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PANH GIA KET QUA PIEU TRI UNG THU BIEU MO TE BAO GAN
THAT BAI SAU TACE BANG SORAFENIB

Pham Thanh Phwong!, Trin Thing?, Vii Hong Thing!?,

TOM TAT

Muc tiéu nghién ciru: Panh gia két qua diéu
tri ung thu biéu md té bao gan thit bai sau
TACE bing Sorafenib.

Po6i twong va phwong phap nghién ciru:
Déi twong bao gom 56 ngudi bénh duge xéac dinh
that bai sau TACE va chuyén sang diéu tri toan
than bang Sorafenib tai bénh vién K tir thang 7
niam 2019 dén thang 5 nim 2023. Nguoi bénh
dugc ghi nhan cac triéu chirng 1dm sang, cac xét
nghiém can lam sang, danh gid hiéu qua cua
thudc Sorafenib va ghi nhan céc tai bién va bién
chang néu co.

Két qua nghién ciu: Tudi trung binh 59,1 +
10,8 tudi, co6 83,9% ngudi mic viém gan B va
8,9% mac viém gan C. Chuc ning gan Child-
Pugh A chiém ti 1& 87,5%; Child-Pugh B chiém
ti 1& 12,5%. BN c6 1 khéi u chiém ti I¢ 7,1%; BN
c6 2 khéi u chiém 16,1%; BN c6 >3 khdi u
chiém 76,8%. Giai doan BCLC-B chiém ti I&
33,9%, BCLC-C la 66,1%. Nong d6 AFP trung
binh true didu tri 5682,5 + 32547 (ng/ml). PFS
va OS trung vi lan luot 12 13,5 va 18,2 thang. C6
su khac biét co y nghia vé PFS va OS giira cac
nhom theo phan loai giai doan Barcelona
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(BCLC) va theo phén loai AFP; PFS ¢ giai doan
BCLC-B, BLCL-C lan luot 14 16,1 thang va 12,1
thang véi p=0,03, OS trung vi lan luot 1a 23,1
thang va 15,5 thang vaéi p = 0,002. PFS & nhém
ngudi bénh ¢6 néng d6 AFP < 400ng/mL va >
400ng/mL la 15,2 thang va 11,7 thang véi
p=0,015, va OS la 20,6 thang, 15,7 thang véi
p=0,039.

Két luan: Viéc chuyén d6i sang Sorafenib
cai thién dang ké thoi gian séng thém ¢ nhiing
ngudi bénh HCC that bai véi diéu tri TACE.

Tir khéa: NGt mach hda chat (TACE), Ung
thu biéu mo té bao gan, Sorafenib, thoi gian séng
thém toan b, thoi gian bénh khéng tién trién.

SUMMARY
RESULTS OF TREATMENT OF
HEPATOCELLULAR CANCER
FAILURE AFTER TACE WITH
SORAFENIB

Purpose: We conducted a study to evaluate
the results of treatment of hepatocellular
carcinoma that failed after TACE with Sorafenib
at K hospital.

Material/Methods: 56 patients were defined
as TACE-refractory and switched from TACE to
Sorafenib at K hospital from July 2019 to May
2023. Patients' clinical symptoms, paraclinical
tests, Sorafenib’s effectiveness, and any side
effects were observed.

Results: The average age was 59,1+10,8
years old, there were 83,9% of people with
hepatitis B and 8,9% of people with hepatitis C.
Liver function Child Pugh A used at the rate of
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87,5%; Child Pugh B accounts for 12.5%.
Patients with 1 tumor accounted for 7,1%;
Patients with 2 tumors accounted for 16,1%;
Patients with >3 tumors accounted for 76,8%.
Stage BCLC-B accounts for 33,9%, BCLC-C is
66,1%. Mean AFP concentration before
treatment 5682,5£32547 (ng/ml). Median PFS
and OS were 13,5 and 18,2 months, respectively.
There were significant differences in PFS and OS
between groups according to Barcelona stage
classification (BCLC) and by AFP classification;
PFS at BCLC-B, BLCL-C stages were 16,1
months and 12,1 months, respectively with
p=0,03, median OS was 23,1 months and 15,5
months with p=0,002, respectively. PFS in
patients with AFP levels < 400ng/mL and >400
ng/mL was 15,2 months and 11,7 months with
p=0,015 and OS was 20,6 months, 15,7 months
with p=0,039.

Conclusion:  Treatment with orafenib
improves the survival in HCC patients refractory
to TACE therapy.

Keywords:  Refractoriness, Transarterial
Chemoembolization (TACE), Hepatocellular
Carcinoma, Sorafenib, overall survival (OS),
progession free suvival (PFS).

I. DAT VAN BE

Ung thuy biéu md t& bao gan
(UTBMTBG) thuong phéat trién trong boi
canh viém gan man tinh va xo gan, dac biét
trén nén xo gan hoic viém gan do vi rit
Viém gan B, C man tinh. Theo Globocan
2020, UTBMTBG la ung thu phé bién dung
vi trf thir 5 vé ti 16 mic (905.677 ca vai ti 18
trén 100.000 dan, chiém 4,7% tong s6 ca ung
thu), dang thir 3 vé ti 1¢ tir vong (768.93 ca,
chiém 7,7%) do ung thu trén toan cau ¢ ca
hai gigi va la nguyén nhan gay te vong do
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ung thu dang ting nhanh chong nhéat & My*2,
Tai Viét Nam, UTBMTBG 1a ung thu phd
bién nhat véi 26.418 ca chiém 14,5% va la
nguyén nhan tr vong hang dau do ung thu
Vai ti 18 tir vong gan twong dwong véi ti 18
miéc 1a 25.727 ca chiém 20,6% tir vong do
ung thu?®,

UTBMTBG thuong phat hién ¢ giai doan
muén do d6 viéc diéu tri thuong gap kho
khan va hiéu qua han ché. NGt mach héa chat
(TACE) dugc coi 1a phuong phap diéu tri
chuan cho HCC giai doan trung gian. Tuy
nhién, viéc lap di 1ap lai TACE nhiéu lan s&
anh huong toi chirc nang gan va ngudi bénh
c6 thé khong duogc tiép can véi cac phuong
phap diéu tri sau d6, nén thoi diém thich hop
dé chuyén doi sém sang liéu phap toan than
la sau khi xac dinh dugc tinh trang khéang
TACE theo tiéu chuan Hiép hoi gan hoc
Nhat Ban (Japan Society of Hepatology —
JSH)*. Tai Viét Nam hién tai it c6 nghién
ctru nao danh gia hiéu qua cua Sorafenib trén
ngudi bénh UTBMTBG da that bai véi
TACE. Do vay, ching toi tién hanh nghién
ctu: “Pdnh gid dic diém lam sang cha
ngwoi bénh UTBMTBG va ddnh gid két
qud diéu tri UTBMTBG thdt bgi sau TACE
bang Sorafenib”.

Il. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U
2.1. Péi twong nghién ciru
Bao gém 56 ngudi bénh HCC khéng
TACE, da dugc diéu tri vsi Sorafenib tai
Bénh vién K tir thang 7/2019 dén 5/2023.
2.2. Tiéu chuan lya chon:
UTBMTBG di dugc chan doan xéac dinh
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dira vao céc tiéu chudn theo huéng dan chan
doan ctia BO Y t& Viét Nam va that bai sau
diéu tri bang cac phuong phép tai chd theo
tiéu chuan Hiép hoi gan hoc Nhat Ban (Japan
Society of Hepatology — JSH)*. Khong con
chi dinh v6i phuong phap diéu tri tai chd
khéac.

Thé trang chung con tbt: chi sd toan
trang tir 0-2 theo thang diém ECOG.

Churc nang gan Child-Pugh A hoac B.

Nguoi bénh khong mic cac bénh cip va
man tinh tram trong.

Nguoi bénh tham gia vao nghién cuu
duogc du kién tham gia t6i thiéu 2 dot diéu tri
(8 tuan) v6i Sorafenib.

Chirc nang co quan, tuy xuong trong gidi
han cho phép.

C6 ho so luu tri day du.

2.3. Tiéu chuén loai trur:

Nguoi bénh c6 di tng hodc qua man véi
thudc nghién ciru.

Ngudi bénh tang huyét ap co triéu ching
khong kiém soat duoc.

R6i loan tam than.

Tién sir mac cac bénh 1y ung thu da diéu
tri trude do.

Di can ndo hoac chen ép tuy.

I1. KET QUA NGHIEN cU'U

2.4. Phwong phap nghién ciru: Mo ta
chum ca bénh.

2.5. C& miu nghién ctru: C& mau theo
chi tiéu, 56 bénh nhan.

2.6. Ky thuat va cong cu thu thap sb
ligu:

Ky thuat: Hoi ciru hd so bénh an.

Cong cu thu thap sé liéu: Thong qua mau
bénh &n nghién cau.

2.7. Cac bwéc tién hanh:

2.7.1. Lua chon ngwoi bénh nghién caru

- Lap danh sé&ch cac ca bénh UTBMTBG
duoc diéu tri sorafenib trong giai doan tur
thang 7/2019 dén thang 5/2023, da dugc dicu
tri TACE truéc d6 va duoc chan doan khang
TACE, chuyén sang diéu tri liéu phap toan
than Sorafenib.

- Pénh gia theo tiéu chuan lya chon va
loai trir dé chon ra cac ca bénh co du tiéu
chuan nghién cuu.

2.7.2. Ngi dung nghién cru:

- Panh gia dac diém 1am sang cia nguoi
bénh.

- Panh gia két qua diéu tri vé thoi gian
séng con toan bo va thoi gian sdng thém
bénh khong tién trién.

- Cac yéu t6 anh huong dén thoi gian
séng thém.

3.1. Piic diém nhém ngudi bénh trude diéu tri

Bing 1: Pic diém ngwoi bénh triwde diéu tri

Pic diém S6 BN (n=56) %
Gioi
Nam 49 87,5
Nir 7 12,5
Ti 1€ Nam/ N 7,0
Tudi - trung binh 59,14 + 10,80 (Min: 35, Max: 76)
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Tinh trang viém gan virus

VGB 47 83,93
VGC 5 8,93
Khéng VGB va VGC 4 7,14
Child-Pugh
A 5 diém 30 53,57
6 diém 19 33,93
7 diém 7 12,50
S6 lwong u gan
S6 luwong u gan: 01 4 7,14
S6 luwong u gan: 02 9 16,07
S6 luwong u gan: >3. 43 76,79
Pic diém lan tran u
Huyét khdi TMC 29 51,79
Di can xa 14 25,00
Huyét khéi TMC va di cin xa 46 82,14
AFP truéc diéu tri- ng/ml

<400 ng/ml 11 19,64
>400 ng/ml 45 80,36

Nong dé trung binh 5682,46 + 32546,97

S$6 1an TACE trwéc d6
Lan 1 13 23,21
Lan 2 15 26,79
Lan 3 8 14,29
>4 |an 20 35,71
Chi s6 toan trang ECOG
0 7 12,50
1 47 83,93
2 2 3,57
Giai doan sau TACE

Giai doan trung gian (B) 19 33,93
Giai doan tién trién (C) 37 66,07

Nhén xét: Ngudi bénh trong nghién ctru chtl yéu 13 nam chiém 87,5% véi tudi trung binh
59,1 + 10,8 tudi; viém gan virus B uu thé véi 83,9%; chirc nang gan Child-Pugh A 87,5%. C6
76,8% ngudi bénh c6 > 3 khdi u gan; 60,7% ngudi bénh co kich thude khdi u gan 16n nhit 6
cm.
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3.2. Thoi gian sdng thém

3.2.1. Séng thém bénh khéng tién trién (Progession Free Survival)
Survival Function

"1 Survival Function
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Biéu dé 1. Theéi gian song thém bénh khéng tién trién (PFS)
Nhdén xét: PFS trung vi cia nhdm nguoi bénh nghién ctru la 13,50 + 0,75 thang
3.2.2. Séng thém toan b (Over Survival)

Survival Function
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Biéu dé 2. Theoi gian song thém toan bg (OS)
Nhdn xét: OS trung vi ctia nhom ngudi bénh trong nghién ciru 1a 18,20 + 1,10 thang
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3.3. Céc yéu té anh huwéng dén thoi gian séng thém
3.3.1. Song thém bénh khong tién trién theo AFP

Survival Functions

10 1 AFP 400
AFP < 400ng/mL
MAFP = 400ng/mL
AFP < 400ng/mL-censored
08 = AFP z 400ng/mL-censored
g 06
Z
3
w
5
o 94
02 7
00
00 1000 20.00 30.00 4000
PFS THEO THANG

Biéu dé 3. Thoi gian séng thém bénh khong tién trién (PFS) theo AFP
Nhdén xét: PFS trung vi twong tng la 15,20 £+ 1,098 thang theo AFP < 400ng/mL va 11,67
+ 0,89 thang theo AFP > 400ng/mL (p= 0,015).
3.3.2. Séng thém bénh khong tién trién giai dogn BCLC:

Survival Functions
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Biéu do 4. Thoi gian séng thém bénh khong tién trién (PFS) theo BCLC
Nhdn xét: PFS trung vi trong ing ¢ nhom nguoi bénh giai doan BCLC-B la 16,11 + 1,31
thang va OS trung vi & nhém ngudi bénh giai doan BCLC-C la 12,10 + 0,81 thang (p=0,03).
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3.3.3. Séng thém toan bé theo AFP:

Survival Functions
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Biéu dé 5. Thoi gian séng thém toan bg (OS) theo AFP
Nhdn xét: OS trung vi twong ung 1a 20,63 + 1,73 thang theo AFP < 400ng/mL va
15,79+1,28 thang theo AFP > 400ng/mL (p= 0,039).
3.3.4. Song thém toan b theo BCLC:

Survival Functions
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Biéu dé 6. Theoi gian séng thém toan bg (OS) theo BCLC
Nhdn xét: OS trung vi twong ng & nhém ngudi bénh giai doan BCLC B 1a 23,13 + 2,0
thang va OS trung vi & nhom nguoi bénh giai doan BCLC C la 15,49 + 1,04 thang (p=0,02).
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IV. BAN LUAN

4.1. Pic diém chung nguwoi bénh
nghién cau

Trong khoang thoi gian tir nam 2019 dén
thang 5 nam 2023 chung t6i thu thdp dugc
56 ngudi bénh HCC chan doan thét bai voi
TACE diéu tri tai bénh vién K. Trong d6 chu
yéu 1a nam giéi chiém ti 18 87,5%, voi tudi
nhé nhét 1a 35, 16n nhat 1a 76, tudi trung binh
trong khoang 59,1 + 10,8 tudi, da s6 mac
viém gan virus B trén nén xo gan chiém ti 1¢
83,9%. Pic diém nay ciing tuong dong véi
nghién cau cua tdc gia Nguyén Thi Thu
Huong trén nguoi bénh HCC giai doan tién
trién®.

Tai thoi diém lay vao nghién ciru nguoi
bénh di trai qua trung binh 2,6 + 1,2 lan lam
TACE, trong d6 nhiéu nhat Ia 4 lan va it nhat
la 1 1an. Vé chic niang gan, theo ghi nhan
trong nghién ctru cua chdng téi Child-Pugh
A 5 diém, 6 diém va Child-Pugh B 7 diém
theo ti 1¢ twong ung la 53,57%; 33,93% va
12,50%. Két qua nay thap hon so véi nghién
cau cua tac gia Osagawara la 80% nguoi
bénh Child-Pugh A 5 diém va 15% nguoi
bénh Child-Pugh A 6 diém, c6 thé 1a do sé
lugng nguoi bénh tham gia vao nghién cau
cua ching toi nhidu hon va da trai qua nhiéu
lan TACE hon nén chitc ning gan x4u hon®.
Trong d6 chu yéu sé lwong u gan nhiéu hon
3 u chiém 76,79%, ti I& ngudi bénh co huyét
khéi tinh mach cua chiém 51,79%, ti 18 di
cin xa chiém 25% va ca 2 yéu t6 trén chiém
82,14%, chi s6 AFP truéc didu tri >
400ng/mL chiém 80,36% va da sb nguoi
bénh déu trai qua ndt mach héa chat TACE >
4 lan dat 35,71%.

4.2. Két qua nghién ciru
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Theo nghién ciru cua chung téi trén 56
nguoi bénh HCC khang TACE, nguoi bénh
diéu tri ngan nhét 1a 2 chu ki, dai nhét 13 15
chu ki. Tai thoi diém két thdc nghién ctu, co
12 nguoi bénh con séng (21,4%), 44 nguoi
bénh tién trién va tir vong (78,6%). Arizumi
cho thay viéc chuyén sang diéu tri Sorafenib
(32 nguoi bénh) so vai viéc tiép tuc didu tri
TACE (24 nguoi bénh) ¢ nhém nguoi bénh
giai doan trung gian da khang TACE giap
kéo dai OS la 24,7 thang so véi 13,6 thang’.
Ogasawara ciing ghi nhan két qua kéo dai
séng thém & nhom nguoi bénh ¢ nhanh
chuyén d6i (20 nguoi bénh) so voi & nhanh
tiép tuc TACE (36 nguoi bénh): OS trung
binh 14 25,4 thang so vai 11,5 thang®. Nghién
ctru cia chung t6i cho thay PFS trung vi la
13,5 thang va OS 1a 18,2 thang. Két qua nay
thip hon so vé&i cac nghién ciru khac do dic
diém thiét ké cua nghién ctu, trong khi cac
tac gia loai toan bo HCC giai doan tién trién
di cin ngoai gan hoac xam lan mach mau tir
dau con trong nghién ctu cua chung toi thi
van lidy nhom nguoi bénh co dic diém nhu
vay Voi ti 1é chiém 66,07%.Tuy nhién, khi
phan tich dugi nhom cho két qua OS dat
tuong tu két qua cua cac tac gia 1a 23,1 thang
¢ nhom nguoi bénh BCLC-B va 15,4 thang ¢
nhém nguoi bénh BCLC-C (p=0,002). Két
qua cling dat ti 1& tuong déng khi phan tich
OS la 20,6 thang & nhom nguoi bénh AFP
<400 ng/ml va 15,7 thang & nhém AFP >
400ng/ml (p=0,039).

Trong nghién ciu cua tac gia Nguyén
Thi Thu Huong vé “Panh gia két qua diéu tri
cua Sorafenib trén nguoi bénh ung thu gan
nguyén phat”, PFS trung vi dat 4,57 thang
con trong nghién cau cuaa ching téi PFS
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trung vi nay la 13,5 thang. Nguyén nhéan cua
viéc sb lidu trong nghién ctru nay cao hon 1a
do dic diém nhom nguoi bénh nghién ctu
bao gom ca nhitng ngudi bénh giai doan
trung gian (BCLC B) da khang TACE, con
trong nghién ctu cua tac gia Nguyén Thi
Thu Huong chi liy nhimg nguoi bénh di cin
Xa ngoai gan hoic xam lan mach mau, giai
doan muon hon, chirc nang gan suy giam, do
do tién lugng bénh cling nhu dap Gng voi
diéu tri kém hon nhém nguoi bénh trong
nghién ctu cua ching t6i°. Khi phan tich
dusi nhom cy thé cho tung truong hop,
ching toi ciing ghi nhan dugc két qua PFS &
nhom AFP > 400ng/mL va nhom AFP <
400ng/mL lan luot 1a 11,6 thang va 15,2
thang (p=0,015). PFS theo BCLC ciing cao
hon ¢ nhém BCLC-B la 16,11 thadng va
BCLC-C 14 12,10 thang (p= 0,003).

V. KET LUAN

Ung thu biéu mo té bao gan sau that bai
v6i TACE bang Sorafenib tai Bénh vién K
cho thiy cai thién dang ké vé thoi gian sdng
thém toan bo (OS) va thoi gian séng thém
khong bénh tién trién (PFS). C6 su khéc biét
c¢6 ¥ nghia vé PFS va OS giita c4c nhom theo
phén loai giai doan Barcelona (BCLC) va
theo phan loai AFP. Viéc tiép can som véi
diéu tri toan than sau khi dugc xac dinh that
bai véi phuong phap diéu trj tai chd khi chirc
ning gan chua suy giam la diéu vo cing
quan trong, mang lai két qua diéu tri tot cho
nguoi bénh.
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