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SUMMARY Advanced stage hepatocellular carcinoma with portal vein
thombosis has worse prognosis and limited treatment. Transarterial
chemoembolization use Lipiodol combined Cisplatin intratumoral is a
safe method and have efficacy in treatment.

Objective: To evaluate safety and efficay of cTACE combine with
intratumoral injection of Cisplatin for hepatocellular carcinoma with
major portal vein shunt treatment.

Methods: From May 2018 to May 2019, 24 patients who had
diagnosis of HCC with major portal vein thrombosis were perfomed
c¢TACE (Famorubicin + Lipiodol) combined with intratumoral injection
of Cisplatin. The patients were followed after treatment 1 week for the
clinical symptom and after 1 month, used mRECIST and tumor markers
(AFP or PIVKA-II) to aveluated treatment efficacy. The patients were
perfomed consecutive courses of treatment and followed until died or
until the end of study.

Results: 24 patients (21 males, 3 females), age mean is 54,4
(from 32ys to 72ys, AFP mean 15600 ng/ml (from 3 to 121000), 19
patients (79%) has size of tumor >5cm. The classification of portal vein
thrombosis: 6 patients Vpl and Vp2; Vp3 18 patients. Total courses
of treatment was 38 times. 15 patients (62,5%) had post embolization
syndrome, 8 patients (33,3%) had decreasing of tumor marker. mnRECIST:
CR 3 patients (12,5%); PR 6 patients (25%); SD 4 patients (16,7%); PD
11 patients (45,8%). The mean survival time was 9,9 + 1,1 months. The
survival times is depend on the classification of PVTT (p=0.037 the
mRECIST respondsibility (p=0.0001), the decreasing of tumor markers
(p=0.01) and isn’t depend on the AFP before procedures.

Conclusions: cTACE combine with intratumoral injection of

Cisplatin is safety an have efficacy on treatment of HCC with major
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portal vein thrombosis.
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I. DAT VAN BPE

Ung thw biéu mé té& bao gan 1a nguyén nhan gay to
vong do ung thu ding tht 3 trén thé gi¢i [1]. Xam lan
tinh mach ctra trong ung thw biéu mé té bao gan thudong
gép & giai doan tién trién va co tién lwong rat xau, thoi
gian séng thém chi tir 2,7-4 thang [2], [3]. Huyét khéi tinh
mach clra lién quan dén chirc nédng gan kém, sy xam lan
cla khdi u, kém dap (rng véi héa chat va cac nguy co
do tang ap lwc tinh mach clra & cac bénh nhan ung thw
gan, do d6 chi dinh clia cac phwong phap diéu tri kha
han ché. Theo huéng dan diéu tri ung thw gan cia B6 Y
Té, BN ung thw gan c6 huyét khéi tinh mach cta it nhéat
thuéc phan loai Barcelona C, didu tri sorafenid. Theo
BCLC, EASL, APASL huyét khéi tinh mach ctva la chéng
chi dinh clia ph&u thuat cat gan va nut mach héa chét
qua dwong dong mach gan (TACE), chi con sorafenid la
phwong phap diéu tri dwoc khuyén cao [4], [5], [6]. Tuy
nhién theo nhiéu nghién clru va bao céo trén thé gioi,
cac phwong phap diéu tri nhw nat mach gan bang hoéa
chét (TACE), truyén héa chat qua duwdng dong mach gan
cling c6 d6 an toan va hiéu qua, giup cai thién thoi gian
séng thém [7], [8]. Chung tbi thuc hién nghién ctru trén
24 bénh nhan ung thw gan giai doan tién trién c6 huyét
khéi tinh mach ctra, diéu tri bang nat mach hoa dau két
hop truyén Cisplatin véi muc dich danh gia mirc d6 an
toan va thai gian séng thém.

Il. DOI TWQNG VA PHUONG PHAP
1. Chon bénh nhan

Cac bénh nhan duwoc lwa chon thda méan cac tiéu
chudn (1) c6 chan doan xac dinh ung thw biéu mo té
bao gan theo tiéu chuén cta bod y t&; (2) c6 hinh anh
huyét khéi tinh mach ctra trén siéu am, CLVT, MRI; (3)
Chtrc ndng gan con tét, Child — Pugh A hodc B, thang
diém toan trang PTS 1-2; (4) tiéu clu, déng mau én
dinh trwdc can thiép. Tiéu chuan loai trir: (1) huyét
khéi toan bo than chung tinh mach clra ma khéng co
cac nhanh bang hé vung rén gan; (2) cé di can ngoai
gan. Huyét khéi tinh mach ctra dwoc chia thanh: trong
nhanh ha phan thuy Vp1; trong nhanh phan thuy Vp2;
trong nhanh phai/trai cing bén v&i u Vp3; trong than
chung hodc nhanh phai/trai déi dién u hodc vao tinh
mach lach, tinh mach mac treo trang trén Vp4.

2. Ky thuat TACE

Dat sheath 6F dong mach dui theo ky thuat Seldinger,
chup ddng mach gan béng sonde Yashiro 5Fr qua dong
mach than tang, danh gia vi tri, cac nhanh mach nudi khoi
u, sau d6 chon loc nhanh mach nudi u bang microcatheter,
thwong dung sonde 2.7Fr (tuy vao tieng tredng hop). Bom
50ml Cisplatin 50mg qua microcatheter; sau d6 bom hén
dich Farmorubicin 50mg pha trong 2ml can quang tron véi
10ml lipiodol. Duing spongel cat miéng nhd 1-2mm nut tic
chon loc cuéng mach nubi u.

3. Theo doi bénh nhan

Ngay sau nut va cac ngay sau, theo dai tinh trang
ldm sang, cac triéu chirng dau bung, budn ndn, an kém,
chwdng bung, liét rudt..., 1am lai xét nghiém men gan
AST; ALT, ghi nhan cac triéu chirng, thoi gian nam vién
sau nut mach, bién chirng suy gan cap. Sau 1 thang, BN
duoc siéu am Doppler mach gan, chup CLVT hoac MRI
gan mat c6 tiém thubc can quang, danh gia mirc d6 dap
&ng trén hinh anh theo mRECIST, déng thoi 1am lai cac
xét nghiém: AFP, PIVKA —II danh gia dap trng; chirc nang
gan: AST, ALT, Bilirubin, tiéu cau, danh gia lai Childpugh,
hdi bénh nhan danh gia lai PTS trong thoi gian 1 thang.
Sau dé tién hanh thyc hién TACE tuwong tw néu can, thuc
hién lién tuc nhidu dot dén khi khong con dau hiéu tién
trién hodc bénh nhan t&r vong hodc bénh nhan khéng chap
nhan thyc hién tha thuat (tv chéi diéu tri, chon phuong
phap khac...). Thoi diém dirng theo d&i dén thang 8-2019.

4. Xtrly sé liéu

Thu thap cac bién sé lwu trir va xt Iy bang phan
mém SPSS 22. So sanh cac dac diém vé ty & cla
nhém nghién ctru bang, kiém dinh sy khac biét bang
test chi-square, test Fisher’s. Thoi gian séng thém phan
tich theo phuwong phap wéc lwgng thdi gian theo sy
kién cia Kaplan — Meier. St dung kiém dinh Log — rank
khdo sat méi quan hé gitra thdi gian séng thém véi
cac yéu tb tién lwong. Két qua dwoc xem la cé y nghia
thdng ké khi p<0.05 v&i d6 tin cay 95%

lll. KET QUA

25 bénh nhan trong thoi gian nghién ctru. Cac dac
diém co ban ctia nhém bénh nhan trinh bay trong bang
3.1
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Bang 1. Bic diém co’ ban ctia nhém bénh nhan
Tuéi trung binh 544 Can thiép 1 1an 16
Sé lan can thiép
Gi6i nam/n 21/3 Can thiép > 1 1an 8
Viém gan B/ Viémgan C 21/1 dau bung 15
Chua tirng diéu tri / C6 didu tri 14110 Triéu chirng nén, budn nén 12
sau nut mach
AFP <20 6 (15 bénh nhan) s6t 10
AFP 20 - 400 6 suy gan 0
AFP 2400 12 C6 gidm chi diém u 8
1 khéi / nhiéu khéi 14710 hoan toan 3
Thé tham nhiém 12 Pap wng theo mét phan 6
Puwong kinh u <5cm 5 mRECIST 4n dinh 4
Pudng kinh u = 5cm 19 tién trién 11
Vp1/Vp2/Vp3 3/5/16 Thoi gian sbng trung binh (thang) 99+1,1

Nhém bénh nhan trong nghién ctru hau hétla nam
(21 bénh nhan chiém 88%); viém gan B chiém ty 1& I&n
87,5%. Khéi u chi yéu ndm & gan phai (83,3%), thé
tham nhiém, huyét khéi tinh mach cra chi yéu thudc
nhém Vp3 (16 bénh nhan, 66,7%). 24 v&i tbng s6 1an
TACE Ia 38 lan, bénh nhan nhiéu nhét dwoc thwe hién
4 dot. C6 15 bénh nhan (62,5%) c6 céac triéu chirng
sau nut mach nhw dau bung, sbt, nén, cac triéu chirng

kéo dai thwong trong 3-4 ngay, mot sb it kéo dai 1
tuan, khéng cé bién chirng suy gan sau nit mach dwoc
ghi nhan. C6 9 bénh nhan cé gidm chi diém u, theo
mRECIST c¢é 3 bénh nhan dap ¢ng hoan toan, hau hét
tién trién (11 bénh nhan chiém 45,8%). Thoi gian séng
thém trung binh 9,9 + 1,1 thang. Dung kiém dinh Log
Rank kh&o sat méi lién quan gitra mot sb yéu t6 tién
lwong va thdi gian séng thém thé hién & cac so dd
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Biéu dé 1. Thoi gian sdng thém toan bé theo nhém huyét khéi tinh mach cira Vp

Thoi gian sdng thém toan bo ctia nhom Vp1-2 1a 13,2 + 1,4 thang; nhém Vp3 la 7,5 + 1,1 thang, véi p = 0,037
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Biéu dé 2. Thoi gian séng thém toan bo theo mirc
do dap rng mRECIST
Nhém cé dap ing (bao gébm dap (rng hoan toan va
mot phan) cé thdi gian séng thém dai hon nhém khoéng
dap rng (gém 6n dinh va tién trién) véi p = 0,0001
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Biéu do 4. Thoi gian séng thém toan bd theo mirc
doé tang AFP trwéc diéu tri

Thei gian séng thém gitra 3 nhém vé mirc d6 tang AFP
<20 ng/ml; 20-400 ng/ml va >400 ng/ml khéng c6 sw
khac biét c6 y nghia thdng ké

IV. BAN LUAN

Huyét khéi tinh mach clra la yéu té tién lwong xau
so v&i nhédm khong co huyét khéi, chién lwoc didu tri
ddi véi nhom bénh nhan nay van chwa dat dén sy dong
thuan [9]. TACE 1a phwong phap diéu tri tai ché dwoc
chép nhan cho hdu hét cac bénh nhan ung thw gan cé
huyét khdi tinh mach ctra. Pa c6 nhiéu nghién ciru vé
vai tro, d6 an toan, cling nhw hiéu qua ctia TACE trong
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Biéu d6 3. Thoi gian s6ng thém lién quan dén giam
chi diém u sau nut

Giam chi s6 AFP sau cac dot nut mach nhém 1:
c6 gidm tinh khi trwéc can thiép, BN c6 tang chi sé AFP
va gidm chi sd nay sau can thiép, nhém 2: khéng giam
ho&c trwdc can thiép AFP khdng tang, thdi gian sbéng
thém ctia 2 nhdm 1an lwotl1a 13 £ 0,9 thangva7,9+1,2
thang véi do tin cay 99% (p = 0,01)

diéu tri nhém bénh nhan nay ciing nhw so sanh véi diéu
tri giam nhe, hodc va&i cac phwong phap khac nhw phau
thuat, xa trj trong, diéu trj dich véi Sorafenid.

Nghién ctru cia chiing toi chl yéu tap trung vao danh
gia do an toan, cling nhw hiéu qua diéu tri & mét nhém
bénh nhan ma khoéng s dung nhém ddi chirng. V& tinh an
toan, tit ca 24 bénh nhan khéng cé bién chirng suy gan
sau can thiép, thoi gian theo ddi, khdng co suy gidam chirc
nang gan, cé 15 bénh nhan (62,5%) co cac triéu chirng
nhw sét, dau bung, ndn, budn nén sau nut mach, day ciing
la cac triéu chirng thwong gap sau nut mach, dac biét la
khi str dung vat liéu tac mach 13 lipiodol [10].

Vé hiéu qua diéu tri, cTACE két hop Cispatin giup
kéo dai thdi gian séng trung binh ctia nhém bénh nhan.
Zhi-Jie Niu va cdng sy thyc hién nghién ctru trén 150
bénh nhan chia 2 nhédm: nhém co diéu tri cTACE cé
truyén Cisplatin (115 bénh nhan) va nhém chi diéu tri
triéu chirng (35 bénh nhan) cho thay thoi gian séng
thém trung binh I1&n lwot 14 8,5 thang va 1,4 thang
[9]. Nghién clu cta chung toi, thdi gian séng thém
trung binh 1a 9,9 thang, ciing gan nhw twong dwong
v&i nghién clru trén. Trong nwéc, tac gid Vi Thanh Tu
nghién ctru nhém 32 bénh nhan ung thw gan giai doan
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tién trién diéu tri bang Sorafenid tai bénh vién K va bénh
vién Pai hoc Y Ha Néi cho thdy théi gian séng trung
binh 1a 7,5 + 0,7 thang [11]. Theo Cheng va cdng sw
thoi gian séng thém clia nhdm bénh nhan chau A diéu
tri bang Sorafenid la 6,5 thang [12]

Nhw vay cho thdy trong nghién cru ctia ching
t6i, két hop cTACE véi Cisplatin trrong diéu tri ung thw
gan c6 huyét khéi tinh mach cira gitp kéo dai thoi gian
sbng, khong kém hon so véi st dung Sorafenid. Mot
s6 yéu t6 tién lwong lién quan dén thoi gian séng thém
trong nghién ctvu clGa ching t6i gdm phan loai huyét
khéi tinh mach ctra theo Vp, thoi gian séng cla tirng
nhém Vp1+Vp2 va Vp3 Ian lwot 1a 13,2 thang va 7,5
thang, c6 y nghia thdng ké v&i p=0,037. Két qua nay
phu hop v&i tac gid Zhi-Jie Niu: thoi gian sbng thém
c6 lién quan v&i phan loai Vp [9]. Phan loai Vp thé hién
mirc d6 xam lan, lan xa cla khéi u trong tinh mach ctra

va co y nghia tién lvgng so véi viéc chi xac dinh la cé
hoac khong c6 huyét khéi tinh mach clra. Mirc d6 dap
&ng theo mRECIST ciing 1a yéu t6 tién lwong lién quan
dén thoi gian sbng, trong nghién clru cla chang t6i,
chi cé 3 bénh nhan dap (rng hoan toan, cé t&i 11 bénh
nhan u tién trién, diéu nay phu hop véi mirc do tién
lwong ndng khi da c6 huyét khéi tinh mach ctra, nhém
bénh nhan c6 dap &ng (hoan toan hoac mét phan) cé
thoi gian sdng trung binh cao hon nhém khéng dap
&ng (dn dinh hoac tién trién) véi p = 0,0001. Chi sb
AFP trwéc diéu tri khdng co y nghia tién lwgng thei gian
séng thém, tuy nhién néu sau diéu tri cé giam chi diém
u (voi trwéng hop cé tang trudc diéu tri) thi lai la yéu
td tién lwong tbt, cé 9 bénh nhan cé gidm chi diém u

sau diéu tri, thoi gian sdng thém ctia nhém nay 1a 13,9
thang, hon nhém con lai 7,9 thang véi do tin cay 99%
(p = 0,01).

Hinh 1. Phim CLVT cua bénh nhan sau 4 1an diéu tri, kh6i u gan phai giam kich thwéc nhiéu

V. KET LUAN

Két hop nut mach héa dau va bom Cisplatin trong
diéu tri ung thw gan c6 huyét khdi tinh mach ctra twong

TAI LIEU THAM KHAO

ddi an toan, khéng cé cac bién chirng ndng nhw suy
gan va c6 hiéu qua diéu tri, giip kéo dai thoi gian sdng
thém. Viéc lwa chon bénh nhan, phan loai huyét khoi
tinh mach ctra, theo ddi diéu trj la rat quan trong.
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TOM TAT

Ung thu gan giai doan tién trién xam 14n gay huyét khéi tinh mach ctra c6 tién lugng x4u, diéu tri kho khan. Nat mach hoa

dau két hop véi truyén Cisplatin qua dudng dong mach gan 1a phuong phép diéu tri c6 thé xem xét lya chon trong giai doan nay.

Muc tiéu: danh gia mirc d6 an toan va hiéu qua diéu tri ung thu gan c6 huyét khdi tinh mach cira bang nut mach hoa dau

két hop truyén cisplatin,

Doi twgng va phwong phap: 24 bénh nhéan c¢6 chin doan ung thu biéu mé té bao gan ¢ huyét khdi tinh mach cira trong
thoi gian tir thang 5/2018 dén thang 5/2019 dugc nut mach hoa dau két hop truyén cisplatin, theo dai 1am sang ngay sau diéu
tri va danh gi4 hiéu qua diéu tri sau 1 thang bang mRECIST va chi diém u. Bénh nhan dugc diéu tri lién tuc nhiéu dot va theo
doi thoi gian song.

Két qua: 24 bénh nhan ( 21 nam, 3 ni) v6i tudi trung binh 54,4 tudi ( tir 32 tudi dén 72 tudi) AFP trung binh 15600 ng/ml
(3-121000), 19 bénh nhan (79%) kich thudc u > 5cm. Co 6 bénh nhan (%) huyét khdi tinh mach cira thude Vpl va Vp2, 18 bénh
nhan (75%) ¢ huyét khéi tinh mach cira thudc Vp3. Tong sb 1an diéu tri 38, 15 bénh nhén (62,5%) c6 hdi ching sau niit mach,
8 bénh nhén (33,3%) c¢6 giam chi diém u, theo mRECIST: dép tmg hoan toan 3 BN(12,5%), dap img mot phan 6 BN (25%), u
khong thay d6i 4 BN (16,7%), u tién trién 11 BN (45,8%). Thoi gian sdng thém trung binh 9,9 + 1,1 thang. Thoi gian séng thém
lién quan nhoém huyét khdi tinh mach cira (p=0,037), dap tng theo mRECIST (p=0,0001) c6 giam chi diém u sau can thiép
(p=0,01), khong lién quan dén chi s6 AFP trudc can thigp.

Két luan: Két hop niit mach hoa dau va bom Cisplatin trong diéu tri ung thu gan c6 huyét khdi tinh mach c6 tinh an toan
va gitip kéo dai thoi gian séng thém.
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