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TOM TAT

U biéu mé than kinh dé cao cé sap xép lai BCOR ctia hé than kinh trung wong
(CNS HGNET - BCOR) Ia loai u &c tinh mé&i duoc dé cép trong phén loai u thén kinh
trung wong ctia Té Chirc YTé Thé Gi6i (WHO) ndm 2021. Bay la mét trong bén loai u
méi thudéc nhém U phoi hé than kinh trung wong, phan loai dwa trén nghién ctru sinh
hoc phan ttr. Chiing téi bao cdo mét truong hop u CNS HGNET - BCOR xuét hién tai
ban céu tiéu néo trai & tré trai 5 tudi, sau mé cét u lan 2 do tai phét, duoc phbi hop xa
tri va hoa tri. Hién bénh nhén cé két qua diéu tri tét, da két thic xa tri va hét liéu trinh
thir 2 trong téng s6 8 liéu trinh héa chat. Chup céng huéng tir sau xa tri hét u. Truéc
didu tri bénh nhan dau déu, nén, di khéng viing, hién bénh nhan tinh tdo,cé thé di lai,
chay nhay.

Terkhéa: U biéu mo thén kinh do cao, u biéu md thén kinh.

ABSTRACT
A CASE REPORT OF CEREBELLAR HIGH - GRADE NEUROEPITHELIAL
TUMOUR WITH BCOR ALTERATION

Hoang Ngoc Thach'™, Tran Thu Ha?, Tran Van Hoc?, Cao Vu Hung?, Le
Nam Thang?!, Nghiem Ngoc Linh?, Tran Van Si*, Le Dinh Cong!

High grade neroepithelial tumour with BCOR alteration (HGNET - BCOR) is maligant
tumour that had updated in the WHO Classification of Tumours of the Central Nervous
Systerm (CNS) 2021. This is one of four new types among CNS embryonal tumours,
reclassified based on molecular analysis. We report a five - year - old boy who had left
cerebellar mass which diagnosed HGNET - BCOR, after a second tumour rejection
due to recurrence, combined with radiotherapy and chemotherapy. The patient had
finished radiotherapy course and currently has covered 2 of 8 chemotherapy cycles.
Magnetic Resonance Imaging (MRI) showed no evidence of tumour after radiotherapy.
Before treatment, the patient had a headache, volmiting and walking unbalance, now
he is in a good condition and even could run and jump.

Key words: High grade neuroepithelial tumour, Neuroepithelial tumour required an

additional procedure.
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Bénh vién Trung wong Hué

|. PAT VAN PE

Chan doan va diéu tri cac khéi u than kinh trung
wong 1a van dé rat khé khin ca ¢ tré em va nguoi
16n. Hau hét cac trudng hop u phat hién kha mudn
khi d3 c6 biéu hién triéu ching nhu dau dau, non,
r6i loan tri giac, r6i loan vén dong, lict... Nhitng
truong hop duoc tiép can chan doan sém, chan
doan dang va diéu tri kip thoi thuong cé tién luong
kha quan.

Céc khéi u hé than kinh trung wong thuong duoc
chan doan, phan loai dua vao hinh thai moé hoc va
hoéa mé mién dich theo Phan loai u than kinh trung
wong qudc té, tuy nhién cho dén nay van con mot
s6 loai u ndo chua nghién ctru duge rd ban cht,
céc nha khoa hoc van phai tiép tuc di tim ciu tra
10i. Nam 2016, Sturm va cong su [1] dua trén co s&
nghién ctru sinh hoc phan tir, phén tich gen, da mo ta
va dinh hudng phan loai cac khdi u méi trong nhém
u phéi cua u than kinh trung wong. Nghién ctru nay
mo ta mot truong hop u ving hd sau hiém gap: U
biéu mé than kinh d cao c6 sip xép lai BCOR
(HGNET - High grade neuroepithelial tumour with
BCOR alteration).

Il. BAO CAO CABENH

Bénh nhan nam, 5 tui, vao Bénh vién Nhi trung
wong thang 4/2021 vé6i Iy do dau dau, non.

Bénh sir: Mot thang trude khi vao vién tré xudt
hién budén nén va non, thuong vao budi sang ra
dich vang, kém theo dau dau. Biéu hién dau dau
ngay cang ting, di lai c6 cam giac kho khin, mat
thang bang, tré duoc gia dinh cho nhap vién. Tién
sir: Tré 1a con lan 1, dé thuong, du thang, trong
lugng khi sinh 3,4 kg, phat trién tinh than va van
dong binh thuong. Tién sir gia dinh khong phét
hién gi dac biét.

Kham khi vao vién: Tré mét, tiép xtc kém, dau
dau, tré tu thd, moi hong, khong sot. Kiém tra mach,
huyét 4p trong gi6i han binh thuong, tim déu, phoi
khéng c6 ran, bung mém, trén da khdng ¢ nét xuét
huyét. Tré c6 truong luc co giam, c¢b cting, kém van
dong va rdi loan cam gi4c chi duéi, di mét thiang
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bang. Tré dugc chan doan so bo: Biéu hién ting ap
luc ndi so, theo ddi u ndo.

Tré dugc lam cac xét nghiém can ldm sang,
cong thirc mau, chic nang gan trong gidi han
binh thuong.

Két qua chyp cong huong tir (MRI): Ving hd
sau, ngang muc ban cau tiéu nio trai c6 khdi 16n
choan chd kich thudc 55 x 66 x 67 mm, ting tin
hiéu khong déu trén T2W, FLAIR, giam tin hiéu
trén T1W, han ché khuéch tan trén Diffusion. Bén
trong khéi co vung tin hi¢u dang mau, ngérn thude
d6i quang tir khong dong nhét sau tiém. Khéi chén
ép vao cudng ndo, cdu ndo va ndo that IV. MRI cot
song khong thiy ton thuong.

Bénh nhan duoc phiu thuat cat bo khdi u thang
5/2021, bénh phdm phau thuat khéi u dugc giri xét
nghiém Giai phau bénh.

M6 bénh hoc: Pai thé, khdi bénh phim c6
kich thude 4 x 4,5 x lem, tO chic u mém, d& nat.
Mau sic u chd tréng, chd tim. Dién cét qua u déc,
c6 chd hoai tir chay méu. Vi thé, miu sinh thiét
thay hinh anh u c6 mat do té bao cao, nhidu mach
méu, nhiéu ving hoai tir rong véi 16p t& bao u
xép quanh tao hinh anh bo rao. U gdm cac dam té
bao hinh tron, hinh ovan, nhan chtra chit nhiém
sic von, mang nhan thd, khong thdy hat nhan.
Mot s t& bao u cd bao tuong 1o, hoi héng, nhan
chia d& thdy. Md nén u cd to soi, ¢6 noi t& bao
u bao quanh mach mau kém theo to sgi tao hinh
anh hoa hong quanh mach. Khong thay ting sinh
mao mach dang cudn.

Chén doan so bd: Nghi dén u mang néo thit bat
thuc san (Anaplastic ependymoma), chua loai trtr u
nguyén tuy bao hay nhom u phoi (CNS embryonal
tumour), can bd sung hda md mién dich hd tro chin
doan xac dinh.

Hoa md mién dich: Cac déu 4n dwong tinh bao
gém: INII (+) nhan, GFAP (+) nhe khu tra, CD99
(+) bao tuong, NeuN (+), Ki67 (+) 30%, P53 (+)
30%. Cac dau an am tinh: Oligo2, Synaptophysin,
EMA, CKAEL/3, CK7.
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Hinh 1: A. MRI ngay 11/5/2021 truéc phiu thuat 1an 1, khdi 16n choan chd ving tiéu ndo trai, chén éo ndo
that IV. B. HE x 100, u c6 mat do cao té bao, ving hoai tir u (mili tén) va 16p té bao u xép thanh hinh bd
rao. C. HE x 400, Hinh anh hoa hong quanh mach (miii tén). D. Nhuém hda mé mién dich NeuN (+) nhan.

Két qua héa mo mién dich loai trir kha ning u
mang ndo that, khong du tiéu chuin cia u nguyén
tly bao va u phoi hé than kinh trung wong (CNS
embryonal tumour).

Mau sinh thiét duoc giri hdi chan GS. Christopher
D.M. Fletcher, Pai Hoc Y Harvard, My. Két ludn:
U biéu mo than kinh do cao, c6 sip xép lai BCOR,
nhuém héa mé mién dich BCOR (+).

Chén doan xac dinh: U biéu mé than kinh do
cao, c6 sap xép lai BCOR.

Dién bién bénh: Chup lai MRI sau md ngay
16/6/2021 c6 khdi goc cau tiéu ndo trai 39 x 29 x 33
mm nghi dén chay mau va rai rac cac ndt ting tin
hiéu nhé. Hinh anh tén du u sau phau thuat. Bénh
nhan duge du kién diéu tri xa trj + hoéa chét Tuy
nhién sau khi c6 két qua chin doén xac dinh, danh
gia lai u sau phau thuat va du kién diéu tri, gia dinh
bénh nhan tir chdi diéu tri, cho tré vé nha.

48

Thang 10/2021, tré lai xuét hién céc tridu ching
dau dau, non, di khong viig. Chup MRI thay khoi
16n viing ban cau tiéu ndo trai kich thudc 52 x 52 x
54 mm, ¢6 vién phi ndo va hiéu tmg khdi d¢ ép ndo
that 4, than ndo va cdu ndo sang phai.

Tré duoc phiu thuat cit u lan 2 ngay 24/10/2021.
Két qua xét nghiém Giai phau bénh hinh théi u giéng
sau mo lan 1. Chup MRI sau mo ngay 18/11/2021:
Hinh anh 6 khuyét ndo 36 x 51 x 41 mm, ngoai Vi
6 khuyét ndo c6 ndt ton thuong nhé va vién ngdm
thudc. MRI ot séng khong thiy ton thuong.

Bénh nhan duoc diéu tri két hop xa tri va hda chat
theo phac d6 A9961 Arm B gém 5 hoa chit, lidu trinh
gdm 8 dot. Két thic xa tri vao thang 1/2022. Sau xa,
chup MRI khdng thay khdi, nt ngam thude bat thuong.
Hién tai bénh nhan da két thiic 2 dot diéu tri tri hda chat.
Tinh trang bénh nhén tinh t4o, sinh hoat binh thuong,
c6 thé di lai va chay nhay trén bac cau thang.
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nao co tiém chat twong pha

Hinh 2: A. Chup MRI ngay 15/10/2021, truéc phiu thuat 1dn 2, u tai phat ving tiéu ndo trai, dac diém
gidng u tién phat. B. MRI ngay 1/4/2022, sau mé va két thuc xa tri, khong thay u ton du.

I11. BAN LUAN

Theo thoi gian, phan loai u than kinh trung wong
c6 nhitng sy cap nhat va thay doi. Nhém cac khoi
u duoc biét dén trude day voi thuat ngit u ngoai bi
than kinh nguyén thuy (Primitive neuroectodemal
tumour of the central neuvous systerm - PNET)
dugc thay thé boi thuat ngit cac u phdi (Embryonal
tumour) trong phan loai u than kinh trung wong nim
2016 ctia T chire y té thé gigi (WHO) [1 - 3]. Pay la
nhém u c6 d6 ac tinh cao, mang dac tinh phéi, it biét
hoa, thudng thay nhiéu hon & tré em so v6i ngudi
16n. Trén co s nghién ctru sinh hoc phén tir nhdém u
nay, nam 2016 Sturm va cong su da sap xép cac khdi
u nay thanh 4 nhém: U nguyén bao than kinh trung
uong c6 FOXR2 hoat hoa (CNS NB - FOXR2); Ho
sarcoma Ewing than kinh trung wong c6 sip xép lai
CIC (CNS EFT - CIC); U biéu mé than kinh d¢ cao
c6 sap xép lai MN1 (CNS HGNET - MN1); U biéu
mo than kinh do cao co sip xép lai BCOR (CNS
HGNET - BCOR) [1]. Pay la nghién ctru dot pha rat
c6 y nghia trong phan loai u ndo, dinh hudng diéu tri
va tién luong nhom cac khdi u ¢d do ac tinh cao, do
biét hoa thap cua than kinh trung wong. Cho dén nay
chua c6 nhiéu nghién ctru u nhém CNS HGNET -
BCOR duogc béo céo, u ciing chi madi dugc cap nhat
trong phan loai u than kinh trung wong ciia T6 chirc
y té thé giéi nam 2021 [4]. V& ban chit sinh hoc
phan tir, BCOR 14 gen nam trén canh ngin nhidm
sdc thé X (X11.4), la gen dong trc ché twong tac
véi gen BCL6 (BCOR = BCL - 6 corepressor), o
vai tro quan trong trong dap ung mién dich, sy phat
trién phoi, kich thich hoac uc ché chu trinh chét tu
nhién (apoptosis). Bién d6i gen BCOR dan dén céc
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10i loan trong qué trinh phat trién phoi va phat sinh
nhiéu loai u & nguoi trong d6 ¢6 u ndo [1, 4].

Trong nghién ctru nay, bénh nhan 5 tubi, nam,
¢6 u viing ban cau tiéu nio trai la ving kha thuong
gip cua u biéu mo than kinh d6 cao. Cac nghién ctru
khéac cho thay u c6 thé gip & nhiéu noi viing hé sau,
ban cau ndo hay hiém hon 13 ving nén so goc cau
tiéu ndo [5 - 7]. Sean P. Ferris va cong sy nghién ctru
trén nhdm 10 bénh nhan [7] thiy rang cac bénh nhan
gip ca & nam va nit (7 nir, 3 nam), do tudi tir 10 - 13
tudi, 7 tré c6 do tudi dudi 5. Cac truong hop u ving
hé sau déu dudi 5 tudi, trong khi u viing ban cau néo
c6 thé thiy ca & tré trén va dudi 5 tudi.

Triéu ching truong gap cua tré khi nhap vién
khéc nhau, tré ¢ thé dau dau, co giat, triéu chirng
than kinh khu tra tiy theo vi tri u. Tré trai trong
nghién ctru Ndy tai ca 2 1an nhap vién vai u tién phat
hay khi u tai phat sau d6 déu c6 biéu hién dau dau,
ndn va giam van dong. Pay cling 1a cac triéu chirng
phit hop véi ddc diém u 16n ving ban cau tiéu ndo
trai chén ép dudng giita, ndo that, cudng nio, cau
ndo, gy tang ap luc ndi so va chén ép duong dan
truyén van dong.

Chan doan hinh anh, CNS HGNET - BCOR biéu
hién thay ddi vé kich thudc va dic diém u. Kich
thudc 1on nhat ctia u thay do6i tir vai cm téi trén 10
cm. Chup MRI, u ¢6 ranh gidi 1o, tang tin hiu trén
T2, giam tin hi¢u trén T1, han ché khuéch tan trén
diffusion. Pic diém u thuong dac hodc co phém dac
va nang, c6 hoai tir hodc chay mau trung tam [6 -
9]. Bénh nhan trong nghién ctru cua chung t6i mac
du u khong quéa 16n, kich thude 16n nhit 67 mm,
nhung ciing ¢4 c4c nhiéu dic diém tuong dong véi
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cac nghién ctru khac, bén canh d6 khéi ciing ¢ bicu
hién chay mau vung trung tam.

Dic diém Giai phau bénh hoc, vé dai thé, tré
trong nghién ctru c6 u dic, khong thiy nang, mat
d6 u mém, co vung hoai tir, chay mau. Trén vi thé,
U c6 mat do té bao cao, té bao u tron hodc ovan,
bao twong rd, hinh anh dién hinh 1a mé nén u c6
to soi biéu hién giéng u than kinh dém (Hinh 1C).
Bén canh do, u c6 mang ludi mach phong phu, u
xép quanh mach tao hinh anh hoa hong quanh mach
(Hinh 1C) giéng véi hinh anh gia hoa hong trong u
mang ndo that, tuy nhién nhuém EMA két qua 4m
tinh nén u mang ndo that duoc loai trir. Bén canh do,
tiy theo ving khac nhau u biéu hién gom bao gém
c6 noi mo nén hoi nhay, mot sé noi co chay mau.
Hoai tir 1a ddc diém khé ndi bat, d& nhan thdy ving
hoai tir lan téa xen vdi mo u. Tai ria vung hoai tir,
té bao u xép thanh hang goi hinh anh bo rao, bo dau
(Hinh 1B). Mang lu¢i mach tang sinh, phan nhanh
Xen vao trong mé u, tuy nhién khong thay ting sinh
mao mach dang cudn nhu thuong gap ddi nhiéu loai
u ndo do cao khac. Trong nghién clru cua Sean P.F.
va cong su, dac diém mé hoc u cling kha da dang
bao gém: cac khdi u c¢6 dic diém la u dic hodc hau
hét 1a thanh phan dic, c6 thé c6 vi nang va mo nén
nhay, tit ca cac truong hop u déu co gia hoa hong
quanh mach va hau nhu khong c¢6 hoa hong dang
Homer Wright rosettes [7]. C6 gan 50% ca bénh
trong md nén c6 thanh phan collagen va mot ty 18
tuong duong 50% truong hop c6 nén nhay va vi
nang. Tat ca cac truong hop khong cd ting sinh mao
mach dang cudn va co to1 9/10 truong hop céd hoai
tor u dang bo rao (palisading necrosis) nhu trong
nghién ciru cuia chung toi.

bic diém héa md mién dich, CNS HGNET-
BCOR 1a nhom u khéng c6 su hang dinh vé kiéu
biéu hién dbi v6i cac ddu 4n hda md mién dich ngoai
trr 100% cac truong hop duong tinh véi BCOR [1,
7] v6i vi tri boc 16 dwong tinh 12 tai nhan té bao. Do
do6 day 1a dau 4n c6 gia tri chin doan xac dinh néu
nhu cac trung tim khong ¢6 kha ning phén tich sap
xép lai gen BCOR bang k¥ thuat sinh hoc phan tir,
PCR hay phan tich hé gen. Cac tac gia khi nhuém
héa md mién dich céc truong hgp nghién ctru nhan
thdy, voi dau 4n GFAP - ddu 4n thuong dung xac
dinh nhom u than kinh dém, hau hét cac truong hop
u &m tinh, chi c6 2/10 truong hop duong tinh khu
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tra [7]. Nhuém Oligo2 dwong tinh thip voi ty 1¢
10% - 40% s6 lugng té bao u tiry ca bénh, 2 truong
hop am tinh hoan toan. Nhuém Synaptophysin tat
cé CAC truong hop u déu am tinh. Khi nhuom NeuN,
tat ca cac truong hop déu duong tinh vai ty 18 té bao
u (+) thay doi tir 20% - 80%. Tuy nhién véi dau 4n
biéu md EMA, hau hét u (-), sd it truong hop dwong
tinh nhe voi bao tuong, khong giéng nhu u mang
ndo that (Ependymoma), u dwong tinh duong tinh
dang chdm va nhan (dot and ring) dién hinh. Trong
ca bénh nghién ctru cua ching t6i, két qua nhuém
h6a md mién dich ciing kha phii hop véi nghién ctru
khac, t& bao u 4m tinh khi nhuém Oligo2, duwong
tinh nhe khu tri vai GFAP, Synaptophysin va CD99
am tinh. Trong khi d6 u biéu hién dang u ndo do cao
khi nhuém duong tinh manh véi P53 va Ki67 vai ty
1¢ twong duong 30%. Té bao u ciing dwong tinh kha
rd v6i NeuN (Hinh 1D) tai nhan té bao.

Nhén dinh chung, céc dic diém bénh hoc u it
thay dbi va co6 ¥ nghia quan trong phuc vu chan
doan 1a: Té bao u hinh tron, hinh thoi, mé nén ¢6 to
501, t& bao u tao hinh an hoa hong quanh mach, hoai
tor u dang bo rao, nhuém hoa mo mién dich BCOR
(+) manh vé6i nhén té bao u, cac ddu 4n mién dich
khac c6 thé thay doi.

Cho dén thoi diém hién tai, chua co phac dd
thong nhat didu tri cho cic bénh nhan HGNET -
BCOR. Hau hét cac trung tam déu ap dung hudng
diéu tri phbi hop: phau thuat loai bo khi u, hoa tri,
c6 hoic khdng xa tri tlly theo tudi. Cu thé, bénh nhan
thudong duge ap dung phac d6 diéu tri cac u phoi
than kinh trung wong (CNS embryonal tumour) hay
u nguyén tuy bao [6, 7]. Bénh nhan trong nghién
ctru cia ching toi khi phau thuat 14n 1 vao thang
5/2021, u c6 kich thudc chiéu 16n nhat 67 mm. Sau
mo khong diéu tri, u tai phat rat nhanh, t6i théng
10/2021 u phét trién dén 54 mm. Phau thuat u lan
2 vao thang 11/2021, sau m6 u con ton thuong nho
va vién ngdm thudc. Chién luge didu tri cho bénh
nhan dugc phéi hop phau thuat, xa tri va hoa chét.
St dung hoa chattheo phac d6 A9961 arm B gom
8 chu ky voi 5 loai hoa chat (Cyclophosphamide,
Cisplatin, Vincristin, G - CSF, MESNA). Két qua
diéu tri rat kha quan, sau khi két thic xa tri vao
thang 1/2022, chup lai MRI khéng thdy khéi, not
ngdm thudc bit thuong. Thang 7/2022, tré di lai
binh thudng, c6 thé chay nhdy 1én xudng ciu thang.
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Trong céc bénh nhan nghién ctru cia Sean [7], 4
bénh nhan tai phat sau phau thuét tai cac thoi diém
4, 14, 31, 49 thang, trong d6 bénh nhan tai phat sém
nhat khong duogc diéu tri hoa chat két hop, 20 thang
sau xuat hién di can u vao tiy séng. Cac bénh nhan
tai phat diéu duoc phiu thuat lan 2 sau dé diéu tri
hoa chat, 6 bénh nhan co phdi hop xa tri tai chd
hodc ca ndo - tuy séng. Cac bénh nhan duogc theo
ddi tir 0,4 - 14,2 nam (trung binh 2 nim) tat ca con
song, 2 bénh nhan co thoi gian theo ddi séng lau
nhit 12 4, 5 nam va 14, 2 niam khéng c6 ton du u.
Trong nghién ctru cta Abeer [6], tré trai 2 tudi, u
ban cau tiéu ndo, u nhém HGNET - BCOR dugc
diéu tri phiu thuét, xa tri, hoa chat, u tai phat nhiéu
lan va bénh nhan tir vong sau 3 nam ké khi phat
hién u. Yoshida va cong su phdi hop phiu thuat,
da hoa tri va ghép té bao gdc tu than, 2 bénh nhan
nghién ctru con sdng dén thoi diém bai bao duoc
dang tap chi [8].
IV.KET LUAN

U biéu mo than kinh d6 cao ¢ sip xép lai BCOR
1a phan nhoém moéi phat hién tir cac u phdi hé than
kinh trung wong. U ¢6 ddc diém mo hoc va héa mo
mién dich it nhiéu thay ddi giita cic ca bénh, chan
doan dua vao c6 biéu hién BCOR nhudm héa md
mién dich duong tinh hodc phan tich gen xac dinh
sap xép lai BCOR. Tré trai trong nghién ciru mic du
mic U thuéc nhém u ndo do cao, phai phau thuat 1an
2 do u tai phét, tuy nhién bénh nhan c6 biéu hién dap
g tot véi phac dd phdi hop phau thuat, xa tri va
hoa tri. Py c6 18 1a giai phap huu ich ap dung diéu
tri cho cac tré mac cuing loai u ndo trude khi co phac
dd t6i wu 4p dung trén thé gidi.
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