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Két qua xa trj 1ap thé dinh vi thin é bénh nhan ung thw
biéu mo té bao gan ton du sau TACE tai Bénh vién Trung
wong Quan doi 108
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Muc tiéu: Danh gid két qua s6m va dbc tinh cda xa tri lap thé dinh vi than (SBRT)
8 bénh nhan ung thu bi€éu md té bao gan giai doan trung gian ton du sau TACE. D4i
tuong va phuong phap: Nghién cGu can thiép, khong déi ching trén 36 bénh nhéan
ung thu biéu mé té bao gan giai doan trung gian tén du sau TACE, dugc diéu tri SBRT
véi liéu 27,5 - 50Gy/3 - 5 phan liéu. Danh gid dap Ung diéu tri, ty 1& kiém soat tai chd,
ty |é s6ng thém toan bo va doc tinh. Két qua: Duong kinh u trung binh la 7,1 £ 2,3cm.
Ty & dap ing hoan toan va moét phan tai u la 58,3% va 31,0%. Trung vi thoi gian theo
déi la 15,5 thang. Ty Ié kiém soat tai chd 1 nam va 2 nam la 73,3% va 61,1%. Ty 1é
song thém toan bd 1 ndm va 2 nam la 83,7% va 52,7%. Cac doc tinh chi yéu do 1 - 2
gbm mét moai (25,0%), budén ndén (16,7%), dau ha suon phai (13,9%), 1 bénh nhan
(2,8%) bi suy gan d6 3. Két ludn: Diéu tri SBRT c6 khad nang kiém soat tot cac tén
thuong ung thu biéu mo té bao gan ton du sau TACE vdéi doc tinh thap.

Tir khéa: Ung thu gan, xa tri 1ap thé dinh vi than, TACE.

Summary

Objective: To evaluate the early result and toxicity of stereotactic body
radiotherapy (SBRT) in hepatocellular carcinoma patients with residual tumor after
transcatheter arterial chemoembolization (TACE). Subject and method: A non-control
interventional study with 36 residual hepatocellular carcinoma patients who were
treated by SBRT. A total dose of 27.5 - 50Gy was delivered in 3 - 5 fractions.
Treatment response, local control rate, overall survival (OS) rate and toxicity were
evaluated. Result: The mean tumor diameter was 7.1 £ 2.3cm. Tumor complete and
partial response was 55.8% and 31.0% respectively. The median follow-up time was
15.5 months. The 1 and 2-year tumor control rate was 73.3% and 61.1% respectively.
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The 1 and 2-year OS rate was 83.7% and 52.7% respectively. Most of the toxicities
were grade 1 - 2 including fatigue 25.0%, nausea 16.7% and abdominal pain 13.9%, 1
patient (2.8%) had liver failure grade 3. Conclusion: SBRT has achieved a high tumor
control rate in patients with residual hepatocellular carcinoma after TACE with minor

toxicity.

Keywords: Hepatocellular carcinoma, stereotactic body radiotherapy, TACE.

1. bat van dé

Ung thu biéu mo6 té bao gan (UTTBG) la
loai ung thu phé bién trén thé gigi va tai
Viét Nam vdéi tién lugng xau, ty Ié t& vong
cao. Hién nay, viéc qudn ly va diéu tri
UTTBG van la mét thach thdc do bénh
thudng dugc chan dodn khi u da tién trién
va trén nén bénh ly gan két hop. Mac du
cac phuong phéap diéu tri da c6 nhiéu tién
bd, song ty |1é s6ng thém toan bd 5 nam
UTTBG giai doan trung gian chi khoang
20%. NUt mach hdéa chat qua dudng dong
mach (TACE) la chi dinh hang dau déi véi
UTTBG giai doan trung gian. Tuy nhién, kha
nang kiém soat khoi u cia TACE don thuan
khéng cao, véi ty |é dap ng toan bd tur 3 -
86% va dap Ung hoan toan tur 0 - 35% [1].
Chinh vi vay, can két hgp TACE véi phuong
phap khac dé nang cao hiéu qua diéu tri.

SBRT la ky thuat xa tri hién dai méi dua
vao nghién ctu trong nhitng nam gan day,
cho phép tap trung liéu rat cao tai khéi u
véi do chinh xac cao trong khi van bao vé
dugc mé lanh xung quanh. Cac két qud
nghién clu cho thay SBRT cé kha nang
diéu tri triét can UTTBG giai doan sém [2].
Do6i vGi tén thuong khéng phau thuat duoc,
SBRT c6 ty |& kiém soat kh6i u 1 nam va 2
nam la 72 - 89,8% va 64% [3]. C6 nghién
clu, ty |é kiEm sodt u 2 nam dat hon 90%
[4]. Pang luu y, SBRT la phuong phap can
thiép khong xam lan va cé it doc tinh.

D& cé nhiing bdo cdo vé vai tro cua
SBRT trong diéu tri UTTBG ton du hoac tai
phat sau TACE véi két qua kha quan [5],
[6]. Khoa Xa tri - xa phau, Vién Ung thu,
Bénh vién Trung uong Quan dbi 108 da
trién khai ky thuat SBRT cho bénh nhan
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(BN) UTTBG tir nam 2018 bang hé théng
may xa tri gia téc TrueBeam STx. Trong dé,
nhém BN UTTBG ton du sau TACE dugc chi
dinh ky thuat SBRT theo hdi chan cua tiéu
ban ung thu gan mat. Chinh vi vay, chidng
téi ti€n hanh nghién clu véi muc tiéu:
Danh két qua sém cua SBRT d bénh nhén
UTTBG toén du sau TACE.

2. Péi tuong va phuong phap

Nghién ctu can thiép khéng déi chiing
trén 36 bénh nhan UTTBG ton du sau TACE
dugc xa tri SBRT tU thadng 8/2018 dén
thadng 12/2020 tai Bénh vién Trung uong
Quan doi 108.

Tiéu chuén lua chon bénh nhén

Bénh nhan dugc chdn dodn UTTBG dua
theo huéng dan chan doan cla BO Y té
nam 2012.

Giai doan B theo BCLC.

Danh gid ton du sau TACE tu 1 - 3
thang, khong cé chi dinh phau thuét.

S6 lugng u 1 - 3, kich thudéc mdi u =<
5cm, téng kich thudc u < 10cm.

Thé tich gan lanh > 700ml.

Xo gan Child Pugh A-B.

ECOGO0 - 1.

Tiéu chuén loai trir

Udéc tinh thai gian séng thém dudi 3
thang.

Da xa tri vung bung trudc dé.

C6 bénh ly &c tinh khac trong 3 nam
gan nhat.

Cé thai hoac cé bénh ly nang két hagp.

Quy trinh diéu trj
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Bénh nhan dugc hoi chan Ti€u ban Ung
thu gan mat truéc diéu tri. Quy trinh ky
thuat xa tri SBRT trén hé thong may xa tri
Truebeam STx thuc hién theo nghién cGu
RTOG 1112 cla Hoi Xa tri Hoa Ky. Kiém soat
di dong khaoi u bang dai ép bung hoac bang
ky thuat nhin thé. Ké liéu diéu tri 27,5 -
50Gy/3 - 5 phéan liéu. Xa tri dugi huéng dan
hinh anh bang chup CT liéu thap (CBCT)
trudc diéu tri. Téng thoi gian xa tri trong
vong 14 ngay, méi phan liéu cach nhau it
nhat 48 gio.

Danh gia sau diéu tri

Bénh nhan nghién cdu dugc theo doi
danh gid dap Ung theo tiéu chudn mRECIST

va danh gid tdc dung khéng mong mudn
theo tiéu chuan CTCAE 4.0.

XU ly s6 liéu bang phan mém SPSS
20.0, sir dung duong cong Kaplan-Meier dé
bi€u dién ty Ié s6ng thém va ty Ié kiém
soat tai vung.

3. Két qua

B&nh nhan nam la chu yéu (91,7%).
Céc bénh nhan khéng bi€u hién triéu
ching (ECOG 0) chiém 94,4%. Tat ca
bénh nhan déu cé diém Child-Pugh A, vdéi
ty 1& A5 chiém 97,2%. C6 83,3% bénh
nhan lién quan téi viém gan virus, trong
d6 ty 1& bi HBV chiém 75%.

Bang 1. Pac di€m chung

Pac diém n Ty 1é %

Gidi:

Nam 33 91,7

NG 3 8,3
ECOG:

0 34 94,4

1 2 5,6
Yéu to nguy co:

HBV 26 72,2

HCV 3 8,3

HBV + HCV 1 2,8

Khac 6 16,7
Child-Pugh:

5 31 97,2

6 1 2,8

Bang 2. Pac di€ém tén thuong

n | Ty 1é %

budng kinh u (Trung binh) 7,1 £2,3cm (1,5 - 10cm)

> 5cm 31 86,1
< 5cm 5 13,9
S6 lugng u:

lu 25 69,4

2u 9 25,0

3u 2 5,6
AFP:

< 2001U/ml 26 72,2

200 - 1000IU/ml 4 11,1
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> 10001U/ml 6 16,7
Liéu tuong duong (BED Gy10)
< 70Gy 21 58,3
70 - 100Gy 7 19,4
> 100Gy 8 22,3

Céac kh6i u cta BN trong nghién clu c6 kich thudc kha 16n: Buong kinh trung binh cla
cac khoi u la 7,1cm, khéi u nhé nhat la 1,5cm va Ién nhat la 10cm. B&nh nhan cé nhiéu
nhat 1a 3 kh6i u nam & cac thuy va ha phan thuy khac nhau. Ty 1& bénh nhan cé 1 u
chiém 69,4%, 2 u chi€ém 25,0% va 3 u chiém 5,6% (Bang 2). Liéu tuong duong sinh hoc
cho khoi u nhu sau: Ty |1& BED < 70Gy chiém 58,3%, BED tur 70 - 100Gy chiém 19,4%, chi
c6 22,3% bénh nhan BED > 100Gy.

Bang 3. Phan loai dap ung diéu tri

Khéng dap ung (%) Mét phan (%) Hoan toan (%)
Dap Ung tai u 16,7 31,0 58,3
bap Ung bénh 25,0 19,5 55,5
Déap (ng AFP 38,9 19,4 41,7

Cé su khac biét vé ty 1&é dap ing hoan toan, mot phan va khéng dap (ng tai u, dap
ing bénh va dap Ung AFP sau diéu tri SBRT: Dap ing hoan toan dao dbng tiu 41,7 -
58,3%, dap ing mot phan tr 19,4 - 31% va khdéng dap Ung tlr 16,7 - 38,9%.

Survival Function

107 1 = Censored

e+

]--h¢+-+

Ty I& séng thém
= o
2 2
1 L

o
=
1

o
=)
i

T T T T T T T
i} 5.00 1000 15.00 20.00 25.00 30.00

Thang
Biéu do6 1. Ty & séng thém toan bd
Trung vi theo ddi cla cac bénh nhan trong nghién cru la 15,5 thang. Ty 1é séng thém
toan b6 1 nam va 2 nam la 83,7% va 52,7%. Cé 7 bénh nhan t& vong véi nguyén nhan
déu do bénh tién trién tai chd hoac di can.

133



TAP CHi Y DUQC LAM SANG 108

Hoi nghi Khoa hoc Ung thu Gan toan quéc lan thi 2

DOl:...

Ty 1é kiém soat tai chd
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Biéu do6 2. Ty Ié kiém soét tai u
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Biéu do 3. Ty l& kiém soét tai u theo liéu tuong
duong BED

Ty & ki€m soat tai u tai thoi di€ém 1 nam va 2 nam trong nghién clu cda clng toi la
73,3% va 61,1%. C6 10 bénh nhan tién trién hodc tai phat trong trudng chiéu tur 1 dén 9
thang. Ty Ié kiém soéat u dat 100% khi liéu BED = 100Gy cao hon cé y nghia thong ké so

véi BN c¢é liéu BED < 100Gy.

Bang 3. Tac dung khéng mong muén

Phan do
PO 1-2 (%) Do 3 (%)
Mét moi 25,0
Budn ndn 16,7
Pau HSP 13,9
Viém da 8,4
Sot 5,6
Viém ru6t 2,8
Suy gan 2,8

Céc tadc dung khéng mong muodn cla xa
tri chd yéu ¢ mic do nhe. Poc tinh d6 1 - 2
hay gap gom mét mdi 25,0%, buén non
16,7%, dau ha suon phai 13,9%. C6 1 bénh
nhan bi suy chic nang gan dé 3. Khong cé
bénh nhan nao cé tac dung phu d6 3 tré
[én trén hé tiéu hoda.

4. Ban luan

Diéu tri SBRT la phuong phap can thiép
khéng xam 1an hiéu qua va an toan, co6 kha
nang diéu tri dugc nhiéu tén thuong clng
[Gc. Cac phuong phap can thiép qua da hay
qua duong dong mach déu gap khdé khan
trong tinh hudéng cé tén thuong da 6, dac
biét & ca hai thuy gan. Trong nghién clu

nay, bénh nhan cé nhiéu nhat la 3 khéi u
nam & cac thuy va ha phan thuy khéc
nhau. Do hau hét bénh nhan trong nghién
clru déu co khoi u kich thudc I6n nén ching
to6i gap khé khan trong viéc chi dinh diéu
tri liéu cao tai u, chi cé 22,3% bénh nhan
BED > 100Gy (Bang 2). Theo tac gia Jang
va cdng su (2013), liéu diéu tri cé quan hé
tuyén tinh véi khd nang kiém soat khéi u
[7].

Trong nghién clu clda chung toi, ty Ié
khoi u c6 duong kinh I6n hon 5cm chiém
86,1%. Diéu nay phan anh thuc trang &
nudc ta hién nay hau hét cac bénh nhan
UTTBG dugc chan doan khi bénh da tién
trién. Nguyén nhéan chu yéu do chua cé cac
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chuong trinh sang loc ung thu gan hiéu
qud. Kich thuéc u cang I6n thi hiéu qua
diéu tri cang kém. Do dd, can sém cé cac
chuong trinh dy phong va sang loc UTTBG,
gilp nang cao nhan thic cla cdéng dong.

Khi dadnh gid dap Ung sau diéu tri, ty lé
dap Ung bénh hoan toan va khoéng dap Gng
la 55,5% va 25,0%. C6 3 bénh nhan dat
dap (ng hoan toan hoac moét phan tai u
nhung tién trién vi tri khac tai gan hoac di
can xa. Vé dap Gng AFP, 41,7% bénh nhan
dap Ung hoan toan, ty 1& ddp Gng mot phan
va khong dap Ung la 19,4% va 38,9%
(Badng 3). Két qud cua ching t6i cling
tuong duong v6i mét s6 nghién clu khac
trén thé gidi.

Trong nghién clu cta chlng toi, ty 1é
song thém toan bd 1 nam va 2 nam la
83,7% va 52,7% (Bi€u do 1). Két qua nay
cao hon so v3i mot s6 nghién clru cla cac
tac gia khac, cé 1é do trong nghién clu cua
ching toi tat cd BN déu duoc TACE véi DC
Bead va cé kich thuéc u < 10cm nén cho
hiéu qua diéu tri tot han. Trong nghién clu
cla Yao va cOng su, trung vi séng thém
toan bd la 19 thang; ty 1&é s6ng thém toan
b6 1 nam va 2 nam la 75,8% va 45,5% [8].
Nghién clru cia Kang va cbng su, ty 1é
song thém toan bd 2 nam la 68,7% [4].
V&i tén thuong gan kich thudc 16n hon, ty
& song thém toan bd gidm rd rét. Zhong
va cbng su ti€n hanh SBRT két hop vai
TACE cho bénh nhan HCC kich thuéc 16n
(> 10cm). Két qud cho thay ty lé sbng
thém tai cac thoi di€ém 1 nam, 3 nam va 5
nam lan luot la 38%, 30% va 12,3% [9].

Vé kha nang kiém soat tai khéi u gan
sau diéu tri, ty 1& kiém soat u tai thoi diém
1 nam va 2 nam trong nghién clu cua
cung téi la 73,3% va 61,1%. C6 10 bénh
nhéan tién trién hoac tai phat trong truong
chiéu sau diéu tri tr 1 dén 9 thang. Cac
bénh nhan nay thuong dugc diéu tri liéu
thap, véi liéu tuong duong BED trung binh
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64,8Gy. Chung t6i cling nhan thay ty 1é
kiém soat tai u cé xu hudng cao hon khi
liéu tuong duong BED tang, tuy nhién khac
biét khong cé y nghia thong ké (Bi€u do6 3).
Moi lién hé gilra liéu diéu tri véi ty 1& kiém
soat u da dugc dé cap trong nghién clu
cla Jang va cOng su nam 2013. Theo do, ty
& ki€m soadt u 2 ndm vdi lieu > 54Gy,
45 - 54Gy va < 45Gy tuong Gng la 100%,
78% va 64% [7]. Do cac khoéi u trong
nghién clru nay cé kich thuéc nho, trung vi
duong kinh cadc khoi u la 3cm
(1 - 7cm) nén tac gid cb thé nang liéu cao
dan tdi ty 1& ki€ém soat khéi u cao hon trong
nghién clu cla chung téi. Trong nghién
cltu cla Kang, liéu diéu tri ciing kha cao
nén ty |é kiém soat tai gan 2 nam tdi
94,6% [4]. SBRT c6 kha nang kiém soat
khoi u tét vGi diéu kién BED dat duoc trén
100Gy.

Vé tac dung phu sau diéu tri SBRT,
chiing toi nhan thay da so6 la tac dung phu
do 1 - 2 (Bang 3) va SBRT la phuong phéap
diéu tri kha an toan. Theo Yao va cdng su,
tdc dung khong mong muén do 1 - 2 gom:
Mét moi 24,4%, viém duong tiéu hoda
33,3%; d0 3 - 4 gom 1 bénh nhan chay
mau tiéu héa va 2 bénh nhan suy gan sau
xa tri [8]. Theo nghién clu cla Zhong va
cong su, khéng cé trudng hgp nao bi tac
dung khéng mong muén d6 3 trd lén va
khéng cé trudng hgp nao bi viém gan do
tia xa nang [9]. Nhu vay, SBRT la phuong
phap diéu tri an toan, nhat la cho céc
truong hogp UTTBG kich thuéc 16n khong
thé phau thuat.

5. Két luan

SBRT la phuong phap diéu tri b6 trg
hiéu qua doi vdi tén thuong gan ton du sau
TACE véi tac dung phu chap nhan dugc.
Can ti€ép tuc nghién clu véi thoi gian theo
doi dai hon va tién hanh cac nghién clu
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can thiép c6 déi ching dé thay dugc hiéu 5. Paik EK, Kim MS, Jang WI et al (2016)

qua day du cua phuong phéap nay.

Tai liéu tham khao

Benefits of stereotactic ablative
radiotherapy combined with incomplete
transcatheter arterial chemoembolization

1. Marelli L, Stigliano R, Triantos C et al in hepatocellular carcinoma. Radiat Oncol
(2007)  Transarterial  therapy  for 11(1): 22.
hepatocellular carcinoma: Which Jacob R, Turley F, Redden DT et al (2015)
technique is more effective? A systematic Adjuvant stereotactic body radiotherapy
review of cohort and randomized studies. following transarterial chemoembolization
Cardiovasc Intervent Radiol 30(1): 6-25. in patients with non-resectable
2. Su TS, Liang P, Liang ) et al (2017) Long- hepatocellular carcinoma tumours of =
term survival analysis of stereotactic 3cm. HPB 17(2): 140-149.
ablative  radiotherapy  versus liver Jang WI, Kim MS, Bae SH et al (2013)
resection for  small  hepatocellular High-dose stereotactic body radiotherapy
carcinoma. International Journal of correlates increased local control and
Radiation Oncology Biology Physics 98(3): overall survival in patients with
639-646. inoperable  hepatocellular carcinoma.
3. Bujold A, Massey CA, Kim JJ et al (2013) Radiat Oncol 8(1): 250.
Sequential Phase | and Il trials of Yao E, Chen J, Zhao X et al (2018)
stereotactic body radiotherapy for locally Efficacy of stereotactic body radiotherapy
advanced hepatocellular carcinoma. JCO for recurrent or residual hepatocellular
31(13): 1631-1639. carcinoma after transcatheter arterial
4. Kang JK, Kim MS, Cho CK et al (2012) chemoembolization. BioMed Research

Stereotactic body radiation therapy for
inoperable hepatocellular carcinoma as a
local salvage treatment after incomplete
transarterial chemoembolization: A
single-institution phase 2 trial. Cancer
118(21): 5424-5431.

International: 1-6.

Zhong NB, Lv GM, and Chen ZH (2014)
Stereotactic body radiotherapy combined
with transarterial chemoembolization for
huge (= 10cm) hepatocellular
carcinomas: A clinical study. Molecular
and Clinical Oncology 2(5): 839-844.

136



