86-2,1)
Tubi 0,17 1,67 (0,87-3,18) 0,12
= 65 1
Nam 1,4 (0,67-2,9)
Giadi N 0,36 0,68 (0,21-2,27) 0,54
NG 1
0,1 0,23 (0,14-0,39)
ECOG - 1 0,000 2,75 (0,71-10,62) 0,142

Bang 3. Cac yéu té anh hudng dén thoi gian song thém toan b (Tiép theo)

Bign <6 Phan tich don bién Phan tich da bién
HR (95% CI)* p HR (95% CI) p
( . <7 0,64 (0,41-1,02
Kich thugc u ( " 0058 | 0,60 (0,33-1,08) 0,09
(cm) > 7 1
] Do | 0,40 (0,23-0,72)
D6 ALBI : 0,002 | 0.85(042-1,74) | 0,65
D6 I, 1l 1
< 200 1
AFP 0,58 0,85 (0,47-1,55) | 0,59
> 200 1,15 (0,68-1,95)
_ Child A 0,23 (0,15-0,37)
Child-Pugh _ 0,000 | 0,37(0,19-0,73) | 0,004
Child B, C 1
AB 0,47 (0,29-0,74)
BCLC 0,001 | 1,52(0,75-3,04) | 0724
C, D 1
Pap (ng khdi u CR/PR 0,05 (0,03-0,08) | 0,000 | 0,04 (0,02-0,08) | 0,000
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| (MRECIST) | sD/PD 1

Trong phan tich don bién, thoi gian
song toan bd trung binh cao hon & nhom
c6 diém téng trang ECOG < 1 (55,1 = 1,1
thang) so vaéi ECOG = 2 (34,9 £ 4,4 thang)
(p<0,001); & BN c6 chi s6 ALBI d6 | (58,1 =
1,5 thang) so véi ALBI d6 I, 1ll (49,9 = 1,5
thang) (p=0,002); chc nang gan Child-
Pugh A (56,9 + 1 thang) vdi Child-Pugh B/C
(40,2 = 1,1 thang) (p<0,001); Giai doan
BCLC A/B (55,2 + 1,1 thang) véi giai doan
BCLC C/D (46,9 + 2,6 thang) (p=0,001);
dap Ung khéi u (58,7 + 0,9 thang) so vdi
on dinh/tién trién (21,6 * 2,9 thang)
(p<0,001). Trong phan tich da bién, cac
yéu té anh hudng dén thoi gian séng thém
la: Chuc nang gan Child-Pugh A va Child-
Pugh B/C (HR = 0,37, df =1, 95% CI: 0,19-
0,73, p=0,004). Dap (ng khéi u CR/PR Vi
sb/p D (HR = 0,04, df = 1,
95% CI: 0,02-0,08, p<0,001).

4. Ban luan

Hién nay, tdc mach hoé chat qua duong
dong mach (TACE) dugc khuyén cdo diéu
tri cho bénh nhan UBTG giai doan trung
gian, khéi u khéng thé cat bd hoac khéng
thuc hién bang phd huy khéi u qua da.
TACE cling c6 thé chi dinh chon loc &
nhing bénh nhan UBTG c6 xam lan mach.
Ngoai ra, day con la phuong phéap diéu tri
gidm giai doan hoac bac cau cho ghép gan
trong thoi gian cha ghép [10]. TACE cé thé
thuc hién bang 2 ky thuat: TACE truyén
thong (cTACE) va TACE s dung hat vi cau
tai thudc (DEB-TACE: Drug-eluting beads
TACE). Hiéu qud tiéu diét khéi u va song
thém & 2 ky thuat la tuong duong nhau
[11]. Tuy nhién, nguy co tén thuong mach
mau va duong mat cling nhu hdi ching sau
can thiép cla DEB-TACE thap hon cTACE,
dac biét la nhirng u cé kich thudc 16n. Xuat
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phat tir vat liéu tdc mach hat vi cau tai
thuéc khéng nhitng gay tac mach nudi u
ma con giadi phéong theo thoi gian hoa chat
gay ton thuong kéo dai cac té bao u, gidm
dugc nong do thuoc vao tuan hoan chung.
Tai céc nudc chau A, TACE dugc chi dinh
rong rai hon trong nhiéu tinh huéng lam
sang phu thudc vao cac hé thong phan giai
doan khac nhau [12]. Trong nghién c(u
cta chdng toéi, c6 477 bénh nhan, DEB-
TACE dugc ap dung cho hau hét cac giai
doan theo BCLC. Cac bénh nhan giai doan
BCLC C va BCLC D thuong dugc chi dinh
trong truong hgp du phong vé khoi u do
kich thuéc u qua 16n hoac bac cau cho
ghép gan. Ty |1&é dap Ung khdéi u tai thoi
diém 3 thang va 6 thang trong nghién clu
nay la 85,9% va 83,6%. K&t quad nay cao
hon so vGi moét s6 nghién clu khac trén thé
gigi. Tac gid Li va céng sy [13] phan tich
trén 172 bénh nhan UBTG diéu tri DEB-
TACE, ty 1é dap Ung sau 6 thang 63,2%.
Mot s6 nghién clu khac cho két qua dap
Ung sau 6 thang 51,6-73,2% [14]. Giai
thich cho su khac biét nay cé thé xuat phat
tlr tiéu chuan chon bénh nhan cua ting
nghién clu, su phoi hgp da chuyén khoa,
da mo thuc trong diéu tri UBTG.

Phan tich OS trén 477 bénh nhan, thoi
gian sébng toan bo trung binh 53 + 1,1
thang (95%Cl: 51,1 - 55,4). Ty |é song con
toan bd sau 1 nam, 3 nam, 5 ndm lan lugt
la 89%, 78% va 69%. Mot nghién clu thuc
hién & 200 bénh nhan UBTG diéu tri DEB-
TACE gidm giai doan trudc ghép va bac
cau, lan lugt trung vi séng thém toan bo
dat 3,15 nam, ty lé séng sé6t sau 1 nam, 3
nam, 5 nam lan lugt 95%, 88,2%, 73,5% va
82,8%, 76,5%, 72,3% [15]. So sanh két qua
vGi moOt s6 téc gid khac thé hién trong
Bang 4.
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Bang 4. Ty lé séng sét trong cac nghién ctu diéu tri bang DEB-TACE

- ) Trung vi 0S Ty lé séng thém toan bd
Nghién cttu, nam n (thang) _ (A:)v _
1 nam 2 nam | 3 nam
Malagari va cOng su, 2012 [17] 173 43,8 93,6 83,8 62
Song va cbng su, 2012 [18] 60 32,2 88 -
Golfieri va cong su, 2014 [19] 89 29 86,2 56,8
Mukund va céng su, 2021 [16] 25 28 92 57
Nghién cltu cla chidng toi 477 53 89 78

Nhu vay, c6 su khac biét vé lgi ich song
con gilra cac nghién clu, do dé, can tim
cac yéu to tién lugng cé thé du doan dén
khd nang song sét cla bénh nhan diéu tri
bang DEB-TACE. Trong nghién clu cua
chdng toi, bénh nhan cé diém téng trang
tot ECOG 0,1 va thang ALBI d6 I lién quan
dén két qua sbéng sét tot hon. Gan day, cac
nghién cu s dung thang ALBI dé danh
gia chlrc nang gan gilp cac nha lam sang
dua ra quyét dinh diéu tri. Chi s6 nay cling
la yéu to tién luong doc lap doi véi thoi
gian so6ng so6t, suy gan sau can thiép §&
bénh nhan dugc diéu tri bang TACE, tac
mach xa tri, xa tri chi€éu ngoai va diéu tri
toan than [20]. Chic nang gan Child-Pugh,
giai doan BCLC va dap ung khéi u cling la
nhiing yéu t6 tién lugng déc lap anh hudng
[én OS cla bénh nhan. K&t qua nghién cGu
nay cling phu hgp véi cac nghién clu khéc
trén thé gidi [21, 22]. Trong phan tich da
bién, phan loai Child-Pugh va dap (ng diéu
tri cia khoi u la hai yéu té tién lugng doc
lap dnh huéng dén song con toan bd cua
bénh nhan. Day la hai yéu té dugc ghi
nhan trong nhiéu nghién clu khac nhau.
Tac gid Dhanasekaran va cbng su [21]
nghién cGu trén 50 bénh nhan UBTG khong
con chi dinh phau thuat diéu tri TACE, phan
loai Child-Pugh A la yéu to tién lugng doc
lap kéo dai thoi gian song toan bd cua
bénh nhan véi p=0,002 (HR 6,1 CI: 1,7-

22,3), tuong tyu trong nghién clu clia Lee
va cOng su [14] vGi p=0,03.

Nghién c(ru nay van con nhiéu han ché,
la nghién clu hoi clu, khéng cé6 nhdém
chiing so sanh két qua diéu tri, sau diéu tri
DEB-TACE, cac bénh nhan cé thé diéu tri
cac phuong phap khac két hgp nhu phau
thuat, ghép gan, dét nhiét séng cao tan,
diéu tri dich, cé thé anh hudng dén két
qua.

5. Két luan

Qua phan tich hoi cliu trén sé lugng

I6n gébm 477 bénh nhan UBTG diéu tri bang

DEB-TACE, cho thay: DEB-TACE cé hiéu

qud va mang lai lgi ich séng con lau dai

cho bénh nhan, dac biét & nhiing bénh
nhan c6 diém téng trang tot, chi s6 ALBI
thap (do 1), u gan giai doan s6m hoac trung
gian. Trong phan tich da bién, chlc nang

gan tét Child-Pugh A va dap Ung cla khéi u

véi diéu tri la yéu to tién lugng doc lap kéo

dai thai gian s6ng toan bo.
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