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BAO CAO CA BENH: U NGUYEN BAO THAN KINH KEM BIET
HOA MO HOC KHONG THUAN LOI cO KHUECH PAI GEN
MYCN, MAT DOAN 1p, MAT DOAN 11q, THEM POAN 17¢q
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TOM TAT

U nguyén bao than kinh (NBTK) la mét trong nhiing loai u déc 4c tinh thuong gap ¢ tré em. Viéc chén
doan sém két hop vei phan loai mé bénh hoc phu hop va phan tich bién déi gen co vai tro quan trong trong
viéc diéu tri va tién luong bénh.

Muc tiéu: Déanh gia dac diém mé bénh hoc, yéu t6 tién luong va phan tich mét s6 bién déi gen trén mot
truong hop u NBTK kém biét hoa.

Déi tuong: Bénh nhan nam 7 thang tudi c6 u sau phic mac dugc phdu thuét tai Bénh vién Nhi Trung uong.

Phwong phap: Bao cdo mét truong hop bénh.

Két qua: Bénh nhan c6 két qua chan doén mé bénh hoc 1a u NBTK kém biét hoa, chi sé nhan chia nhan
tan (MKI) cao va két qué phan tich gen c6 khuéch dai gen MYCN, mét doan 1p, mét doan 11q va thém
doan 17q.

Két luan: U NBTK c6 phan do mo hoc da dang. U it biét hoa, chi sé MKI cao, giai doan muén, cé khuéch
dai gen MYCN la cac yéu t8 khong thuan loi, tién luong diéu trj rét xau..

Ttr khéa: U nguyén bao than kinh, U hach than kinh

ABSTRACT
A CASE REPORT: POORLY DIFFERENTIATED NEUROBLASTOMA UNFAVORABLE
HISTOLOGY WITH MYCN AMPLIFICATION, 1p DEL, 11q DEL, 17q GAIN
Hoang Ngoc Thach?, Tommy Martinsson?

Neuroblastoma is one of the malignant solid tumours that often seen in children. Early in diagnosis combine
with histology classification suitably and genetic analysis play an important role in treatment and prognosis.

Objective: Evaluate histology characteristics, prognotic factors and analyse genetic aberrations in a
case of poorly differentiated neuroblastoma.

Subject: a male patient that has retroperitoneal tumour operated in National Hospital of Paediatrics.

Method: A case report.

Result: Histology showes a case of neuroblastoma poorly differentiated, high MKI and genetic analysis
presented MYCN amplification, 1p del, 11q del, 17q gain.

Conclusion: Neuroblastoma is a multiple subtype malignant tumour. Poorly diferentiated neuroblastoma,
high MKI, high staging, MYCN amplification are the unfavorable criterias leading to very poor prognosis in
treatment.
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Bdo cdo ca bénh: u nguyén bao than kinh kém biét héa mé hoc...

I. PAT VAN BE

U nguyén bao thn kinh (NBTK) 1a u cuia hé thin
kinh (TK) giao cam ¢ ngudn gde tir céc té bao than
kinh nguyén thly tai mao than kinh. U c6 thé thiy
& céc vi tri chita md than kinh giao cam gdm tiy
thugng thén, hé thdng hach than kinh giao cim canh
séng va b bung. Pay la mét trong cac u dic 4c tinh
thuong gap & tré em, chiém khoang 8% céc bénh
ung thu & tré em, ding thi 4 sau bach ciu cip, u
ndo va u lympho [3]. U NBTK la nguyén nhan tir
vong cta 15% céc truong hop tré ung thu ndi chung.
Phén 16n u NBTK (90%) duge chin doén & tré dudi
5 tudi [2].

Tai Bénh vién Nhi Trung vong, hiang nim vao
khoang 30 — 40 truong hop u NBTK dugc chin
doan va diéu tri. Ty I¢ tir vong chung dbi véi cac
trudng hop u NBTK dugc diéu tri théng ké sau 5
nam la 60% [2].

U NBTK c¢6 biéu hién da dang: tu thodi trién,
biét hoa truong thanh hoic tién trién ac tinh manh.
Cac NBTK & tré trén 1,5 tudi thuong hay di can,
tién trién rit 4c tinh. Mot sb tip m6 hoc dac biét cla
u NBTK ciing duge nhéic dén véi dé 4c tinh rat cao
va it dap Gng véi cac phac dd diéu trj [4], [6]. Cac
nghién ctru gan ddy di chira rang su khéc biét vé& do
ac tinh ndy ¢ lién quan dén dic diém sinh hoc phén
tor cta timg khdi u gdm nhitng bién ddi NST va gen
c6 thé du bdo d6 4c tinh va tién trién bénh [5]. Trong
nhimg bién déi nay, khuéch dai gen MYCN thdy &
20% céc u tién phat, tién lugng rat x4u [7].

Viéc chin doan, phan loai mé bénh hoc chi tiét,
danh gia di can, tién luong bénh phédi hop véi phén
tich gen s& 14 co s& dé cac nha ung thu xép loai
véu t nguy co, dinh ra chién luoc diéu tri phu hop
nhat. Tuy nhién, viéc chan doan, phan loai va diéu
tri u NBTK vin chua thuc sur théng nhét trong ca
nuéce. Véi mong mudn cung cép thém théng tin vé
dic diém mé bénh hoc va bién ddi gen trén ca bénh
thuc té & tré em Viét Nam, nghién ctru nay duoc tién
hanh nhim muc tiéu: Dénh gia dic diém md bénh
hoe, yéu td tién lugng va phan tich mot sé bién ddi
gen trén mét bénh nhén u nguyén bao than kinh kém
biét hoa.
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II. POl TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong

Bénh nhdn nam 7 thang tudi, u & bung duoc
phiu thuat tai Bénh vién Nhi Trung uong ngay
17/05/2010. Chén doan Giai Phiu Bénh: U nguyén
bao than kinh kém biét héa, mo hoc khéng thuidn
loi, hach rén gan c6 di ¢in u.

2.2. Phuwong phap: M6 ta ca bénh

III. KET QUA NGHIEN CUU

3.1. Bdo céo ca bénh

Lim sang:

- Bénh nhadn nam 7 thang tudi vao vién ngay
7/5/2010 véi ly do: Sét, mét mai.

- Bénh sir: Bénh dién bién 2 tudn sbt lién tuc 38-
39 d6, mét moi, didu tri khang sinh tai nha tré d& sbt
duoc 1 tudn sau do lai sbt lai. Tré duoc chuyén dén
vién Nhi,

- Tinh trang khi vao vién: Tré tinh, mét méi, sét
nhe 37,8 d§, bu tét, dai tidu tién binh thuong, da
xanh niém mac nhot, khéng xuat huyét, hach ngoai
vi khéng so thy. Tim phdi khéng phat hién bénh
Iy. Bung chuéng nhe, mém, gan to 3 cm dudi boy
suon mat d6 chic, lach khong sor théy. Co quan khac
khong phat hién gi dic biét.

Bé¢nh nhan duoc chi dinh lam siéu am. Két qua
siém am thiy hinh anh u sau phtic mac. Chan doan
so bd: U sau phiic mac. Bénh nhéan duoc chuyén lén
khoa u budu xir trf tiép. Cac xét nghiém tiép theo
phuc vu chan doan va diéu tri:

Cac xét nghiém:

+ CTM: WBC 17.1x10°/uL; RBC 2.69x10%/
uL; Hgb 6.8 g/dL; Plt 211x10°/uL. XN khac: LDH
12.399 U/L, VMA 5,15 pmol/24h (14,7 umol/l).

+ Siéu am: Khéi u dic sau phiic mac canh cét
sdng bén phai kt 77x94 mm ting 4m khong déng
nhét, bd thily mii, khéi st mat dudi gan phai diy
tinh mach cha ra trude, dfiy than phai xuéng dudi.
Khéi phat trién qua dudng gilra sang bén trai bao
boc phan gbc doéng mach thén trai. Nhiéu hach sau
phic mac kt 23x15 mm tdp hop thanh dam. Mang
phéi 2 bén ¢6 dich. O bung ¢ it dich tu do.
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+ Chup CT: Khéi sau phic mac Xuét phat tir hé
thugng than phai vuot qua dudng gilra, khéi bao
gbm phan dic va céc chim véi hoa. Khéi 6 kt
105x90 mm phan trén sat mat dudi gan va diy gan
ra trude, bao quanh tinh mach chua dudi, dong mach
mac treo trang trén, 6m léy dong mach thian bén
phai. Hach to sau phic mac 12-16 mm. Két luin:
TD U nguyén bao than kinh giai doan III.

+ Xét nghiém tiy d6: C6 hinh anh u di cén, nght
dén u Nguyén bao than kinh.

- Bénh nhéan dugce héi chén, chan doan U sau
phuc mac, nghi dén u Nguyén bao than kinh giai
doan IV. Chi dinh mb cét u 15/5/2010.

- Mb cit u ngay 15/5/2010: Cit 3/4 u, mau bénh
¢ri Giai phAu bénh va Di truyén.

Giai phiu bénh

- Pai thé: Hach rén gan gdm 3 manh mau héng

dudng kinh (dk) mdi manh 0,9 cm. U gom 2 manh
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dk mdi manh = 4 ¢cm, 2 manh nhé dk mdi manh =
2 cm. U sim mau, ¢6 chd tim d6 chay méu, méat
dé mém.

~ Vi thé: Mau sinh thiét u thay t6 chirc hoai tir
rong. T chire u tao bdi cac té bao u hinh tron.nha,
nhéan kiém tinh dam, nhiéu nhan chia. Ty 1& nhéan
chia nhan tan (MKI) cao > 4%. Md nén u c6 nhiéu
to soi, cd chd u xép thanh hinh hoa hdng, gid hoa
hong quanh mach. Khong thdy hinh anh canxi héa.
Mt sb noi thiy u xAm nhép mach rd. Hach rén gan
¢o hinh anh di c¢én u.

Nhudém héa mé mién dich: Chromogranin (+),
Synaptophysin (+).

- Xét nghiém té bao hoc dich mang phdi: co
té bao u.

Két luan GPB: U nguyén bao than kinh it biét
héa, MKI cao, md hoc khong thuén lgi. Hach ron
gan ¢o di cén u.
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HI. A. HE x 400, té bao u sém mau, nhiéu nhén chia —nhan tan (MKI cao). B. HE x 200. Hoai tir u (dudi
phai) va vimg u xdm nhdp mach méu (trén trai). C. Nhugm Chromogranin (+). D. Hach di can u.
Két qua phén tich gen tai Thuy Pién: Khuéch dai gen MYCN, mét doan 1p, mét doan 11q, thém

doan 17q.
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Whole genome profiles

Chén doan xic dinh:.U nguyén bao thin kinh
giai doan 1V, nguy co cao (di can hach rén gan,
mang phdi, tity xuong). Phau thuat con 1/3 u.

Diéu tri: Phac db didu tri u nguyén bao thin
kinh, nguy co trung binh (8 dot héa tri liéu cach
nhau m&i 3 tuén).

Dién bién: Triéu ching bénh c6 gidm trong
nhiing tun diu, sau d6 u tai phat giira lidu trinh diéu
tri, liéu trinh tiép theo duoc quyét dinh 12 diéu tri

gidm nhe. Bénh nhén tir vong thang 10/2011 (thai

gian song thém 17 thang ké tir khi diéu tri).

IV. BAN LUAN

Thoi diém xudt hién bénh: day 1a bénh nhan 7
thang tudi nén van dé phat hién bénh hoan toan phu
thudc vao ngudi chim séc. Trén thuce t& u nguyén
bao than kinh ¢ thé xuét hién tir 21 ngay tudi [1]
hoic thdi ky bao thai. Cac ddu hiéu mét moi, da
xanh c6 thé xuat hién trudc do6 kha lau, chi dén khi
bénh nhan c6 sot va dugc diéu trj tai nha nhung bénh
khéng n dinh méi dugce dua dén vién dé kidm tra
va phét hién u bung. Tuy nhién, CT cho thiy hinh
anh u sau phic mac rat 16n (10,5 cm) c6 biéu hién di
can hach, tay dd c6 di can xuong, diéu nay cho thiy
u da xuat hién trude d6 kha 1au va viée phat hién lic
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nay la da rit muédn, u & giai doan IV.
Trude mé co thé so bd dinh hudéng u NBTK dua
vao vi tri u xac dinh trén Siéu 4m va CT, u dic sau

phic mac bao quanh déng tinh mach chu bung va
phat trién qua dudng gifta, u ¢ cac diém voi hoa,
day la nhimg d4u hiéu va vi tri thudng gip cia u
NBTK. Xét nghiém LDH ting cao véi tri s6 12.399
U/L (thudng <450 U/L) ciing 1 d4u hiéu huéng t6i
u NBTK ddng thoi gian tiép chi diém u 16n phat
trién nhanh, tién luong x4u [2].

Vé khia canh giai phiu bénh, héi Giai phau bénh
hoc u ngyén bao thin kinh quée té (INPC) chia
u NBTK lam 4 nhém chinh dua trén mtc d biét
hoéa (phian do mé hoc) : U NBTK (nghéo md dém
swchann); U hach NBTK thé ndt; U hach NBTK thé
hén hop; U hach than kinh. U NBTK nghéo mé dém
ungnn lai tiép tuc chia ra 3 dudi nhém: U NBTK
khéng biét hoa (tién luong rat x4u); U NBTK it biét
hoa; U NBTK dang biét hoa. U hach TK ¢6 2 dudi
nhom: U hach TK dang truéng thanh; U hach TK
truéng thanh. Chan doan mé bénh hoc ngoai viéc
chan doan ding u NBTK con phai dinh tip chinh
xdc (phan d6 mo hoc) tir d6 két hop vai twdi va chi
s6 nhan chia nhén tan (MKI) @ xép loai u thude
nhém mo hoc thudn loi (FH) hay khéng thuan loi
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(UH). Trén co so nay cac nha l1am sang s& xép loai
nguy co (cao, trung binh, thép) dé dua ra chién lugc
didu tri phd hop. Theo Shimada, ty 1¢ séng 5 ndm
& nhém md hoc thuén loi 1a 97,8% va nhém khong
thudn lgi 12 35,6% [9]. Ty 1& song 5 nim & nhém UH
tham chi con thap hon nhiéu (0%) & mét s& nude
kém phat trién [2]. Phan nhém UH va FH chi dit ra
véiu NBTK nghéo mé dém ungnn va u hach NBTK
thé ndt. Hai nhom u hach NBTK thé hén hop va u
hach thin kinh c6 tién luong tot, ty 18 song 5 nam la
100%. Trudong hop nay la u NBTK it biét hoa, MKI
cao, thudc nhém moé hoc khong thuén loi, u & giai
doan IV ctia bénh do di cin xa nhiéu noi, do vy tién
lugng thoi gian séng thém lau [a kho khan.

Phan tich gen cho thy c6 khuéch dai gen MYCN
thé hién u NBTK nguy co cao, yéu td nay tham chi
duoc ung lam yéu t6 tién lugng doc lap. Khuéch dai
gen MYCN hay gép & céac truong hop u NBTK giai

doan 3 hoic 4. Cac bién ddi gen khac trén bénh nhén

bao gém mét doan 1p, mét doan 11g, thém doan 17q 14
"céc biéu hién hay di kém véi khuéch dai gen MYCN
biéu hién u NBTK nguy co cao, thoi gian sdng thém

khéng dai. Viéc phén tich bién dbi gen trong u NBTK
dic biét c6 khuéch dai gen MYCN hay khong cé vai
trd hd tro rdt 16n cho viée dua ra phac do va tién lugng
diéu tri, tuy nhién day la k¥ thuat cao doi hdi trang
thiét bi tién tién, it trung tim cé thé trang bj va thuc
hién dugc. Mit khac viéc phén tich gen chi thyc hién
duoc khi ¢6 chan doan md bénh hoc 1a u NBTK. Do
vay nhimg noi chua thuc sy da diéu kién, c6 thé chi s
dung Giai phiu bénh dé chan doan, dinh tip mé hoc,
két hop tudi va chi s MKI dé xép loai md bénh hoc
FH hay UH, tir d6 gitip cac nha lam sang trong viéc
quyét dinh chién lugc diéu tri.

V. KET LUAN

- UNBTK I4 bénh c6 tién trién phuc tap, da dang
vé phan d¢ md hoc va biéu hién bién dbi gen.

- U it biét héa, chi s6 MKI cao, u & giai doan
mudn (glal doan I11, IV), c6 khuéch dai gen MYCN
1a cac yéu 6 tién luong xAu.

- Viéc phat hién sém u 1a mét trong nhiing yéu
t6 quan trong c6 thé kéo dai thoi gian séng cho
bénh nhin.
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