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Tom tat

Muc tiéu: Danh gid két qua budc dau va doc tinh cta ky thuat xa tri 1ap thé dinh vi
than (SBRT) trong diéu tri ung thu bi€éu mo té bao gan giai doan tién trién c6 huyét
khéi tinh mach clra (HKTMC). Déi tuong va phuong phap: Nghién clu tién clu, theo
ddi doc trén 30 bénh nhan ung thu biéu md té bao gan cé HKTMC, dugc diéu tri bang
ky thuat SBRT, theo doi tir thdng 07/2018 dén thang 04/2021. Banh gid ty 1é ddp ung
huyét khéi, trung vi thai gian séng thém, thoi gian song thém toan bd (0S), va céac tac
dung phu. Két qua: Vi tri huyét khoi chi yéu la Vp3 + Vp4 chiém 53,3%. Liéu xa trung
binh: 35,7 = 3,1Gy/3 - 5 phan liéu. Ty 1& dap Ung huyét khéi sau 1 thang, 3 thang lan
luot la 80%, 73,3%. Trung vi thoi gian song thém toan bd 14,5 thang, ty |é song thém
toan bo sau 6 thang, 1 nam lan luogt la 96,7%, 63,3%. Cac doc tinh chd yéu d6 1 - 2
gom mét moai, buén ndn, dau ha suon phai. Két ludn: SBRT la phuaong phap cé hiéu
qua va an toan trong diéu tri ung thu bi€u mé té bao gan c6 HKTMC vdi dbc tinh thap.

Tir khod: Xa tri 1ap thé dinh vi than, huyét khaéi tinh mach ctra, ung thu biéu mbé té
bao gan.

Summary

Objective: To evaluate the initial result and toxicity of stereotactic body
radiotherapy (SBRT) for hepatocellular carcinoma (HCC) patients with portal vein
thrombosis. Subject and method: A prospective study on 30 HCC patients with portal
vein thrombosis were treated by SBRT, follow-up between July, 2018 to April, 2021.
Evaluation criteria were ojective response rate (ORR), overall survival (OS), toxicity
and cause of death. Result: Thrombosis location: Vp4 + Vp3 (53.3%). Mean radiation
dose was 35.7 = 3.1Gy/3 - 5 fraction. The ORR after 1 month, 3 months were 80%,
73.3%, respectively. The median OS was 14.5 months. The OS rate after 6 month, 1-
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year were 96.7%, 63.3%. Most of toxicities were grade 1-2 including fatigue, nausea,
abdominal pain. Conclusion: SBRT is a safe and effective treatment option for PVT in

HCC patients with minor toxicity.

Keywords: Stereotactic body radiotherapy, portal vein thrombosis, hepatocellular

carcinoma.

1. bat van dé

Theo GLOBOCAN nam 2020, ung thu
bi€u mo6 té bao gan (UTBMTBG) nédi chung
ddng hang th( nhat vé ty 1é méi mac va ty
& t& vong hang nam [1]. Trén thé gidi dat
nhiéu tién bd trong chan doan va diéu tri
UTBMTBG, xong tién lugng bénh van con
rat xau dac biét khi bénh nhan (BN) & giai
doan tién trién. Tai thoi diém BN dugc chan
doan UTBMTBG, ty |& phat hién c6 xam lan
mach mau (huyét khoi tinh mach cta -
HKTMC) lén téi 12,5 - 39,7% [2] va néu
khong diéu tri thoi gian song thém cua
nhiing BN nay chi kéo dai 2,4 - 4 thang [3].
Viéc luya chon phuong phéap diéu tri & giai
doan nay rat khé khan, cac BN thuong
khéng con chi dinh phau thuat va can thiép
mach tai chd hiéu qua han ché do bit tac 1
phan hoac hoan toan tinh mach cua
(ngudn nudi chinh cha gan). Muc dich diéu
tri ¢ giai doan nay la kiém soat huyét khai
tién trién va kéo dai thoi gian song thém
toan bd. Theo cac nghién cGu SHARP, AP,
REFLECT chi ra rang cac thuéc TKls
(tyrosine kinase inhibitors) nhu sorafenib,
lenvatinib la diéu tri chuan trong UTBMTBG
giai doan tién trién [4, 5]. Tuy nhién, cac
thuoc TKls cé giad thanh rat cao chi dugc st
dung cho mot s6 lugng BN nhat dinh.

V@i cac budc tién cta ky thuat xa tri, xa
tri ngoai dem lai hiéu qua va hy vong méi
trong chién lugc diéu tri UTBMTBG giai
doan tién trién. Trong dé, xa tri l1ap thé dinh
vi than (Stereotatic Body Radiation
Theraphy - SBRT) véi tinh uu viét vugt troi:
DO chinh xac cao, tap trung liéu diéu tri tai
u, giam téc dung phu trén co quan lanh dem
lai hiéu qua cao trong qua trinh diéu tri. Dua
vao cac uu diém trén, cac nudc trén thé gidi
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da c6 nhiéu nghién clu vé vai tro SBRT trén
doi tuong BN UTBMTBG cé HKTMC va budc
dau dem lai nhiing két qua rat kha quan vi
ty 1& ki€m soat huyét khoi cao, giam bénh ly
gan do tia xa. Tai Viét Nam, ky thuat SBRT
da dugc ap dung diéu tri HKTMC tai mot so
trung tam, tuy nhién chua cé nhiéu nghién
clu dugc cong bo. Khoa Xa tri - Xa phau,
Vién Ung thu, Bénh vién Trung uong Quan
doi 108 vdi trang thiét bi hién dai, dong bd
da trién khai diéu tri SBRT cho BN UTBMTBG
c6 HKTMC tir nam 2018, két qua budc dau
rat khd quan. Xuat phat tu nhiing van dé
trén, ching téi tién hanh nghién clu nay véi
muc tiéu: Danh gia hiéu qua va do an toan
cda ky thuat SBRT trén bénh nhan ung thu
biéu mé té bao gan giai doan tién trién c6
huyét khéi tinh mach cua.

2. Poi tuong va phuong phap
2.1. Déi tuong

G6m 30 BN dugc chan doan UTBMTBG
giai doan tién trién c6 HKTMC theo tiéu
chudn BO Y té (2020) dugc diéu tri SBRT tai
Khoa Xa tri- Xa phau, Vién Ung thu, Bénh
vién Trung uong Quan doi 108 thoi gian tu
thdang 07 nam 2018 dén thang 04 nam
2021.

Chi dinh diéu tri SBRT cho BN UTBMTBG
c6 HKTMC theo Hudéng dan cta Mang ludi
Ung thu toan dién Quéc gia Hoa Ky NCCN
Guidelines nam 2020 [6] va Huéng dan cua
Nhom Nghién cGu Ung thu Gan Han Qudc
(KLCSG) nam 2014 [7].

Tiéu chuén lua chon
Chan doadn xac dinh UTBMTBG c6

HKTMC theo huéng dan B Y t& 2020 [8].

HKTMC trén chadn dodn hinh anh (siéu
am, CT).



TAP CHi Y DUQC LAM SANG 108

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

DOl:...

BN khong cé tién s xa tri gan trudc do.
Chirc nang gan: Child-Pugh A, B7.
ECOG: 0- 1.

Tudi 18 - 80.

Tiéu chuén loai trir:

Cé bénh ly nang két hgp (suy tim, suy
than, viém phai...).

Phu n{r cé thai, cho con bu.

BN udc tinh song < 3 thang.

BN khong déng y tham gia nghién clu
hoac bd theo doi.

2.2. Phuong phap

Thiét ké nghién clu: Nghién clu tién
clu c6 theo doi doc.

Tiéu chudn chan dodn HKTMC trong
UTBMTBG:

Trén siéu am Doppler: Hinh anh tang
ap luc tinh mach cla (gian ti€p) va dong
chdy trong tinh mach gidm hoac mat.

Trén CT gan 3 thi: Hinh anh mach tan tao
xuat hién trong HKTMC, tinh mach ctra gian
= 23mm va hinh anh xam lan ré cda u vao
long tinh mach cla, tang ty trong cta huyét
khoi sau tiém thudc can quang [9].

Phén loai HKTMC theo vi tri huyét khoi
[10]

HKTMC nhanh phan thuy gan hoac nhd
hon (Vpl).

HKTMC phai hoac trai (Vp2).

HKTMC phai hoac trai lan vao than chinh
tinh mach clra nhung chua géay tac hoan toan
than chinh (Vp3).

Huyét khéi gdy tac hoan toan théan
chinh tinh mach ctra (Vp4).

Lap k€ hoach diéu tri: BN dugc hoi chan
Ti€u Ban ung thu gan mat trudc diéu tri.

3. Két qua

Quy trinh ky thuat SBRT trén hé théng may
xa tri TrueBeam STx (Varian, Hoa Ky) thuc
hién theo nghién clru RTOG 1112 cua hoi
xa tri Hoa Ky. Kiém soat di déng clia huyét
khéi bang dai ép bung hoac bang ky thuat
nhin thé khi chup CT m6 phdng va diéu tri.
Vé thé tich khoi u thé (GTV) la HKTMC va
khéi u gan (néu nam gan huyét khéi va thé
tich gan lanh cho phép > 700ml) & thi dong
mach va tinh mach, cong bién tir GTV 5mm
tao thanh PTV. Ké liéu diéu tri 30 - 45Gy/3 -
5 phan liéu va lap ké hoach diéu tri trén
phan mém Eclipse 13.6 (Varian, Hoa Ky).
Kiém chuan ké hoach va tién hanh diéu tri
SBRT dudi huéng dan hinh anh bang chup
CT liéu thap trudc diéu tri, ddm bao sai s6
nhd hon 5mm. Téng thai gian xa tri trong
vong 14 ngay, méi phan liéu cach nhau it
nhat 48 gio.

Danh gia két qua diéu tri: BDanh gia dap
ing huyét khoi theo tiéu chuan modified
RECIST (mRECIST) tai thoi diém 1 thang, 3
thang sau diéu tri SBRT (khéng danh gia
dap Ung khoi u) [11]. Ddp Ung hoan toan:
Su bién mat hoan toan cla huyét khoi; dap
ang 1 phan: Gidm it nhat 30% téng duong
kinh huyét khoi, bénh tién trién: Tang it
nhat 20% dudng kinh huyét khoi, bénh 6n
dinh: Cac truong hgp khong du tiéu chuén
dap Ung 1 phan va bénh tién trién. Danh
gid dap ung trén sinh hoa: Khi néng dé AFP
giam trén 50% hoac binh thuong. Theo doi
trung vi thoi gian séng thém, thoi gian
song thém toan bd, ty 1& song thém toan
bd tai thoi diém 6 thang, 1 nam, cac tac
dung phu va tai bién khi diéu tri SBRT, ty |é
ti vong va nguyén nhan tu vong.

X' ly s6 liéu: SO liéu dugc thu thap va
x ly bang phan mém SPSS 20.0, st dung
duong cong Kaplan-Meier d€ biéu dién ty &
song thém toan bd cua BN.

Bang 1. Pac di€m chung cta BN nghién ctitu (n = 30)

| Pac diém

| n | Ty 16 % |
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Tusi Nhd nhét - 16n nhat 36 -75
(Trung binh £ SD) (58,1 +£ 10,3)
Nam 30 100
Gidi NG 0 0
0 17 56,7
ECOG 1 13 43.3
HBV 23 76,7
v HCV 2 6,7
Yéu t6 nguy co RuoU 3 10
Khac 2 6,7
. A5-6 25 83,4
Child-Pugh B7-8 5 16.6
TACE 14 46,7
Tién sur diéu tri trudc do Phau thuat 1 3,3
Khong 15 50
o , oy Céo 25 83,3
Diéu tri sorafenib két hop Khéng 5 16.7

BN nghién clu c6 tu6i trung binh: 58,1 + 10,3 tudi. Toan b6é BN la nam gidi, chirc
nang gan con tét Child-Pugh A chiém 83,4%. C6 46,7% BN d& duogc diéu tri truéc dé bang
TACE va 83,3% BN dugc diéu tri sorafenib két hop véi SBRT.

Bang 2. Pac diém tén thuong va néng dé AFP (n = 30)

Pac diém n Ty 1é %
Gan P 18 60
Vitriu GanT 7 23,3
2 thuy gan 5 16,7
Vp3 13 43,3
Vi tri huyét khéi Vp4 1 3,3
Vp3 + Vp4 16 53,3
Cé hach 6 bung Ccé 5 16,7
Khéng 25 83,8
Nong do AFP = 2001U/ml 14 46,7
< 2001U/ml 16 53,3

U gan xuat hién chu yéu & gan phai véi vi tri huyét khoi Vp3 + Vp4 chiém 53,3%.
16,7% BN c6 hach 6 bung va 46,7% BN c6 néng d6 AFP cao hon 2001U/ml.

Bang 3. Tong liéu SBRT va sé phan liéu (n = 30)

Toéng liéu SBRT S6 phan liéu n Ty 1é %
30 - 33Gy 5 3 10
35Gy 5 22 73,3
40Gy 5 2 6,7
42 - 45Gy 3 3 10
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T6ng liéu SBRT dao dong tir 30 - 45Gy chia 3 - 5 phan liéu. Pa s6 BN dugc xa tri SBRT
véi tong liéu 35Gy/5 phan liéu (73,3%), 10%% BN dugc diéu tri vdi téng liéu 42 - 45Gy/3
phan liéu. Chi cé 2 BN (6,7%) dugc diéu tri ca huyét khoi va khéi u gan

Bang 4. Ty Ié dap ung huyét khéi sau 1 thang, 3 thang (n = 30)

Pap ung Hoan toan 1 phan Bénh 6n dinh Benr_lﬂtlen
trién
1 thang Huyét khoi 0% 80% 20% 0%
3 thang Huyét khoi 6,7% 73,3% 13,3% 6,7%

Thoi gian s6ng thém

Trung vi thoi gian s6ng thém toan bd: 15 thang
Séng thém dai nhat: 27 thang, séng ngan ngan

nhat: 5 thang

Ty 1& séng sau 6 thang 29 96,7%
Ty 1& séng sau 1 nam 19 63,3%
Tu vong n Ty lé %
Ty lé 15 50
s , = 6 thang 1 3,3
I;‘S'dig':ﬁi tr vong e hang - 1 nam 10 333
Sau 1 nam 4 13,4
Ung thu tién trién 8 26,7
Nguyén nhan Suy gan 7 23,3
Xuat huyét tiéu héda 0 0
) Po61-2 Po6 3 P64-5
Tac dung phu PN P PN
n Ty lé % n Ty lé % n Ty lé %
Mét mai 12 36,7 0 0 0 0
Dau ha sudn phai 8 26,7 0 0 0 0
Viém da day - rubt 4 13,3 0 0 0 0

Trong thoi gian nghién cdu ghi nhan tac
dung phu chd yéu la mét maéi, dau ha suon
phai chiém 36,7% va 26,7%. Doc tinh chu
yéu la dd 1 - 2, chi c6 1 BN tdng men gan do
3 (3,3%), khong cé dbc tinh d6 4 - 5.

4. Ban luan

4.1. Pac diém cua nhém BN nghién
ctru

TuGi trung binh cha BN trong nghién
ciu la 58,1 tuGi, nam gidi chiém ty |é

100%. 56,7% BN khong c6 triéu ching,
tinh cd phat hién bénh khi di khdam suic
khoé. Viém gan B la yéu t6 nguy co chinh
chiém 76,7%, ti€p do la rugu va viém gan
C. Két qud nay cho thay céc BN thuong
phat hién mudn, khéng cé théi quen di
khdm suc khde dinh ky, ty |& mac viém gan
B va thdéi quen ubng rugu & nam gidi tai
Viét Nam cao hon nit gigi. Chirc nang gan
cla nhém nghién cGu chd yéu la Child-
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Pugh A chiém 83,4%. 50% BN chua dugc
diéu tri gi trudc doé.

HKTMC & BN UTBMTBG dugc xuat hién
la sy xam lan truc ti€p cua té chic ung thu
hodac su di can té bao ung thu vao hé théng
tinh mach cra & bénh nhan ung thu gan.
Huyét khoi gay bit tdc 1 phan hoac hoan
toan tinh mach clra gay nén cac bién
ching cta hoi ching tang ap luc tinh mach
clra, hdi ching suy chic nang gan. Trong
nghién c(u cla ching toi, da s6 u gan xuat
hién & thuy phai chiém 60%. HKTMC &
nhém Vp3 + Vp4 chiém ty |é cao nhat
53,3%, diéu nay do cac BN dugc chan doan
da sé & giai doan khéi u gan Ién, huyét khoi
da chi€ém gan hoan toan tinh mach cua,
tién lugng sé xau haon nhéom déi tugng cé
huyét khoi trong cdc nhdnh phan thuy gan,
c6 5 BN da xuét hién hach & bung chiém
16,7%.

Liéu xa trung binh vao huyét khoi la
35,7Gy/3 - 5 phan liéu. Cé 2 truong hgp BN
két hogp xa tri u va huyét khoéi. Trong
nghién cu cta Hoon Sik Choi (2020) trén
24 BN UTBMTBG c6 HKTMC véi liéu xa 45
Gy chiém 70,8%, lieu 39 - 42Gy chiém
29,2%[12]. Nghién cGu cda Shui Y (2018)
trén 70 BN UTBMTBG c6é HKTMC liéu trung
binh 40Gy (25 - 50Gy). Huyét khéi & cac vi
tri Vp2 (60%), Vp3 (38,6%), Vp4 (1,4%)
[13]. S& di, liéu xa trung binh trong nghién
cltu clha ching t6i thdp hon do cac BN
trong nghién ctu khéac vi u kich thudc 16n,
chlrc nang gan kém han, huyét khoi chiém
gan hoan toan tinh mach ctlra, nam sat céac
co quan lanh nhu ta trang, ruét non... néu
tang liéu xa sé khéng dam bao liéu cho céac
co quan lanh cling nhu nhu mé gan lanh va
c6 thé gay suy chirc nadng gan.

4.2. Két qua diéu tri
4.2.1. Ty I1é dap tng

Sau 1 thang ty 1& dap Ung 1 phan la
80%. Sau 3 thang diéu tri SBRT, ty 1& dap
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ang hoan toan, mét phan lan lugt la 6,7%
va 73,3%, c6 13,3% bénh 6n dinh va 6,7%
danh gid bénh tién trién. Nghién c(u cua
Bea Kwon Jeong (2018), danh gid két qua
diéu tri SBRT trén 24 BN UTBMTBG cb
HKTMC sau 3 thang ty Ié dap Ung hoan
toan 8,3%, dap ing 1 phan 45,8%, bénh 6n
dinh 29,2% va 16,7% bénh tién trién [14].
Nghién c(u Shui Y (2018) dap Ung diéu tri
70 BN tuong tu ty |é ddp Ung hoan toan
9,7%, dap ng 1 phan 69,4%, bénh 6n dinh
6,4% va 14,5% danh gid bénh tié€n trién
[13]. Ty |é dap ung hoan toan trong nghién
clu clia chung t6i thap hon cua hai tac gia
trén cé 1é do trong nghién clu cua chung
to6i BN huyét khoi & vi tri Vp3 va Vp4 gay
bit tdc gan hoan toan tinh mach clra nén ty
|é ddp Ung hoan toan va&i SBRT cling kém
hon cac vi tri huyét khéi khac. Bén canh
do, trong nghién clu cla chuing toi da so
BN chi diéu tri SBRT huyét khéi, chi cé 2
BN (6,7%) dugc diéu tri két hgp khdi u gan.

4.2.2. Thoi gian séng thém

Trong nghién clu cua chung téi, trung
vi thai gian s6ng thém toan bd la 15 thang.
K&t qua nghién clru cla ching téi cao hon
so véi nhom déi tuong khéng duoc diéu tri
[3] va cao hon két qud nghién clu cula
SHARP khi diéu tri sorafenib don thuan
trung vi thoi gian séng thém toan b6 10,4
thang [4], c6 |é do 83,3% BN trong nghién
citu dugc két hgp diéu tri SBRT vdi
sorafenib (Bang 1). Tac gida Jenny Que
(2020) cling nhan thay khi két hgp SBRT
v3i sorafenib sé cho két qua tét hon so véi
chi diéu tri SBRT don thuan & cac BN
UTBMTBG giai doan tién trién cé HKTMC
[15].

Bén canh dg, ty 1&€ BN s6ng thém toan
bd tai thai di€ém 6 thang, 1 nam lan lugt la
96,7% va 63,3%. Trong nghién clu cua
Bea Kwon Jeong (2018) trong 24 BN nghién
ctu, ty Ié song thém sau 1 nam la 67,5%
[14]. Nghién c(Gu Shui Y (2018) nghién clu
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trén 70 BN ty |é s6ng sau 1 nam la 36,6%
[13]. K&t qua cla ching t6éi tuong duong
két qua cua tac gid Bea Kwon Jeong nhung
cao hon tac gid Shui Y c6 thé do BN trong
nghién ctru cla ching tbéi dugc diéu tri két
hgp sorafenib véi SBRT.

Trong thoi gian nghién clru cé 15 BN tu
vong chiém 50%. Nguyén nhan t& vong
chu yéu la do ung thu tién trién 26,7% (v&
u, di can xa...) va suy chlc nang gan
23,3%. Khéng phat hién trudng hop nao ti
vong do xuat huyét tiéu hod. Tai thoi diém
1 nam da cé 10 ca t& vong chiém 36,7%.
Khéng cé trudng hgp nao ti vong do tac
dung phu hoéc tai bién cta ky thuat SBRT.

4.3. Cac tac dung phu cua SBRT

Sau diéu tri SBRT, cac tac dung phu BN
thuong gap da sé la mét madi chiém 36,7%.
Cac tac dung phu khac it gap hon nhu dau
ha sudn phai, tang men gan, viém da day-
rudt, sét cht yéu la do 1 - 2. C6 1 trudng
hop tdng men gan do 3 chiém 3,3%. Khong
c6 ca nao ti vong do tai bién hoac téac
dung phu do ky thuat SBRT. Két qud
nghién ctu nay cling tuong ty nhu nghién
clru cla 1 so6 tac giad. Nghién clGu Shui Y
(2018) nghién cau 70 BN c6 tang men
gan: 4,2%, vang da: 11,4%, gidm bach
cau: 5,7%; giam ti€u cau: 5,7% [13]. Vi
vay, SBRT la 1 trong nhitng phuong phap
diéu tri c6 hiéu qua va an toan cho BN
UTBMTBG c6 HKTMC.

5. Két luan

KE&t qua cta nghién clu cho thay xa tri
lap thé dinh vi than (SBRT) budc dau mang
lai hiéu qud va an toan cho bénh nhan
UTBMTBG cé HKTMC. Ty |é dap ng hoan
toan, 1 phan huyét khoi sau 3 thang lan
lugt 1a 6,7% va 73,3%. Trung vi thoi gian
song thém toan bd 11,5 thang. Ty & s6ng
thém toan bd sau 6 thang va 1 nam la
96,7%, 50%. Cac dbc tinh chi yéu do 1 - 2
gom mét mai, budn non, dau ha suon phai.

Khong cé trudng hop nao phai diung diéu tri

do tdc dung phu hoac t&r vong do ky thuat

xa tri. Tuy nhién c& mau nghién clu con

nho, can ti€p tuc nghién clu véi cd mau

I6n hon va so sanh két qua diéu tri SBRT

don thuan va két hop véi sorafenib.
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