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KET QUA PIEU TRI UNG THU BIEU MO TE BAO GAN
GIAI DPOAN TRUNG GIAN BANG LENVATINIB
KET HOGP NUT MACH HOA CHAT QUA DPONG MACH (TACE)
TAI BENH VIEN DAI HOC Y HA NOI

Mac Kién Cwong', Trinh Lé Huy?, Tran Birc Linh', Nguyén Ngoc Cwong?®

TOM TAT

Ung thw biéu mé té bao gan la ganh nang y té 16n
tai Viét Nam véi ty 1é tlr vong cao. Giai doan trung gian
(BCLC B) ¢6 ganh nang khéi u I&n, nat mach héa chéat
qua déng mach (TACE) don thuan cé han ché do tan
tao mach sau can thiép va suy giam chic nang gan.

Muc tiéu: Danh gia hiéu qua va tinh an toan cua
phéac db phdi hop Lenvatinib va TACE & bénh nhan ung
thw biéu mo té bao gan giai doan trung gian, thdng qua
dap ng khéi u theo tiéu chudn mRECIST, thoi gian
sbng thém khong tién trién bénh (PFS) va cac tac dung
khéng mong muén.

DPéi twong va phwong phap: Nghién cliru mé ta
trén 40 bénh nhan tai Bénh vién Dai hoc Y Ha Nai,
Lenvatinib duwoc st dung tién tai 14-21 ngay trwédc
TACE dau tién va tiép tuc TACE theo nhu cau. Khéi u
duwoc danh gia theo mRECIST qua chup cat I&p vi tinh
hoé&c cong hudng tir dinh ky, v&i cac tiéu chi chinh gdm
ty 1& dap ng khach quan (ORR), ty 1& kiém soat bénh
(DCR), thoi gian séng thém khong tién trién bénh (PFS)
va tac dung khéng mong mudn theo tiéu chi CTCAE
v5.0.

Két qua: ORR dat 62,5%, gébm 7,5% dap (rng hoan
toan va 55,0% dap &ng mét phan; DCR dat 90,0%.
Trung vi PFS 1a 11,6 thang (KTC 95%: 7,8-15,5). Phac
dd dung nap tbt, phan I&n tac dung khéng mong muédn
& murc dd 1-2, thuwdng gép nhat 1a mét mai (45,0%) va
tang huyét ap (42,5%), trong khi doc tinh dé > 3 rat thap.

Két luan: Lenvatinib két hop TACE mang lai hiéu
qua kiém soat khéi u tét va dd an toan chap nhan dworc,
l& mét chién lwoc kha thi cho bénh nhan ung thw biéu
mo té bao gan giai doan trung gian.

Tir khéa: Ung thw biéu mé t& bao gan, Lenvatinib, nit
mach hoéa chét qua ddng mach (TACE), di&u tri phdi hop.
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SUMMARY

TREATMENT OUTCOMES OF
INTERMEDIATE-STAGE HEPATOCELLULAR
CARCINOMA WITH LENVATINIB
COMBINED WITH TRANSARTERIAL
CHEMOEMBOLIZATION (TACE) AT HANOI
MEDICAL UNIVERSITY HOSPITAL

Background: Hepatocellular carcinoma (HCC)
represents a major health burden in Vietnam and
is associated with high mortality. In patients with
intermediate-stage disease (Barcelona Clinic Liver
Cancer [BCLC] stage B) and high tumor burden,
transarterial chemoembolization  (TACE) alone
has limitations due to post-intervention tumor
revascularization and cumulative deterioration of liver
function.

Objective: To evaluate the efficacy and safety
of combined lenvatinib and TACE in patients with
intermediate-stage HCC, based on tumor response
according to modified Response Evaluation Criteria in
Solid Tumors (mRECIST), progression-free survival
(PFS), and treatment-related adverse events.

Methods: This descriptive study included 40
patients treated at Hanoi Medical University Hospital.
Lenvatinib was administered as a lead-in therapy for
14-21 days before the first TACE session, followed by
repeat TACE as clinically indicated. Tumor response
was assessed using mRECIST through serial computed
tomography (CT) or magnetic resonance imaging (MRI).
The primary outcomes included objective response rate
(ORR), disease control rate (DCR), PFS, and adverse
events graded according to the Common Terminology
Criteria for Adverse Events, version 5.0 (CTCAE v5.0).

Results: The ORR was 62.5%, including a complete
response rate of 7.5% and a partial response rate of
55.0%; the DCR was 90.0%. The median PFS was
11.6 months (95% confidence interval [Cl], 7.8-15.5).
The combination regimen was generally well tolerated,
with most adverse events being grade 1-2. The most
common adverse events were fatigue (45.0%) and
hypertension (42.5%), while grade 23 toxicities were
uncommon.
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Conclusion: The combination of lenvatinib and
TACE demonstrated favorable tumor control and an
acceptable safety profile in patients with intermediate-
stage HCC. This treatment strategy may represent a
feasible therapeutic option for patients with a high tumor
burden.

Keywords: Hepatocellular carcinoma; Lenvatinib;
transarterial chemoembolization; combination therapy.

I. DAT VAN PE

Ung thw biéu mo té bao gan (UTBMTBG)
la loai ung thw gan nguyén phat phd bién nhét,
chiém tir 80-90% téng sd ca méc. Theo sb liéu
cla GLOBOCAN 2022, tai Viét Nam, ung thw gan
dirng thtr hai vé ty 1& mic méi nhung dan dau
vé ty & t& vong do ung thw. Do bénh dién tién
am thAm & giai doan sé&m, co t6i 70-80% bénh
nhan chi dwgc phat hién khi da & giai doan muon,
phan 1&n do thiéu hut cac chwong trinh tam soat
hé théng [6]. Luc nay, cac phwong phap diéu tri
triét can nhw phau thuat cat u hay ghép gan khong
con kha thi. V&i nhém bénh nhan nay, nat mach
héa chat qua dong mach (TACE) la phwong phap
diéu tri tiéu chuan gitp kiém soat khdi u bang cach
dwa héa chat chon loc vao dong mach nudi u két
hop nut tc mach, gay hoai t& thiéu mau cuc bd
[1]. Tuy nhién, do tinh trang thiéu oxy cuc bd sau
can thiép kich hoat yéu té cdm (rng thiéu oxy HIF-
1a, lam tang biéu hién ctia cac cytokine sinh mach
nhw VEGF va FGF, thuc déy hinh thanh mach
mau méi, khién u dé tai phat va tién trién tai chd
[7]. Bén canh do, viéc thwc hién I&p lai nhiéu chu
ky TACE lién tiép con gay tén thwong tich Ity nhu
mo gan lanh va lam suy gidm dan chirc nang gan
dv trlr cGa nguwdi bénh [3, 4].

Lenvatinib 1a moét thuéc trc ché da kinase
duwdng ubng cé kha nang phong téa dong thoi
céac thu thé VEGFR 1-3, FGFR 1-4, PDGFR-q,
RET va KIT [8]. Khi phéi hop véi TACE, Lenvatinib
khoéng chi ngan chan phan &ng bung phat tan tao
mach sau nut mach ma con binh thwong héa hé
théng mach mau khéi u, giup gidm tinh thdm va
ap lyc dich ké, tao diéu kién thuan loi dé hoa chéat
nut mach phan bd sau va déng déu hon trong ton
thwong [10]. Th&r nghiém pha IIl LAUNCH ching
minh phac db phéi hop Lenvatinib va TACE gitp
cai thién dang ké thoi gian séng thém khong tién
trién bénh so véi Lenvatinib don tri [4, 8]. Dac biét,
thtr nghiém pha Il tién ctu TACTICS-L tai Nhat

Ban ghi nhan thoi gian séng thém khong tién trién
dat méc vwot troi la 28,0 thang cung ty |é dap tng
khach quan dat t&i 88,7% [2].

Tai Viét Nam, hiéu qua cta phac dé phdi hop
Lenvatinib va TACE trén bénh nhan UTBMTBG
giai doan trung gian chwa dwoc danh gia day da,
d&c biét & nhém bénh nhan cé ganh nang khéi u
I&n vwot tiéu chudn Up-to-seven [3, 4]. Muc tiéu
cla nghién ctu nay 1a danh gia két qua diéu tri
(bao gébm hiéu qua dap ng khéi u theo mRECIST,
thoi gian séng thém khong tién trién bénh va tac
dung khéng mong muédn) cltia phac dd phdi hop
Lenvatinib va TACE trén bénh nhan UTBMTBG
giai doan trung gian.

Il. Ol TUGNG VA PHUONG PHAP
2.1. Thiét ké nghién ctru: Nghién ciru mb ta.
2.2. Béi twong nghién ciru

Nghién ctru dwoc thwe hién trén 40 bénh nhan
ung thw biéu mé té bao gan giai doan trung gian
dwoc diéu tri bang phac dd phdi hop Lenvatinib
va TACE tai Bénh vién Dai hoc Y Ha Noi bat dau
diéu tri ttr 01/2024 dén thang 01/2025. Buoc theo
d&i dén thoi diém ngirng diéu tri phac d6. Chung
t6i két thuc qua trinh theo dai vao thang 8/2026.

Tiéu chuan Iwa chon: Bénh nhan dong y tham
gia nghién ctru c6 tudi = 18 tudi, dwoc chan doan
xac dinh UTBMTBG theo huwéng dan cta Bd Y
té Viét Nam; giai doan trung gian (BCLC B) theo
phan loai BCLC 2022; c6 ganh nang u cao vuot
tiéu chuan Up-to-seven [1, 3].

Tiéu chuén loai trir: Ap dung ddng thdi cac bién
phap can thiép tai chd khac (phau thuat cét gan,
RFA, MWA, cdy hat phéng xa...) hodc thubc Grc
ché chét kiém soat mién dich khac trong thei gian
nghién ctru; ddng mac cac bénh Iy &c tinh khac
ngoai UTBMTBG; méc bénh ly ndi khoa cap/man
tinh nghiém trong khéng kiém soat; hd so bénh an
khéng day di hodc mét ddu theo dbi.

2.3. Phwong phap thu thap sé6 liéu

- Banh gia dap ng khéi u: Tién hanh chup CT
ho&c MRI ddng hoc & bung tai thoi diém 4 tuan sau
lan can thiép TACE d4u tién va dinh ky sau mdi 8
tuan tiép theo. Panh gia dap &ng tén thwong dich
dwa trén thay déi tbng dwdng kinh ving u ngadm
thudc thi dong mach theo tiéu chudn mRECIST.
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Xac dinh ty 1& dap (rng khach quan va ty l& kiém
soat bénh. Ty |é dap tng khach quan Ia téng ty 1&
bénh nhan dat dap rng hoan toan va dap rng mét
phan, phan anh kha nang lam thu nhé khéi u cla
phwong phap diéu tri. Ty 1& kiém soat bénh la téng
ty 1& clia nhom dat dap ng hoan toan, dap &ng
mot phan va bénh 6n dinh, cho biét kha n&ng ngan
chan bénh phat trién thém.

- Panh gia sbng con khoéng tién trién bénh
(PFS): Tinh ti khi bat dau diéu tri phéi hop dén
khi x&c dinh bénh tién trién theo mRECIST hoé&c
t&r vong vi moi nguyén nhan. Trwéng hop mét dau
theo ddi duoc coi la tién trién tai thoi diém mat
thong tin. Uéc tinh sdng con bang phwong phap
Kaplan—Meier.

- Banh gia déc tinh: Theo déi doc tinh dinh ky
(mdi 2 tuan trong 2 thang dau, sau d6 mdi thang 1
lan). Phan dd cac tac dung phu toan than va ddc tinh
huyét hoc theo tiéu chudn CTCAE phién ban 5.0.

2.4. Quy trinh diéu tri phéi hop Lenvatinib
va TACE

- Liéu phap Lenvatinib tién tai: Bat dau diéu tri
béng Lenvatinib dwdng ubng lién tuc tir 14 dén 21
ngay trwdc chu ky TACE dau tién [2].

- Liéu dung khéi dau theo can nang: 12 mg/
ngay (cho ngwoi = 60 kg) hoac 8 mg/ngay (cho
ngwdi < 60 kg). Cho phép khdi trj liéu thap hon (8
mg, 6 mg hodc 4 mg/ngay) néu thé trang yéu hoac
chirc nang gan can bién [1].

- Phéi hop thei gian quanh TACE: Cha dong
tam ngirng Lenvatinib 2 ngay trwdc can thiép
TACE va khéi phuc lai ttr ngay thr 3 sau can thiép
khi cac triéu chirng clia hdi chirng sau nut mach
on dinh [1, 2].

- Ky thuéat can thiép TACE: Thwc hién siéu chon
loc béng ky thuat cTACE (bom nhii twong hén
hop héa chét diét u pha dau can quang Lipiodol
két hop tdc mach co hoc bang xbp gelatin) [1].

- Tan suét can thiép: Ap dung nguyén tac lap
lai theo yéu cau (on-demand) khi chan doan hinh
anh kiém tra dinh ky xac dinh con vung u hoat dong
hodc xuét hién tén thuwong tién trién mai [1, 3].

- Diéu chinh liéu do doc tinh: Khi xuét hién doc
tinh lién quan dén Lenvatinib d6 = 3 ho&c do 2 kéo
dai khéng hoi phuc, thubéc dwoc tam ngirng hodc
giam liéu xudng cac mirc thap hon (8 mg/ngay, 4
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mg/ngay hodc 4 mg ubng cach ngay).

- Thoi diém ngirng phac do: Khi bénh tién trién
xac dinh theo tiéu chudn mRECIST: chlrc ndng
gan dw tri¥ suy gidm nghiém trong chuyén sang
Child-Pugh C hoac khi bénh nhan gap dodc tinh
nang khong thé kiém soat hay dung nap.

2.5. Xt ly va phan tich sé liéu

Sé liéu dwoc nhap va x& ly bang phan mém
SPSS phién ban 20.0. Cac bién lién tuc dwoc
trinh bay dwdi dang Mean + SD hoac trung vi va
khoang t& phan vi (IQR). So sanh cac ty 1& bang
phép kiém dinh Fisher, danh gia bién déng truéc/
sau diéu tri bang phép kiém McNemar, Wilcoxon
ho&c T-test cap. Y nghia thdng ké dwoc xac dinh
khi p < 0,05.

ll. KET QUA NGHIEN cUU

Nghién ctu trén 40 bénh nhan ung thw biéu
mo t& bao gan diéu tri badng Lenvatinib két hop
TACE c6 tudi trung binh 64,9 + 9,6 tudi (75,0% tw
60 tudi tré 1&n), 90,0% |a nam gi&i. Phan 1&n bénh
nhan cé thé trang va du trir gan t6t (82,5% ECOG
0, 95,0% Child-Pugh A, 67,5% ALBI d6 1). Ganh
nang khéi u I&n véi kich thwde trung binh 58,5
22,4 mm (60,0% u > 50 mm), 75,0% da 6, 52,5%
& hai thuy va 100% vwot tiéu chuan Up-to-seven,
khéng c6 huyét khéi tinh mach ctva hay di can xa.

Vé diéu tri, 62,5% bénh nhan trng TACE trwéc
nghién ctu (trung vi 1,2 I1an, khoang céach 12,5
thang). Trong nghién ctu, sd 1an TACE trung vi
la 2,0 1an, khodng cach gitra cac 1an kéo gian 3,5
thang. Thoi gian tién tai Lenvatinib truéc TACE
dat trung vi 17,0 ngay (65,0% tr 15-21 ngay).
90,0% bénh nhan dung liéu kh&i dau chuén theo
can nang (trung binh 9,20 + 1,84 mg/ngay) vé&i
thoi gian diéu tri Lenvatinib trung vi dat 11,0 thang.

Chung toi danh gia dap ng khéi u theo tiéu
chudn mRECIST cho thdy hiéu qua kiém soat
bénh kha quan. Ty Ié dap (rng khach quan (ORR)
dat 62,5% (25/40 bénh nhan), trong dé c6 3 bénh
nhan (7,5%) dat dap ng hoan toan (CR) va 22
bénh nhan (55,0%) dat dap ¢ng mét phan (PR).
Ty lé kiém soat bénh (DCR) dat 90,0% (36/40
bénh nhan), bao gdm 11 bénh nhan (27,5%) c6
bénh 6n dinh (SD). Chi c6 4 bénh nhan (10,0%)
ghi nhan bénh tién trién (PD) trong thoi gian theo
ddi. Biéu do 1.
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Pap ung khéi u theo tiéu chuan mRECIST (%)

Dép Ung hoan toan (CR) . 7.5%
A

Bénh 6n dinh (SD) 27.5%

ORR (CR + PR): 62,5%

Bénh tién trién (PD) 10.0%

DCR (CR+PR+5D): 90,0%

0 10 20 30 40 50 60 70
Ty Ié bénh nhan (%)

Biéu db 1: Bép tmg khbi u theo tiéu chuén mRECIST véi Lenvatinib + TACE (n=40)

Trung vi thdi gian sdng thém khong tién trién bénh (mPFS) & 40 bénh nhan trong nghién ctru 1a 11,6
thang (KTC 95%: 7,8—15,5 thang). Ty lé PFS Iy tich giam dan theo thoi gian, dat 97,5% tai 3 thang,
84,4% tai 6 thang, 48,7% tai 12 thang va 15,4% tai 18 thang.

Pudng cong Kaplan—-Meier vé sng thém khong tién trién bénh (PFS) (n =4

3 thang: 97.5%
100 (KTC 95%: 83,5% - 99,6%)

6 thing: 84,4%
(KTC 95%: 68,4% = 92.7%)

Trung vi PFS: 1,6 thing
(KTC 95%: 7,8 - 15,5)

30 18 thang: 15,4
(KTC 95%: 4.4

Ty |& séng thém khéng tién trién bénh (%)

20 | == Ty Ié s8ng thém khéng tién trién bénh (PFS)
Khoang tin cy 95%
10 | Bénh nhan bj kiém duyét
0
0 2 4 6 8 10 12 1 16 18

Théi gian theo dbi (thang)
6 bénh nhan con nguy co 39 36 33 29 24 19 10 6 3

Biéu dé 2: Thoi gian séng thém khéng tién trién véi Lenvatinib + TACE (n=40)

Bang 1 cho thay phan I&n tac dung khéng mong muébn & mirc d6 nhe va trung binh (d6 1-2), doc tinh
nang (d6 = 3) chiém ty 1& rat thap. O' nhém ddc tinh toan than, mét méi phé bién nhét (45,0%), tiép theo
la tng huyét ap (42,5%), ddng thdi 1a doc tinh c6 ty 1& d6 = 3 cao nhat (10,0%); cac triéu chirng chan
&n, hoi chirng ban tay—ban chan, tiéu chay va sut can dao dong tir 22,5% dén 37,5%. Trong nhém doc
tinh huyét hoc, gidm tiéu cau thuweng gap nhét (27,5%), trong khi thiéu mau (17,5%) va gidm bach cau
(15,0%) it hon, v&i phan I&n ca bénh déu & d6 1-2.

Bang 1. Déc tinh va téc dung khéng mong muédn theo tiéu chudn CTCAE v5.0 (n=40)

Téc dung khéng mong muén Téng s6 bénh nhan Po 1-2 Po =3

n (%) n (%) n (%)
Doc tinh toan than

Mét méi 18 (45,0) 16 (40,0) 2 (5,0

Tang huyét ap 17 (42,5) 13 (32,5) 4 (10,0)

Chén &n 15 (37,5) 14 (35,0) 1(2,5)

Hoi chirng ban tay—ban chan 13 (32,5) 12 (30,0) 1(2,5)

Tiéu chay 11 (27,5) 10 (25,0) 1(2,5)

Sut can 9 (22,5) 8 (20,0) 1(2,5)
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Tac dung khéng mong muén Téng sé bénh nhan Po6 1-2 Po 23
n (%) n (%) n (%)

DPoc tinh huyét hoc
Giam tiéu cau 11 (27,5) 9 (22,5) 2 (5,0)
Thiéu mau 7 (17,5) 6 (15,0) 1(2,5)
Giam bach cau 6 (15,0) 5(12,5) 1(2,5)

IV. BAN LUAN

Nghién ctu nay dwoc tién hanh nham danh
gia hiéu qua va tinh an toan cta phac dd phéi
hop Lenvatinib két hop TACE trén 40 bénh nhan
UTBMTBG giai doan trung gian tai Bénh vién Dai
hoc Y Ha Noéi. Trong bdi canh UTBMTBG la ganh
nang bénh tat lon véi phén I&n ngwdi bénh tai Viét
Nam dwoc chan doan & giai doan mudn [6], TACE
don thudn t lau da l1a tieu chuan diéu tri bwdc
mot nhwng bdc 16 nhidu han ché, d&c biét la hién
twong bung phat tan tao mach do thiéu oxy cuc bo
va nguy co suy gidm chirc nang gan do can thiép
Iap lai [3, 7]. Thdng qua nghién clru nay, chung téi
cung cép cac dir liéu thue té vé viéc ap dung phac
dd phéi hop trén nhom dbi twong c6 ganh nang u
I&n vwot tiéu chuan Up-to-seven, phan nhém vén
c6 tién lwong han ché va dap rng kém véi cac
can thiép don tri liéu truyén théng [3, 4].

Danh gia dap ng khéi u theo tiéu chuén
mRECIST cai tién cho thdy phac d phdi hop dat
hiéu qua kiém soat u rat kha quan véi ty 1& dap
ng khach quan dat 62,5%, bao g6m 7,5% dap
&ng hoan toan va 55,0% dap (rng mét phan, cung
ty 1& kiém soat bénh dat 90,0%. Két qua dap (rng
khach quan nay vwot tréi rd rét so voi can thiép
TACE don thuan trong cac di liéu lich st va cao
hon so véi thtr nghiém pha Il LAUNCH [4, 8]. Mac
du vay, ty 1& dap wng hoan toan 7,5% thap hon
dang ké so voi thtr nghiém TACTICS-L tai Nhat
Ban (CR dat t&i 67,7%) [2], xuat phat tlr sw khac
biét I&n vé ganh ndng u vai ty 1é vuot Up-to-seven
cao hon (100% so v&i 35,5%), khién khéi u khé
dat trang thai hoai t&r hoan toan. Chién lwoc tién
tai Lenvatinib con gitp binh thwéng hda hé mach
u, hé tro héa chat nut mach tham nhap sau vao
16i u [2, 10].

Phan tich séng con ghi nhan trung vi thoi gian
séng thém khong tién trién bénh mPFS dat 11,6
thang, v&i ty 1& PFS Idy tich dat 97,5% tai 3 thang,
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84,4% tai 6 thang, 48,7% tai 12 thang va sut gidm
con 15,4% tai 18 thang. Du vay, mPFS cla nghién
ctu van thdp hon thlr nghiém TACTICS-L tai
Nhat Ban (28,0 thang) [2] va thtr nghiém pha llI
LEAP-012 (16,6 thang) s dung phac dd ba thanh
phan phdi hop thubc (rc ché kiém soat mién dich
Pembrolizumab [5, 9]. Phac d6 phéi hop gip tri
hodn tién trién u bén vitng nhd co ché hiép dong
triét tiéu tan tao mach, két hop voi thé trang va
chc ndng gan ban dau rat tét gidp ngudi bénh
duy tri diéu tri Lenvatinib v&i thoi gian trung vi dat
t&i 11,0 thang. Két qua mPFS 11,6 thang khang
dinh viéc phdi hop sém Lenvatinib va TACE gilp
thay ddi két qua diéu tri cho nhém vwot Up-to-
seven, kéo gidn khodng cach gira cac lan can
thiép mach I&n trung vi 3,5 thang dé bao tén chirc
nang gan [1, 3].

Nghién ctu van ton tai mot sé han ché nhat
dinh bao gdbm c& méau nhd va thiét k& don trung
tam, dan dén viéc chuwa du diéu kién thyc hién
phan tich héi quy da bién dé xac dinh cac yéu tb
tién lwong doc lap déi véi PFS do sb ca tién trién
it. Nghién ctu cling chwa phan tich sau vé thoi
gian dat dap ng, do sau dap wng, ty 1& chuyén
ddi sang phau thuat hoac dbt u triét can, dong thoi
chuwa két hop cac diu &n sinh hoc hién dai. Can
cac hwdng nghién clru tiép theo can tién hanh cac
thtr nghiém ngau nhién ddi chirng da trung tam
quy mo Ion tai Viét Nam nham xac dinh chinh xac
cac yéu t6 tién lwong.
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