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TOM TAT

Muc tiéu: Danh gia két qua diéu tri u nguyén bao gan tai Bénh vién Nhi Trung wong va nhiing tién bo
trong viéc ap dung phéc dé SIOPEL 3.

Déi twong va phwong phap nghién ciru: mé ta loat ca bénh, theo déi doc trén bénh nhan tir 0-16 tudi
bi u nguyén bao gan duoc diéu trj tai Bénh vién Nhi Trung uvong.

Két qua: Trong thoi gian ttr 01/01/2010 — 31/12/2013 tai Bénh vién Nhi Trung wong diéu tri cho 46 bénh
nhan theo SIOPEL 3, ty 1é séng chung dat 82,6% sau thoi gian theo déi trung binh 29,6 + 15,3 thang. Nhom
nguy co thuong dat ty 1é séng khéng bénh sau 3 nam la 89,1%, nguy co cao la 21,4%. Ty Ié bénh nhan tai
phét la 6,5% va ty Ié tir vong la 17,4% do bénh tién trién.

Két luan: U nguyén bao gan nhay cam véi hoa chét, két qua diéu tri u nguyén bao gan c6 nhiéu tién be,
dac biét la nhém nguy co thuong.

ABSTRACT
THE RESULTS OF HEPATOBLASTOMA TREATMENT

AT THE NATIONAL HOSPITAL OF PEDIATRICS
Phung Tuyet Lan’, Le Thi Thuy Dung 2

Objectives: To evaluate the results of hepatoblastoma treatment and the advances in the application of
protocol SIOPEL 3 at the National Hospital of Pediatrics.

Methods: descriptive cross — sectional series, longitudinal study with heptatoblastoma patients from 0
fo 16 years old freated af the National Hospital of Pediatrics.

Results: During the period from 01/01/2010 - 12/31/2013 at the Nat.'onal Hospital of Pediatrics, 46
hepatoblastoma patients were treated with protocol SIOPEL 3. Overall survival rate was 82.6% after
the average follow-up period of 29.6 + 15.3 months. Standard risk group had 3 year event-free survival
of 89.1%, high risk group of 21.4%. Relapsed rate was 6.5% and the mortality rate was 17.4% due to
progressive disease. '

Conclusion: hepatoblastoma is sensitive to chemicals, treatment outcomes for hepatoblastoma patients
has made progress, particularly in standard risk group.
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Két qua diéu tri u nguyén bao gan tai Bénh vién Nhi Trung wong

L. DPAT VAN DE

U nguyén bao gan la loai u gan ac tinh thudng
gip nhat & tré em. Két qua diéu tri u nguyén bao
gan trong céc nghién ctru gin day cho thy su cai
thién déng ké, ty 18 séng truée nam 1980 chi vao
khoang 30% va cho dén nay dat t6i 75-80% [1]. D6
la két qua cua nhitng tién bd trong hoa tri lidu tir
khi bit dau diéu tri biang Cisplatin va sy cai tién k¥
thuat phau thuat ciing nhu diéu tri hd trg. Phau thuét
cit hét hoan toan u 1a diéu kién chinh quyét dinh
khéi bénh [2,3], hoa tri liéu cd vai trd lam giam kich
thude khoi u, 1am cho khéi u c6 thé cit bo duoc,
kiém soat bénh ton du vi thé sau phau thuat ciing
nhu tiéu diét cac 6 di can. Khoa Ung buéu Bénh
vién Nhi Trung wong da bit ddu ap dung phéc dd
SIOPEL 3 tir nam 1999 trong diéu trj u nguyén bao
gan. Mot nghién clru vé két qua diéu tri u nguyén
bao gan tai khoa Ung bu6u Bénh vién Nhi Trung
wong 2002 - 2006 cho thdy ty 1é séng khong bénh
dat 75% trong thoi gian theo d&i 15,65 = 1,7 thang
[4]. Su'.‘phét trién cta cac chuyén nganh sau trong
ung thu Nhi tai Bénh vién Nhi Trung uong cung voi
su ra doi ciia Nhém u dac va tiép theo su hop tac
v6i Bénh vién Pai hoc Lund Thuy Pién cho phép
viéc ap dung phéac dd SIOPEL 3 chit ché, chinh xac
va ddy du hon. Chiing t6i tién hanh nghién ctru nay
nham dénh gia hiéu qua va su thuc hién phac dd
SIOPEL 3 tir nam 2010 dén 2013.

II. POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1.-Déi twgng nghién ciru: Cac bénh nhén tir 0
thang dén 16 tubi duge chan doan xac dinh va diéu
tri u nguyén bao gan tai Khoa Ung budu Bénh vién
Nhi Trung wong tir 01/01/2010 dén 31/12/2013.

2.2. Phwong phap nghién citu: Nghién clru md
ta loat ca bénh, theo ddi doc.

Chon bénh nhin

Chén doan x4c dinh dua trén mé bénh hoc, bénh
nhan dugc sinh thiét (bang kim dudi sidu 4m, sinh
thiét mo) hodc cit u. Mot sé truong hop khong thé
sinh thiét (tinh trang ning, v& u...) chin doan dya
trén chan doan hinh anh ¢ khéi u & gan va ting nng
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d6 AFP, bénh nhén s& duoc diéu tri héa chit trudc,
sau d6 s& duoc sinh thiét hodc phiu thuét cit u va
lam xét nghiém mé bénh hoc. Chéan doan giai doan
dwa trén chup cét 16p vi tinh hodc céng hudng tir &
bung; chup Xquang phéi va chup cat 16p 1dng nguc
khi c¢6 ton thuong trén X quang. Tir ndm 2012 céc
bénh nhin dugc phéan loai theo hé théng PRETEXT
dua trén cac két qua ciia chan doan hinh anh. Trong
nghién ctru nay ching t6i da xem xét hdi ciru két
qua phim chup cit 16p ciia tit ca cac bénh nhan trén
hé théng PAX va phin loai theo PRETEXT cho
nhimg bénh nhén tir 2010-2012.

Diéu tri

Diéu tri dia trén phac d6 SIOPEL 3 theo nhdém
nguy co thudong va nguy co cao. Nhom nguy co
thuong bao gdbm céc bénh nhan c6 PRETEXT I, 11,
111, khéng c6 x4m l4n ngoai gan, anphafetoprotein
>100 Ul/ml. C4c bénh nhin nguy co cao dugc chan
doan khi khéi u xam l4n ca 4 phan gan (PRETEXT
IV), hodc ¢6 di can xa (M), hogc u xadm lan TMC
dudi hay ca 3 TM gan (V), hodc u x4m lan vao nhanh
chinh hay ca hai nhanh ciia TM cira (P), hodc céac
ton thuong ngoai gan trong & bung duoc xac dinh
bing md bénh hoc (E). Cac bénh nhén c6 AFP<100
Ul/ml ciing duge xép vao nhém nguy co cao.

Céc bénh nhan diéu tri theo nhanh PLADO dugc
bit ddu didu tri bang Cisplatin (80mg/m?24h) N1
va tiép theo la 3 dot Cisplatin (80mg/m?/24h ngay 1)
+ Doxorubicin (30mg/m*/24h ngay 2 va 3) N15,
N36, N57. Néu danh gi4 dap tng sau 4 dot c6 thé
mé cit duge bénh nhan s& duge md cit u va s& duoc
didu tri thém 2 dot Cisplatin + Doxorubicin (liéu
tuong tu) nita.

Phac d6 diéu tri nhém nguy co thudng tuong
tw nhu nhanh PLADO, diém khac biét 1 chi sir
dung Cisplatin don thuan (liéu tuong tu va khoang
cach gitra mdi dot 1a 14 ngay (do két qua nghién
clru ngdu nhién ciia nhém SIOP cho thiy ty 1é séng
khoéng bénh 3 ndm cha nhom Cisplatin don doc va
nhom Cisplatin + Doxorubicin tuong tu la 83% va
85% [5]).

Phac dd didu tri nhém nguy co cao bao gbm
cac dot Cisplatin xen k& v&i cac dot Carboplatin
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(600mg/m?® ngay 1) + Doxorubicin (30mg/m?*/24h
ngay 2 va 3). Néu dénh gid dép (g sau 7 dot co thé
md ¢t duge bénh nhan s& duge md cit u va s& dugc
didu tri thém 3 dot niia. Néu khéi u sau 7 dot chua thé
cit duoc bénh nhan sé duoc diéu tri thém 3 dot nita va
danh gia lai. Cac bénh nhén ¢6 u di cén ton du sé duoc
phiu thudt cit bo u tdn du khi ¢6 thé. Tong cong t6i da
a 10 dot hoa chat, cac bénh nhan cé u ton du vi thé sau
phau thuat khong khuyén cdo diéu trj thém.

M4t s6 bénh nhan duoc md cit u ngay 1ap tic do
khéi u ndm & vi tri dac biét dé cit gon (PRETEXT
1, 1D, tiép theo duogc diéu tri héa chit theo phéc
d6 SIOPEL 3. Cac bénh nhan nay ciing dugc lay
vio nghién ctru danh gia sdng khong bénh va song
toan bg.

Ddnh gid ddp iing diéu tri

Panh gia dap tng diéu tri dwa trén xét nghiém
AFP va chén doan hinh anh (siéu 4m, chup cit 16p
vi tinh) sau 2, 4 dot (ddi vai regimen PLADO va
Cisplastin don thuin) va sau 2, 4, 7 dot (phac dd
nguy co cao). Pap ung hoan toan (CR) khi khéng
c6 bang chimng vé khdi u va AFP binh thudng. Dép
ng mot phan (PR) khi thé tich khéi u nho lai kém
theo AFP giam (>10" so v&i gié trj ban dau). Khong
dap tng (SD) khi thé tich u khéng thay ddi va AFP
khong thay d6i hodc giam it hon < 107 Bénh tién
trién 1 khi tang it nhat mot kich thude cua khéi u
va/hodc ting AFP. Déanh gia kha nang cit bo u duge
thuc hién sau 4 hoic 6 dot trong phac dd6 PLADO
hodc Cisplatin don thuan; sau 7 hodc 10 dot trong
phéc dd nguy co cao dua trén cac xét nghiém chén
doan hinh anh.

Dadnh gid két qui diéu tri

Nghién citu dugc tién hanh trude tién nham danh
gia ty 1é dap ung voi hoa tri li¢u va ty 1€ ph?iu thuat
cit hét u; sau d6 danh gia ty 1é séng khong bénh
(EFS) va ty 1& sbng chung (OS). Phiu thuat cat hét
u hoan toan duge dinh nghia la cat hét u & tAt ca cac
vi tri dua trén bién ban phéu thuit va xét nghiém
chan doan hinh &nh sau md. Bénh nhén dat lui bénh
hoan toan khi khéng ¢6 bang ching con u trén xét
nghiém chan doan hinh anh va AFP binh thudng.
Sbng khong bénh 1a khoang thoi gian tir thoi diém
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chan dodn dén khi bénh tién trién, tai phat hodc ti
vong. Song chung 1a khoang thai gian tir thoi diém
chan dodn dén khi tir vong do bit ky nguyén nhan
nio hodc l4n lién hé cudi cling.

Phwong phdp thong ké

Sir dung phuong phip Kaplan-Meier dé mé ta
duong cong sdng sot trén phin mém SPSS.

III. KET QUA NGHIEN CUU

C6 46 bénh nhan (30 nam + 16 nir) dugc chén
doan u nguyén bao gan va duoc diéu tri tai Bénh
vién Nhi Trung uong trong thoi gian nghién ctiru. D6
tudi trung binh lac chin doan 13 23,4 + 32,2 thang
(0 - 167 thang).

Danh gia nhém nguy co theo phac dé SIOPEL
3 cho thdy 39 bénh nhin nguy co thuong va 7 bénh
nhén nguy co cao. Thoi gian theo déi trung binh 1a
29,6 + 15,3 thang (4 - 58 thang).

Danh gia véi dap g héa chét tin cong cho thiy,
nhém nguy co thudng c6 ty 1¢ dap Gng mot phan va
bénh tién trién 14 30/32 va 2/32. Nhém nguy co cao
c6 6/7 bénh nhan dap img mét phén, 1 bénh nhéan tir
vong ngay trude khi bat dau diéu tri.

Sau hoa chét tin cong, ¢6 24/32 bénh nhéan nguy
co thudng va 1/6 bénh nhan dd duoc phau thuit va
duoe cit triét dé u. Con 13 bénh nhéan chua phau thuat
duor tiép tuc duoc diéu tri hoa chat bd sung theo phéc
dd nguy co cao. Sau héa chit bd sung cé 9 trudng hop
phau thuat duoc (4/9 sach hoan toan, 4/9 con vi thé,
1/9 con dai thé). 4 ca khong thé phau thuét dugc bénh
nhan khong ¢6 chi dinh diéu trj thém.

Két qua diéu tri cho thiy 38/46 bénh nhan con
séng (gdm ca séng khong bénh va c6 mang bénh)
chiém ty 1& 82,6%, 36/46 bénh nhan (76,1%) con
séng khong bénh.

Tai phat: 3 bénh nhan ghi nhén tai phat (1 ca con
song, 2 ca da tir vong). Thoi diém tai phat trung binh
14 8,7 thang ké tir khi bat diu diéu tri.

Tt vong: 8 ca tir vong (chiém 17,4%). C6 1 ca
tir vong do bénh tién trién trong diéu tri hoa chét tin
cong, va 7 ca tr vong sau khi da két thic diéu tri,
khong ¢t duoc u, hodc cit con dai thé, vi thé, din dén
bénh tai phat va tién trién.
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IV. BAN LUAN

Trong nghién ciru nay, ching toéi ghi nhan duoc
46 truong hop bénh nhin déng v diéu tri tai Bénh
vién Nhi Trung uong (chi ¢6 mét sé bénh nhéin sau
khi duoc chin doan da chuyén di vién khac do qua
tai hodc khong dong y diéu tri). S6 lugng bénh nhan
ghi nhan va diéu trj trong giai doan 2010 — 2013
nhidu hon hin so véi giai doan trude d6 (2002 —
2006) [4].

Danh gia dap ng vai hoa chat tan cong dua trén
su thay dbi kich thude khéi u va su thay dbi nong do
AFP trong méau cho thy ty & dap img mét phén véi
héa chit tan cong rat cao, d6i vai nguy co thudng la
93,7% va nguy co cao 1a 85,7%. Két qua ciia ching
t6i tuong tu nhu SIOPEL 111 trén s6 bénh nhan 16n
voi ty 1¢ dap img mot pllén 12 92,9%; 3,1% khdng
dap tng; 2,8% bénh tién trién & nguy co thudng va
ty 1é tuong tng la 78,8%; 6,6% va 8,6% trén nguy
co cao [5], [6].

Két qua phiu thudt cta ching t6i véi 7 bénh
nhan nguy co thudng duge phiu thuit ngay va sau
héa chét 12 37/39 (94,9%) va nhém bénh nhan nguy
co cao 1a 4/6 (66,7%). Ty 1é nay cai thién hon nhiéu
so vai nghién clru cia Tran Dtc Hau (2006) v6i chi
85% bénh nhén nguy co thudng duge phiu thuit.
Két qua cua chiing toi twong dong véi két qua cua
téc gia Perilongo va cong su vai ty 1é phau thuat cat
u sau hoa chat & nhém nguy co thuong 1a 97% va
nhdm nguy co cao 1a 67% [7]. Khong cd bénh nhéan
nao trong nghién ctu ctia ching t6i ¢ tinh trang
bién chimg trong va sau phiu thudt cit u ciing nhu
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tir vong trong khi phéu thuat.

Panh gia két qua diéu tri cho thiy 36/46 bénh
nhan (76,1%) con song khong bénh, ty 18 tai phat 1a
6,5%, Tir dudong cong OS va EFS cho thiy véi thoi
gian theo dai trung binh 1a 29,6 thang ty 1€ OS va
EFS 3 nam lan luot [a 88,3% va 73,1% co cai thién
hon so v4i két qua nghién ciu cia Trin Pac Hau
(2006) voi OS 80% va EFS 75% voi thoi gian theo
dai trung binh 14 15,65 thang (ngan hon nghién ctu
ching to1) [4].

Ching t61 ghi nhén ty 1&¢ EFS ciing ¢6 nhiing
s khac biét dbi v6i cac nhém PRETEXT. EFS 3
niam la: PRETEXT I = 100%, PRETEXT II = 90%,
PRETEXT III = 85,6%. Nhom PRETEXT IV ¢o
EFS thap. Su khac biét theo nhom PRETEXT I,
I, 11 tuong ddng véi cac nghién ciru cia SIOPEL
[I, tuy nhién EFS 3 nam nhém PRETEXT IV cla
SIOPEL III 1a 68% do c¢6 bién phép ghép gan, hién
tai Bénh vién Nhi Trung wong chua ap dung ghép
gan cho bénh nhin u nguyén bao gan.

Danh gia ty 1¢ EFS 3 nidm & nghién citu cua
chtng t6i khi mép cit sach 1a 97,1%, mép cét con
tdn du vi thé 1a 50% tuong dong véi béo cdo cia
Katzestein trén 33 truong hop u nguyén bao gan,
19 trudng hop duoc cit u ngay tir dau va 3 ca ghép
gan, ty 1¢ EFS dat duoc 1a 79%, va 11 trudng hop
khéng cét hét dugc u ¢ EFS thap (<10%) [54]. Nhu
viy, phiu thuat cit hét hoan toan u 13 diéu kién quan
trong dé ¢6 thé chiva khoi bénh duoc cho bénh nhén.

Trong nghién ctu cua ching t6i ¢6 ghi nhén
duoc cac doc tinh som do hoa chit. D6 1a tc ché tuy

21



Két qua diéu tri u nguyén bao gan tai Bénh vién Nhi Trung wong

xuong gy sdt giam bach cau hat (15,2%), ting men
gan (men gan tang gép 5 lan binh thudng) (10,9%)
va réi loan dong mau (2,2%). Cac tic dung phu nay
khong gdy nguy hai cho tinh mang cua tre, khong
kéo dai sau khi dd hoan thanh qua trinh diéu tri.
Chua ghi nhin dugce cac djc tinh kéo dai co lién
quan dén hoa chét.

V. KET LUAN
1. U nguyén bao gan & tré em di dugc chin dodn
va diéu tri tot hon tai Bénh vién Nhi Trung uong.

2. Truong hop u dugc cit bo triét dé thudng cd
tién luong tot.

3. Diéu trj héa chit theo phac d5 SIOPEL 3 la
an toan, gitp giam kich thudc khdi u, ting ty 1¢
phau thuat dugc, tir d6 nang cao duoe ty 1& OS
va EFS.

4. Hién tai vin chua phiu thuit duoc mot sd
bénh nhén thudc nhém nguy co cao cé thé duoe mé
ra huéng diéu tri ghép gan trong tuong lai dé gop
phan chira khoi bénh, tang ty 16 EFS cho u nguyén
bao gan & tré em.
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