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Cac yéu to tién lwong song thém lau dai ciia bénh nhan
ung thuw biéu mo6 té bao gan di€u tri bang xa tri lap the
dinh vi than phoi hgp véi hoa tac mach

Long-term survival prognostic factors of transarterial

chemoembolization and stereotactic body radiation therapy for
hepatocellular carcinoma
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Thai Doian Ky**, Nguyen Tien Thgnh**, **Bénh vien Trung wong Quan doi 108
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Tém tat

Muc tiéu: Danh gia cac yéu t6 tién luong séng thém lau dai ctia bénh nhan ung thu biéu mé té€ bao
gan (UTBG) diéu tri bang xa tri 1ap thé dinh vi than (SBRT) phdi hagp véi hda tadc mach (TACE). Péi tuong
va phuong phdp: Nghién ctu tién ctu trén 42 bénh nhan UTBG giai doan trung gian. Cac bénh nhan
dugc diéu tri bang TACE va SBRT. Liéu SBRT la 27,5-48Gy chia thanh 3-5 phan liéu. Danh gia dap ung khoi
u theo tiéu chudn mRECIST. Phuong phap Kaplan-Meier sit dung dé€ danh gia ty lé séng sot. Cac yéu to
tién lugng dugc phan tich bang phan tich don bién va da bién. Két qua: Trong 42 bénh nhan (ty 1é nam
83,3%), tudi trung binh 60,86 + 13,25. Ty |& séng s6t sau 6, 12, 24 va 30 thang 1a 95,2%, 84,1%, 74,1% va
68,8% va ty lé séng con toan bo trung binh la 27,6 thang. Phan tich don bién cho thay muc dé Alpha-
fetoprotein, dap Ung AFP va dap tng khéi u la cac yéu t6 tién lugng cho thoi gian séng toan b cla
bénh nhan. Phan tich da bién cho thdy diéu tri trudc do6, AFP trudc diéu tri, dap Ung AFP va dap ting khéi
u la cac yéu t6 tién lugng cho thsi gian s6ng toan bd. Két ludn: Cac yéu té tién lugng thai gian séng toan
b6 sau TACE va SBRT la AFP trudc diéu tri, dap ing AFP va dap ung khai u.

Ttrkhéa: Ung thu biéu mo té€ bao gan, xa tri lap thé dinh vi than, tdc mach hoéa chat, yéu té tién lugng.

Summary

Objective: This study was undertaken to investigate the long term prognostic factors of stereotactic
body radiation therapy (SBRT) combined with transcatheter arterial chemoembolization (TACE) for
hepatocellular carcinoma (HCC). Subject and method: This prospective study was conducted on 42
intermediate-stage HCC patients. The patients received Drug-eluting bead TACE one time subsequent
they underwent SBRT. The dose of SBRT was 27.5-48Gy prescribed in 3-5 fractions. Tumor response was
evaluated using modified Response Evaluation Criteria in Solid Tumors (mRECIST). Kaplan-Meier method
was used to assess survival. Prognostic factors were analysed by univariate and multivariate analysis.
Result: Among 42 patients (male 83.3%), mean age was 60.86 + 13.25. The 6-, 12-, 24-, and 30-month

Ngay nhdn bai: 10/3/2023, ngay chdp nhin dang: 18/3/2023
Nguoi phan hoi: Pong Pirc Hoang, Email: drhoang85@gmail.com - Pai hoc Y Dugc Thai Nguyén

192



TAP CHI'Y DUGQC LAM SANG 108

HOI NGHI KHOA HOC XA TRI UNG THU NAM 2023

DOL....

survival rates were 95.2%, 84.1%, 74.1%, and 68.8%, and mean overall survival (OS) was 27.6 months.
Univariate analysis in this study showed that Alpha-fetoprotein level, AFP response and objective
response were prognostic factors for OS. Multivariate analysis showed that previous treatment,
pretreatment AFP, AFP response, and objective response were prognostic factors for OS. Conclusion: A
combination of SBRT and TACE is an effective therapy for intermediate HCC, and OS prognostic factors
are pretreatment AFP, AFP response, and objective response.

Keywords: Hepatocellular carcinoma,
chemoembolization, Prognostic factors.

1.Pat van dé

Ung thu biéu mé té bao gan (UTBG) hién nay
van la moét trong nhiing loai ung thu phd bién trén
thé gidi [1]. Tdc mach héa chat (TACE) van la phuong
phap diéu tri dugc lua chon thudng xuyén cho
nhiing bénh nhan khong phau thuat dugc. Tuy
nhién UTBG giai doan nay c6 su khac nhau vé s6
luong, kich thudc, vi tri va d6 biét héa, nén rat khé
dé dat dugc dap ung khéi u théa dang chi ti mot
lan diéu tri tdc mach [2]. Néu tdc mach nhac lai cé
thé lam chiic nang gan gidm di ma chua chac da gay
hoai tr khéi u hoan toan [3]. Do dd, can c6 nhiing
phuang phap mdai dé diéu tri cho nhiing bénh nhan
UTBG con ton du sau diéu tri bang tac mach.

Xa tri 1ap thé dinh vi than (SBRT) la mét trong
cac hinh thuc xa tri tién tién nhat hién nay, tuy nhién
phuong phap nay chua dugc thuc hién thudng
xuyén trong diéu tri HCC vi ky thuat tién hanh phuic
tap va nguy co dan dén bénh gan do bt xa (RILD).
Gan day, véi su tién bd clia cac cong nghé hién dai
bao gébm mdy huéng dan nhip thd, chup CT mo
phong khai u, SBRT ban dau da dugc chiing minh la
c6 két qua diéu tri rat kha quan véi it bién ching.
SBRT cho phép tap trung liéu cao vao thé tich diéu
tri dong thai giam liéu rat nhanh cho t6 chuic lanh
xung quanh, do d6 giam t6i da tac dung phu cta xa
tri, dac biét it gay tén thuong vung gan lanh do tia
xa [4].

Phéi hop SBRT vai TACE la phuong phap diéu tri
mgi tai Viét Nam, chua cé nhiéu nghién clu c6 thé
theo doi két qua diéu tri lau dai va cac yéu té tién
lugng thai gian séng toan bo sau diéu tri cling chua
dugc lam r6. Vi vay, ching toi tién hanh nghién ctu
nay, muc tiéu: Ddnh gid cdc yéu té tién lugng séng
thém lau dai cda bénh nhan ung thu biéu mé té bao

Stereotactic Body Radiation Therapy,

Transarterial

gan diéu tri béing xa tri Idp thé dinh vi than phéi hop
vdi héa tdc mach.
2. Déi tugng va phuong phap

2.1. Déi tuong

D6i tugng nghién ctu la 42 bénh nhan UTBG
dugc diéu tri bang TACE phdi hgp SBRT, tU thang 6
nam 2019 dén thang 2 nam 2023, tai Bénh vién
Trung uong Quan d6i 108, Ha Noi.

Tiéu chudn chon déi tuong:

Bénh nhan UTBG (chdn doan theo hudng dan
ctia Hiép hoi Nghién ciu bénh gan Hoa Ky nam
2018) [5] co6 két qua giai phau bénh hoac hinh anh
tang sinh mach dién hinh trén CT, MRI.

Chi s6 téng trang ECOG tu 0-1. Child Pugh A
hodc B (7 diém). Khéng cé huyét khéi than tinh
mach ctra, khéng di can ngoai gan. U cach da day,
rudt > 2cm. Thé tich gan lanh > 700cm’.

Tiéu chuén loai tri: Phu nir cé thai, cho con bu. C6
bénh nang két hgp (suy tim, suy than, suy hé hap).

2.2, Phuong phdp

Thiét ké nghién ctu: Nghién ctu can thiép
khong d6i ching; thiét ké tién clu, theo déi doc.

C& mau va cach chon mau:

Ap dung céng thuc tinh ¢c6 mau cho mét nghién
clru vé song sot:

2AZal2+Zp)
ne 222 A
(In(Mz2/ Mc)f

Trong dé:

n: C& mau téi thiéu.

Mt: Thoi gian séng thém trung binh ctia nhém
BN dugc diéu tri bang phuong phap can nghién ciu.
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Mc: thai gian séng thém trung binh clia nhéom
ching, dugc ldy tir cac gia tri tham khao cla cac
nghién ctu da dugc cdéng bo.

Z,, va Zg la cac hang sé dugc xac dinh theo luat
phan phéi chuan theo xac suat sai l[dam loai 1 va sai
lam loai 2. V&i muc y nghia 95%, Z,, =1,96, Z; =
0,842, (Zy+ Z,)’= 7,849.

Theo nghién cdu cta Ting Shi Su nam 2016,
bénh nhan UTBG diéu tri bang TACE phéi hgp SBRT,
6 trung vi thoi gian séng toan bd la Mc = 42 thang
[6]. Vi gia dinh trung vi thoi gian séng toan bo cla
nghién clu nay la 22 thang. Tinh dugc c& mau téi
thiéu 1a 38.

Chi tiéu nghién ctiu

Lam sang: Tudi, gidi, cac yéu té nguy cg, chi sé
téng trang ECOG.

Tién st diéu tri: C6 hoac khong.

Can lam sang: Bach cau, hdong cau, tiéu cau,
Bilirubin TP, Aloumin, AST, ALT, PT, AFP.

Cac théng s6 khéi u trén chan doan hinh anh: Vi
tri, s6 lugng, kich thuéc, hinh thai u.

Phan loai xo gan theo Child Pugh.

Phan loai giai doan UTBG theo BCLC va dudi
nhéom trung gian theo Kinki.

Téng liéu xa tri, s6 phan liéu xa tri, EQD,, BED,,.

Cac chi tiéu vé két qua sau diéu tri:

Dap ting AFP sau diéu tri.

Dép Ung khéi u sau diéu tri.

Thai gian song toan bo.

Ky thudt thu thdp sé liéu

Kham lam sang va chi dinh can lam sang truéc
TACE:

Hoi bénh va kham triéu ching cdia bénh HCC.
Panh gia toan trang bénh theo ECOG.

Cac bénh nhan dugc lam cac xét nghiém coéng
thiic mau va déng mau, sinh héa, mién dich. Chup
CT 6 bung bang may Brivo CT385.

Thuc hién ky thuat diéu tri TACE: Bénh nhan va
gia dinh dugc giai thich vé phuong phap, viét giay
cam doan. Chuan bi trudc khi lam ky thuat: Vé sinh
cao 16ng mu, nhin an sang, dat dudng truyén tinh
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mach ngoai vi (dung dich Natriclorua 0,9%). Thuc
hién ky thuat tdc mach héa chat bang hat vi cau DC
Beads trén véi Doxorubicin. Sau d6 tat ca bénh nhan
dugc diéu tri ti€p bang SBRT.

Thuc hién ky thuat diéu tri SBRT (thuc hién sau
TACE ti 1 dén 2 thang): Bénh nhan va gia dinh dugc
gidi thich vé phuong phap, viét gidy cam doan.
Chup CT mé phoéng trudc xa tri, lap ké hoach xa tri,
ké liéu, kiém chuan ké hoach xa tri. Thuc hién xa tri
tai khoa Xa tri xa phau bang may TrueBeam STx.

Theo déi sau diéu tri TACE két hop SBRT:

Khi bénh nhan dén tai kham méi 3 thang sau
diéu tri, dugc lam xét nghiém AFP va chup CT &
bung dé danh gia két qua diéu tri.

Phan tich don bién va da bién cac yéu t6 anh
hudng dén thai gian séng thém lau dai toan bo.

2.3. Xirly sé liéu
Phan mém thong ké y hoc SPSS 22.0.
3.Két qua

Bang 1. Mét s6 dic diém trudc diéu tri

S8 lugng hoic

Dic dié
acdiem gia tri trung binh

Tudi trung binh 60,86 + 13,25
< 60 tudi 25 (59,5%)
> 60 tudi 17 (40,5%)

Gidi, n (%)

Nam 35 (83,3%)

NG 7 (16,7%)

Nguyén nhan, n (%)

Viém gan B 31 (73,8%)

Viém gan C 2 (4,8%)

Viém gan B,C 1(2,4%)

Khéng ré ngyén nhan 8 (19,0%)
Diém ECOG, n (%)

0 41 (97,6%)

1 1(2,4%)
Diém Child-Pugh, n (%)

A 41 (97,6%)

B 1(2,4%)




TAP CHI'Y DUGQC LAM SANG 108

HOI NGHI KHOA HOC XA TRI UNG THU NAM 2023

DOL....
. Sé luong hoa . S6 luong hoa
Diic diém >0 luiohg hoac Dic diém >0 luiohg hoac
gia tri trung binh gia tri trung binh
M6 bénh hoc, n (%) Nong doé AFP, n (%)
Biét hoa cao 0 <200 24.(57,1%)
Biét héa vira 2 (4,8%) > 200 18 (42,9%)
g Téng liéu xa/S6 phan liéu xa, n

Biét hoa thap 1(2,4%) %) 9 S0P :

Khéng ro d6 biét hda 39 (92,8%) 30-48Gy/3Fr 10 (23,8%)
Phan loai dugi nhém BCLC-B, n 27,5-42,5Gy/5Fr 32 (76,2%)
(%) EQD,

B1 14 (33,3%) < 74Gy 35 (83,3%)

8o 28 (6,7%) > 74Gy 7 (16,7%)

. BED,,

S6 u, n (%)
< 100Gy 35 (83,3%)
A 0,

Mot u 29 (69,0%) > 100Gy 7 (16,7%)

Nhiéu u 13 (31,0%) - - T A,

Kich thud binh Bénh nhan UTBG chu yéu la nam, phan loai

+ v ’
Ich thudc u trung binh, cm 7.06 £ 2,20 Child Pugh A chiém da s8. Kich thudc u trung binh I3
Kich thudc u, n (%) 7,06 + 2,20cm. Téng liéu xa tir 30-48Gy c6 ty & thap
<5cm 8 (19,0%) hon liéu tir 27,5-42,5 Gy.
>5cm 34 (81,0%)
Bang 2. Phan tich cac yéu té dnh huéng dén thai gian séng toan bd
Gia tri Phan tich don bién p Phan tich da bién Value
- HR (95% CI)* Value HR (95% CI)* P
Tudi <60 1
> 60 1,35 (0,39-4,70) 0,632

L Khéng 1
Dieutri trudc Co 0,55 (0,15-1,98) 0,366
S8 u Mot u 1

Nhiéu u 1,07 (0,27-4,20) 0,921

, , <5 1
Kichthudcu (em) |, g 0,89 (0,19-4,23) 0,891

A\ n <200 1
Neng do AFP > 200 0,23 (0,06-0,91) 0,037 0,003 (0,001-0,44) 0,02
Phan do dudi B1 1
nhém BCLC-B B2 0,75 (0,19-2,91) 0,678

< 74Gy 1
EQD, > 74Gy 0,83 (0,17-3,92) 0,815
Cé 5,22 (1,37-19,78
Dap ung AFP OA ( ) 0,015 | 4424,14 (5,01-3913938,59) 0,01
Khéng 1
y Cé 4,76 (1,01-22,52
Dap ting khéi u Kﬁéng 6 (1 >2) 0,049 | 78872(577-107795,64) | 0,008
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Mean OS: 27.6 months
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T T T T T
] 100 200 00 400

Follow-up {months}

Bi€u d6 1. Dudng cong séng thém toan bo
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Biéu d6 3. Dudng cong s6ng toan bd
theo dap ung AFP

4.Ban luan

Trong nghién cuiu, cac bénh nhan cé kich thudc
trung binh khéi u kha I6n trung binh 1a 7,06 + 2,20
cm. Sau diéu tri bang TACE phoi hgp véi SBRT, qua
theo doi phan tich két qua cho thay thai gian séng
toan bd trung binh la 27,6 thang. Ty |é s6ng con
toan bod tai cac thai diém 6, 12, 24 va 30 thang la
95,2%, 84,1%, 74,1% va 68,8%. Nghién clu cula
Jacob R bé sung diéu tri bang SBRT cho 37 bénh
nhan da diéu tri bang TACE trudc do. Ty |é song cao
hon dugc quan sat thdy & nhém TACE + SBRT so vai
nhém chi dung TACE (th&r nghiém Wilcoxon,
p=0,02). Thai gian song trung binh udc tinh tu
duong cong Kaplan-Meier la 20 thang & nhom dung
TACE don doc va 33 thang 8 nhém TACE + SBRT [7].
VGi cac bénh nhan con tén du hodc tai phat trong
nghién ctiu cla Yao E trén 33 bénh nhan thi trung vi
thoi gian song thém la 19 thang, thap hon so véi
nghién cdu cta chung toi [8].

Trong phan tich don bién, cac yéu t6 tién lugng
thai gian séng toan bo la AFP trudc diéu tri, dap tng
AFP, dap Ung khoi u. Thai gian séng toan bd trung
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Biéu dé 4. Dudng cong séng toan bo
theo dap ting khéi u

binh t6t han dang ké & nhing bénh nhan c6 AFP <
200ng/mL so vé&i nhiing bénh nhan c6 AFP =
200ng/mL trudc khi diéu tri (25,7 so véi 22,6 thang)
p=0,023. Khi phan tich don bién diéu tri trudc dé
khong co su khac biét vé thai gian séng thém toan
bé nhung khi phan tich da bién day lai la yéu t6 tién
lugng vé su khac biét thoi gian song toan bod cua
bénh nhan UTBG. Phan tich da bién trong nghién
cUu nay cho thay AFP trudc diéu tri, dap ung AFP va
dap tng khéi u la cac yéu t6 tién lugng cho thai gian
song toan bd. Theo mot nghién clu trudc day, AFP
gidm nhiéu hon 75% la yéu t6 tién lugng quan trong
trong thai gian séng toan b so véi nhém gidm it
han 75% AFP [8].

Cac yéu t6 nhu tudi (< 60, = 60), s6 lugng khéi u
(mét u, nhiéu u), kich thudc khéi u (< 5, > 5cm), phan
d6é dudi nhém BCLC-B (B1, B2) qua phan tich don
bién khong thdy c6 su khac biét vé thai gian song
thém toan bo. Ngoai ra liéu buic xa clia EQD2 > 74Gy
cling khong phai la yéu t6 tién lugng khac biét doi
vGi thoi gian s6ng toan bd trong nghién clu cla
chung toi.
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5. Két luan

Sau nghién cttu ching téi két luan nhu sau: Cac
yéu t6 tién lugng thai gian séng toan b clda bénh
nhan UTBG giai doan trung gian dugc diéu tri bang
TACE va SBRT la AFP trudc diéu tri, dap ing AFP va
dap ung khéi u.
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