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TOM TAT

Dat van dé: U nguyén bao thén kinh (UNBTK) la u ddc &c tinh ngoai so thuong gép nhét & tré em cé ngubn gbc
ttr mao than kinh sau. Bénh vién Nhi Déng 2 4p dung phac dé LINES (SIOPEN 2012) tir ndm 2012 dé diéu trj bénh u
NBTK cho dén nay. Panh gia két qua diéu tri UNBTK thudc nhém nguy co thép va trung binh trong thoi gian qua gidp
chuing téi rat ra nhiéu kinh nghiém trong diéu tri.

Déi twong, phwong phép: Nghién ciru hdi clru phén tich hang loat ca & bénh nhi duwoc chdn doan u NBTK nguy
co thép va trung binh duoc diéu tri phdu thuét va/ hodc héa tri tir thang 1 ndm 2013 dén thang 12 ndm 2017 tai bénh
vién Nhi déng 2.

Két qua: C6 37 bénh nhi duoc dwa vao nghién ctru. C6 23 (62,2%) BN ni¥ va 14 (37,8%) BN nam. Tuéi trung binh
1a 19,8 théng tudi. Nguy co thdp chiém 67,6 %, nguy co trung binh chiém 32,4%. Séng con toan bé tich liy & thoi diém
5 nédm la 95% * 4%. Thoi gian séng con khéng bénh trung binh cho ca nghién ctru la 7,7 nédm. Sbng con khéng bénh
tich Iy & thoi diém 5 ndm la 95% + 4%. Trong nhém nguy co thap, khéng cé truong hop nao tir vong nén séng con
100%. Nhém nguy co trung binh, thoi gian séng con toan bé trung binh la 6,5 = 0,5 ndm. Thoi gian séng con khéng
bénh trung binh la 5,7 £ 0,7 ndm. Séng con toan bé va séng con khéng bénh ciia nhém nguy co trung binh & thoi diém
5 nam cung la 83% = 11%

Két luan: Két qua diéu tri UNBTK nguy co khéng cao cla chuing téi véi g dung phac dé SIOPEN 2012 tuy khéng
day di céc yéu tb, nhung buéc déu kha khich 1é.

Tor khéa: U nguyén bao than kinh, nguy co khéng cao, phau thuat cat bé hoan toan va khéng hoan toan.

ABSTRACT
OUTCOME OF NON - HIGH RISK NEUROBLASTOMA TREATMENT: EXPERIENCE FROM CHILDREN
HOSPITAL #2, HOCHIMINH CITY, VIETNAM

Nguyen Thanh Truc?, Bui Thi My Huong? Nguyen Nguyen Thang'?, Truong Dinh Khai'?

Background: Neuroblastoma (NB) is the most common pediatric extracranial malignant solid tumor and of neural
crest origin. Children hospital #2 adopted the LINES protocol (European Low and Intermediate Risk Neuroblastoma,
a SIOPEN study) since 2012 within a limited resourse. Non - high risk neuroblastoma, low - and intermediate - risk
categories outcome study takes us more experience in treatment.

Methods: All eligible patients with non - high risk neuroblastoma treated between January 2013 and December
2017 were included in case series study.
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Results: The study included 37 patients, 14 male (62,2%) and 23 female (37,8%). Median age is 19,8 month old.
Low risk percentage is 67,6%, medium risk accounts for 32,4%. Accumulating percentage at 5 years overall survival is

95% * 4%. Medium EFS length in both groups is 7,7 years. Accumulating EFS at 5 years is 95 + 4%. In low - risk group

OS rate is 100%. In medium - risk group, median OS length is 6,5 + 0,5 years, EFS is 5,7 + 0,7 years. The 5 - year

overall and event - free survival (OS and EFS) average in medium - risk group is 83% + 11%.

Conclusions: A high rate of survival is currently achievable in patients with non - high risk neuroblastoma by

surgery or chemotherapy and surgery.

Keywords: Neuroblastoma; non - high risk; surgery; complete resection; incomplete resection.

I. PAT VAN PE

U nguyén bao than kinh (NBTK) 13 u ngoai so
thuong gip nhét ¢ tré nhii nhi va 1a u 4c ngoai so
thuong gip o tré em. U c6 ngudn gdc tir nhitng
té bao mao than kinh, thudng phat trién tai tuyén
tuy thuong than hodc tu chudi hach than kinh
giao cam doc hai bén cot séng va trong 6 bung. U
NBTK duoc bac si James Wright mé ta dau tién
vao nam 1910. Nam 2012, Hi¢p hoi ung thu nhi
Chau Au vé u NBTK nghién ctru va ap dung phac
dd LINES (Low and Intermediate Neuroblastoma
European Study) nham téi vu héa viéc diéu tri u
NBTK nguy co thip va trung binh. Tai bénh vién
Nhi Pong 2, phac ¢ LINES theo SIOPEN 2012
duogc cap nhat ap dung tr nam 2012 dé diéu tri
bénh u NBTK cho dén nay. Tuy nhién, két qua
diéu tri trong thoi gian qua hiéu qua nhu thé nao?
Tur d6 chung toi tién hanh nghién ctru ndy nham
danh gia két qua diéu tri u NBTK nguy co thip
va trung binh theo SIOPEN 2012.

IL. POI TUQONG VA PHUONG PHAP NGHIEN
cUu

Thiét ké nghién ctru: Nghién ctru hdi ctru phan
tich hang loat ca.

D6i tugng nghién ciru: Tré dudi 16 tudi duoc
chan doan u NBTK nguy co thap va trung binh theo
SIOPEN 2012 (phéc d6 LINES).

Tiéu chuan dua vao: Hd so bénh 4n cua tré dudi
16 tudi dugc chan doan u NBTK tai BV Nhi Dong
2 thudc nhom nguy co thip hodc nguy co trung binh
theo phac d6 LINES, thoi gian tir thang 1/2013 dén
12/2017.

Tiéu chuan loai ra: U NBTK thudc nhom nguy
co cao. U hach than kinh hodc u nguyén bao hach

than kinh thé hon hop. Khong diy du hd so hodc
khong co két qua giai phdu bénh rd rang. Bo tai
kham, khong lién lac duogc.

Diéu tri tmg dung SIOPEN trong diéu kién BV
Nhi Dong 2: Giai doan L1, danh gia phau thuat cat
tron => phdu thuit cit u tién phat. Nguy co thap: L2
=> hoa tri + phau thuat. Nguy co trung binh L2 =>
hoa tri + phau thuat + xa tri + diéu tri duy tri. Nguy
co cao: hoa tri + ph?lu thuat + hoa tri liéu liéu cao va
ghép té bao géc tu than + xa tri + diéu tri duy tri.

banh gia dap ung hoa tri: Bap ting hoan toan:
khdi u nguyén phat chi con < 10mm. Dap tng mot
phan: khdi u nguyén phat giam > 30% kich thudc
16n nhét. Bénh 6n dinh/ Khong thay ddi: Khong co
dic diém cua dap tmg mot phan hay tién trién. Bénh
tién trién: khdi u nguyén phat ting > 20% duong
kinh 16n nhat.

Phau thuét cit u: cét tron (cét duoc 95 - 100%
u), cat gz‘in tron (cét duoc 90 - 95% u), cit khong hét
(cit > 50% u), chi sinh thiét (cit duoc < 50% u hodc
chi sinh thiét).

II. KET QUA

Qua 5 nam khao sat, c6 37 truong hop du tiéu
chuén dua vao nghién ctru, dac diém dan sb duoc
trinh bay trong bang 1. Lic dugc chan doan u
NBTK, tudi nho nhét 1a 2 thang tudi, 16n nhat 1a 7
tudi, tudi trung binh 1 19,8 + 20 thang tudi, trung
vila 10 thang tudi. Co 32,4% tré phat hién bénh qua
siéu 4m bung, khong co triéu chimg trudc do, tiép
d6 1a so thiy u bung (18,9%) va bung to (16,2%).
Céc triéu chtrng khac nhu 6i, s6t va biu to do khdi u
di can biu. Pac biét, c6 2 tré (5,4%) dugc phat hién
u NBTK trong thai ki ciia me qua siéu am trudc
sanh 3 thang cudi thai ki.
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Bang 1: Pic diém va két qua didu tri

Pic diém (;a: 35‘7’) f(}/:;’ Pic diém &2‘: 35‘7’) Ti 1§ (%)
Gisi Hoa tri trudc n:é (N =28)
Nam 14 37.8 Nguy co thz:p -L2 12 42,9
Nit 3 622 Nguy co thap - Ms 6 21,4
’ Nguy co Trung binh - L2 10 35,7
Nhom tudi Dap tng hoa tri
<12 thang 21 56,8 Hoan toan 1 3,6
12 - 18 thang 3 8,1 Mot phan 11 39,3
18 thang - 5 tudi 11 29,7 On dinh 16 57,1
> 5 tudi 2 5.4 Tién trién 0 0
Gen NMYC S6 EE Phau thuat
Khong khuéch dai | 31 83,8 ong ! 2,7
Khéng xéc dinh 6 16,2 Ilan 33 89,2
; ’ 2 1an 3 8,1
Giai doan
L1 - Gdl 7 18,9 | Yéu t6 nguy co hinh anh - IDRF
L2 - Gd2 20 54,1 Khong 10 27
L2 - Gd3 4 10,8 Co 27 73
Ms - Gd4s 6 16,2
Nuy co Dic qiém phau thuat
x Cattronu 16 45,7
Thap 25 67,6 . o
Trung binh 12 324 Cat=90% 13 37,1
’ Cit < 90% 4 11,4
Chi sinh thiét 2 57

Thoi gian theo doi trung binh 1a 5,8 £ 1,2 nam, dai nhat la 8,1 ndm, ngan nhat 1a 2,7 nam. C6 35/37
(94,6%) truong hop lui bénh, 2/37 (5,4%) trudng hop tir vong do bénh u NBTK. Khong c6 truong hop
nao bénh tai phat hay tién trién. Thoi gian sdng con toan bd trung binh cho ca nghién ctru 1a 7,8 + 0,2 nam,
khoang tin cay 95% la 7,4 - 8,2 nim. Song con toan b tich liy ¢ thoi diém 5 ndm 1 95% = 4%. Thoi gian
séng con khong bénh trung binh cho ca nghién ciru 1a 7,7 + 0,3 nam, khoang tin cdy 95% 1a 7,1 - 8,2 nam.
Séng con khong bénh tich lity & thoi diém 5 nam 1a 95% + 4%. Trong nhém nguy co thap, khong c¢é trudng
hop nao tir vong nén séng con 100%. Nhom nguy co trung binh, thoi gian sdng con toan b trung binh 1a
6,5 + 0,5 nam. Thoi gian sdng con khong bénh trung binh 13 5,7 + 0,7 nam. Song con toan bd va séng con
khong bénh ciia nhom nguy co trung binh & thoi diém 5 nam cing 1a 83% + 11%.

Bang 2: Yéu t6 anh hudng thoi gian sdng con

e ) Séng con toan pl Séng con p2
Yeu to anh huong bo Log rank khong bénh Log rank
Gioi
86 £+ 9% 86 + 9%

Na~1rn 100% 0,066 100% 0,065

N
Nhom tudi

100% 100%

< .

<18 thz,mg 85+ 10% 0,051 85+ 10% 0,050

> 18 thang
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£ X . , Séng con toan pl Séng con p2
Yeu 6 anh huong bé Log rank khong bénh Log rank

Phan loai giai phau bénh

Thuan lgi 100% 100%

Khong thuan loi 75+ 15% 0,006 75+ 15% 0,005
Giai doan bénh theo INSS

Giai doan 1 100% 100%

Giai doan 2 90 £ 7% 0,626 90 £+ 7% 0,627

Giai doan 3 100% 100%

Giai doan 4s 100% 100%
Giai doan bénh theo INRG

L1 100% 100%

L2 92 + 6% 0,573 92 + 6% 0,575

Ms 100% 100%
Nhoém nguy co

Thép 100% 100%

Trung binh 83+ 11% 0,038 83+11% 0,037
S6 1an phau thuat

Khoéng 100% 100%

1 lan 94 + 4% 0,883 94 + 4% 0,884

2 lan 100% 100%
Phau thuat

Cit tron u 100% 100%

Cat>90% u 92 + 7% 92 + 7%

. 2 2
Cat<90% u 75 +22% 0.28 75 £22% 0,297
Chi sinh thiét 100% 100%

Bang 3: Cac yéu té anh huong dén két cyc tir vong
Yéu té anh hwong Hé¢sb6 B KTC 95% p Logistic
Gioi 19,144 - 0,998
Nhom tudi 1,186 0,611 - 17,554 0,166
Phan loai giai phau bénh 20,104 - 0,988
Giai doan bénh -0,189 0,149 - 4,592 0,829
Nhoéom nguy co 19,593 - 0,998
Phéu thuat 0,834 0,554 - 9,573 0,251
IV. BAN LUAN tuyén tity thuong than hodc tir chudi hach than kinh

U nguyén bao than kinh (NBTK) 14 u ngoai so
thuong gap nhat & tré nhil nhi va 1a u ic ngoai so
thuong gip & tré em [1 - 3]. U c¢6 ngudn gbe tir
nhitng t& bao mao than kinh, thuong phat trién tai
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duy nhét dé diéu tri [5, 6]. Tir dau thap nién 60 thé
ky XX, su két hop hoéa tri voi phﬁu thuat cai thién
ti 1€ tir vong 10 rét [4, 7]. Tuy nhién mot s6 nhom
bénh nhan c6 dién tién x4u du di dugc diéu tri toi
da, tir d6 dan dén viéc phan loai bénh thanh nhiéu
nhom nguy co khac nhau va ap dung phéac d6 diéu
tri riéng cho timg nhom. V& dic diém giai doan va
phan nhém nguy co, chung t6i chi khao sat u NBTK
nguy co khong cao, tirc nguy co thip va trung binh,
tuong tu nhu chung t6i, Kohler va Yao khong ghi
nhan truong hop nao & giai doan 4 [8, 9].

Diéu tri phau thuat dwoc cho 1a chu yéu va nong
cbt trong nhiéu thap ki trude trong u NBTK. O u
NBTK nguy co thap va trung binh, cting sy két hop
cua hoa tri, pha:lu thuat tuy la budce diéu tri thr hai,
nhung van chiém vai trd chii yéu [10]. Tuy nhién,
mdt s6 u NBTK nguy co thép, dac biét 1a u giai doan
Ms, van dé diéu tri bao ton da dugc dat ra. Nghién
ctru ciia chung t6i cho thay co 1 truong hop u giai
doan Ms, chi diéu tri hoa tri, khdi u dap tng mot
phan, giam 60% kich thudc va khong phau thuat
sau d6. BN duoc theo doi hon 4 nam, bﬁng CCLVT,
siéu Am va xét nghiém can thiét, ghi nhan thé tich
khéi u khong ting 1én. Hién bé khoe manh. Nhu
vay, can mé rong dbi tuong chon loc, nham diéu tri
t6i thiéu, khong can thiép, xam lan, theo ddi va diéu
tri bao ton ¢ nhitng BN nguy co thap, dic biét 1a u
kich thuéc nhd, BN khong ¢ triu ching de doa
tinh mang cling nhu cac d4u hiéu sinh hoc va md
hoc thuén lgi. Theo LINES, BN u NBTK giai doan
Ms, dudi 12 thang tudi, gen NMYC khong khuéch
dai, c6 xét nghiém gen ghi nhan bat thuong s6 lugng
nhiém sic thé (thuén lo1), néu c6 tridu chung de doa
tinh mang s& hoa tri theo phac dd, néu khong s& diéu
tri bao ton va theo ddi. Can c6 nhiéu nghién ciru hon
nira cho nhom déi tugng nay nham cang c¢d diéu tri
dwa trén hudng din cua thé gigi cho BN u NBTK
tai Viét Nam.

Nghién ctru cua chung t6i ghi nhan c6 33/37
(89,2%) truong hop dwoc phiu thuét chi 1 lan.
Trong d6 bao gom 9 trudng hop duoc phiu thuat cat
u nguyén phét, tirc phau thuat ngay tir dau, khong
héa tri truée do; 21 trudng hop duge phau thuit
cat u sau khi hoa tri va 3 truong hop khong cit u,
chi tham sét hodc sinh thiét. Ti 18 phiu thuat thanh
cong trong mot 1an cta chung t6i rat cao. Trong 28
truong hop hoa tri trude tién, 21/28 (75%) truong

hop cit duoc u sau d6. Trong 3 truong hop chi sinh
thiét/ khong cit u, c6 2 truong hop do khong con u
sau hoa, chi sinh thiét co quan di can, 1 truong hop
khong cit hét u dugc. RS rang, diéu tri hoa tri kém
theo phau thuat voi u NBTK nguy co thap va trung
binh 1a diéu tri chuin, tiét can. Trong nghién ctru
nay, ca 7 trudng hop u giai doan L1 déu duoc phiu
thuét cit tron ngay tu dau, khong hoéa tri hay xa tri
sau do. Kém theo do, 2 truong hop u giai doan L2
cling dugc phau thuat ngay tir dau, sau mé c6 hoa
tri theo phac d6. Qua theo ddi 9 trudng hop nay,
chung t6i khong ghi nhan bién chimg sau mé hay
c6 tién trién hodc tai phat bénh, khong c6 di cin xa.
Tac gid Yao [8] nghién ctu trén 34 BN u NBTK
nguy co thip chi diéu tri phiu thuat, trong do6 co
25BN L1, 7 BN L2 va 2 BN Ms. Yao nhan dinh
rang chi diéu tri phau thuat 13 an toan va hiéu qua
cho nhom u NBTK nguy co thip. Nhu vy, nhom
u NBTK nguy co thép, dac biét la u ¢ giai doan
L1, tré < 12 thang co thé dugc diéu tri chi v6i phau
thuat ban dau ma khong co6 bién chiing gi sau mo.
Piéu tri hoa chat tuy thudc vao tinh trang BN sau
khi mo, hodc diéu trj theo phac d6 v&i bénh tién
trién hodc khong voi bénh da khéi. Theo Hassan
[11], ti 18 cét tron dugc u trong nhom khéng co
YTNCHA 1a 80%, cao nhét trong cic loai phiu
thuat. Hassan két luan tuong ty nhu ching toi, su
khac nhau vé& phau thuat cit u gitra 2 nhom c6 va
khong c6 YTNCHA khac nhau c6 ¥ nghia thong
ké. Tuy nhién, Hassan ghi nhan mot sb bién ching
X4y ra trong va sau mo nhu tran dich dudng chap,
ton thurong mach méau hodc cau trac xung quanh
gdy chay mau nhiéu trong mo hodc cit bo co
quan, by phan bi tdn thuong nhu than... Pang noi,
theo Hassan trong 13 truong hop c¢6 bién chung
phau thuat xdy ra, 12 truong hop thudc nhém
c6 YINCHA. Piéu d6 cho thdy YINCHA giy
kho khan, can trd cho phﬁu thuat. Két luan trong
nghién ctru ctia minh, Hassan cho biét YTNCHA
14 hiru ich va rat co gia tri trong viéc tién lugng
kha niang phiu thuat va nguy co, bién ching sau
mo. Tuy nhién, ching toi khong ghi nhan bat cir
bién chimg nao xdy ra trong va sau mo & nghién
ctru nay. Nhu vy, viéc giam s6 YTNCHA ciing
nhu ti 1€ bao boc mach mau tir YTNCHA gitip ich
rat nhiéu cho phau thuat, 1am cho cuéc mé an toan
va don gian hon. RO rang, khong c6 YTNCHA la
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thuan loi 16n, lam tang ti 1€ cit tron u, nhung c6
YTNCHA khong phai 1a dic diém quyét dinh u
khong cat hét va YTNCHA ciing khong phai chdng
chi dinh phau thuat. Vi ring, c¢6 55,6% truong hop
u ¢c6 YINCHA nhung van duoc cat tron hodc cit
> 90% u trong nghién ctru cua chiing t6i, ti 1¢ nay
la 44,2% trong nghién ctru ctia Hassan [11]. Nhu
vay, YINCHA c6 anh hudéng dén ti 18 cét tron u.
YTNCHA khong phai 1a ddu higu dé ngimg phiu
thudt ma trai lai con la thach thirc hay chudng ngai
vat cho phau thuat vién vuot qua ciing nhu nang
cao ki thuat mo6 ctia minh. Céc nghién ciru khac déu
ghi nhén xay ra bién ching trong va sau md, tuy
nhién khong c6 bat ctr bién ching phiu thuat nao
duogc ghi nhan trong nghién ctru cua ching t6i. Co
thé noi rang, YTNCHA anh hudng dén tién luong
phau thuat nhung khong anh hudng dén bién chimg
sau md. Liu [12] va Hassan [11] ciing ghi nhan céc
bién chung xay ra nhung két luan tuong tu ching
t61 vé mdi lién quan gitra YTNCHA va bién ching
phau thuat. Theo phac d6 LINES, nhom u NBTK
L2, giai doan 3, tré < 18 thang, nguy co thip, cin
hoa tri 2 dén 6 dot CE va/hoic CADO. Phau thuat
sau d6 dugc chi dinh dya trén YTNCHA, nguy co
cudc md va su can nhéic cua phau thuat vién. Trong
nhirng trudong hop nay, trude diy SIOPEN khuyén
céo lay duoc cang nhiéu md u cang tét. Tuy nhién,
v6i phac dd LINES hién tai, viéc phau thuat cit
u mang tinh chat lya chon va cén bang giita nguy
co cling nhu loi ich. Nghién ctru ciia Hassan cling
ghi nhan nhém khéng cit u duge tir dau c6 45 BN
khong mo. Két qua néi chung cua Hassan véi ti 16
song con toan bd va séng con khong bénh 5 nam
lan lugt 12 95% va 89% [11].
V. KET LUAN

Phéu thuét cit u tién phat ngay tir dau ddi véi
khéi u giai doan L1 14 an toan va hiéu qua trong diéu
tri u NBTK. Khi 4p dung phac dd6 LINES cho nhom
uNBTK nguy co thip va trung binh, két qua diéu tri
dat duoc rat kha quan, ti 1€ séng con rat cao.

Y hoc 1dm sang Bénh vién Trung wong Hué - S6 91/2023

TAI LIEU THAM KHAO

1.

10.

11

12.

Tsuchida Y, Ikeda H, Shitara T, Tanimura M. Evaluation of
the results of neuroblastoma screening at six months of age.
Med Pediatr Oncol. 2000; 34(1): 80-1.

Sano H, Bonadio J, Gerbing RB, London WB, Matthay KK,
Lukens JN, et al. International neuroblastoma pathology
classification adds independent prognostic information
beyond the prognostic contribution of age. Eur J Cancer.
2006; 42(8): 1113-9.

La Quaglia P. Michael RND, Neuroblastoma and Other
Adrenal tumors in The Surgery 0 Childhood Tumors G.L.J.
Carachi Robert, Azmy F. Amir, Editor. 2008, Springer-
Verlag Berlin Heidelberg p. 201-225.

Sarnacki S, Pio L, Neuroblastoma: Clinical and Surgical
Management. 2019: Springer.

Cheung N-KV, Cohn SL, Neuroblastoma. 2005, Germany
Andrew DM, Neurobastoma in Ashcraft’ Pediatric Surgery
M.J.P. Holcomb III W. George, Editor. 2010, Saunders
Elsevier: United State 6 America p. 872-894.

Meany HJ. Non-High-Risk Neuroblastoma: Classification
and Achievements in Therapy. Children (Basel). 2019; 6(1).
Yao W, Li K, Dong KR, Zheng S, Xiao XM. Long-term
prognosis of low-risk neuroblastoma treated by surgery
alone: an experience from a single institution of China.
World J Pediatr. 2019; 15(2): 148-152.

Kohler J, Rubie H, Castel V, Beiske K, Holmes K, Gambini
C, et al. Treatment of children over the age of one year
with unresectable localised neuroblastoma without MYCN
amplification: results of the SIOPEN study. 2013; 49(17):
3671-3679.

Ho Tran Ban, Truong Pinh Khai Dac diém giai phau bénh
u trung thét tré em Tap chi Y hoc Tp. H Chi Minh. 2012;
16(1): 5.

. Mohamed AHA, Mahmoud IH, Seif El Dein HM, Sallam

KR, Wahba HSJEJoR, Medicine N. Assessment of the
validity of image-defined risk factors (IDRFs) in abdominal
neuroblastoma. 2020; 51(1): 1-13.

Liu T, Lv Z, Xu W, Liu J, Sheng QJPSI. Role of image-
defined risk factors in predicting surgical complications of
localized neuroblastoma. 2020; 36: 1167-1172.

69



