BO GIAO DUC VA PAO TAO BO Y TE
TRUONG PAI HOC Y HA NOI

HOANG NGOQC THACH

PAC PIEM HINH THAI HQC

VA MOT SO YEU TO TIEN LUQNG CUA

UNGUYEN BAO THAN KINH O TRE EM

LUAN AN TIEN SI Y HQC

HA NOI - 2020




BO GIAO DUC VA PAO TAO BOY TE
TRUONG PAI HOC Y HA NOI

HOANG NGOQC THACH

PAC PIEM HINH THAI HQC

VA MOT SO YEU TO TIEN LUQONG CUA
UNGUYEN BAO THAN KINH O TRE EM

Chuyén nganh : Gidi phau bénh va phap y
Ma sb 1 62720105

LUAN AN TIEN SI Y HQC
Nguoi huéng dan khoa hoc:

1. PGS.TS. Tran Vin Hop
2. PGS.TS. Nguyén Van Thang

HA NOI - 2020




LOI CAM POAN

Téi xin cam doan:
Dady la lugn an cua riéng toi va do ban than toi truc tié}) thuce hién.
Céng trinh nay khéng tring Idp véi bat ky nghién citu nao khdc da dwoc
céng bé tai Viét Nam va quéc té.
Cdc s6 liéu va théng tin trong nghién ciru la hodn toan chinh x&c, trung
thuc va khach quan, da dwoc xdc nhdn va chdp thudan cua co so noi
nghién ciru.

T6i xin hoan toan chiu trach nhiém triede phdp ludt vé nhitng cam két nay.

Nguodi lam cam doan

Hoang Ngoc Thach



ALK
CT
BDNF

BN
CGH
CISH
COG
DI
DNA
DOPA
EFS
FH
FISH

CGH
CISH
GPB
HE
HMMD
HVA
IDRFs

INPC

INRG

CHU VIET TAT TRONG LUAN VAN

. Anaplastic lymphoma kinase
: Chup cat 16p vi tinh

. Brain-derived neurotrophic factor

Yéu t6 tang trudng than kinh cd ngudn goc nao

: Bénh nhan

. Comperative genomic hybridization - Lai so sanh hé gen

. Chromogenic in situ hybridization - Lai nhuom mau tai chd
: Children’s Oncology Group — Nhom nghién ctru ung thu tré em

. Diploidy index - chi s6 ludng boi

. Deoxyribonucleic axit

. Dihdroxyphenylalanine

: Even free survival — Ty 1é séng tu do khong bénh

. Favorable histology — M6 bénh hoc thuan loi

. Fluorescence in situ hybridization

Lai huynh quang tai chd

. Comperative genomic hybridization - Lai so sanh hé gen

: Chromogenic in situ hybridization - Lai nhuom mau tai chd
: Giai phau bénh

. Hematoxylin va Eosin

: Hoa mo6 mién dich

: Homovanilic acid

: Image-defined risk factors

Cac yéu to nguy co chan doan hinh anh

. International Neuroblastoma Pathology Committee

Hoi giai phau bénh hoc u nguyén bao than kinh qubc té

. International Neuroblastoma Risk Group

Nhém nguy co u NBTK qubc té
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DAT VAN DE

U nguyén bao than kinh (NBTK) 1a cac u cua hé than kinh (TK) giao
cam c6 nguodn goc tir cac té bao than kinh nguyén thiy tai mao than kinh. U
c6 thé thiy & cac vi tri giai phdu ctia co thé ¢ chira md TK giao cam bao gém
tay thuong than, hé thong hach TK giao cam canh séng. Pay 1a mot trong cac
u dic 4c tinh thudng gip O tré em, chiém khoang 8% cac bénh ung thu & tré
em theo cac thong ké trén thé gidi, dimg thi 4 sau bach cau cap, u ndo va u
lympho [1], [2]. U NBTK chiém khoang 15% cac loai u théng ké dugc & tré
dué6i 4 tudi, 1a nguyén nhan tir vong ctia 15% cac trudng hop tré ung thu noi
chung. Phan 16n u NBTK (90%) dugc chan doan ¢ tré dudi 5 tudi [1], [3].

Tai Bénh vién Nhi Trung uong, trong nhimg nim gan day mdi nim c6
khoang 50 — 70 tré mic u NBTK duoc chan doan va diéu tri. Nhiéu tré dén
nhap vién mudn khi u da rét 16n, di can nhiéu noi tham tri trong tinh trang de
doa tinh mang [4]. Mic du chat luong chan doan va diéu tri u NBTK ngay
cang duoc nang cao, nhung ty 18 tré tir vong chung ddi véi cac trudng hop u
NBTK théng ké sau 5 ndm c6 thé t6i 60% [3]. Bén canh Bénh vién Nhi trung
wong, trong ca nudc cling co nhiéu trung tam tiép nhan, chan doan va diéu tri
bénh nhan u NBTK, tuy nhién chua c6 su thong nhat trong chan doan, phan
loai, diéu tri va tién luong bénh.

Phan loai giai phdu bénh hoc u NBTK qudc té INPC (International
Neuroblastoma Classification) ra doi nam 2009, stra d6i nam 2003 [5],[6],[7]
1a d4u mbc quan trong dic biét dbi véi Giai phau bénh, théng nhét phan loai u
nguyén bao than kinh trén toan thé giéi. Thuc t&, u NBTK c6 biéu hién 1am
sang da dang, co thé thoai trién hodc tién trién 4c tinh manh khdng c6 kha
nang ctru sdng. U ¢ dic diém té bao phirc tap, khong dong nhat vé mat sinh
hoc va phan tir. Mot ) tip mo hoc dac bi¢t cua u NBTK cling duoc nhic dén

v6i d6 4c tinh rat cao, it dap tng véi cac phac d6 diéu tri [2],[8]. Nhiéu nghién
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ctru ciing chi ra rang sy da dang va khéac biét vé do 4c tinh cta u ciing rat lién
quan dén dic diém sinh hoc phan tir cua timg khéi u gdm nhitng bién doi
nhiém sic thé (NST) va gen trong u [9],[9],[11]. Trong nhimg bién doi nay,
khuéch dai gen MYCN thay & 20% c4c u tién phat c6 lién quan ddc biét dén do
ac tinh, tién lugng rat xau [12], [13].

Bén canh nhiing tién bd vé chan doan, phan loai bénh va nhitng kham
pha vé dic diém sinh hoc phan tir cia u NBTK, viéc diéu tri u NBTK cling
ngay cang tién bo. Dua trén cac yéu t6 tién luong bénh nhu tip mé hoc, tudi,
giai doan bénh, dic diém bién d6i sd lwong va cau trac nhidm sic thé ma phan
loai nguy co u NBTK qubc té [14] da hd tro cac nha ung thu ¢6 duoc phac d6
va chién lugc diéu tri u NBTK ngay cang c6 hiéu qua.

Hién nay tai Vi¢t Nam tuy da c6 mot ) cong trinh nghién cuu vé u
NBTK nhung chua di siu nghién ctru chi tiét vé hinh thai mé bénh hoc, vai
tro ctia khuéch dai gen MYCN, yéu t6 tién luong va lién quan cua yéu to tién
luong dén thoi gian séng sau diéu tri. Nghién ctru nay duoc tién hanh véi
nhitng muc tiéu cu thé sau:

1. Nghién ciru dic diém dai thé va vi thé u nguyén bao than Kinh & tré
em theo phén loai ciia Hoi giai phAu bénh hoc u nguyén bao than
kinh quéc té.

2. Xac dinh mét so yéu to tién lwong ciia u nguyén bao than kinh & tré em.



Chuong 1
TONG QUAN
1.1. Pic diém dich t& hoc

U NBTK duoc nhic dén trong nhiéu béo cdo trén thé gidi 1a u &c tinh cua
hé than kinh giao cam va tay thuong than [2],[6],[13]. Bén canh céc nghién
ctru di vao tim hiu ban chét bénh, chan doan va diéu tri bénh thi cac nghién
ctru vé dich t& hoc ciing c6 ¥ nghia dong gbp chung cho sy hiéu biét hon vé u.

Mot sb nghién ciru cho thay tan suat mic bénh cé su ting lén trong vai
thap ky gan day [15], [16]. Theo bdo cio toan cau, ty 1& mic u NBTK udc
tinh tir 3 — 12/1 triéu tré duéi 15 tudi [17]. Ty 1& mac bénh khac nhau & cac
vung dia 1y khac nhau. Ty 1é mac bénh cta nguoi ving Alaska thap hon so
v6i quan thé ngudi My da trang [18], trong khi d6 bénh lai hiém gip & mot sd
nuéc Chau Phi. Ty 18 bénh thap ¢ ving Pong va Nam Chau A bao gom ca An
Po v6i mirc dao dong tir 0-3,7/ 1 triéu tré, ty 1é ndy cao hon ¢ Hong Kong
(7,3/1 triéu) va cao hon han ¢ Nhat Ban (14.0/1 triéu) [19]. O My, Tan sut
biéu hién bénh vao khoang 10,5/1 triéu tré dudi 15 tudi va udc chimg co
khoang 600 ca méi mac hang nam [19].

U NBTK chiém khoang 8% - 10% ung thu & tré em va la nguyén nhan
ctia 15% céc truong hop tir vong do ung thu. Tan sudt mac bénh ¢ nam khong
cao hon nhiéu so véi nit. C6 t6i 40% tré bicu hién bénh va dugc chan doén
trude 1 tudi, 97% duge chan doan trude 10 tudi. Co khoang 1% — 2% u
NBTK dugc cho 1a ¢ yéu té gia dinh [20].

1.2. Nguyén nhan
1.2.1. Yéu t6 méi trudong
Nguyén nhan thuc sy gay ra u NBTK hién nay van chua duogc biét 3.

Phan 16n cac u NBTK duoc phat hién ¢ tré nhd nén c6 mot $6 gia thiét cho
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rang c6 thé c6 mot sd yéu td phoi nhiém cua méi truong ddi voi qué trinh
trudc khi thu thai hoac trong khi mang thai. Pa c6 nhitng nghién ctru di vao
tim hiéu sy anh hudng cua mot sd yéu t6 1én qué trinh phét trién phoi thai
nhu: nghé nghiép ciia bé me, thudc 1, thude an than, thudc trir sau, song dién
tir.v.v. Tuy nhién cho dén nay van chua c6 nghién ciru nao dua ra duoc bang
ching vé nguyén nhan gy bénh [21], [22].

1.2.2. Yéu to di truyén

U NBTK c6 tién sir gia dinh hiém gap, thong ké duoc khoang 1% trong
tong s6 u NBTK, tudi trung binh chan doan 1a 9 thang [20], trong khi d6 tudi
trung binh chan doan u NBTK ndi chung la 2 — 3 nam. Nghién ctru di truyén
cac truong hop bénh tai Bic My, ngudi ta cho rang vi tri lién quan 1a ving 12
— 13 trén canh ngan NST 16 (16p12 — p13) [23]. Trong khi d6, nghién ctru &
Chau Au lai chi ra vi tri di truyén lién quan nam trén canh ngan cac NST 12
(12p) va NST 2 (2p) [24].

Piém tha vi 1a bién doi gen tic dong dén cac thu thé anaplastic
lymphoma kinase (ALK) lai dong thoi duge xac dinh nhu 1a déu hiéu chi
diém cho hau hét cac truong hop u NBTK c6 tinh chat gia dinh va mot sb
truong hop u NBTK khong mang tinh chét di truyén trén [25]. Mot gen (ng
ctr khac cho u NBTK 13 Phox2B lién quan dén hoi chtng réi loan trung tam
h6é hap bam sinh giy thd cham va bénh phinh dai trang bam sinh, mot sd
truong hop trong nhém nay c6 thé phat trién u NBTK.

1.3. Bénh hoc u NBTK
1.3.1. Phoi thai hoc va qua trinh tién trién

U NBTK duoc xép vao nhom “u té bao tron nhd mau xanh” (small blue
round cell tumour) & tré em. U phat trién tir cac té bao chua biét hoa c6 ngudn
gbc tir mao TK. Tai tudn thir 5 cua thoi ky phat trién phdi va tao mé, cac

nguyén bao TK giao cam nguyén thuy c¢6 ngudn goc tir mao TK di cu dén vi
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tri m&1 biét hoa tao thanh tuy thugng than tuong lai. Cac nguyén bao nay ciing
d6ng thoi di cu va phat trién tao thanh toan bd chudi TK giao cam. Vi thé u
NBTK c6 thé xuét hién bét ctr dau doc theo chudi TK giao cam canh séng va
tuy thuong than (Hinh 1.1). Mao TK ciling dugc cho la noi da tao ra cac dong
té bao biét hoa thanh té bao cua cia hé TK tu dong, té bao schwann, hic td
bao, mot sb dong té bao TK ndi tiét, va tham chi ca td chuc trung mo vung

dau va co [6] [26].

H¢ hach TK giao cam

Tuy thuong than

Hinh 1.1. Hé thong hach than kinh giao cam canh séng va tiy thwong thén.
Trich dédn: Gael J (2002), RadioGraphics [27].

Co ché sinh bénh hién van chua dugc biét r&. Khiém khuyét tir giai doan
phdi cac gen kiém soat qua trinh phat trién té bao tai mao than kinh duoc cho
1a Iy do chinh dan dén mat can bang qua trinh phat trién va rdi loan qua trinh
biét hoa [28], [29].

O tré em, U NBTK dugc xép loai 1a mot trong nhiing u phdi thuong gap
mic du qua trinh phat trién u c6 thé xay ra trong thoi ky phoi thai hodc thoi
gian sau dé. U c6 biéu hién da dang vé phuong dién bién doi sinh hoc: thodi

trién ty phat; biét hoa trudong thanh; tién trién ac tinh manh [2],[8],[30].



Sw thoai trién tw phat

Chét theo churong trinh (apoptosis) 1a tién trinh da xay ra ngay tir thoi ky
bao thai, c6 anh huong dic biét dén su phat trién cia hé TK duoc cho 1a su
thoai trién tu phat. Bang ching 14 c6 cac 6 NBTK chua biét hoa bi chét di
trude khi ching kip biét hoa hoan toan [30], c6 thé tién trinh nay 1a hau qua
clia sy mat cung cip mot sé yéu té dic biét duy tri phat trién TK [32].

Céc nét NBTK xéc dinh duoc trong qua trinh phat trién tuy thugng than,
c6 thé tiép tuc biét hoa thanh mot phan cau tric tuy thuong than hodc di vao
con dudng tu thoai trién [2],[33]. Thoai trién ty phat con say ra & mot sb
truong hop u NBTK d3 c6 biéu hién 1am sang, hién twong u ndy duoc xép vao
giai doan dic biét, giai doan 4-S [34],[35]. Thiéu hut yéu t6 duy tri phat trién
than kinh, hay khong hoat dong ciia men telomerase dugc cho la nguyén nhan
gy chét t& bao u trong cac truong hop nay [36],[37]. Bén canh d6 ciing c6
nhiéu bang chimg cho rang yéu t di truyén co vai trd quan trong quyét dinh sy
thoai trién.

Sw biét hoa trudéng thanh

Su biét hod cua cac u NBTK la mdt hién tugng da dugc noi dén trong
mot sé nghién ctru trude ddy va trong phéan loai qubc té [5],[6],[8]. U Hach
TK hiém thiy & tré nho, thudng gip & tré 16n do qué trinh biét héa lién quan
dén thoi gian [38]. Khi phan tich gen cic nha nghién ciru nhan thdy chung c6
mdt s6 dic diém lién quan dén sy nguyén ven tai canh ngan NST 1, khong c6
su nhan 1én ctia gen MYCN va bd NST gan tam boi (near-triploid DNA) [39].

Trong u NBTK, mdt sé nghién ctru cho thiy cac té bao Schwann trong u
c6 nhitng dic diém dic trung cua phan Gng tu nhién dugc huy dong tir to
chtic quanh u [39]. Cac nha khoa hoc cho rang cac NBTK d3 san xuit ra
nhitng chat hoa tng dong va chat gy phan bao co vai trd huy dong té bao
Schwann. Cac té bao Schwann sau khi duoc huy dong va nhan 1én trong u s&
san xudt ra cac yéu t6 khang phat trién va yéu t6 hudng cac NBTK theo con

duong biét hoa.



Tién trién ac tinh manh

Phan 16n cdc u NBTK trén 1am sang khong tu thoai trién hodc biét hoa
treong thanh ma thudng tién trién ac tinh & cac giai doan cao (giai doan 3, 4).
S it cac khéi u giai doan 4S c0 thé phat trién thanh giai doan 4. C6 mot mdi
lién quan gitra mac do tién trién 4c tinh ctia u v&i mot sb bat thuong dac biét
ctia NST, vi du nhu: sy khuéch dai cua gen MYCN tuong ung véi biéu hién
khong thuan loi, mat doan canh ngén NST 1 (1p36.3), thé NST ludng boi
hoac tir boi [40], [41],[42].
Gia thuyét té bao ngudn ung thw trong u NBTK

Cac té bao trong NBTK khong dong nhat. Gia thuyét vé té bao ngudn
ung thu cho rang mot s it té bao ngudn da tiém ning c6 vai trd quan trong
trong qua trinh tu bién doi va phat trién bénh. Pén nay di c6 nhitng cong bd
vé té bao ngudn ung thu trong bénh bach cau va mot sé u dic [42],[43],[44],
nhung t& bao ngudn ung thu trong u NBTK van chua duge xac dinh. Sy phat
trién theo chuong trinh va su diéu khién tai tao té bao cua céc té bao nguén
than kinh theo mot sd con duong nhu Wnt/Betacatenin, Notch...da dugc xac
dinh trong qua trinh hinh thanh u tir bao thai [45], [46]. Piéu nay dua dén kha
nang 1a cac té bao nguoén u NBTK tir mao than kinh dd c6 mot phan duy tri
phat trién, mot phan mat diéu chinh theo cac con dudng sinh hoc trén.
1.3.2. Bién d6i di truyén trong u NBTK va phwong phap phat hién
1.3.2.1. Bit thwong vé sé lwong nhiém sic thé

U NBTK c6 thé duoc chia thanh 2 nhém chinh gdm nhém cé nhan chira
bd NST gan ludng boi (45%) va nhom cé nhan chira bd NST gan tam boi
(55%). U NBTK nhdm NST gan tam bdi duoc dic trung bdi thém hoic mat
NST hoac doan NST ma khong c¢o6 su sai 1éch vé céu trac gen. Trén lam sang,
u NBTK loai nay thuong khu tra va cé tién lugng thuén loi. Trai lai, u NBTK
nhom gan ludng boi lai c6 nhig bat thudng vé gen, vi du: khuéch dai gen
MYCN, thém doan canh dai NST 17 (17q gain), va ca nhitng thiéu hut NST
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[8],[47]. Gan ddy, mot nghién ciru cac yéu t6 tién lugng u NBTK di dugc
cong bd [48], dua trén 3415 tai li¢u nghién ctru c6 uy tin, Riley va cong su da
tong hop duoc 31 yéu tb tién luong trong d6 c6 6 dau an vé bién d6i cau trdc
di truyén (da boi thé, khuéch dai NMYC, mét doan 1p, thém doan 17q, mét
doan 14q, mit doan 11q). Trong d6 khuéch dai MYCN va DNA gan ludng
boi cho tién lugng rat xau.

1.3.2.2. Biit thuwong vé cdu triic nhiém sdic thé

Thém va khuyéch dai gen

MYCN duoc xac dinh 1a mot gen ung thu (oncogene) nam & ving xa trén
canh ngan NST s6 2. Khuéch dai gen nay chiém khoang 25% céc truong hop
u NBTK tién phat, u thuong c6 do ac tinh cao tién lugng khong thuan loi cho
di u ¢ giai doan son hay mudn [8],[47],[42]. Giai doan 3, 4, khuéch dai gen
MYCN thdy trong 30% - 40% cac trudng hop [47],[49], trong khi chi c6 5%
khuéch dai gen nay thay & cac trudng hop u khu tri hodc giai doan 4s.

Thém toan bd NST 17 hodc cic phin ctia 17q thiy & trén 60% cac u
NBTK. Thém mét phan 17q thuong 1a do chuyén doan khong can xing
17921-25 véi NST khac (vi du NST1), tién lugng khong thuan lgi [49],[50].
Bat thwong cac gen e ché u

Bién d6i lién quan dén mot s6 ving gen trc ché u NBTK. Cac ving hay
gip thuong thay trén NST 1p (30%-40%), 4p (20%), 11q (25%), 14q (25%)
[44],[6].

Mit doan 1p hay xdy ra véi u NBTK & tré 16n giai doan 3, 4. Hau hét cac
u NBTK c¢6 khuéch dai gen MYCN déu thidy mat doan 1p kém theo nhung mét
doan 1p c6 thé khong thay khuéch dai MYCN [50],[44].

Mait doan 11q thiy ¢ khoang 40% céc truong hop [8],[47]. Mat doan 11q
c6 biéu hién ngugc v6i khuéch dai MYCN, duge dung dé xac dinh thém mot
s6 trudng hop nguy co cao ¢ nhom bénh nhan 16n tudi, giai doan mudn, mod

hoc khong thuan loi. Déi véi tré dudi 1,5 tudit, giai doan 4, khuéch dai MYCN
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1a yéu td tién lugng quan trong nhat. Nguoc lai, v6i cac trudng hop khong co
khuéch dai MYCN, giai doan 4S, mit doan 11q trd thanh 1a yéu tb tién luong
quan trong nhat.

1.3.2.3. Phwong phdp phdt hién bién doi di truyén trong u NBTK

Lai huynh quang tai ché (FISH)

Lai huynh quanh tai chd (Fluorescence in situ hybridization - FISH) la
mot ky thuat phan tir phan tich gen duoc phat trién va Gng dung vao dau
nhitng nim 1980. Nguyén ly cuia k¥ thuat 1a str dung cdc mau do (probe) la
mot doan trinh tu DNA trén NST lai dac hi¢u vdi vang gen nghién ctru. Trong
u NBTK, cac mau do nay s€ phat hi¢n va bat cap dac hiéu véi vung gen
MYCN. Ving gen nghién ctru thudng duge danh ddu huynh quang mau xanh,
vi tri tim dong ddi chimg thudng dugc danh dau mau do. Tin hiéu quan sat
duéi kinh hién vi huynh quang. FISH ¢6 d6 dic hiéu cao, phat hién cac bién
d6i & murc phan tir 16n, cac bat thuong vé sé lugng nhiém sic thé, cac chuyén
doan, thém doan hoic mat doan NST [52].

FISH duoc danh gi4 c¢6 nhiéu vu diém va dic biét 1a d6 dic hiéu cao hon
khi so sanh véi mot s6 k¥ thuat truyén théng khac bao gom k¥ thuat Southern
blot hay CISH (Chromogenic in situ hybridization), k¥ thuat dua trén nguyén
1y cia hdéa mo mién dich két hop vai lai tai chd vé6i cac mdi ¢o sin, cb thé
danh gi4 cau trac té bao trén KHV quang hoc) [53],[54].

Lai so sanh h¢ gen (CGH)

Lai so sanh hé gen (Comperative genomic hybridization - CGH) la k¥
thuat duoc phat trién va ung dung dau tién tai MY vao nam 1992 trong nghién
ctru u dic. Phat trién trén co s& cla ky thuat FISH, CGH duya trén su so sanh
hai hé gen d6i chimg (DNA chip thiét ké sin) v6i hé gen nghién ciru (DNA
bénh), lai huynh quang dugc thuc hién cho tirng hé gen vdi cac mau khéc
nhau (thuong 1a xanh va do) véi ty 1€ tuong Uimg 1:1. Trén co s& so sanh su

khac nhau cua tin hi€u huynh quang trén ting NST tuong ing cua 2 hé gen c6
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thé x4c dinh duoc su thay ddi bt thuong cua vat chét di truyén vé sb luong va
cdu trac [55]. Pay 1a ky thuat hién dugc st dung hang dau trong nghién ctru u
NBTK do danh gia duoc cac bién doi co y nghia vé bién doi sb lugng NST va
nhiéu bién dbi cdu trac khac nhau chi trén mot 1an chay [56]. Ky thuat ciing
¢ han ché 1a khong xac dinh dugc mot s6 bién dbi can bé'mg nhu chuyén doan
NST, dao doan, hay NST nhan (ring chromsomes), kém theo d6 1a quy trinh
phtrc tap va chi phi cao.

Céac k¥ thuat phat trién tiép theo va ké thira CGH phai ké dén Array
CGH hay k¥ thuat Giai trinh tu gen thé hé moi (Next generation sequencing -
NGH) 1a nhirg d6t pha bo sung hiéu biét vé vat chat di truyén va cac bién d6i
tmg dung trong chan doan va diéu tri bénh.

Khuéch dai da moi dwa trén phan tng néi

K¥ thuat khuéch dai da mdi dya trén phan ung nbi (Multiplex ligation
dependent probe amplification - MLPA) c6 nguyén 1y dua theo k¥ thuat PCR
da moi (Multiplex polymerase chain reaction) cho phép khuéch dai vat chat di
truyén dich véi chi mot cip mdi duy nhat. Cap mdi 2 doan, sau qué trinh lai
gén dac hi¢u, chung duogc ndi v6i nhau thanh mot trinh ty hoan chinh. Uu
diém ctia cip mdi 2 doan nay la chi cac trinh ty sau khi ghép ndi hoan chinh
méi duge khuéch dai v6i d6 dai chinh xac. V6i phan mém phan tich, co thé
xac dinh duoc su thay d6i vé sd luong ctia gen hay mot doan AND. Pay 1a
mot ky thuat van duoc dung trong nghién ctru u NBTK [57], tuy nhién han
ché 1a khong danh gia duoc toan bd hé gen trong mot 1an chay va chi phi cao.
1.3.3. Cac yéu t6 phén tir

Cac qua trinh sinh hoc tac dong d6i véi ung thu noéi chung ciing cd
nhitg anh huong dbi voi u NBTK néi riéng. Dic biét quan trong d6 1a cac
qué trinh: bi¢t hoa u, chét theo chuong trinh, khéng thuéc, qué trinh tao mach,
di cin. Biéu hién 1am sang va sinh hoc ctia tropomyosin-receptor-kinase (Trk)

gé)m TrkA, TrkB, TrkC trong viéc diéu khién céc loai dap Umg sinh hoc khac
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nhau d3 duoc nhic dén trong nhiéu nghién ctu. Thu thé twong tng cua Trk
receptors 1a cac thy thé ho neurotrophine bao gdm: nerve grow factor (NGF);
brain-derived nerotrophic factor (BDNF); neurotrophin-3. Trk receptors da
duogc xac dinh 13 yéu t6 tién luong quan trong dbi voi u NBTK [58],[59]. Biéu
hién cao cua TrkA trong u NBTK tuong tng véi hinh thai sinh hoc thuan loi,
tién luong tt. Nguoc lai, su biéu hién cao cta TrkB lién quan dén khuéch dai
MYCN tuong tGng v6i u NBTK tién trién, khong thuan loi [59],[60],[44].
Nghién ctru trén mau nudi cdy té bao u NBTK, tac dong sinh hoc cta TrkA
trong cac qua trinh biét hoa neron va chét theo chuong trinh phy thudc vao su
c6 mit hodc vang mit cia NGF. NGF/TrkA c6 thé kich thich NBTK biét hoa,
thoai trién [29],[61].

Su hoat hoa ctia TrkB bai thu thé cia né BDNF kich thich su phat trién,
xam nhap, tao mach va khang hoa trj liéu cua cac té bao u NBTK. Mat dap
g sinh hoc cua TrkB thay & cac khdi u biét hod. Khong dap tng tai vi tri
tiép xuc giita thu thé NGF va TrkA lai thdy ¢ u NBTK tién trién, hodc su gan
két voi cac thy thé ngoai lai lai kich thich té bao séng sot, phat trién u, ting
sinh mach [58],[59],[62].

Su tao mach qua mic trong u va biéu hién cao cua céc yéu td tién tao
mach c6 lién quan chit ch& véi u NBTK thé tién trién [63],[44]. Kim him sy
tao mach hién 1a huéng diéu tri déy trién vong da dugc st dung rong rai trong
cac nghién ctru tién 1am sang.

1.4. Biéu hién 1Am sang, cin 1am sang u NBTK
1.4.1. Biéu hién 1am sang

Lam sang u NBTK phu thudc vao vi tri u tién phat, d¢ 16n ctia u va cac
hoi ching can u. C6 khoang 65% trudng hop u phat hién duoc & 6 bung trong
d6 hon mot ntra tir tuyén thuong than, cac vi tri khac it gap hon 1a cd, nguc,
hé chau. Khoang 1% bénh nhan khong xac dinh dugc u tién phat [3],[44].
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U NBTK c6 thé khu tr, di can hach ving hoic di cin xa. Céc truong
hop u khu tra thuong khong biéu hién triéu ching. Cac truong hop khac
thudong thiy bung to 1én hodc c6 khdi bat thuong trong 6 bung kém theo triéu
chig dau. Bénh nhan c6 u phat trién tir chudi hach than kinh canh cot séng
cb thuong co kém theo hoi ching Horner (sup mi, hep dong tir, loan tiét md
héi). Chén ép trong va ngoai tuy soéng thdy ¢ 5% - 15% cac u NBTK va c6
thé di kém céc biéu hién ton thwong TK khu tru [44],[64],[65]. U ciing thuong
di can dén gan, xuong (than xuong dai, xwong so), tiy xwong. Mot thé 1am
sang kinh dién ctia u NBTK & tré em 1a hinh anh sung, bAm méau quanh héc
mat, 161 mét (racoon eyes - mat gau tric) do u di cin t6i.

1.4.2. Bi¢u hién cin 1am sang
1.4.2.1. Mt 56 diu én sinh hoc dic hiéu

Hau hét cac u NBTK san xuit catecholamines (chét van mach, tang
huyét ap), san pham chuyén hoa cta ching c6 thé dinh luong duoc trong
nude tiéu. Cac san pham thuong dugce phan tich gop phan quan trong trong
chan doan va tién luong gdm homovanilic acid (HVA), anillylmandelic acid
(VMA). O céc u NBTK biét hoa, ndng do HVA thuong cao hon VMA [64].

Trong hoi chimg Kerner-Morrison, bénh nhan bj tiéu chay xuit tiét kho
kiém soat. Nguyén nhan 1a u NBTK tiét ra yéu t6 giy tiéu chay xuat tiét
vasoactive intestinal peptide (VIP). Hoi ching nay thuong thdy & cac trudong
hop u hach than kinh va u hach NBTK, tién luong tot [44].
1.4.2.2. Mét s6 déu dn khdc trong u NBTK

Neuron-specific enolase (NSE), lactic dehdrogenase (LDH), va ferritin la
cac yéu td ¢o vai trd xac dinh mirc do phat trién va tién lugng bénh [2],[8].

Khoang 96% bénh nhan c6 u NBTK di cin cho thiy c6 ting ndng do
NSE trong mau tuong mg véi tién lugng khong thuan loi. Ferritine cé thé
thiy tang & mot s bénh nhan ¢ u phat trién nhanh. LDH ciing dugc sir dung
nhu mot yéu t6 tién luong bénh, LDH ting cao phan anh tinh trang u tién trién

nhanh, kich thudc 16n.
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1.4.2.3. Chan dodn hinh dnh

C6 nhiéu phuong thirc chan doan hinh anh tmg dung tly timg trudng hop
nhu siéu &m, chup cét 16p vi tinh (CT), cong hudng tir (MRI), xa hinh xuong [8]
[44],[64].

Siéu am 1a mot xét nghiém khong xam nhép c6 thé tim thay khdi u, xac
dinh vi tri u va tuong quan cia no6 vdi cac co quan lan can. U NBTK thuong
1a u dic, ddm do am khong déu, co cac nét canxi hod. Chup bung khong
chuan bi it ¢6 ¥ nghia, mot sb trudng hop vé tinh kiém tra bung phat hién khoi
u, chup phdi thay cac ndt di cin, hay t6n thuong cua xuong kém theo.

CT va MRI thuong duoc st dung sau siéu am. Pay la cac phuong phap
thim do c6 xAm nhap, véi tré nhod phai stt dung thém thudc an than. CT va
MRI 1am rd hon céc thong tin ma siéu am dem lai dong thoi cung cip thém
thong tin vé hach ving, sy xAm nhdp mach hay di can xa cia u.

Chup nhép nhay do nghién ctru cac ton thuong ciia hé xuong thuc sy cd
vai tro quan trong trong u NBTK. Metaiodobenzylguanidine (MIBG) 1a phirc
hop gan Tod s& két hop voi cac té bao ciia hé than kinh giao cam ché tiét
catecholamines do d¢6 MIBG ciing s& duoc gift lai béi cac té bao u NBTK.
Chup nhap nhay d6 bang MIBG rét dic hiéu cho viéc xac dinh di cin xuong
va mé mém cua u NBTK [65]. Thyc té MIBG thuong duoc 1am két hop voi
tuy d0 hodc sinh thiét tuy xuong [67]. Xa hinh xuong bang Technetium 99
xac dinh cac tén thuong di can xuong, dac biét 1a tén thuong tai vo xuong, cd
thé str dung doc 1ap hoidc phdi hop véi MIBG tuy trudng hop.

1.5. Giai phiu bénh hoc u NBTK
1.5.1. Phan loai u NBTK theo Shimada (1984) va Joshi (1992)

Trong lich sur phat hién bénh u NBTK, u da dugc dé cap va mo ta nhung
chua c6 nhiing thuat ngit, tiéu chuan va phan loai chung nhat. U NBTK ¢
nhiéu murc d6 biét hda khac nhau nén thuat ngir chi u kha da dang dan dén su

14n 16n, kho khan trong chan doan cac tip md hoc [26].
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Niam 1984 Shimada va cong su dé xuat bang phan loai u NBTK dya trén
su bién d6i hinh thai hoc ciia u nhan manh dén sy c6 mit ciia md dém schwann
(MDS) (Bang 1.1) [64]. Tuy nhién tai thoi diém bang phén loai ra doi van chwa
c6 cac nghién ctru 1am sang to van dé tién trién ac tinh bat thuong va sy thodi
trién tu phét dién ra dbi voi u NBTK. Nam 1992, phan loai cua Joshi va cOng
su chu trong dén méi lién quan giita hinh thai hoc va tién luong [26]. U
NBTK duogc phan loai thanh 5 nhém chinh: u NBTK, u hach NBTK thé ndt, u
hach NBTK thé hdn hop, u hach NBTK thé giap ranh, u hach TK (Bang 1.1).
Tuy nhién vAn con modt s tranh cdi nén 2 hé théng phan loai cta Joshi va
Shimada van dugc str dung song song.

Bang 1.1: Phan loai u NBTK theo Shimada (1984) va Joshi (1992)

Shimada (1984) Joshi (1992)
- U NBTK ngh¢o mé dém schwann - UNBTK
Khong bi¢t hoa Khong bi¢t hoa
t biét hoa
Dang biét hoa Dang biét hoa
- U NBTK giau m6 dém schwann - U hach NBTK thé ndt
N6t
Hdn hop - U hach NBTK thé hén hop
Kha biét hoa - U hach NBTK thé giap ranh
- U hach TK - U hach TK

Trich din: Sternberg’s. Diagnostic Surgical Pathology. Lippincott Williams
& Wilkins. P. 664 [64].

1.5.2. Phén loai U NBTK theo Hoi giai phiu bénh hoc u NBTK quoc té

Bang phan loai u NBTK cuia hiép hoéi u NBTK quéc té (International
Neuroblastoma Pathology Committee - INPC) ra doi vao nam 1999 (Bang
1.2), stra ddi vao nam 2003 da ké thira duoc phan loai cua Shimada va cac
phan loai khac, gén lién cac dic diém hinh théai hoc, sinh hoc, yéu td tién

luong ctia u NBTK véi biéu hién 1am sang [68],[69]. Trong phan loai cua
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INPC, u NBTK duoc chia thanh 4 nhom chinh: u NBTK ngheo MBS, u hach
NBTK thé hdn hop (giau MBS), u hach than kinh (ndi bat MPS), u hach
NBTK thé nét (giau MPS /ndi bat MPS va nghéo MPS). Cac thuat ngi st
dung trong phén loai da duoc biét, hién nay phan loai ndy dd dugc thong nhat
va tng dung trén toan thé giéi (Bang 1.2).
Béang 1.2: Phan loai u NBTK theo INPC (1999-2003)

- U NBTK (ngh¢o mé dém schwann)

Khong biét hoa (a)

It biét hoa (b)

Pang biét hoa (c)

- U hach NBTK thé nét (bao gom giau moé dém schwann/ noi bat moé dém
schwann va nghéo mé dém schwann) (d)
- U hach NBTK thé hon hop (gidu mé dém schwann) (e)
- U hach TK (mé dém schwann noi bat)
Pang trudng thanh (f)
Truong thanh ()

Trich din: Sternberg’s. Diagnostic Surgical Pathology. P. 664 [64].

Chu gidi:

(@) U NBTK khéng biét hod: khéng c6 NBTK dang biét hod thanh té bao hach
than kinh, khéng c6 to than kinh.

(b)U NBTK it biét hod: < 5% NBTK dang biét hod, ¢ mang luwdi to than
kinh, co hoac khong MPS.

(¢) U NBTK dang biét hod: >5% NBTK dang biét hod, cé to than kinh, MPS < 50%.

(d)U hach NBTK thé nét: 1 hodc nhiéu not NBTK c6 ranh giGi ré trén mé nén
hach than kinh hodc hach NBTK thé hon hop.

(e) U hach NBTK thé hén hop: cic dam NBTK va to than kinh tron lan véi
MBS, giong nhw u NBTK dang biét hod, nhung MPS > 50%.

() U hach TK dang truong thanh: mot vai NBTK xen lén véi cée té bao hach
TK dang biét hod, khéng c¢é mdt cia cic 6 NBTK.

(9)U hach TK truéng thanh: U bao gom cdc té bao hach than kinh truéng
thanh va MDS.
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1.6. Pic diém giai phau bénh u NBTK theo INPC
1.6.1. U nguyén bao than kinh (nghéo MPS)
1.6.1.1. Pic diém dai thé

U c6 kich thuéc rat khac nhau, c6 thé thay ddi tir duéi lem hay 16n hon
lip day 6 bung hodc trung that. U thudng c6 mat d6 mém, mau sic thay doi tir
trang cho dén mau xam hong. C6 thé thay chay mau, hoai tir, canxi hoa.
1.6.1.2. Déc diém vi thé

U NBTK ngh¢o MBS dugc tao boi cac dam té bao nhod c¢b riém bao
tuong hep, nhan ting sac. Trén vi thé c6 thé thdy hinh anh céac thuy té bao do
cac dam té bao u dugc vay quanh boi cac dai mong mo lién két xo mach tao
thanh. Phu thudc vao murc 6 biét hoa ma co thé thidy mang ludi cac soi to TK
(neuropil) giita cac t& bao u. Dudi kinh hién vi dién ttr cac soi to ndy 1 cac
soi truc khong myelin. Hinh anh gia hoa hong (Homer Wright pseudorosettes)
thiy & 30% céc truong hop, 1 ciu tric hudng tAm ma ving trung tam duogc
tao boi cac soi to TK, bén ngoai 1a 1 dén 2 hang té bao u.

U NBTK khoéng biét hea (khong c6 MBS) (Anh 1.1. A): Té bao u c6
kinh thudc nho hodc trung binh, riém bao twong hep, ranh gidi giita cac té bao
khong r6. Nhan té bao hinh tron hodc hinh bau duc chira cdc hat nhiém sic
tho tao hinh 4nh muéi tiéu (salt and pepper), khong rd hat nhan. Mang luéi to
TK khong c6 trong phan nhom u nay. Mot s6 6 hoai tir dong trong u c6 thé
dan dén nham 14n v6i mo nén to TK. R4t hiém co thé thiy cac té bao nhan co
hdc, hat nhan ndi 16 1a cac té bao co hudng biét hod c6 hudng thanh té bao
hach TK. HoA mé mién dich co vai tro quan trong, thuc su can thiét trong

chan doéan phan bi¢t va chan doan xac dinh nhom u nay.



w¥,

.t . J '\\',/ .0 s
) ‘\\ e 3 ‘ - pt ‘Zx
M RO R S AR Y

Anh 1.1. A. U NBTK khong biét hoa. B. U NBTK it biét hoa.
Nguén: Sternberg’s (2004). Diagnostic Surgical Pathology [64].

U NBTK it biét hoa (c6 hoic khong c6 MPS) (Anh 1.1.B): Gom hau hét
cac té bao u giébng nhu trong u NBTK khong biét hod, cac té bao nay tua trén
md nén 1a to TK, s6 lugng té bao dang biét hoa theo hudng té bao hach TK
thuong gap hon chiém dudi 5% sb luong té bao u. Cac té bao u thé hién sy
biét hoa dién ra ca ¢ nhan (nhan to ra léch vé mot phia, hat nhan ndi rd) va
bao twong (mau hong ua axit). Cac té bao ndy phai ¢ Kich thudc it nhat gip 2
lan kich thuéc cta nhan. Doi khi co thé thdy mot sb té bao da hinh c6 nhan
16m, hat nhan ndi bat, cac té bao nay co thé mang dac diém cua té bao co van
(thabdoid features) d& gay nham 14n v6i cac NBTK dang biét hoa.

U NBTK dang biét hoa (it MPS): U tao bdi su c¢6 mit cia trén 5% té
bao u biét hoa gdm cac NBTK dang biét hoa va té bao hach TK. Thuong thi u
NBTK dang biét hoa s& chtra nhiéu to TK hon u NBTK it biét hoa mic du
tiéu chudn quan trong nhét 13 ty 1& vé thanh phan cta cac NBTK biét hoa. Té
bao hach TK va MDS mic du kha ndi bat nhung chi chiém dudi 50% khdi u.
Poi khi, chan doan phan biét gitra u NBTK dang biét hoa vai u hach NBTK
thé hdn hop va thé ndt cling c6 nhitng kho khin khong phai bao gid ciing dé

dang thuc hién duogc.
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1.6.2. U hach NBTK thé not (giau MPS/MPS néi bat va nghéo MPS)
1.6.2.1. Pgi thé

U hach NBTK thé nét thuong thiy c6 mot hodc nhiéu ndt chay mau mau
sAm d6 hodc nau den trén nén to chirc bong, mau hong hoi vang. Tai cac ndt

chay mau, mé u mém de€ nat. Cac vung con lai mo u dac, chac.

Anh 1.2. U hach NBTK thé not. A: Pai thé, ving not sam mdu twong trng md

hoc NBTK it biét héa (B). Viing ngoai not sang mau, twong vng u hach TK
(C). Nguon: Diagnostic Pediatric Surgical Pathology, 2010 [68].

1.6.2.2. Vi thé

bac diém cau tao mo hoc tai not NBTK rat khac nhau gitra cac khoi u,

tham chi tai mot khéi u cling c6 sy khéac nhau. Nhiéu truong hop, tai mot not
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hodc nhiéu nét NBTK c6 cung muc do biét hoa té bao. Tuy nhién c6 nhiing

truong hop ma muc do biét hoa cua té bao khac nhau ¢ cac not khac nhau.

Tai cac ndt, d& nhan théy l1a hinh anh chay mau, vi thé biéu hién thanh
phan ciia u NBTK nghéo MBS, bén canh d6 1a mé u hach NBTK thé hdn hop
hodc u hach TK (Anh 1.3). Thuat ngit “composite” — “hdn hop” nhidn manh
rang thanh phan u c6 ngudn gbc sinh hoc gdm nhiéu dong té bao khac nhau.
Cac ndt NBTK duogc cho 12 hau qua cua mot sy bién doi gen maéi bat thuong
hodc do d3 ton tai trude do hai hay nhiéu hon céc dong té bao u co6 biéu hién
ac tinh manh. Dudi kinh hién vi (KHV) quang hoc, u ¢ sy bién doi cau tric
dot ngodt gitra mot bén 1a ndt U NBTK nghéo MBS véi thanh phan u con lai.

Hai vung cau tric nay c6 ranh gidi ro bdi vach xo ngan céch.

C6 khoang 1/2 cac khéi u trong nhom nay cé thé chira dyng nhiéu nét.
Mic du thanh phan u giau MPS/MPS nbi bat thudng ¢ ving ngoai vi u,

nhung chung ciing ¢6 thé ¢ dang vach hoac dai mong giita cac not lien ké.

Hiém hon, nét NBTK lai qua 16n, trén dai thé khong xac dinh dugc vung
giau MPS/MBS ndi bat. Véi nhiing truong hop nay, dé chan doan phai kiém
tra k¥ ngoai vi hodc vach ciia u dé tim ra ving MBS ¢6 chita cac 6 vi thé u
hach NBTK thé hon hop hay cac té bao hach TK don ddc truong thanh, dang
truéng thanh. Vach xo, cac sgi TK, hach TK giao cam cé thé 1a ngudn goc
cho sy nhim 14n trong chan doan phan biét nhém u ndy. Néu co nghi ngd
trong chan don, viéc cit sau hon nhiéu It dé kiém tra vi thé 1a can thiét va c6

thé giai quyét dugc nham 1an.
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Diic diém not va cdc bién thé trong u hach NBTK thé nét:

Classical

Multiple
Large Nodule(s) INo Nodule
a) Single . b) Multiple

Metastatic
site

.

. : -
38 3

"Q,-r

Hinh 1.2. U hach NBTK thé nét, dang cé dién va cdc bién thé.
Trich dan: Peuchmaur M, et al (2003). Cancer [T].

N6t c6 dién (Classical): Cac n6t chay mau la ving c6 thanh phan cta u
NBTK nghéo MBS. M6 hoc ¢6 su chuyén d6i dot ngot giira thanh phan ndt
NBTK va thanh phan xung quanh. Nhiéu nét (Multiple nodules): Nhin thay
nhiéu ndt trén dai thé kém véi thanh ph?m cua u hach TK trong mé u con lai.
N6t 16n (Large): Thanh phan chinh gidng vi u NBTK nghéo MBS, Vi thé
chi thay thanh phan u hach TK 1a dai nho ¢ ving ngoai vi hodc dang bé giita
cac ndt NBTK. Khong c6 nét (No nodule): U tién phat c6 hinh anh cua u
hach NBTK thé hdn hop hodc u hach TK, nhung vi tri di cin xuong hay noi
khac c6 hinh anh cua u NBTK ngh¢o MDS.
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1.6.3. U hach NBTK thé hdn hop
1.6.3.1. Pgi thé

Pic diém dai thé u khac nhau tuy thudc vao mic do biét hod. Mirc do
biét hoa thap, u c6 dic diém dai thé gidng vi u NBTK, mirc do biét hoa cao u
c6 dac diém dai thé gidng véi u hach TK.
1.6.3.2. Vi thé

U ¢o cau tao boi cac dam NBTK xen ldn véi ving u gidu mo dém
schwann. Hinh anh thuong théy 1a sy tron 1an cac NBTK & cac giai doan biét
hoa khac nhau va té bao hach than kinh ndi bat trén mé nén phong phu to TK.
U hach NBTK thé hdn hop khong c6 cac ndt chay mau trén dai thé, trén vi thé
1a sy tron 13n cac thanh phan cta u nghéo va giau MBS. Trong mé u, trén cac
vi truong khac nhau thanh phan hach TK va MBS phai chiém trén 50%. U

duoc xép vao nhom mo hoc thuén loi, tié€n lugng tot.

Anh 1.3. U hach NBTK thé hon hop.
Nguon: Diagnostic Pediatric Surgical Pathology, 2010 [68].
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1.6.4. U hach than kinh (u NBTK c6 MPS noi bat)
1.6.4.1. Pgi thé

U c6 mau tring hodc vang, bé mit hoi bong. Mat do u thay d6i, c6 thé

xép, dac nhu gelatin hodc dac va chic hon giéng dic diém ctia mét u co tron.
1.6.4.2. Vi thé

INPC chia u hach TK thanh 2 nhém: u hach TK dang truéng thanh va u

hach TK trudng thanh. U c6 ranh gidi rd nhung khong c6 vo thuc su.

U hach TK dang truwéng thanh: Thanh phan chinh 1a mé dém schwann,
thanh phan it hon 1a cac NBTK dang biét hod phan bb rai rac va/hoic té bao
hach TK dang truéng thanh kém theo cac té bao hach TK. U hach TK dang
truong thanh phan biét voi u hach NBTK thé hdn hop dua vao dic diém 1a cac
NBTK khong bao gio tap trung thanh dam riéng biét ma thay vao do la cac
NBTK dang biét hod tron 1an vao trong méd dém hach TK.

U hach TK truéng thanh: Gom céc té bao hach TK trudng thanh va mo
dém schwann noi bat, kém theo 1a sb luong khac nhau cua thanh phén
collagen. C6 thé thdy mot s té bao hach TK nhiéu nhin. Céc té bao schwann
va thanh phan collagen thudng xuét hién cung nhau thanh cac dai hoic bé. Té
bao hach TK c6 thé phan bd lan toa hodc dtng thanh dam. Céc té bao lympho
(dwong tinh véi CD45) ciing thuong thay xuat hién trong tip u nay.
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Anh 1.4. U hach TK trieéng thanh.
Nguén: Sternberg’s (2004). Diagnostic Surgical Pathology [64].

1.7. Hoa md mién dich (HMMD) trong chan doan u NBTK

Phan 16n u NBTK khong can st dung HMMD do céac hau hét cac tip u
déu c6 hinh anh md hoc dic hiéu. Nhuém HMMD cha yéu duoc str dung dé
chan doan xac dinh va chan doan phan biét u NBTK khong biét hoa.

Cic diu 4n héa md mién dich co ban dung trong chin doin u NBTK

Synaptophysin: La mét protein chinh ciia cac synap thdy & cac té bao
than kinh noi tiét, cac neuron ctia ndo bo va tay séng, lién quan dén hoat dong
dan truyén thong tin. Trong nghién ctru cia Miettinen [69], Synaptophysin (+)
cho tat ca cac u NBTK trong khi ddu an nay am tinh hoan toan v4i sarcoma
co van, u limpho, sarcoma Ewing. Mic du vy, Synaptophysin ciing déng thoi
duong tinh véi cac u than kinh noi tiét va mot sb u khac, do d6 viéc chan doan
u NBTK van can két hop dac diém mé hoc u va cac dau 4n loai trir u té bao

tron nho khac.

NB84: NB84 1a mot khang thé don dong duogc tao ra tir khang nguyén
mod u NBTK nguoi. NB84 c¢o6 ty 1€ duong tinh khoang 90% céc truong hop u
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NBTK va duong tinh khu tra véi 64% céac truong hop sarcoma Ewing. Theo
nghién ctru cua Miettinen [71] khi nhuém NB84, u NBTK khong biét hoa cé
21/22 truong hop duong tinh, u NBTK it biét hoa tit ca 83 trudng hop déu
duong tinh. NB84 ciing duong tinh voi 20% cac truong hop sarcoma Ewing,
u nguyén tiy bao, duong tinh khoang 50% véi u té bao tron nho sinh soi.

Chromogranin A: Chromogranin (A;B;C) c6 mit ¢ hau hét cac mo than
kinh va cac u noi tiét. Trong nghién ctru cia Stridsberg va cong su [72], cac
tac gia nhan thay biéu hién cia Chromogranin A trong nhuém HMMD cho
cac mo ndi tiét va u than kinh ndi tiét vuot tréi hon so véi Chromogranin B va
Chromogranin C. P6i véi U NBTK, Chromogranin c6 do nhay kha cao nhung
d6 dic hiéu thidp hon so voi Synaptophysin. Biéu hién duong tinh véi
Chromogranin ctia u NBTK bao gom ca ¢ bio tuong va to soi ngoai té bao u.

CD56: CD56 la mot glycoprotein don dang bdc 10 trén bé mat cac
neuron, té bao than kinh dém, co van va té bao giét tu nhién. Cac u c6 CD56
duong tinh gdm: Bach ciu cdp dong tuy, u tay, u TK noi tiét, u Wilms’, u
NBTK, u limpho té bao T/NK, ung thu biéu mé ong tuy, u sic bao, u cin
hach giao cam, ung thu phéi té bao nhd, ho Ewing sarcoma. Cac NBTK
nhudém duong tinh véi CD56 biéu hién tai bao twong, mang bao twong va ca
to soi TK. Dé ap dung cho chan doan u NBTK, CD56 thuong phai phdi hop
v6i mot dau 4n khac nhu Synaptophysin.

NSE (Neuron-Specific Enolase): NSE thudéc mét trong 3 nhom enzim
enolases. Nhuom HMMD, NSE biéu hién ca cac u than kinh ndi tiét, cac mo
than kinh va nguon gbc than kinh. Véi u NBTK, hau nhu tat ca cac truong
hop déu c6 NSE duong tinh. NSE thuc té c6 6 nhay kha cao nhung khong
dic hiéu cho u NBTK nén chi duoc ding phdi hop trong chan doan.

S100: Pay la dau an duogc sir dung kha rong rii trong chan doan cac khoi

u ¢6 ngudn gde than kinh bao gdm ca than kinh trung wong va than kinh ngoai
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vi. S100 1 d4u 4n khong dic hiéu, c6 thé duong tinh véi nhidu loai u. S100
duong tinh nodi bat véi cac té bao schwann trong mo lién két thua tai cac dam
NBTK va té bao hach TK. S100 nhudm am tinh v&i cac NBTK.

Héa Mé mién dich trong chin doin phan biét u NBTK

Céc loai u can chan doan phan bi¢t véi u NBTK chu yéu thudc nhom u té
bao tron nhé (Small round cell tumours) gdom: Sarcoma Ewing/PNET,
Sarcoma co van, u Wilms, u té bao tron nho sinh soi, u limpho. Cac dau an co

ban dugc st dung nhu trong bang 1.3.

Bing 1.3: Cac dau an HMMD dung trong chin dodn u NBTK.

Déu &n UNBTK | Ewwing | Sarcoma | Wilms | U té bao U
HMMD PNET Co van (TB trﬁ)n nh(j) lympho
mam) sinh sgi

NB84 ++++ + + + ++ -
Neurofilament +++ + + + - -
Synaptophysin ++ + - - + -
Chromogranin +++ - - - + -
CD56 + + + - ++ +
CD99 - ++++ + + + +
FLI-1 - +++ - - + +
Desmin - - ++++ ++ ++++ -
Myogenin - - +++ + - -
Cytokertin - + + + F++ +
EMA + + + - ++++ +
CD45 - - - - - ++++
WT1 + - ++ +++ ++++ -

Cha thich: (-) — (++++): cuwong dé biéu hién mién dich; +: cdc mirc dg
dwong tinh khdac nhau. Trich ddn: Sternberg’s (2004). Diagnostic Surgical
Pathology [64].
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Mot so0 dau an mién dich lién quan dén tién lugng

Mac du chua thuc sy dugc ap dung rong rai trong u NBTK nhung mot )
dau 4n duoc sir dung bao gdm CD44, MYCN, CMYC.

CD44 1a mot glycoprotein két dinh mang té bao lién quan dén su phat
trién, di cin ciia mot s6 loai ung thu [73]. Cac trudng hop U NBTK nhudém
CD44 (-) thudng & giai doan cao, di can. Trong khi d6 CD44 (+) thuong biéu
hién UNBTK co tién lugng thuén loi.

CMYC (C-myc) va MYCN Ila 2 phan tit thuoc ho MYC protein. U
NBTK nhu¢m CMYC (+), MYCN (-) thuong c6 tién lugng thuan lgi, kém
theo phan tich gen khong c6 khuyéch dai gen MYCN. Nhuém MYCN (+)
tuong ung véi U NBTK nhém khong thuan lgi, thuong hay c6 giai doan cao
va c6 khuéch dai gen MYCN [74]. Trong nghién ciru cia Hyiama trén 44 bénh
nhan: 9 bénh nhan c¢6 khuyéch dai MYCN thi protein MYCN (+); nhung 18
bénh nhan nhuém MYCN (+) thi chi ¢6 8 truong hop (42%) c6 khuyéch dai
gen MYCN. Tac gia két luan: Protein MYCN la mét yéu to c6 vai tro tién
luong, tuy nhién bang chimg xac dinh c6 khuéch dai gen MYCN c6 ¥ nghia
hon so v6i nhuogm HMMD c¢6 MYCN (+) [74].
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Hinh 1.3: Biéu hién ciia u NBTK khi nhuém héa mé mién dich véi MYCN (A)
va CMYC (B). (+): duong tinh manh, (£): duong tinh nhe; (-): am tinh. Trich
dan: LL Wang, et al (2015). British journal of cancer [75].
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Hoéa m6 mién dich trong xic dinh di cin tiy xuwong va ton du u

Sy danh gia xAm nhép cua té bao u vao tiiy xuwong c6 vai trd quan trong
cho phan chia giai doan, dinh huéng diéu tri va theo ddi tién trién u trong sudt
qué trinh diéu tri. Theo INSS, phién dé mé hoc mau tiy xwong (Bone marrow
- BM) truyén thdng van 1a phuong phap dugc chip nhan va dang dugc sir
dung ¢ nhiéu nudc dé danh gia tham nhiém NBTK [76],[77].

Trong truong hop néu sb luong té bao u thap hon 0,1% thi kho c6 thé
xéac dinh duoc bang phuong phap xac dinh thong thuong [78]. Pé giai quyét
van dé nay, hoi NBTK tay xuong (Neuroblastoma Bone Marrow Committee
— NBMC) di cho ra doi tai lidu xac dinh ton du ti thiéu u NBTK ¢ tiiy xuwong
(Minimal residual disease — MRD) trén cac bénh nhan u NBTK [76]. INRG
cling dat dugc dong thudn trong viéc dua ra tiéu chuan va phuong phap danh
gia ton du (Minimal disease - MD) u NBTK ¢ tiy xwong, mau ngoai vi
(peripheral blood - PB) va & mau thu hoach té bao gbc trong mau ngoai vi
bang k¥ thuat mién dich té bao va RT-PCR [79]. Qua so sanh, GD2 (disialo
ganglioside) duoc cho 12 dau an nhudém 6n dinh va phu hop, duge chap nhan
str dung dé danh gia MD va MRD tai tuy xuong véi [80]. Mic du vay két qua
theo di trén 1am sang khong c6 nhiéu khac biét so véi xac dinh ton du theo
phuong phap truyén thong [79].

1.8. Phan loai giai doan u NBTK (Staging)

Mbc quan trong trong phan loai giai doan u NBTK 1a H¢ théng phan loai
giai doan u NBTK qudc té (International Neuroblastoma Staging System:
INSS) ra do1 sau khi co su déng thuan vao nam 1988, stra d6i vao nam 1993
[81],[82]. Phan loai gom céc giai doan: 1, 2A, 2B, 3, 4, 4S (Bang 1.4). Trong
do6 giai doan 4S la giai doan ddc bi¢t. Phan loai nay dua vao danh gid u

nguyén phat va danh gia hach ving hoic hach xa qua phau thuat.
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Bang 1.4: Phan loai giai doan u NBTK quéc té 1993 (INSS)

Giai doan 1 U khu tr cdt bo hoan toan trén dai thé, c6 hodc khong con
s6t u vi thé, hach vung cung bén am tinh, hach dinh vao u da
duoc cit cung khdi u ¢6 thé duong tinh.

Giai doan 2A U khu tr0 cit bo khong hoan toan trén dai thé, hach ving
cung bén khong dinh vao u am tinh.,

Giai doan 2B U khu trti cit bo hoan toan hodc khong hoan toan, hach cung
bén khong dinh vao u duong tinh, hach bén dbi dién am tinh.

Giai doan 3 U khong thé cat bo phat trién qua dudng giita, c6 hodc khong
di can hach vung; hoac u mot bén di can hach bén dbi dién;
hodc u ¢ gita phat trién ra 2 bén theo hinh thirc xam lan
khong thé cat bo hodc xAm nhap hach ving.

Giai doan 4 U tién phat bat ky kém theo di can hach xa, xuong, tiy
xuong, gan, da hodc t6 chirc khac (trir cac trudng hop 4S)

Giai doan 4S  Tré dudi 1 tudi. U tién phat khu tra (giai doan 1, 2A, 2B)
kém theo di can da, gan, hoac tiy xuong.

Trich din: Brodeur G.M et al (1993). J Clin Oncol 11: 1466-77 [82]

Tuy nhién, do khoa hoc k¥ thudt ngay cang cé nhiéu tién bo, trong diéu
tri u dic tré em ndi chung va u NBTK noi riéng khong nhat thiét phai ¢ ging
phau thuat cit bo toan bo khdi u va 1ay hach nhiéu noi dé xac dinh di can.
Tiép can chan doan u qua sinh thiét kim dudi huéng dan siéu am va ki thuat
chan doan hinh anh d3 dem lai rat nhiéu thun loi, hon nita sinh hoc phan tu
phat trién két hop véi phan loai MBH u gitip cho viéc phan loai nguy co (risk)
d6i voi timg trudng hop bénh kha thi hon. Hé théng phan loai giai doan u
NBTK qudc té theo nhém nguy co (International Neuroblastoma Risk Group
Staging System - INRGSS) cong bb vao nim 2009 - goi chung 12 Hé thong
phan loai giai doan u NBTK quéc té 2009 - di dap tng duoc yéu ciu phan
loai giai doan trong thoi ky méi [83]. Pay 1a hé théng phan loai giai doan
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trudc phau thuat. Pham vi va mutrc do phat trién bénh dugc xac dinh béng sur
xudt hién hay khong xuét hién ctia cac yéu td nguy co chan doan hinh anh
(Image-defined risk factors - IDRFs) va/hodc hinh anh di can tai thdi diém
chan doan trudc khi c¢6 can thiép phiu thuat hay diéu tri.

INRSS chia u NBTK thanh cac giai doan L1, L2, M, Ms (Bang 1.4),
phéi hop vdi MBH, cac yéu td sinh hoc phan tir, mdi bénh nhén s& xac dinh
dugc nguy co bénh (Risk group) cé vai trd dinh hudng tién luong va tiép can
phac d6 diéu tri pht hop [14]. Gia tri tién lugng theo INRGSS thuc su ¢6 ¥ nghia
thdy duoc dua trén co s& nghién ctru séng con, giai doan L1, ty 18 sdng 5 nim tur
do khong bénh (EFS) 1a 90%, ty 1& séng toan bo (OS) 1a 98%; giai doan L2, EFS
va OS lan luot 13 79% va 89% [83].

Bang 1.5: Phan loai giai doan U NBTK qudc té 2009 (INRGSS)

Giai doan Mo ta

L1 U khu tra khong lién quan dén co quan sinh ton xac dinh

trong danh sach IDRFs va khu tri & mot khoang co thé.

L2 U tai mgt vung co thé véi sy ¢6 mat cta 1 hodc hon

sO lwong yéu t6 nguy co IDRFs'.

M Di cin xa (khong bao gdm MS)

MS Tré dudi 18 thang, u di can dén da, gan va/ hodc tay xuong.
Té bao u < 10% té bao tuy.

Trich ddn: Monclair T, et al (2009). J Clin Oncol [83].

"IDRFs [83] bao gom:

U nhiéu khoang co thé

e U cling phét trién ra 2 khoang co thé: co- ngue; nguc- bung; bung- ho chau.
Viing co

o U bao quanh dong mach canh va/hoac dong mach dot séng va/hodc tinh

mach canh trong


http://www.ncbi.nlm.nih.gov/pubmed/?term=Monclair%20T%5Bauth%5D
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o U phdt trién vdo nén so

o Chen ép chit hep khi quan

Viing cé-nguwe

e Bao boc dam réi than kinh canh tay

e Bao boc dong tinh mach duoi don va/hoac dong mach dot Sé’ng va /hodc
dong mach canh

o Chen ép chit hep khi quan

Vang nguc

o U bao quanh dong mach chu va/hodac cdac nhdanh chinh cua dong mach chu

o U chén ép chit hep khi quan va/hodc phé quan goc

o U trung thdt vi tri thap, tham nhiém ving cét séng — bo swon giika cdc dot
séng nguc 9 — 12

Vang nguc-bung

o U bao quanh dong tinh mach chu

Viing bung/tiéu khung

o Thdam nhiém khodng cira ciia gan va/hodc ddy chang gan — ta trang.

e U bao quanh cdac nhanh dong mach mac treo trang trén tai vi chi phdn nhanh

o U bao quanh nguyén uy va truc dong mach than tang va/hodc dong mach
mac treo trang trén.

o U thdm nhiém cdc thanh phdn vung ron than mot bén hodc ca hai bén

o U bao quanh dong tinh mach chu; U bao quanh dong tinh mach chau.

o U hé chdu vueot qua khuyét mé hong.

U phdt trién vao tiiy séng moi vi tri véi diéu kién:

o Trén 1/3 ong tity séng bi tham nhiém va/hodc khoang mang ciing bi xéa va
hodic tin hiéu hinh anh tiy song bat thuong.

U thdm nhiém ra cdc tang/ co quan lin cin

e Mang ngoai tim, co hoanh, thin, gan, khoi ta-tuy, mac treo.
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Tuy theo diéu kién chan doan va diéu tri cia mdi noi trén thé gidi ma cac
trung tAm c6 thé ap dung phan loai giai doan u NBTK quéc té 1993 hay 2009.
Tai Viét Nam hién dang st dung ca hai hé thong va c6 xu huéng chuyén doi
ap dung hoan toan Phan loai giai doan u NBTK qudc té 2009 (Bang 1.4).

1.9. Yéu tb tién lwong trong u NBTK

Giai doan bénh va tudi 12 2 yéu t6 co gia tri tién lugng doc 1ap trong u
NBTK dugc dé cip dén dau tién trong nhiéu tai liéu [84],[3],[12]. Nhom
nghién ctu yéu t6 nguy co u NBTK qudc té (International Neuroblastoma
Risk Group: INRG) dua trén 8.800 ca bénh da phan tich va danh gia cac yéu
t6 nguy co trong d6 nhan manh dén vai tro cia tudi, giai doan, khuéch dai gen
MYCN [14], trong d6 tudi 1a mdt trong cac yéu to co gia tri tién lugng rat
manh. Nghién ctru cling chi ra réng tré nho duéi 1,5 tudi, du & giai doan cao,
két qua diéu tri van tot hon cac tré trén 1,5 tudi.

P md hoc theo INRG 1a yéu td ¢o gid tri tién lugng manh nhat. Theo
Shimada, u NBTK duoc phan loai thanh nhiéu tip mé hoc [26]. U NBTK
nghéo MBS va u hach NBTK thé ndt dugc danh gia chi sé nhan chia nhan tan
MKI (Mitosis karyorrhexis index) dua vao dém sb luong nhan chia va nhan
tan trong tong sd 5000 té bao. MKI thép, trung binh, cao twong tmg véi sb
luong nhan chia nhan tan dudi <2%,; 2%-4%; >4%. U NBTK sé& duogc xép vao
nhom thuén lgi hay khong thuén lgi cin cr vao dd md hoc, tudi va MKI.

Joshi dé xuat tién lwong duwa vao ty 18 nhan chia va canxi hoa [85]. B¢ I:
ty 1& nhan chia thap (dudi 100 nhan chia trén 10 vi truong 16n) va co canxi
hoa. B¢ II: ty 1€ nhan chia thép hodc c6 canxi hoa. B§ III: Ty 1€ nhan chia
khong thap va khong c6 canxi hoa. Ty 1é séng 5 nam ctia bénh nhan u NBTK
do 1, II, III twong tng 1a 89%, 77%, 33%.

INPC d3 két hop phan loai mé hoc véi tudi va MKI lap ra bang yéu td
tién lugng MBH hién dang 4p dung rong rii trén thé gidi (Bang 1.6):
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Bang 1.6: Tién lwgng MBH theo INPC

Tudi (nim)
Pd md hoc MKI <15 155 >5

Khong biét hoa Thép - ; ]
Trung binh - - -
Cao

[t biét hoa Thép
Trung binh
Cao

DPang biét hoa Thép
Trung binh
Cao

+ + '+ +
1 1
1 1

Chui gidi: +, tot (mé hoc thudn lgi); -, xdu (mé hoc khéng thudn loi)
Trich dén Sternberg’s. Diagnostic Surgical Pathology. Lippincott Williams &
Wilkins. P. 664 [64].

Theo INPC, u NBTK nghéo MPS duoc xép vao 2 nhom tién luong 1a
thuan loi (Favorable histology: FH) va khong thuan lgi (Unfavorable
histology: UH). U hach TK va u hach NBTK thé hon hop c6 tién luong tot,
md hoc thuan loi, ty 1 song 5 ndm 1a 100%. U hach NBTK thé nét theo phan
loai stra d6i 2003 ciing dugc chia 1am 2 nhém FH va UH [7] (Bang 1.6). Cac
nhoém FH va UH c6 ty 18 séng 5 nam tuwong tmg 14 97,8% va 35,6% [68].

Nhu vay trén co s& cta nhiéu nghién ciru co ban, dic biét 1a cac nghién
ctr ciia INPC, INRG, INRGSS [68],[83],[14],[11], tong hop lai cac yéu to tién
luong trong u NBTK bao gém: 1/ Nhém yéu t6 tién lweng co ban tham gia
vao phan loai nguy co gom: Yéu td tudi, tip mo hoc, giai doan, tién luong

MBH, gen MYCN...; 2/ Cac yéu t6 khac: Chay mau hoai tur, canxi hoa, vi tri
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U,... Cac yéu td nay hién nay van ti€p tuc dugc nghién ctru dé c6 dugce két qua

diéu tri ngay cang tét hon cho cac bénh nhan u NBTK.

1.10. Phian nhém nguy co qudc té va nguyén tic diéu tri u NBTK

NBTK qudc té 1am co s& cho diéu tri bénh (Bang 1.7) [14].

Nam 2009, cic nha ung thu hoc ciing da thdng nhat phan loai nguy co U

Bang 1.7: Bang phan loai nguy co u NBTK quoc té (INRG)

Giai | Than Ti Do biét _ | Bien doi " Nhom nguy
doan (ud MBH hoau | YCN | pyq | BOMST w
L1/ U hach TK dang trwéng L
12 t]_lﬁmh; . A [ Ritthap
U hach NBTK, hon hop
Moi tip, trit u hach TK Khon T
L1 dang 1£m‘mg thanh hodc 0 : B | Ratthap
u hach NBTK hon hop Co K| Cao
;I[_)l tip, !ru’ u chh "liK Khong D Ths”ip
<18 ang trwrong lhaxnh hoic 0
u hach NBTK, hon hep Cé G | Trung binh
I Pang BH 0 K{lﬁng E | Thip
- = CD
Uhach NBTK, not; It BH .
218 | UNBTK ngheo MPS | hoic ) H| Trung binh
khong BH
(t) N| Cao
<18 O Da bbi F | Thip
<12 (-) Lwing boi | I | Trung binh
M [12-18 0 Ludng bgi | J | Trung binh
<18 () 0| Cao
=18 P | Cao
Khéng C| Rat thip
MS |[<18 ) Co Q| Cao
(1) R | Cao

Trong bang phan loai, u NBTK duogc phan loai vao 4 nhém nguy co: Rat

thap, thap, trung binh, cao. Trén co sé phan loai nay, mot s noi co thé cé

bién doi trong 4p dung diéu tri. Theo Nhém nghién ciru ung thu cia My

COG: Nhém nguy co thap, theo ddi don thuan hodc cat u; Nhom nguy co

trung binh: héa tri liéu kém theo phau thuat, OS 3 nim khoang 96% [86];

Nhém nguy co cao: Diéu tri bao gé)m hoa chét, ph?lu thuat, xa tri, ghép té bao

gbc, diéu tri mién dich, liéu phap khac. Ty 1¢ song thap dudi 50%.



34

Hiép hoi nghién ctru ung thu Chau Au SIOPEN (International Society of
Paediatric Oncology European) cling dua trén phan nhom nguy co u NBTK
qudc té nhung c6 mot sb thay doi, duoc nhiéu nude ap dung trong dé co Viét
Nam. Bénh nhan nguy co cao gém cac bénh nhan giai doan 2, 3, 4, 4S c0
khuéch dai MYCN; hodc giai doan 4, tudi > 12 thang, khong khuéch dai
MYCN [87], s& duoc st dung phac d6 Rapid COJEC (hoa chat, phau thuat,
ghép té bao gdc, xa tri, khang thé khang GD2 ch14.18 véi linterleukin-2/yéu
t6 thu hut dong bach cau hat-dai thuc bao va Isotretinoin). Bénh nhan nguy co
khong cao (nguy co rat thap, thap va trung binh) gom cic bénh nhan sau khi
d3 loai trir nguy co cao. BN nguy co rat thdp phau thuat, theo ddi don thuan.
BN nguy co thap, theo tiéu chuan duoc xép vao cac nhom 1 dén nhom 6, diéu
tri hoa chat don thuan hodc phdi hop hoa chat, phau thuat [88]. Riéng cac BN
nhom 4 (giai doan MS, dudi 12 thang, MYCN (-), khong c6 bién doi céu tric
NST va dau hiéu de doa tinh mang) s& theo ddi don thuan. BN nguy co trung
binh duoc Xép vao nhém 7 dén nhém 10, s& diéu tri hoa chat va/hodc ph?lu
thuat; Bénh nhan nhom 8 dugc diéu tri hoa chit va/hoic phau thuat, kém theo
xa tri, 13-cis-RA (Retinoic acid). Bénh nhan nhém 9 diéu tri hoa chat, xa tri,
13-cis-RA [88].

Hién nay tai Viét Nam, chi mot s it trung tam c6 kha nang diéu tri u
NBTK nguy co cao trong d6 c6 Bénh vién Nhi trung wong, tuy nhién s bénh
nhan co6 thé diéu tri di phac do 1a rat thap, nhiéu bénh nhan khong co kha
nang diéu tri hodc diéu tri giam nhe vi tinh trang qua nang [4].

1.11. Cap nhit cac Nghién ciru vé u NBTK qudc té va trong nuéc
Nghién ciru Phan loai u NBTK

Phén loai MBH u NBTK 2009 [5] sau khi stra d6i nam 2013 [68] hién
van dang sir dung trén thé giéi. Bén canh d6, bang tién lwong MBH tir 2013
[68] va phan nhom nguy co qudc té [14] cho dén nay khong co thay doi. Tuy
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nhién phén loai giai doan u NBTK qudc té INSS 1993 [82] dang c6 sy chuyén
d6i dan sang phan loai giai doan u NBTK qudc té 2009 [83] dua trén yéu to
nguy co chan doan hinh anh IDRFs.

Tai Viét Nam, Phan loai m6 bénh hoc u NBTK quéc té duoc ap dung tai
Bénh vién Nhi trung wong vao khoang thoi gian tir 2006 [3],[89]. Tuy nhién
cac nghién ciru chua mang tinh hé théng, sau d6 phan loai MBH u NBTK
quéc té mic du dugc st dung tai mot s6 trung tdm, nhung chua c¢6 su thong
nhat, s6 lugng nghién ctru lién quan dén phan loai bénh chua nhiéu.

Nghién ciru diéu tri u NBTK

Nghién ciru diéu tri u NBTK c6 nhiéu tién bo theo thoi gian. Cac nhom
nghién ctru 16n bao gdm: Nhom nghién ciru ung thu tré em ciia My (COG),
Chau Au (SIOPEN), Ptuc (GPOH), Nhat (JANB)...[14]. Nhin chung cac
nghién ctiru di vao muc tiéu ting thoi gian séng, giam lidu hoa chat cho u
NBTK nguy co thip va nguy co trung binh [90]. Vi cac tién bo trong diéu
tri, ty 1€ séng toan bd 5 nim cua bénh nhan u NBTK c6 thé t6i 85% [14].
Theo béo cdo ctia Valeria [91], d6i voi u NBTK nguy co cao, nhin chung diéu
tri déu dya trén cac pha co ban gom: Pha cam tmg (Hoa chét, thu hoach té bao
gbc, phau thudt u nguyén phat); Pha cing c6 (Hoa chat lidu cao, ghép tiry tu
than, xa tri); Pha duy tri (Liéu phap mién dich, cis-Retinoic Acid). Két qua
diéu tri u NBTK nguy co cao gan day ciing rat kha quan véi ty 1& EFS 5 nam
l1a 40% va OS 5 nam 1a 50% - 51% [90].

Trong nudc, nghién ciru ciia Phung Tuyét Lan bao cdo vao nam 2007,
theo doi diéu tri 60 bénh nhén, ty 1€ séng toan bd 3 nam vdi nguy co thép,
trung binh va cao tuong g l1a 74%; 61,2% va 7,02% [3]. Nghién ctru cua
Nguyén Thi Nga va cong sy nim 2017 trén 54 bénh nhan u NBTK nguy co
khéng cao, OS 2 nim cac truong hop nguy co rat thip, thap, trung binh c6 ty
1& kha cao 1an luot 1a 92,9%: 96,8%:; 53,3% [92]. Theo T6 Thuy Nhi va cong
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su nam 2018, 63 bénh nhan dugc phan tich MYCN c6 ty 1& khuéch dai gen 1a
10%, OS 4 nam cua toan bo BN nguy co cao va khéng cao la 43% [93].
C&c nghién ctru phén tich bién ddi sinh hoc phan tir u NBTK

Nhiéu nghién ctru vé bién doi sinh hoc u NBTK, trong d6 c&c phan tich
bién ddi gen c6 ¥ nghia tién luong va tham gia phan loai nguy co di duogc
cong nhan va ap dung trong phan loai nguy co u NBTK qudc té, dic biét 1a
bién ddi khuéch dai gen MYCN, méat doan Ip, 11q, thém doan 17q va NST da
boi [14],[94]. Lastowska va cong chia cac bién dbi di truyén thanh 3 nhom c6
¥ nghia tién luong bao gobm: Nhom 1, bd NST gan tam boi, khong c6 bién doi
cdu trac, u khu tru, tién luong thuan loi; Nhom 2, bd NST gan ludng boi, mat
doan 11q, thuong kém theo mat doan 3p, u giai doan cao, tré 16n, hay tai phat;
Nhém 3, bd NST gan ludng boi, co khuéch dai gen MYCN va mat doan 1p, u
giai doan cao, tién lugng tai phat cao [95]. Cac bién dbi di truyén khac tiép
tuc dugc nghién ctru bao gdm cac phat hién lién quan dén co ché xuat hién
bénh va cac bién d6i gen dinh hudéng cho diéu tri dich nhu ALK, ATRX,
MYCN, NRAS, GD2, PHOX2B, MARD...[90],[94],[96]. Tt cac kham pha
nay, cac thudc diéu tri dich ra doi va duoc ap dung c6 hiéu qua nhu lorlatinib,
crizotinib, alisertib, anti GD2 antibody, dinutuximab beta, va ca véc-xin
gangliosides (GD2, GD3) [90],[96].

Trong nudc, nghién ctru cua Vi Pinh Quang tai bénh vién Nhi trung
nam 2016, phat hién khuéch dai gen MYCN c6 ty 1é cao & BN trén 18 thang
[97], ty 1& khuéch dai gen MYCN chung 12 21%, bén canh d6 1a mot sb két qua
budc dau trong phan tich bién doi vé s6 lugng va cau trac NST [98], [99].
Mot s6 nghién ctru khac ciing da cho thay vai tro dic biét quan trong clia gen
MYCN trong phén loai va diéu tri u NBTK nhu nghién ctru ctia Nguyén Thi
Nga niam 2017 [92], Nguyén Minh Trang nam 2019 [4] va T6 Thuy Nhi nim
2018 voi ty 16 khuéch dai gen MYCN tuong dwong 10% [93].
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ctru

2.1.1. Poi twong

Tat ca nhitng bénh nhan dugc sinh thiét m& hodc sinh thiét kim, chan

doan u NBTK tai Bénh vién Nhi Trung wong tir thang 1/2008 — 12/2015.

2.1.2. Tiéu chuan lra chon d6i twong

Luwa chon doi twong nghién ctiru dic diém hinh thai:

Bénh nhan < 16 tudi, sinh thiét u tai Bénh vién Nhi trung wong co chan
doan MBH la u NBTK.

Tiéu chuan chan doan xac dinh:

Cac truong hop u khong biét hoa: chan doan xac dinh dua vao phan tich
mo bénh hoc va xét nghiém hoa mo mién dich, té bao u duong tinh vo1 2
dau 4n Synaptophysin va Chromogranin/hoic CD56. C4c ddu 4n mién
dich dugc lam dong thoi bao gdm: CD99, LCA, WT1, Desmin,
Myogenin, INI1, EMA, dé loai trir cac u té bao tron nho khac.

Céc truong hop con lai: chan doan xéac dinh dua vao md bénh hoc.

Ho so ddy du thong tin chi tiét vé hanh chinh, két qua chin doan hinh
anh, bién ban ph?lu thuét, chan doan md bénh hoc.

Nghién ctru hoi ctru: con ti€u ban va khoi nén chira mau bénh pham.

Luwa chon ddi twong nghién ciru gen MYCN va giai doan bénh

Trong s6 cac bénh nhan nghién ctru dac diém hinh thai: Chon tit ca cac

truong hop co két qua phan tich gen MYCN.

Luwa chon ddi twong nghién ciru cac yéu td tién lwong bénh

Chon tit ca cac bénh nhan nguy co khong cao: Trong cac bénh nhan c6
két qua phan tich gen MYCN, phan loai nguy co va loai trir cac truong

hop nguy co cao, con lai 1a cac bénh nhan nguy co khong cao.
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e  B¢nh nhan phai tuan tha ding phac dd diéu tri tai bénh vién Nhi trung
wong, dugc theo ddi dinh ky sau khi két thuc diéu tri.

2.1.3. Tiéu chuén loai trir

Nhom nghién ciru diic diém hinh thai:

e  Céc trudng hop khong c6 du tiéu chuan chan doan nhu trén.

e  (Cac truong hop chi xac dinh duoc vi tri di can ma khong xéac dinh duoc
u tién phat.

e  Céc trudng hop u tai phat nhung sinh thiét u tién phat ngoai thoi gian
nghién ciru cia dé tai.

Nhom nghién ciru yéu to tién lwong bénh

e  Loai trir cac bénh nhan thuéc nhém nguy co cao: BN giai doan 2, 3, 4,
4S c6 khuéch dai MYCN; hodc giai doan 4, tudi > 12 thang, khong
khuéch dai MYCN.

e  Cac truong hop khong tuan tha phac d6 diéu tri 1am cho viéc danh gia
thoi gian séng sai 1éch.

2.2. Phwong phap nghién ctru

2.2.1. Thiét ké nghién ctru

e  Phuong phap nghién ciru: hoi ciru va tién ciru, mé ta cat ngang, theo doi doc.

e  Lap phiéu nghién ctru thong nhat cho mdi bénh nhan dé thu thap sd liéu.

2.2.2. Chon mau

T4t ca cac bénh nhan phu hop tiéu chuan lya chon (muc 2.1.2.) déu duge
chon vao nhoém nghién ctru.
2.2.3. C& miu
e  Nghién ciru dic diém hinh thai u NBTK:

- C& mau dugc tinh theo cong thirc:



Trong do:
N : C& mdu moi nhém
P: Ty Ié mdc bénh ciia nhém twong ti theo nghién ciru tride.
(Theo nghién ciru truoc [89]: p = 0,078 (7,8%))
d : D¢ sai léch cho phép. Voi do tin cay 95%, d = 0.05

Z 1oy = 1,96: Gid tri t6i han ciia phdn b6 chudn vimg véi gid tri o (o = 0,05)

Mau thu thap tir 1/2008 — 12/2015: Tong s6 345 truong hop.
Nghién ciru gen MYCN, giai doan bénh.
C& mau chon theo phuong thirc thuan tién, thu thap tat ca cac bénh nhan
trong nhom nghién ctru dic diém hinh thai c6 phan tich gen MYCN
(Phan tich gen MYCN 4p dung tir ndm 2010 chii yéu duoc thuc hién trén
bénh pham tuoi, cic mau phan tich khong co té bao u bi loai bo). Cac
BN nay cling déng tho1 duoc danh gia, ghi nhan giai doan bénh phuc vu
phan tich va danh gia tién luong.
Tong sb 194 trudng hop
Nghién ctru yéu to tién lwong
Trong s6 194 trudng hop c6 phan tich gen MYCN, loai cac BN nguy co
cao theo tiéu chuan loai trir muc 2.1.3 (BN giai doan 2, 3, 4, 4S c¢o
khuéch dai MYCN; hodc giai doan 4, tudi > 12 thang, khong khuéch dai
MYCN), con lai 1a BN nguy co khdng cao.

Tong sd: 128 BN nguy co khong cao dugc dua vao nghién ciru.
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UNBTK

TIEN CUU + HOI CUU

]

]

Pai thé
-Pic diém chung:
Tudi, giol, vitriu
-Kich thudc, mau
sdc, mat do

Vi thé
-Tip MBH, tién
lugng MBH
- Chay mau, hoai
ti, di can

- Yéu td lién quan

BN
cO PHAN TICH
GEN MYCN

!

!

- Pic diém biéu
hién gen MYCN
- Gen MYCN va
yéu tb lién quan

- NC dic diém
giai doan bénh

- Giai doan va yéu
t6 lién quan

NC YEU
TO TIEN
LUOQONG

|

|

BN nguy
Cco’ cao
Loai khoi

nghién

BN nguy co khong cao

- OS theo tudi, tip MH,
tién luong MBH, giai
doan, MYCN

- OS theo gi61, chay mau,
canxi, vitriu

Phan tich s liéu

I

KET QUA
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2.2.5. Cac phwong phap, ky thuit nghién ciru
2.2.5.1. Thu thdp théong tin bénh, dic diém dai thé, vi thé

Nhém hdi ciru

Nghién ctru tir thang 1/2008 — 6/2013: 220 truong hop

e Théng tin vé hanh chinh, 1am sang, két qua phan tich gen MYCN, dic
diém dai thé duoc danh gia qua hd so bénh an va phiéu két qua sinh thiét tai
Bénh vién Nhi trung vong.

e bic diém ton thuong vi thé duogc danh gia qua thu thap va phan tich tiéu
ban, khdi nén chira bénh pham. Cét nhudém lai, nhuém dic biét hodc nhuém hoa
mo mién dich theo tiéu chuan nhuom HMMD, muyc 2.1.2 .

Nhom tién ciru

Nghién ctru tir thang 7/2013 — thang 12/2015: 125 truong hop

e Khai thac thong tin

- Ghi nhan thong tin vé hanh chinh gém ho tén, tudi, gioi, dac diém biéu
hién bénh qua bénh an va qua tiép xuc truc tiép v6i bénh nhan.

- Xac dinh vi tri u qua bénh an, chan doén hinh anh va bién ban phﬁu thuat.

e Dai thé

- Cac truong hop cat hét u: Po va ghi nhan kich thuéc bénh pham, xac
dinh kich thudc 16n nhat, don vi cm.

- Nhiing truong hop sinh thiét mot phan u va sinh thiét kim: xac dinh
kich thudc 16n nhat dua vao CT/MRI. Ghi nhian mau sic u: SAm mau, sang
mau, hon hop.

- C6 6 chay mau hoai tir hay khong, 6 chay mau lan toa hay thanh nét.

- C6 b canxi hod hay khong (d6i chiéu véi vi thé).
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e Vi the

- Mau bénh pham duoc 1dy ¢ ving vo, trung tdm u CAc vi tri nhiéu ton
thuong. Phan u con lai dugc luu gilt trong formol trung tinh 10% dé& phong
khi can 1y mau thém. Mau sinh thiét md va mau sinh thiét kim lay toan b.

- Manh sinh thiét dugc ¢b dinh trong dung dich formol trung tinh 10%,
chuyén duc va nhuém H-E theo quy trinh thuong quy, doc dudi kinh hién vi
quang hoc c6 do phong dai tir 40 - 400 lan.

- Nhitng truong hop u khong biét hoa dugc nhuom HMMD theo tiéu
chuan muc 2.1.2, dé chan doan xac dinh. HMMD st dung phuong phéap chudi
polyme (Polymeric method, Envision systerms), khang thé cta hiang Dako —
Pan Mach, danh gia két qua trén KHV quang hoc.
2.2.5.2. Phan tip mé bénh hoc

Ap dung phan loai cua INPC [68].

Béang 2.1. Phan loai u NBTK theo INPC (1999-2003)

- U NBTK (nghéo mo6 dém schwann)
Khong biét hoa
[t bigt hoa
Dang biét hoa
- U hach NBTK thé ndt (bao gdm giau mdé dém schwann/ndi bat md dém
schwann va nghéo mé dém schwann)
- U hach NBTK thé hén hop (giau mé dém schwann)
- U hach than kinh (m6 dém schwan ni bat)
Dang truéng thanh

Truong thanh
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2.2.5.3. Phan logi giai doan bénh

Ap dung phan loai giai doan u NBTK quéc té INSS 1993 (Bang 1.4) [82]
dé so sanh phan loai giai doan va tong hop loai trir u nguy co cao.

Ap dung phan loai giai doan u NBTK quédc té INRGSS 2009 [83] d¢é so
sanh phan loai giai doan va phan tich yéu td tién luong (Bang 2.2).

Bang 2.2: Phan loai giai doan u NBTK quéc té INRGSS 2009

Giai doan Mo ta

L1 U khu tra khong lién quan dén co quan sinh ton x4c dinh

trong danh sach IDRFs va khu tra & mot khoang co thé.

L2 U tai mdt vung co thé v&i sy ¢6 mat cia 1 hodc hon sb
lwong yéu t6 nguy co IDRFs .

M Di can xa (khéng bao gom MS)

MS Tré dué6i 18 thang, u di can dén da, gan va/ hoic tiy xuong,
té bao u < 10% té bao tay.

2.2.5.4. Danh gia di can

- Di can xuong: CT, MRI ¢6 ton thuong va sinh thiét xwong (+); hoic
khi c6 xa hinh xwong (+) vi/hodc sinh thiét xuong (+)

- Di can tay xwong: Ty dd (+), danh gia % té bao u

- Di cén céc tang: CT, MRI va/hodc sinh thiét (+)

- Di can md mém, hach, vi tri khac: U NBTK tién phat + sinh thiét hodc
xét nghiém té bao hoc vi tri di can (+).
2.2.5.5. Nghién civu biéu hién gen MYCN

- MYCN 1a gen niam trén nhiém sic thé (NST) sb 2 (2p24). Panh gia co
khuéch dai gen MYCN bang k¥ thuat FISH thong qua viéc gan mot cip moi
DNA d3 dugc danh ddu huynh quang vao ving gen MYCN.
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- Mau bénh phém twoi sau sinh thiét hodc mau cét tir khdi nén sau loai
nén dugc tién hanh lai dac hiéu. K§ thuat dugc thuc hién tai khoa Di truyén
va sinh hoc phan tir, Bénh vién Nhi trung wong. Lai dac hi¢u br:?mg dau do 2
mau LSl N-MYC (2p24) phd xanh (Spectrum Green/CEP 2) va phd da cam
(Spectrum Orange - Vysis) dé danh déu vao 2 vi tri trén NST s6 2: mau xanh
danh dau vao vi tri gen MYCN (2p24), mau d6 da cam danh dau vao tdm dong
NST s6 2. Phan tich bang hé théng KHV huynh quang voi phan mém ISIS.
Duya vao s6 luong tin hiéu xanh va d6 sé cho biét s6 luong ban sao ciia gen
MYCN va s6 luong NST s 2.

- Khéng c6 khuéch dai gen MYCN: mdi té bao co6 2 tin hiéu xanh. Co
khuéch dai gen MYCN: s6 tin hiéu xanh nim rai rac hodc tap trung thanh cum
16n, x4c dinh khi s6 tin hiéu nay > 10.
2.2.5.6. Xdc dinh nguy co va phwong phdap chon BN nguy co khong cao

- Dya theo tiéu chuin nguy co ciia SIOPEN gdm nguy co cao va nguy
co khong cao (nguy co rat thap, thap, trung binh) [87],[88]. Bénh nhan nguy
co cao la cac bénh nhan giai doan 2, 3, 4, 4S ¢0 khuéch dai MYCN; hoac giai
doan 4, tudi > 12 thang, khong khuéch dai gen MYCN [87]. Bénh nhan nguy
co khong cao 1a cac bénh nhan con lai sau di da loai di nguy co cao.
2.2.5.7. Nghién civu yéu té tién lwong

Theo ddi thoi gian song tinh tir khi bat du diéu tri, két thic theo doi vao
thang 8/2018. Ghi nhan thoi gian séng, chét, mat theo ddi. Phan tich yéu t6
tién lugng theo thoi gian sdng ctia BN (méc theo ddi sdng con 1a 5 nam) gém
cac yéu tb sau:

- Yéu t6 tudi: Panh gia theo nhom nghién ctru yéu t6 nguy co u NBTK
qudc té (INRG-International Neuroblastoma Risk Group) INRG. Mbc xac

dich ranh gi6i tudi 1a 1a 1,5 tudi.
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- PO md hoc (Nghién ctru thoi gian séng theo tip mé hoc): Gom u
NBTK (nghéo md dém schwann), u hach NBTK thé ndt, u hach NBTK thé
hdn hop, u hach than kinh.

- Tién lwgng mé bénh hoc: 2 nhom tién lwgng gdm thuan loi va khong
thuan loi (Bang 2.3).

Bang 2.3: Tién lwong MBH u NBTK theo phéan loai INPC [68]

Tudi (nim)

Do moé hoc MKI <15 1,5-5 > 5

Khong biét hoa Thép - ; ]
Trung binh - - -
Cao - - -

[t biét hod Thap + ; ;
Trung binh + - -
Cao - - -

DPang biét hoa Thép + + -
Trung binh + - -
Cao - - -

Chui gidi: +, tot (mé hoc thudn lgi); -, xdu (mé hoc khéng thudn loi)

- Giai doan bénh: Nghién ctru thoi gian séng theo phéan loai giai doan
bénh cuia INRGSS (Bang 2.2).

- Khuéch dai gen MYCN: Panh gia thoi gian song theo 2 nhém trudong
hop co6 khuéch dai va khong cd khuéch dai gen MYCN.

- Cac yéu td tién lwong khac: Ty 18 séng theo gidi, canxi hoa, chay mau

hoai tu, vi tri u.
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2.3. Noi dung nghién ctru
2.3.1. Pic diém hinh thai hoc
2.3.1.1. Pgi thé

X/

¢ Dac diém tuoi, gioi, vi triu

D)

% Dac diém kich thudc, mau sac

2.3.1.2. Vithé
% Phan loai u theo tip mo hoc
o Ty l¢ cac tip mo6 hoc
o Lién quan tip md hoc va vi tri, mau sic, chay mau hoai ttr, canxi hoa
< Pic diém u NBTK theo tién luong MBH
o Pic diém chung
o Lién quan tién luong MBH va nhom tudi, vi tri u, tip MH, chdy mau
hoai tir, canxi hda
< Dic diém héa m6 mién dich trong chan dodn u NBTK
2.3.1.3. Pic diém biéu hi¢n gen MYCN
o Pic diém chung
o Lién quan biéu hién gen MYCN véi nhém tudi, tip MH, dudi tip
MH, tién luong MBH
2.3.1.4. Pic diém giai dogn u NBTK
o bic diém phan loai giai doan
o Lién quan giira giai doan va tién luong MBH, biéu hién gen MYCN
2.3.2. Yéu t6 tién luwong va, két qua theo déi song BN nguy co khong cao
< Theo ty 1¢ ddi song toan b ciia BN u NBTK nguy co khong cao
< Yéu t tién luong co ban
o Thoi gian séng ciia BN theo nhém tudi
o Thoi gian séng cia BN theo tip MH, duéi tip MH, tién lugng MBH
o Thoi gian séng cua BN theo giai doan

o Thoi gian séng cta BN theo biéu hién gen MYCN



K/
0’0

7
0’0
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Yéu t6 tién lugng khac

o Thoi gian séng ctia BN theo gidi

o Thoi gian séng ddc diém chay mau hoai tir, canxi hoa
o Thoi gian séng cua BN theo vi tri u

Phan tich hoi quy da bién yéu to tién luong

2.4. Xir 1y s6 liéu

Xt 1y s6 liéu theo phuwong phap théng ké y hoc, str dung phan mém Stata
phién ban 14.0.

Bién dinh tinh: Tinh ty 18 phan tram. Bién dinh luong: Tinh gia tri 16n
nhat, nho nhét, trung binh, trung vi, do I¢ch.

Kiém dinh sy khac biét bang test Khi-binh phuong, hiéu chinh bang
Fisher’s exact test.

Theo dbi song theo Kaplan-Meier, so sanh bang Log-Rank test. Phan
tich hoi quy da bién bang phwong phép phan tich hoi qui Cox.

Két qua dugc xem 1a co ¥ nghia thong ké khi p < 0,05, d6 tin cdy 95%.

2.5. Khia canh dao dirc ciia dé tai

Nghién ciru nham dua ra phuong phap chan doan phu hop va ap dung
phan loai toi wu nhét dbi voi u NBTK, tir d6 goi ¥ cho cac nha ung thu
chién lugc diéu tri dat két qua cao nhét cho bénh nhan.

Nghién ctru d duoc danh gia, co su dong ¥ ciia hoi dong y dirc ctia Bénh
vién. Tu liéu nghién ctu trong dé tai dugc Bénh vién Nhi trung wong
chap thuan va cho phép sir dung.

Thong tin ca nhan ctia bénh nhan trén hd s6 so bénh an va phiéu két qua
giai phau bénh dugc dam bao giit bi mat.

Két qua nghién ciru duge cong bd rong rdi lam tai liéu tham khao va

nghién curu.
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Chuong 3

KET QUA NGHIEN CUU

3.1. Pic diém hinh thai hoc

3.1.1. Pic diém dai thé

3.1.1.1. Pdc diém chung, tuéi, gidi, vi tri u

Téng sb truong hop nghién cuu:

Tudi vao vién nho nhat:

Tudi vao vién 16n nhat:

Tudi trung vi:

345
08 ngay
15 tudi

1,8 tudi

Bang 3.1. Pic diém phan b u theo giéi, tudi, vi tri

Bién phan tich S6 hrong Ty 1€ (%)
Gidi Nam 195 56,5
Nir 150 43,5
Tuoi <15 157 45,5
15-5 134 38,8
>5 54 15,7
Vi tri Co 15 4,3
Nguc 60 17,4
Bung 256 74,2
Tiéu khung 14 4.1

Nhan xét: 1/ Ty 1&¢ mac bénh & Nam cao hon Nit, Nany/Nit = 1,3; 2/
Theo nhom tudi: ty 18 bénh & nhom dudi 1,5 tudi cao chiém 45,5%, téi dudi 5
tudi ty 16 mac bénh 1én dén 84,3%; 3/ Theo vi tri: u ving bung ¢ ty 18 cao

nhét chiém dén 74,2%, trong do u thuong than c6 155/345 truong hop, chiém

45% u NBTK toan co thé.
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3.1.1.2. Diic diém kich thwdc u:

Lén nhat: 17,2 cm Nho nhat: 1.0 cm Trung vi: 7,0 cm
e .
9 .
2
Q.
>
— Trung binh=7,3 (SD=2,9)
Trung vi=7,0 (5,2-9)
o
O T T T

0 5 1|0 15 20
Kich thuéc khéi u (cm)

Biéu d6 3.1: Phan b kich thuéc u
Nhién xét: Kich thudc u dao dong tir 1 cm dén trén 17 cm, phan 16n u co

kich thudc trong khoang 4 —9 cm. Ty 18 u nh6 hon 3 cm thap dudi 5%.

3.1.1.3. Mau sic u:

56 (16,2%)
85 (24,7%)

204 (59,1%)

| S3mmau BN HGn hop Tréng |

Biéu do 3.2: Dac diém phan bo u theo mau sac

Nhan xét: U c6 mau sic hdn hop chiém ty 1é cao nhat voi 59,1%.
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3.1.2. Pic diém vi thé
3.1.2.1. Phan logi u theo tip mé hoc
< Ty 1é phan bé u NBTK theo tip mé hoc
Bang 3.2. Phan bd u NBTK theo cac tip mé hoc

Tip mo hgc S6 lwong Ty 1€ %
U NBTK nghéo MBS 262 75,9
U hach NBTK, nét 24 7,0

U hach NBTK,hon hop 18 5,2

U hach TK 41 11,9
Tong s6 345 100,0

Nhan xét: u NBTK nghéo MBS gom c6 ty 1& cao nhat chiém 75,9%. U

hach NBTK thé hén hop c6 ty 1¢ thap nhét chiém 5,2%.

- Ty 1€ cac dudi tip u NBTK nghéo MDS: Khong biét hoa: 5,4% (14
truong hop); It biét hoa 88,6% (227 truong hop); Pang biét hoa: 8,0%
(21 trudng hop). Cac dudi tip ndy twong Gng chiém ty 18 4,1%; 65,8%,
6,1% toan bo cac u NBTK.

- Ty 1€ cac dudi tip u hach TK: Pang truong thanh 29,3% (12 truong
hop); Trudng thanh: 70,7% (29 truong hop). Cac dudi tip nay tuong ing
chiém ty 18 3,5% va 8,4% toan bo u NBTK.
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¢ Lién quan giira tip mé hoc véi vi tri u

Bang 3.3. Pic diém lién quan giira tip md hoc véi vi tri u

UNBTK ngheo |U hach NBTK,

Vi tri Téng |MPS + U hach|hon hop + u| Gia tri p*
NBTK, not hach TK

cé 15 13 (86,7%) 2 (13,3%) | 0,257

Ngue 60 47 (78,3%) 13 (21,7%) | 0,603

Bung 256 215 (83,9%) 41 (16,1%) | 0,906 %19

Tiéu khung | 14 11 (78,6%) 3 (21,4%) 0,554

Téng sb 345 286 (82,9%) 59 (17,1%)

*: Fisher exact test
Nhan xét: U NBTK nghéo MBS va u hach NBTK thé nét ¢ ty 18 cao

hon & ving bung va c6 (83,9% va 86,7%) so voi vi tri khac. Khac biét vé

phan b cac tip mé hoc u theo vi tri u chua c6 ¥ nghia thdng ké, p > 0,05.

* Lién quan giira tip mo6 hoc véi mau siac u

Bang 3.4: Phéan b6 c4c tip md hoc u theo mau sic

UNBTK U hach NBTK,
Mau sic | Tong ngheo hon hop + Gia tri p*
MDS + U hach u hach TK
NBTK, nét
SAm mau | 85 85 (100%) 0 (0%) 0,000
Hén hop | 204 | 199 (97,5%) 5 (2,5%) 0,000 | 0,000
Tring 56 2 (3,5%) 54 (96,5%) 0,000
Tong s6 345 | 286 (82,9%) 59 (17,1%)

*: Fisher exact test
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Nhan xét: u NBTK nhgéo MBS va u hach NBTK thé ndt ¢6 ty 1& phan
bb rat cao véi mau sic dang hdn hop (97%) va sdm mau (100%), trong khi
hau hét u hach NBTK thé hdn hop va u hach TK c¢6 mau trang (96,5%). Khac
biét gitra cac nhoém c6 y nghia véi p < 0,001.
¢ Lién quan gitra tip m6 hoc véi chdy mau hoai tir

Bang 3.5. Lién quan giira tip mé hoc véi diic diém chiay mau hoai tir

i Chay mau hoai twr
Tip mo6 hoc Tong Gia tri p*
Cé Khong
U NBTK ngheo
262 188 (71,8%) | 74 (24,2%) | 0,000
MBS
U hach NBTK,
, 24 15 (62,5%) 9 (37,5%) | 0,706
not
0,000
U hach NBTK,
. 18 0 (0%) 18 (100%) | 0,000
hon hop
U hach TK 41 0 (0%) 41 (100%) | 0,000
Tong sb 345 | 203 (58,8%) | 142 (41,2%)

*: Fisher exact test

Nhin xét: U NBTK nghéo MBS va u hach NBTK thé not co ty 1¢ chay
mau hoai tir cao twong ung 1a 71,8% va 62,5%. Trong khi d6 u hach NBTK
thé hon hop va u hach than kinh khong thdy chay mau hoai tir. Khac biét giira
cac nhom ¢ ¥ nghia véi p < 0,001. Trong u hach NBTK thé nét, khac biét
gitta nhom c6 chay mau hoai tr va khong cd chay mau hoai tir khong co y

nghia théng ké vai p > 0,05.
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% Lién quan giira tip mo6 hoc va dac diém can xi héa

Bang 3.6. Lién quan giira typ md hoc véi dic diém canxi hoa

. Canxi hoa
Tip mo hgc Tong Gia tri p*
Cé Khéng
U NBTK ngheo
262 | 138 (52,7%) | 124 (47,3%) | 0,228
MBS
U hach NBTK,
. 24 | 18(75,0%) | 6(25,0%) | 0,036
not 0,017
U hach NBTK,
i 18 | 14(77,8%) | 4(22,2%) | 0,034
hon hep
U hach TK 41 | 18(43,9%) | 23(56,1%) | 0,147
Téng s6 345 | 188 (54,5%) | 157 (45,5%)

*: Fisher exact test

Nhan xét: Pic diém canxi héa c6 ty 1é cao nhat o tip u hach NBTK thé
hdn hop véi ty 18 77,8 %, tiép theo 1a u hach NBTK thé ndt 75%. Hai tip md

hoc con lai, ty 1é u c6 canxi hoa thap hon. Khac biét vé ty 1& ¢6 canxi hoa va

khong c6 canxi hoa gitra cac nhdm c6 y nghia véi p < 0,05.




o4

3.1.2.2. Ddc diém biéu hién u NBTK theo tién lwong MBH

% Daic diém chung

140 (40,6%)

205 (59,4%)

| B Khong thuan lgi N Thuan loi |

Biéu d0 3.3: Phin b6 u NBTK theo tién lwrogng MBH
Nhan xét: Trén 40% u NBTK c6 tién luong MBH khong thuén 1gi.
% Lién quan giira tién lwong MBH va nhém tudi

Bang 3.7: Lién quan giira tién lwgng MBH va nhém tudi

. . Tién lwgng MBH
Nhom tuoi Tong Gia tri P*
FH UH
<15 157 | 138(87,9%) | 19(12,1%) | 0,000
0,000
1,5-5 134 | 40(299%) | 94(70,1%) | 0,000
>5 54 27 (50 %) 27 (50 %) 0,318
Tong s6 (%) | 345 | 205 (59,4 %) | 140 (40,6 %)

*: Fisher exact test



55

Nhan xét: Bénh nhan 1,5 — 5 tudi co ty 1¢ tién lugng MBH khdng thuan
loi cao chiém 70,1%. Nhom bénh nhan < 1,5 tudi c6 ty 1¢ tién luong MBH
thuén loi cao nhat voi ty 1€ 87,9%. Khac bi¢t c6 y nghia voi p < 0,001.

¢ Tién lwong MBH va vi tri u

Bang 3.8: Lién quan giira tién lwong MBH va vi tri u

Tién lwgng MBH

Vitriu Tong Gia tri p*

FH UH
Co 15 11 (73,3%) 4 (26,7%) 0,262
Ngue 60 44 (73,3%) 16 (26,7%) 0,016

0,004

Bung 256 | 138(53,9%) | 118 (46,1%) | 0,000
Tiéu khung 14 12 (85,7%) 2 (14,3%) 0,033
Tong sb 345 | 205 (59,4%) | 140 (40,6%)

*: Fisher exact test
Nhan xét: U vung bung c6 ty 1€ tién luong MBH khdng thuén loi cao
nhat voi 46,1 % trong khi & cac vi tri khac déu co ty 18 tién lwong MBH
khong thuan loi thip hon. Két qua c6 ¥ nghia véi p < 0,005.
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¢ Lién quan giira tién lwgng MBH va tip mo hoc

Bang 3.9: Lién quan giira tién lwgng MBH va cac tip mo hoc

Tién lwong MBH

Tip mé hoc Tong Gia tri p*
FH UH
UNBTK Ngheo | oer | 141 (53,8%) | 121 (46.2%) | 0,000
MDS
U h‘a‘“i‘l gBTK’ 24 | 5(20,8%) | 19 (79,2%) | 0,000
hon hgp

U hach TK 41 41 (100%) 0 (0%) 0,000
Tong s6 345 | 205 (59,4%) | 140 (40,6%)

*: Fisher exact test
Nhan xét: u voi tién luong MBH khong thuan 1gi ¢6 ty 1€ cao ¢ tip u
hach NBTK thé ndt va u NBTK nghéo MBS, ty 1é tuong tmg 1a 79,2% va
46,2%. Trong khi d6 ¢ u hach NBTK thé hdn hop va u hach TK, 100% cac
truong hop déu c6 MBH thuan loi. P < 0,001.
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¢ Lién quan gitra tién lwong MBH va diac diém chay mau, hoai tir

Bang 3.10: Lién quan giira tién lwgng MBH véi chay mau hoai tir

Tién lwgng Chay mau hoai tir
Tong OR | Gia tri p*
MBH Cé Khong
FH 205 82 (40,0%) | 123 (60,0%) | 0,06 -
0,000
UH 140 121 (86,3%) | 19 (13,7%) | 0,18
Tong sb 345 | 203 (58,8%) | 142 (41,2%)

*Chi-square tests

Nhan xét: Nhom tién luong MBH khong thuan 1gi c6 ty 1é chay mau

hoai tir cao chiém 86,4%, nhém tién luong MBH thuan loi, ty 1& chay méau

hoai tir trong u thap chi 40%, p < 0,001. U ¢6 chay mau hoai tr c6 tién luong

kém thuén lgi hon so véi U khong ¢6 chay mau hoai tir (OR = 0,06 — 0,18).

% Tién lwgng MBH va dac diém canxi hoa

Bang 3.11: Lién quan giira tién lwong MBH véi dic diém canxi hoa

Tién lwgng ) Canxi hoa
Tong Gia tri p*
MBH Cé Khong OR
FH 205 | 132 (64,4%) | 73(35,6%) | 1,74 -
0,000
UH 140 56 (40,0%) | 84 (60,0%) | 4,23
Tong sb 345 | 188 (54,5%) | 157 (45,5%)

*Chi-square test

Nhan xét: Ty 1€ canxi hod & nhém u c6 tién lwong MBH thuén 1gi cao

hon so véi & nhém tién luong MBH khong thuan loi (64,4% so vt 40,0%).
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Khac biét co ¥ nghia théng ké véi p < 0,001. U c6 can xi hoa, tién luong
thuén loi hon u khong c6 canxi hdéa (OR = 1,74 — 4,23).

3.1.2.3. Ddc diém héa mé mién dich

C6 23 truong hop duoc chan doan qua tiéu ban nhuém HE 1a u NBTK

khong biét hoa, sau khi nhuém HMMD, két qua chi tiét nhu sau:

Bang 3.12. Két qua nhuém héa HMMD chin doan phan biét u NBTK

Ca bénh 7819b14
504b15 444b09
3927b13 1066b14 | 3391b14
., 2144b13 8695h13 —
Dau an 3087b08
Synapto - - - - - +
CD56 - - - - - +
CD99 - + - - - -
LCA + - - - - -
WT1 - - - + - -
Desmin - - + - + -
Myogenin - - + - - -
EMA - ] ] ] + _
INI1 + + + + - +
Két qua U Sarcoma | Sarcoma U Rhab- U
lympho | Ewing | co van Wilm | doid NBTK

Chu thich: ***: 14 truong hop u nguyén bao than kinh khéng biét héa
mad sé6: 509b08; 3086b08; 2108b08; 825b08; 578b08; 4772b10; 589b12;
4423b12; 4477b13; 5946b13; 9128b14; 12909b15; 8000b15; 13710b15.

Nhan xét: Cac truong hop u té bao tron nho dé nham voi u NBTK

khong biét hoa nhét 1a sarcoma Ewing, tiép theo 1a u lympho va sarcoma co
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van, it gap hon 1a u Wilm. Hiém gip, nhung u NBTK khéng biét héa ciing c6
thé nhidm vé6i u dang co van &c tinh ngoai than, INI1 1a ddu 4n hoa mé mién
dich dic hiéu dé chan doan u nay, nhuém nhan INI1 (-).

Két qua sau khi nhuéom HMMD hd tro, phan bd cac loai u duogc chan
doan phan biét nhu sau: U NBTK khong biét hoa 14 truong hop (60,9 %); U
loai khac 9 truong hop (39,1%) gém sarcom Ewing 3 trudng hop, u lympho 2
truong hop, sarcom co van 2 truong hop, u Wilm 1 truong hop; 1 trudong hop

u dang co van ngoai than ac tinh (Malignant extra renal rhabdoid tumour).
% Mot s6 hinh anh nhuém HE va HMMD trong chin doan bénh

Sarcoma co van:

~ ) "‘

Anh 3.1: Sarcoma co véin, nit, 17 thang tudi, ma sé 8695b13. A: HE, té bao
U tron, bao twong hoi hong. B: Nhuém Desmin (+). C: Myogenin, nhan (+).



Sarcoma Ewing:

Anh 3.2: A, B: Sarcoma Ewing, nit 25 thang tuéi, md sé 7819b14; A: HE, té

bao u xanh tron nhé, mét sé té bao cé bao twong sang; B: Nhuém hbéa mo

mién dich, CD99 (+++).

U ac dang co van ngoai than (Malignant extrarenal rhabdoid tumour):
IR AR,

N 22 <
i . . }g’t" ‘.i“.
Ry (" Ty ae

Anh 3.3: U dc dang co van ngodi thdn, nir 15 thang tudi, ma so 3391b14. A:
HE, té bao u c6 nhén kiém tinh, bao twong hep hoi hong hodc c6 thé hat wa
axit . B: Héa mé mién dich, INI1 c6 gid tri ddc hiéu, nhuém nhan (-), néi

chitng 14 té bao néi mé mach mau (+) (miii tén).
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3.1.3. Pic diém biéu hién gen MYCN
3.1.3.1. Pdc diém chung
n =194

B MYCN (+) ®mMYCN (-)

39(20,1%)

155(79,9%)

Biéu d6 3.4: Pic diém khuéch dai gen MYCN
Nhin xét: Trong s 194 u bénh nhan u NBTK dugc 1am phén tich gen
MYCN, c6 dén 1/4 s trudng hop (20,1%) c6 khuéch dai gen MYCN.
3.1.3.2. Lién quan giita biéu hi¢gn gen MYCN véi nhom tuoi

Bang 3.13: Lién quan giira biéu hién gen MYCN véi nhém tudi

. . Biéu hién gen MYCN
Nhom tuoi Tong Gia tri p*
MYCN (+) MYCN (-)
<15 103 15 (14,6%) 88 (85,4%) 0,000
15-5 73 22 (30,1%) 51 (69,9%) 0,000 | 0,024
Téng 56 194 39 (20,1%) 155 (79,9%)

*: Fisher exact test
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Nhan xét: Biéu hién khuéch dai gen thiy & tat ca cac nhom tudi. Bénh
nhan 1,5 — 5 tudi c6 ty 16 MYCN (+) cao nhat chiém 30,1%. Cac ltra tudi khac
c6 ty 1& khuéch dai MYCN thip hon. Khac biét vé biéu hién gen giita cac

nhom tudi ¢ nghia véi p < 0,05.
3.1.3.3. Lién quan giita biéu hién Gen MYCN vdi tip mé hoc

Bing 3.14: Lién quan giira diic diém biéu hién gen MYCN va tip mé hoc

] Biéu hién gen MYCN
Tip mé hoc Tong Gia trj p*
MYCN (+) | MYCN (-)
U NBTK nghéo 172 39 (22,7%) | 133 (77,3%) | 0,005
MBS
U hacﬁngTK’ 14 0(0%) | 14(100%) | 0,038
U ha;:h NBTK, 5 0 (0%) 5 (100%) 0,321 | 0,100
hon hop
U hach TK 3 0 (0%) 3 (100%) 0,508
Tong sb 194 39 (20,1%) | 155 (79,9%)

*: Fisher exact test

Nhan xét: Co 39 truong hop khuéch dai gen MYCN déu biéu hién
trong tip U NBTK nghé¢o MBS, ty 1¢ MYCN (+) la 22,7%. Céc tip m6 hoc con
lai khong thiy c6 khuéch dai gen MYCN. Su khéc biét vé ty 16 MYCN (+) va
MYCN (-) trong nhém u NBTK nghé¢o MBS c¢6 y nghia véi p < 0,01. Khac
biét gifra CAc tip u khong c6 y nghia voi p > 0,05.
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3.1.3.4. Gen MYCN va cdc duoi tip u NBTK nghéo MDS

Bang 3.15: Lién quan giira biéu hién gen MYCN véi dwéi tip

u NBTK nghéo MDS
Biéu hi¢n gen MYCN
Duwéi typ mo hoc Tong Gia tri p*

MYCN (+) | MYCN (-)

U NBTK khong biét hoa 9 2 (22,2) 7(77,8)

U NBTK it biét hoa 150 35 (23,3) 135 (76,7) 0,917

U NBTK dang biét hoa 13 2 (15,4) 11 (84,6)
Tong s6 172 39 (22,7) 133 (77,3)

*: Fisher exact test

Nhan xét: Khuéch dai gen MYCN biéu hién ¢ tat ca cac dudi tip u

NBTK nghéo MPS. Két qua chua cd ¥ nghia thong ké, p > 0,05.

3.1.3.5. Pdc diém phin bé gen MYCN theo tién lwong MBH

Bang 3.16: Lién quan giira khuéch dai gen MYCN véi tién lwong MBH

Tién lwong Biéu hi¢n gen MYCN
Tong OR | Gié tri p*
MBH MYCN (+) | MYCN (-)
FH 109 13 (11,9) 96 (88,1) | 0,147 —
0,001
UH 85 26 (30,6) 59 (69,4) | 0,644
Tong sb 194 | 39(20,1) 155 (79,9)

*: Chi-square
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Nhan xét: Ty 1¢ khuéch dai gen MYCN trong nhém u c6 tién luong
MBH khoéng thuan 1gi cao hon so véi nhém u c6 tién luong thuan loi (30,6%
so v6i 11,9%). Khac biét co y nghia théng ké véi p < 0,01. U c6 tién luong
MBH thuan loi, ty 16 MYCN (+) thap; u c6 tién lwong MBH khong thuan loi,
ty 1¢ MYCN (+) cao (OR = 0,147 — 0,644).

3.1.4. Pic diém giai doan u NBTK
3.1.4.1. Dic diém phan logi giai dogn u NBTK
n =194 (Cac trudong hop u ¢6 phan tich gen MYCN)
Bang 3.17. Pic diém phan b6 u NBTK theo phén loai giai doan u NBTK
quoc té INRG (1993) va INRGSS (2009)

Phén loai Giai doan S6 lwong Ty 18 % Tong (%)
1 51 26
INRG 2 31 16
(1993) 3 44 23 100%
4 56 29
4S 12 6
L1 52 26,3
INRGSS L2 74 38,0 100%
(2009) M 58 30,0
MS 10 5,2

Nhan xét: Theo phan loai giai doan quéc té INRG 1993, cac giai doan 1,
2, 3 ¢o ty 1é gan tuong duong nhau, trong khi giai doan 4S c6 ty 1¢ thip nhét
(6%) va giai doan 4 c6 ty 1& cao nhét (29%). Véi phan loai quéc té INRGSS
2009, giai doan MS co ty 1é thap nhat (5,2%), giai doan L2 ¢6 ty 1& cao nhat
(38,0%).
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3.1.4.2. Lién quan giira giai doan va tién lwong MBH

Bang 3.18: Lién quan giira giai doan va tién lwong MBH

. Tién lwong MBH
Giai doan | Tong Gia tri p*

FH UH

L1 52 | 42(80,8%) 10 (19,2%) 0,000

L2 74 | 38(51,4%) 36 (48,6%) 0,505

0,000
M 58 | 20(34,5%) 38 (65,5%) 0,000
MS 10 9 (90%) 1 (10%) 0,016
Téngsd | 194 | 85 (43,8%) 109 (56,2%)

*: Fisher exact test
Nhan xét: Tién luong MBH khong thuén loi ¢é ty 1€ cao ¢ giai doan M
(65,5%), thap nhat 1a giai doan MS (10%). Khac biét c6 ¥ nghia, p < 0,001.
3.1.4.3. Lién quan giita giai doan va biéu hi¢n gen MYCN
Bang 3.19: Lién quan giira giai doan va bi¢u hién gen MYCN

. Biéu hién gen MYCN
Giai doan | Tong Gia tri p*
MYCN (+) MYCN (-)
L1 52 2 (3,8%) 50 (96,2%) | 0,000
L2 74 14 (18,9%) 60 (81,1%) | 0,448
0,000
M 58 22 (37,9%) 36 (62,1%) 0,000
MS 10 1 (10%) 9 (90%) 0,366
Téngsé | 194 39 (20,1%) 155 (79,9%)

*: Fisher exact test




66
Nhan xét: Khuéch dai gen MYCN ¢ ty 1é cao nhét ¢ giai doan M chiém
37,9%, thap nhat ¢ giai doan L1 véi ty 1& 3,8%. Ty 1¢ khuéch dai gen MYCN
so sanh gifra cac giai doan khac biét co6 y nghia véi p < 0,001,
3.1.5. Mt s6 hinh anh dai thé va vi thé u NBTK

U nguyén bio thin kinh khong biét héa:

Anh 3.4: U NBTK khéng biét héa. BN nir 30 thang, md so 2108b08. A: HE, té
bao tron nho khong biét hoa. B: Pai thé, u sam mau. C: Nhuém HMMD:
Synaptophysin (+). D: Ki67 (+) 25%. Cdc ddu dn khdc: CD99 (<), LCA (-),
INI1 (), WT1 (-), Myogenin (-) (Khéng thé hién trong anh).



U nguyén bao thin kinh it biét héa:

%

B

"%

Anh 3.5: U NBTK it biét héa. BN nit, 34 thang, md s6 4758b15. A: Pai thé, u
cé mau sdc hén hop ché sam mau, ché sang mau. B: HE, té bao kiém tinh, mé
nén cé to soi, hinh anh hoa hong thdt (miii tén). C: U chdy médu manh. D: U

NBTK di can gan (miii tén) va mo gan (V).
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Anh 3.6: U NBTK it biét héa. BN nam 8 thing, md sé 772b15. HE x 400, té
bao u da hinh, bdt thuc san (anaplasia), MKI cao (> 4%).

Anh 3.7: BN nam 8 thang, ma 56 772b15 khuéch dai gen MYCN. Tin hiéu do:
tam dong NST s6 2; Tin hiéu xanh: rdi rdc va chim Iém (Binh thuong: 1 tin

hiéu do, 2 tin hiéu xanh).
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U nguyén bio thin kinh dang biét hoa:

. - . LA .‘.,‘.‘6‘

Anh 3.8: U NBTK dang biét héa. BN nam, 20 thang, md sé 3157b12. Vi thé.
A: HE x 100, nén to sgi than kinh phong phii, 6 can xi héa (dwéi trdi). B: HE
x 400, té bao u to, dang biét hoa, bao twong rong bt mau hé‘ng, nhan lon, hat

nhan noi ro.
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U hach nguyén bao thin kinh thé nét:

Anh 3.9: U hach NBTK thé nét. BN nam, 25 thang, md sé 12425b15. A: Pai
thé, ndt sam mau ranh gici ré véi vimg u sang mau ké can. B: Vi thé, HE x
100, viing nét mé hoc u NBTK it biét héa (>) ranh giGi ré véi viing u hach

than kinh va mé dém schwann ké can (>>). C: Vi thé u trong viing nét, u

NBTK it biét hoa. D: Vi thé u ngoai not, u hach TK truong thanh, cac 1é bao

hach TK biét hoa kem theo mo dém schwann ro.



n hop:

(=]

U hach nguyén bao thin kinh thé h

Anh 3.10: U hach NBTK thé hén hop, nit 72 thang. A: Pai thé, U sang madu,
hoi hong. B: HE x 100, mé dém schwann ré va Cac vimg NBTK biét héa nhiéu

giai doan (V) trén lan vao nhau.

U hach thin kinh dang truéng thanh:

Anh 3.11: U hach TK dang truéng thanh. Nam 84 thang, ma sé 7878b13. HE
X 400. M6 dém schwann néi bdt bao quanh cac 6 té bao hach TK chua biét

hoa hoan toan (miii tén). Mo nén trong cdc o té bao rdi rdc thay to TK.
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U hach thén kinh truwéng thanh:

Anh 3.12. U hach TK truéng thanh. BN nam 60 thing, ma so 6562b14. A:
Nhudém HE, té bao hach TK truong thanh trén nén mé dém schwann kém theo
dam té bao lympho (dwdi trdi). B: Pai thé, u da nhuém vo xdc dinh dién phau

thudt, mdt dé chdc, sang mau. C: Nhuom HMMD voi CD45, lympho bao

dwong tinh bat mau ndu (goc trén trai).
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3.2. Tién lwgng va theo déi song ciia BN u NBTK nguy co khong cao.

3.2.1. Pic diém chung

3.2.1.1. Téng hop mot sé dic diém nhém BN u NBTK nguy co khong cao

Bang 3.20. Ty 1¢ phan bd u theo mét so dic diém co ban

Dac diém Nhém cac bién S6 lwong Ty 1€ %
<15 88 68,8
Nhém tuoi 15-5 30 23,4
>5 10 7,8
. Nam 70 54,7
Gioi Nit 58 45,3
U NBTK nghéo MBS 113 88,3
L U hach NBTK, ndt 10 7.8
Tip mo hoc U hach NBTK, hén hop 4 3,1
U hach TK 1 0,8
Cb 9 7,0
., Nguc 24 18,8
Vitriu Bung 87 68,0
Tiéu khung 8 6,2
n Thuén loi 90 70,3
Tien lwgng MBH 1), o thuan loi 38 207
L1 50 39,1
. L2 59 46,1
Giai doan M 10 78
MS 9 7,0
g MYCN (+) 2 2
Biéu hién MYCN MYCN () 126 o3
L L Co 70 54,6
Chay mau hoai tir Khong 58 45 4
L C6 88 68,8
Canxi hoa Khong 40 31,2

Nhan xét: U NBTK nguy co khong cao (n = 128) ¢o ty 1€ cao & nhom <
1,5 tudi, tién luong MBH thuan lgi, nhom c6 canxi hoda; phan bd u giam

xubng 6 nhom u giai doan M, nhém c6 MYCN (+).
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3.2.1.2. Theo ddi séng toan bé ciia BN u NBTK nguy co khong cao

Biéu do séng con Kaplan-Meier

= E . 77.9% (70,6%0-89.0%)
Q
[
C
Qg
N o5 _
= °
3
w
Q
@ 10
X N . . " . .
Tong théi gian theo doi 296,9 nam-ngu i
n=128 Ty sudt tir vong trung binh 5,7%/nam
Q -
| | | | | | | |
0 1 2 3 4 5 6 7
Théi gian theo déi (nam
Number at risk 9 ( )
128 101 68 37 20 10 2 0
95% CI Survivor function

Biéu d6 3.5: Ty 1¢ song toan bd ciia BN u NBTK nguy co khong cao

Nhan xét: 128 bénh nhan nguy co khong cao dugc theo doi trong thoi

gian trung binh 1a 2,3 nam, dai nhat 1a 6,5 nam; tong thoi gian theo ddi 1a

296,9 nim-ngudi. Trong d6 c6 17 bénh nhén tir vong, déu dién ra trong 4 nim

dau, chu yéu 1a nam dau tién (12 truong hop) véi ty suat tir vong trung binh

5,7%/mam. Ty 1é séng toan bd 5 nam 1a 77,9% (95% CI: 70,6% — 89,0%).
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3.2.2. Yéu t6 tién lwong co bian

3.2.2.1. Thoi gian séng toan bé ciia BN theo nhém tudi

D6 thi séng con Kaplan-Meier

[ =]
Q_ -
- 90,1% (81,1%-94,9%) (n = 88)
- 77.2% (52,3%-90,2%) (n=30)
P~ 4
5o
L&
{=]
=
2 3.
= o
@ 40,6% (4,6%-76,8%)
(5]
< Q]
o
n=128
o |PlLog-rank test)=0,0227
[
d I I I I I I I I
0 1 2 3 4 5 6 7
Théi gian theo dbi (nam)
< 1,5 tuoi 1,5 -5 tuoi > 5 tuoi

Biéu d6 3.6: Thoi gian sdng toan bd ciia bénh nhan theo nhém tudi

Nhan xét: Ty suét tir vong hang nam lan lugt 14 3,9% & nhoém dudi 1,5
tudi; 6,9% & nhom tir 1,5 - 5 tudi va 19,9 & nhom trén 5 tudi. Ty 1& song toan
bd ctia bénh nhan c6 xu hudng giam dan khi tudi ting dan: & nhém duéi 1,5
tudi tir cudi nam thtr hai 1a 90,1% (95%Cl: 81,1% - 94,9%); & nhém 1,5 - 5
tudi tir cudi ndm thir ba 1a 77,2% (95%Cl: 52,3% - 90,2%) va & nhoém trén 5
tudi trd 18n tir cudi nam thi tu 13 40,6% (95%CI: 4,6% - 76,8%). OS toan bd
tai thoi diém 5 ndm ciia 3 nhom tudi lan luot 1a: 90,1%; 77,2%:; 40,6%. Khac
biét vé xac suit séng con theo nhom tudi co ¥ nghia théng ké véi p (Log-

rank) < 0,05.
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3.2.2.2. Thoi gian séng ciia bénh BN theo tip mé hoc

Kaplan-Meier survival estimates

8 | (n=>5)
\\H‘ 4 80,5% (67,0%-88,9%) (Il =113)

o

o | 75,7% (31,8%-93,5%) (n=10)

Xéac suét séng con
0.50
|

& n=128

L= - -
Ty suat fir vong/mdm: NB nghéo MBS 6.0%; GNB not 9,3%

o | Log-rank test: p=0,0427

O_ .

=T T | | T | | |
0 1 2 3 4 5 6 7

Théi gian theo doi (nam)

NB GNB nét

Behio MBS

GNB hén hop + GN

Biéu d6 3.7: Thoi gian song toan bd ciia bénh nhan theo tip mé hoc

Chii thich: NB nghéo MPS: u NBTK nghéo MPS; GNB nét: u hach NBTK
thé nét; GNB hén hop: u hach NBTK thé hén hop; GN: u Hach TK.

Nhan xét: Trong thoi gian theo doi, nhom U NBTK nghéo MBS va hach
NBTK nbt c6 17 BN tir vong. Ty suit tr vong ciia BN u NBTK nghé¢o MPS
va u hach NBTK thé ndt tuong ung 1a 6,0%/Mmam va 9,3%/nam, trong khi &
nhém u hach NBTK hdn hop va u hach than kinh khéng c6 truong hop nao tir
vong. Ty 1é song toan bd 5 nam ciia bénh nhan u hach NBTK thé ndt 1a 75,7%
(95%Cl: 31,8% - 93,5%), OS 5 nam cta bénh nhan u NBTK ngh¢o MBS la
80,5% (95%Cl: 67,0% - 88,9%), OS 5 niam ciia bénh nhan u hach NBTK thé
hén hop va u hach TK 1a 100%. Khac biét ty 18 séng gitta cac tip md hoc cO Y
nghia thdng ké vai p (Log-rank) < 0,05.
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3.2.2.3. Thoi gian séng ciia BN theo cdc dwéi tip u NBTK nghéo MPS

Do thi séng con Kaplan-Meier

o
(3_ -
T . 87,5% (33,4%-97,9%) (n = 8)
ﬁ
c K2 81,3% (66,3%-90,1%) (n = 99)
g ° 63,6% (16,0%-89,4%) (n = 6)
(@)]
S
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X Q]
o n=113
p (Log-rank)=0,2837
o
O_ -
O T T T T T T T

0 1 2 3 4 5 6 7
Thai gian theo doi (nam)

it biét hoa

159

Khéng biét hoa Bang biét ho

Biéu d6 3.8: TV 1¢ song toan bd ciia bénh nhan u NBTK
theo cac dwéi tip u NBTK nghéo MDS.
Chu thich: Khong BH: u NBTK khong biét hoa. It BH: u NBTK it biét
hoa. Pang BH: u NBTK dang biét hoa.

Nhin xét: Ty suat tir vong hang nim ctia u NBTK nghéo MBS lan luot
1a 18,5% v&1 u khong biét hod; 6,6% véi u NBTK dang biét hoa va 5,3% véi
u it biét hoa. Tir cudi ndm thtr 4 tro di, ty 16 séng cua 3 dudi typ nay lan luot
14 63,6% (95%Cl; 16,0% - 89,4%); 81,3% (66,3% - 90,1%) va 85,7% (33,4%
- 97,4%) cho u khong biét hoa, it biét hoa va dang biét hoa; OS 5 nam cta 3
dudi tip lan luot 1a: 63,6%; 81,3%; 85,7%. Su khac biét nay chua c6 y nghia
thong ké, p (Log-rank) > 0,05.
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3.2.2.4. Thoi gian séng ciia BN theo tién lwong MBH

Kaplan-Meier survival estimates

o
-C! -
93,9% (85,8%-97,4%) (n=90)

4
So
(&1
g’ '.I_I 57,3% (34,9%-74,5%) (11 = 38)
O o
D
@ O
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[¥3]
(&)
X®@ | n=128

e Ty suat tur vong UH:15,5%/nam; FH: 2,3%/nam

p(Log-rank test)=0,0000
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Khéng thuan loi (UH) Thuan lgi (FH)

Biéu d6 3.9: TV 1¢ song toan bd ciia bénh nhan u NBTK
theo tién luwgng tién lwong MBH

Nhin xét: Ty suat tir vong trung binh hang nim & nhom c6 tién luong
MBH khong thuén loi 1a 15,5%, cao hon so vdi 2,3% & nhom tién lugng
MBH thuén loi. Tir cudi ndm thir 4 tro di, ty 16 sdng & nhom tién luong khong
thuan loi chi con 57,3% (95%CI: 34,9% - 74,5%), trong khi ty 1& séng &
nhom tién lugng MBH thuan loi 1a 93,9% (95%CI: 85,8% - 97,4%); OS 5
nam cua 2 nhom nay tuong tmg la 57,3% va 93,9%. Khac biét c6 y nghia

thong ké véi p (Log-rank) < 0,001.
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3.2.2.5. Thoi gian séng ciia BN theo giai doan

D6 thj séng con Kaplan Meier
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Biéu d6 3.10: Ty 1 song toan bd ciia bénh nhian u NBTK theo giai doan

Nhan xét: Ty suat tir vong trung binh hang nim ting dan tir 0,7% & giai
doan L1 Ién 7,4% ¢& giai doan L2; 14,0% ¢ giai doan MS va 30,2% & giai
doan M. Ty 1¢ song & cubi nam thtr 4 thap nhat 1a 54,4% (95CI: 17,6% -
80,1%) 6 nhém BN thudc giai doan M va cao nhat 12 97,9% (95%CT: 86,1% -
99,7%) & giai doan L1. OS toan by 5 ndm cua cac giai doan L1; L2; MS; M
lan luot 1a 97,9%; 76,5%; 72,8%; 54,4%. Khac biét nay co y nghia thong ké
véi p (Log-rank) < 0,001.
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3.2.2.6. Thoi gian séng ciia BN theo biéu hi¢n gen MYCN

Do thi s6ng con Kaplan-Meier

o
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k\___‘l_l 82,3% (71,1%-89,5%) (n=126)
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Biéu d6 3.11: Ty 1¢ song ciia b¢nh nhan u NBTK theo biéu hi¢n
gen MYCN

Nhan xét: Ty sut tir vong trung binh hang nim & nhom c6 khuéch dai
gen MYCN (38,3%) cao hon & nhom khong khuéch dai gen MYCN (5,4%). Ty
1¢ séng & nhom khong khuéch dai MYCN tir cubi nam thr 4 tro di 1a 82,3%
(95%Cl: 71,1% - 89,5%), trong khi & nhom MYC khuéch dai khong con bénh
nhan nao dugc theo ddi ké tir cudi nadm thtr ba. OS 5 ndm cta bénh nhan
khong co khuéch dai MYCN 1a 82,3%%. C6 2 bénh nhan u NBTK nguy co
khong cao, MYCN (+), tir vong trong 3 nam dau theo ddi. Khac biét giira 2
nhom ¢ y nghia théng ké véi p (Log-rank) < 0,05.
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3.2.3. Yéu t tién lwong khac

3.2.3.1. Thoi gian séng ciia bénh nhin theo gidi

Do thi song con Kaplan-Meier

o=
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Nam MNir

Biéu d6 3.12: Ty 1¢ song ciia bénh nhan theo giéi

Nhan xét: Ty suit tir vong trung binh ¢ nam va nir 1an luot 13 6,7% va
4,8%/mam. Ty 1¢ séng ctia bénh nhan nam tr cudi nam the 3 1a 82,4%
(95%CI: 68,7% - 90,5%) va cua bénh nhan nir 12 87,5% (95%CI: 64,2% -
92,0%). OS 5 nam ctia bénh nhan nam va nit twong ung la 82,4%; 87,5%.
Khac biét vé x4c suat séng con giita hai gidi chua c6 y nghia thong ké, p

(Log-rank) > 0,05.
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3.2.3.2. Thoi gian song ciia BN theo diic diém chdy mdu hogi tiv

D6 thj séng con Kaplan-Meier
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Biéu d6 3.13. Ty 1¢ song ciia bénh nhan theo bi¢u hién chiay mau hoai tir

Nhan xét: Ty suit tir vong trung binh hang nim & nhom c6 chay mau
cao hon so v&i nhém khong chay mau (11,7% so véi 1,2%). Ty 1é séng & cudi
nam tha 5 ctia nhém cé chay mau la 70,6% (95CI: 54,0% - 82,1%), thap hon
so vai nhom khong chay mau, 93,2% (95%CI: 71,9% - 98,5%). OS 5 nam cua
cac bénh nhan nhoém u NBTK c6 chay mau 1a 70,6%; nhém khong chay mau
1a 93,2%. Khéc biét ¢ ¥ nghia thong ké véi p (Log-rank) < 0,001.
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3.2.3.3. Thoi gian séng ciia BN theo dic diém can xi héa

Do thj séng con Kaplan-Meier
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Biéu d6 3.14. TV 1¢ song ciia bénh nhan theo tinh trang can xi hoa

Nhan xét: Ty suit tir vong trung binh hdng nim & nhom c6 canxi hoé
(3,0%) thap hon so v6i nhom khong cé canxi hod (15,5%). Ty 1¢ song cua
bénh nhan & cudi nam tha 5, nhom cé canxi hoé 1a 90,3% (95CI: 80,3% -
95,4%), cao hon so v&i nhom khong canxi hoa, 59,6% (95%ClI: 29,1% -
79,3%). OS 5 nam cta bénh nhan & nhom khong c6 canxi hoa va cé canxi héa
tuong tmg 13 59,6% va 90,3%. Khac biét c6 y nghia théng ké voi p (Log-
rank) < 0,005.



84

3.2.3.4. Thoi gian séng ciia BN theo vi tri u

Do thj séng con Kaplan-Meier

3 100% (n=8)
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Biéu d6 3.15: Ty 1¢ song ciia bénh nhan theo vi tri u

Nhan xét: Ty suat tir vong trung binh hang niam 1a 4,1% vdi cac truong
hop u ving ¢b; 6,4% v&i u ving nguc va bung, va 0% voéi khéi u & tiéu
khung. Ty 18 sdng toan bo 5 ndm véi khdi cac truong hop u ving ¢6 1a 88,9%
(95%Cl: 43,3% - 98,4%); v6i bénh nhan u vung nguc 1a 84,2% (95%CI:
57,9% - 94,7%); voi bénh nhan u vung bung 1a 78,6% (95%CI: 63,8% -
87,9%) va véi bénh nhan c¢6 u ving tiéu khung khung 1a 100%. Khac biét
chua c6 ¥ nghia thong ké, p (log-rank) > 0,05.
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3.2.4. Két qua phén tich hdi quy da bién cac yéu t6 tién lwong

Bang 3.21: Tong hop két qua phan tich da bién mot s yéu t6 tién lwong

Yéu to HR 95% Cl P
Giéi Nit 062 | 021-0,79 | 0,374
Vi tri Bung 0,816 | 0,380 1,753 | 0,602
Tip mé hoc U biét héa cao (*) | 0,72 | 0,11-0,97 | 0,0431
Tubi > 1,5 tudi 2,29 | 1,35-14,81 | 0,0385
Tién lwong MBH | FH 0,44 | 009-2,09 | 0,302
Giai doan M 44,66 | 3,6—548,66 | 0,003
MYCN MYCN (+) 2895 | 11,1-7,55E3 | 0,001
Chay mau Cé 575 | 1,19-27,85 | 0,030
Canxi hoa Cé 0,32 | 008-126 | 0,103

Cha thich: (*). U hach NBTKthé hon hop va U hach TK

Nhan xét: Cac yéu td Gidi tinh, vi tri u, tién luong MBH, canxi hoa 1a
cac yéu to chua co y nghia tién lugng. Cac yéu to 1am ting nguy co tir vong
bao gé)m: tudi > 1,5 tudi, giai doan M, MYCN (+), chay mau. Yéu t6 lam
giam nguy co tir vong 13 céc tip u biét hoa cao gdm u hach NBTK thé hdn hop
va u hach TK.
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Chuong 4
BAN LUAN

4.1. Pic diém hinh thai hoc u nguyén bao thin kinh
4.1.1. Dic diém dai thé
4.1.1.1. Pic diém chung theo gidi, tudi, vi tri u
< Dic diém bénh theo gi6i tinh

Ty 1& mac u NBTK & tré gai nhin chung thap hon tré trai mic du ty 18
nam/ nit c6 mot s6 khac nhau tiy theo tig nghién ctru. Trong nghién ctru ctia
ching t6i nhan thay, ty 16 mac bénh cua nam 13 56,5% cao hon clia nit véi ty
1& twong g 1a 43,5% (Bang 3.1), ty 16 Nam/ Nit = 1,3. Nhiéu nghién ctru
khac ciing c6 két qua 1a nam mac bénh nhiéu hon nir [1], [19]. Theo Berstein
la ty 1€ nay 1a 1,2:1 [1]. Tuy nhién theo nghién ctru cia Mathay, ty 1¢ Nam
mic bénh khé cao so véi nit, Nam/ Nix ~ 1,7:1 [8].
< Pic diém bénh theo tudi

U nguyén bao than kinh 12 mot trong nhimg u phéi dic trung & tré em, u
rat hiém gip ¢ nguoi 16n va tré 1on. Véi 345 trudng hop bénh trong nghién
ctru ndy, ching t6i nhan thay, tré dudi 1,5 tudi 1a do tudi co ty 1& mic bénh
cao nhét chiém toi 45,5% u nguyén bao than kinh ¢ tré em. Téi 5 tudi ty 16
méc bénh 1én toi 84,3% (Bang 3.1). Tré 16n hon, ty 1& mac bénh giam théap
han, ty 18 mac bénh & lra tudi 5 tudi tré 1én chi con twong dwong 15%. Két
qua nay hoi thap hon so véi két qua nghién ctru ctia Berstein voi ty 16 tré bi
bénh dudi 1 tudi 1a 38% va dudi 5 tudi 1a 95% [1], tuy nhién diém chung la
hau hét cac truong hop bénh thdy ¢ tré dudi 5 tudi, tré cang 16n ty 1& mac
bénh cang thap. So sanh v&i két qua nghién ciru khac trong nudc thi thy ring
dic diém méc bénh cua tré 1a kha gidng nhau: ty 1& phat hién bénh cao nhat

thudc nhom tré dudi 1 tudi chiém 23,71%, dudi 5 tudi 1a 85,57% [3].
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Do tudi xac dinh chin doan bénh trung vi la 1,8 tudi, tré vao vién nhod
nhat 13 8 ngdy va tudi vao vién 16n nhat Ia 15 tudi. Két qua nay tuong duong
v6i nghién ciru cia Stiller va cong su v6i tudi phat hién bénh trung binh 12 23
thang (gan 2 tudi) [19], su khac biét 1a khong dang ké mic du c¢6 khac nhau vé
quén thé bénh, chung tdc.
<% DPic diém phan bd u theo vi tri

Bang 3.1 thé hién phan bé u NBTK theo cac vi tri co thé. Ty 1é u ving
bung cao nhat, chiém 74,2%, tiép theo 1a nguc 17,4%, cd 4,3% va théip nhét 1a
vung tiéu khung 4,1%. C6 nhimg truong hop BN dén vién khong phai vi triéu
chtng cta u tién phat ma do phat hién khéi bat thuong ving ¢, thai duong,
mé mém, hach hay dau nhtrc xuong. Sau khi kiém tra, xét nghiém té bao hodc
hodc sinh thiét khéi ton thuong, xac dinh 1a u NBTK sau d6é mdi tim théy !
tri u tién phat. Nghién clru ctia cac tac gia trong va ngoai nudc ciling cho thiy
ty 16 u ving bung cao hon han so véi noi khac, bang 4.1 thé hién phan bd u

NBTK theo vi tri gitta mot sb tac gia.

Bang 4.1: So sanh ty 1é mic u NBTK theo viing co thé

Vi tri NC nay Lan P.T[3] | Mathay [8] | Brodeur [2]
n =345 n=97 n=3432 n=910
(Ty 1¢ %) (Ty 1€ %) (Ty 1€ %) (Ty 1€ %)
Co 4,3 2,06 5 1
Nguc 17,4 10,31 13 19
Bung 74,2 84,54 60 65
Tiéu khung 4,1 1,03 4 2

Trong nghién ctru cua Mathay [8] va Brodeur [2], u vung bung ¢o ty 1&
kha cao tuong tmg 60% va 65%. Cac ty 1& ndy hoi thip hon két qua u ving
bung trong nghién ctru ctia chiing t6i va nghién ciru ctia Phung Tuyét Lan [3].

U NBTK ¢ céc vi tri khac déu co ty 18 thap hon han so véi u viing bung.



88

Bén canh vj tri hé than kinh giao cam canh séng, u NBTK con ¢o vi tri
xudt hién dic biét d6 1a hai tuyén thuong than. Trong nghién ctu cia Park
[44] va Riccardo Haupt, u NBTK tai thuong than c6 ty 1€ twong tmg la 35%
va 43,6% [100]. Trong nghién ctru ctia chung t6i ty 1é u NBTK tai thuong
than ciing chiém t&i 45% u NBTK toan co thé.
4.1.1.2. Pic diém kich thuwéc u

U NBTK c0 kich thudc khac nhau tuy theo thoi diém phat hién bénh.

Trong nghién ctru cua chung t61, u co6 kich thudc trung binh 7,3 cm, trung vi
7,0 cm, co6 trudng hop u 16n dén 17,2 cm. Két qua nay kha phu hop véi
nghién ctru ctia Joshi véi kich thudc u trung binh 12 7,2 cm [26]. Biéu d6 3.1
cho thay hau hét u c6 kich thuéc trong khoang 4 — 9 cm. Cac khdi u 16n
thuong kem theo chdy mau hoai tor va xam 14n mo ké can. U sau phic mac
16n c6 thé lap day 6 bung dong thoi xam 14n nhiéu tang trong 6 bung cung lic.
Nhiing truong hop nay thuong lam cho viéc xac dinh chinh xac vi tri u tién
phat gip kho khin. Theo Brodeur, cac u NBTK c6 thé c6 kich thude tir 1 — 10
cm [2], hay theo De Lellis, u tir duéi 1 cm dén céc truong hop u 16n lap day 6
bung, trung that [64].
4.1.1.3. Pic diém mau sic u

U thuong biéu hién véi 3 trang thai mau sic chinh: sAim mau, tr.‘fmg, va
hdn hop mau séc. U c¢6 mau sic hdn hop c6 ty 1é cao nhét chiém 59,1% (gan
2/3 cac trudng hop) trong khi u sim mau c6 ty 1& 24,6 %, cac u mau trang co
ty 18 thap nhat chiém 16,2% (Biéu d6 3.2). U c6 mau sic hdn hop thudong ghi
nhan dugc la u NBTK it biét hoa hoac dang bi¢t hoa. U hach NBTK thé nét
cling c6 mau sac hdn hop nhung cic ving mau sic khac nhau tach biét rd
rang hon, d6 1a cac nét hodc 6 sAm mau ranh giéi kha rd voi vang sang mau
xung quanh. Mot ddu hiéu chi diém 1a thanh phan mé dém schwann va to than

kinh. M6 dém schwann va to than kinh c6 ty 1é thdp hodc khong c6 ¢ cac u
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sim mau va hay kém theo chdy mau hoai ta. Khi thanh phin mé dém
schwann va to TK chiém ty 1é cao, u sang mau va hiém thdy chay mau hoai
ttr. Trong nghién ctru nay, cic u NBTK khong biét hoa (14 trudng hop) déu
sAm mau. Cac u hach TK (41 truong hop) déu sang mau, khong thiy chay
mau hoai tr. U hach than kinh thé hdn hop c6 thé c6 mau sic hdn hop hoic
sang mau. Két qua nghién ctru vé dic diém mau sic u cia ching t6i kha phu
hop vai nghién ctru cta cac tac gia De Lellis [64] va Conran [101].

4.1.2. Pic diém vi thé

4.1.2.1. Phédn logi u NBTK theo tip mo hoc

DPac diéem phan bo cac tip mo hoc

Dinh tip m6 hoc hay phan do moé hoc u NBTK 1a yéu cau dic biét quan
trong va cdt yéu dbi véi u NBTK. Theo INPC thi day la yéu té ¢t 15i trong
viéc xac dinh u, ngoai gia tri chan doan, dinh tip con co vai tro kh.'fmg dinh
murc d6 biét hoa ciia u, dinh hudng diéu tri va ca gia trj tién lugng d6i voi mdi
truong hop bénh. Véi u NBTK nghéo MBS va u hach NBTK thé nét, cac nha
Giai phiu bénh s& phai phéi hop véi tudi bénh nhan va chi s6 nhan chia nhan
tan (MKI) dé dua ra quyét dinh danh gia tién lvong mo bénh hoc thuan loi
hay khong thuan loi (Bang 1.6) lam co s& cho phan loai nguy co, tir d6 s€ co
phac d6 diéu tri theo mirc nguy co twong tng. Cac tip mo hoc nay ciing dong
thoi chi ra kha ning tién trién cua u phirc tap do dic diém sinh hoc phan tir
ctia cac dong té bao trong u da dang. U NBTK céc trudong hop nay thuong co
ty 1& song khong cao. Theo Shimada, OS ddi véi u NBTK khong biét hoa, it
biét hoa va dang biét hoa tuong ing la 50%, 69% va 87,3% [68]. Trong khi
d6 cac truong hop u hach NBTK thé hon hop va u hach TK nhin chung c6
tién luong tot, té bao u biét hoa cao, tham chi biét hoa hoan toan (u hach TK
truong thanh). Céc truong hop nay thudng chi can phiu thuat cit u, theo di.

Tién luong séng 5 nam véi cac trudng hop ndy cé thé téi 100% [68].
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Bang 3.2 cho thay sy phan bd va ty 1é cac tip mé hoc u NBTK, trong d6
u NBTK nghéo MBS c¢6 ty 1& cao nhat chiém 75,9%, tiép theo 1a u hach TK
11,9%. U hach NBTK thé ndt va u hach NBTK thé hdn hop co ty 1€ thép lan
luot 1a 7,0 va 5,2%. Theo két qua nghién ctru cua Shimada (n = 746), u
NBTK nghéo MBS chiém 84,5%, u hach NBTK thé nét 10,2%, u hach
NBTK thé hon hop 4,0%, u hach TK 1,3% [68]. Ca hai nghién ctru déu thay u
NBTK nghéo MBS ¢o ty 18 rat cao tir khoang 75% dén 85%. Tuy nhién ty 1&
cac tip moé hoc u hach TK, u hach NBTK thé nbt va u hach NBTK thé hdn
hop trong nghién ctru ctia Shimada hoi khac so vai nghién ctru cua chang toi.
Theo nghién ctru ciia Phung Tuyét Lan [3], u NBTK nghéo MBS ¢6 ty 1é cao
nhét chiém 67,9%, cac tip khac chi chiém hon 30%.

Piéu dang cha ¥ 1a u NBTK véi do biét hoa thap co ty 1¢ rat cao toi trén
80% gom u NBTK nghéo MBS (75,9%) va u hach NBTK thé ndt (7%). Pay
la c4c truong hop u c6 thé bién doi phirc tap, kha ning di can cao. Trong khi
d6 céc tip u biét hoa hon, diéu tri thuong khong phirc tap gom u hach NBTK
thé hdn hop va u hach TK thi ty 1¢ u lai thap chi chiém trén 10% u NBTK.

Céac dudi nhom ciua u NBTK nghéo mé dém Schwann ciing déu co ¥
nghia quan trong trong viéc tién lugng. U NBTK ngheo MBS theo phan loai
c6 3 dudi nhém la u NBTK khong biét héa (undifferentiated), it bi¢t hoa
(poorly differentiated) va dang biét hoa (differentiating), trong nghién ctru
nay ba dudi tip co ty 1€ twong tng la 5,4%; 88,6%; 8,0% (n = 262). Theo
nghién ctru ctia Joshi [26] thi cac dudi tip cia u NBTK nghéo MPS gom u
NBTK khong biét hoa, it bi¢t hoa, dang bi¢t hoa co ty 1€ lan luot 13 2,1%;
69,3%; 28,6%. TAt ca cac truong hgp u NBTK khong biét hoa déu phai sur
dung hoéa mo mién dich dé chan doan xac dinh va chan doéan phan biét. U
NBTK khong biét hoa mac du cé ty 1€ khong cao nhung theo INPC ching

duoc xép vao nhom mod hoc khong thuén loi, tién lugng xau.
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U hach TK 1a nhém c6 thanh phﬁn mé dém schwann cao nhit, mé bénh
hoc thuén lgi. Nghién ctru nay c6 41 truong hop u hach TK trong dé: u hach
TK dang truéng thanh c¢6 12 truong hop chiém 29,3%; u hach TK truong
thanh 29 trudong hop chiém 70,7%. Trong u hach TK, céc té bao u da biét hoa
6 hodc biét hoa hoan toan thanh t& bao hach TK, viéc phan bi¢t hai duoi
nhom nay chu yéu nham chi ra hai mtc do biét hoa trudng thanh khac nhau
vé mit mdé hoc ma it c6 ¥ nghia vé mit tién lugng. Trong u hach TK hay co
cac dam lympho bao, day 1a dau hiéu chi diém cho qua trinh biét hoa truong
thanh cua cac NBTK thanh té bao hach TK. Nhudm hoa md mién dich, cac
dam lympho nay dé phan biét véi NBTK do ching duong tinh véi LCA, am
tinh v6i cac dau an synaptophysin, chromogranin hay CD56.

Mot s6 it truong hop u NBTK dugc nhic dén voi cac té bao u rat 1on,
nhan da hinh thai hodc ky quai, chat nhiém sic thd von, mot s t& bao co
nhiéu cyc. Trén KHV quang hoc, bén canh céc té bao u bat thudng ndy van c6
thé thdy quan thé cac NBTK & cac cap do biét hoa khac nhau va mo dém to
soi TK hodc md dém schwann nhu dic diém vén c6 cia céc tip md hoc u
NBTK. C4c truong hop u trén di dugc dé cap dén véi cac thuat ngir gdm u
NBTK da hinh bat thuc san (Pleomorphic anaplastic neuroblastoma) hay u
NBTK té bao 16n (Large cell neuroblastoma) [68], [102], [103]. Mic du thé,
trong phéan loai qubc té, INPC van khong tach riéng nhom u nay do ching
khong mang ¥ nghia dic biét vé mat tién lugng [68]. C4c truong hop nay hau
hét thudc nhém u NBTK n gheo MBS loai it bi¢t hoa hodc dang bi¢t hoa.

Dac diém lién quan giira tip moé hoc va vi tri u

Pic diém lién quan gitra tip mo hoc va vi tri u dugc thé hién & bang 3.3.
Céc trudng hop u c6 do biét hoa thip gom U NBTK nghéo MBS (n = 262) va
u hach NBTK thé ndt (n = 24) c6 su phan bd thiy duoc & tat cac vi tri co,

nguc, bung va tiéu khung, trong dé tai ving bung 2 tip u nay chiém dén
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83,9% trong khi u hach NBTK thé hdn hop va u hach than kinh chi chiém ty
1€ nho 1a 16,1%. Nguoc lai, u hach NBTK thé hdn hop (n = 18) va u hach TK
(n = 41) co ty 1& cao hon ¢ ving nguc (21,7%) va tiéu khung (21,4%). Tuy
nhién sy khac biét vé phan b cac tip mo hoc ctia u theo vi tri chua c6 y nghia
théng ké v4i p > 0,05. Nghién ciru cua cac tac gia trong va ngoai nudc ciing
cho két qua twong tu voi su xuét hién cta cac tip u NBTK phan bd déu ¢ cac
ving co thé, trong d6 u voi do biét hoa thap thuong co ty 1& cao hon & ving
bung so v&i céac vi tri khac trén co thé [3], [26], [5].

Pic diém lién quan giira tip mé hoc va mau sac U

Mau sic u la mot trong cac dac diém ma cac nha Giai ph?lu bénh hoc
thuong xuyén dé cap dén khi tiép xtc voi cac khdi u. Cac khédi u &c tinh
thuong c6 mau sim do ban chat cia u, hay do c6 cac ving chay mau hoai tir
trong u. Cac khdi u lanh thuong don dang vé mau sic, hay c6 mau sang hon
cac mau khéc, mé u thuong dong nhat. U NBTK ciing ¢ nhitng dic diém
chung véi cac loai u khac, tuy nhién diém khéc biét 1a do u NBTK c6 cic mirc
d6 biét hoa khac nhau, nén u ¢ thé co cac mau sac khac nhau [6],[64]. M6i
lién quan gilta cac tip md hoc cua u NBTK hay cac mirc do biét hoa khac
nhau cta u v6i mau sic u duge thé hién trong bang 3.4. U NBTK biéu hién 3
nhém mau sac co ban: u sAm mau, trang (sang mau) va hdn hop mau sic (mau
nau hodc u ¢ chd nau, sim, c6 chd tring). Theo bang 3.4, Tat ca u NBTK c¢6
mau sam déu 1a u NBTK nghéo MBS va u hach NBTK thé nét. Trong nhém
cac truong hop u c6 mau sic hon hop, 2 tip mé hoc trén ciing co ty 18 rat cao
chiém dén 97,5%, trong khi u hach NBTK thé hdn hop va u hach TK chi
chiém mot ty 1¢ nho 1a 2,5%. Nguoc lai, voi nhom u sang mau thi u hach
NBTK thé hdn hop va u hach TK lai ¢6 ty 18 rit cao chiém t&i 96,5%, con u
NBTK ngh¢o MBS va u hach NBTK thé ndt chi chiém mot ty 1¢ nho 1a 3,5%.

Tong hop lai vé bién d6i mau sac u, €6 sy bién d6i mang tinh lién tuc tir sam
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mau dén mau sac hon hop va sdng mau twong ung véi U ¢6 xu hudng bién doi
tur bi¢t hoa thap dén biét hda cao hon. Sy bién d61 vé mau sac, thanh phan, va
do bi¢t hoa cua u cling dugc nhac dén trong mot s6 nghién ciru véi két qua

tuong tu [2],[64].

Pac diém lién quan giira tip mé hoc va chiay mau hoai tir

Mot dic diém chung d& nhan thdy cua bénh 1y u va ung thu 13 cac u ac
tinh thudng c6 biéu hién chdy mau hoai tir. Noi cach khac, dic diém chay
mau va hoai tir 12 tidu chi gop phan danh gia dic diém ac tinh ciia cac khoi u.
O u NBTK, bang 3.5 cho thay, ty 1& chay méau, hoai tr chung ddi v6i u NBTK
1a 58,8%, trong d6 u NBTK nghéo MBS Ia tip md hoc ma céc té bao u c6 do
biét hoa thap so véi cac tip khac lai co ty 1é chay mau hoai tir cao chiém dén
71,8%, céac truong hop con lai co ty 1& chwa dén 30%. Tiép theo 1a u hach
NBTK thé ndt, chay mau hoai tir u cling c6 ty 1& kha cao chiém dén 62,5%.
Hai tip mo hoc con lai 1a u hach NBTK thé hdn hop va u hach TK déu khong
thay c6 chay mau hoai tir. Két qua co y nghia véi p < 0,001. D& nhan thay 13 u
NBTK nghéo MBS kém biét hoa nhat, chay mau hoai tir c6 ty 1¢ cao nhat thi
sy c6 mat cua mo dém schwann cling it nhat. O u hach NBTK thé ndt, u biét
hoéa hon (trir cac ndt), chay mau hoai tir it hon thi thanh phan mé dém
schwann ciing c6 ty 1€ twong tng cao hon, tuy nhién khac biét gilta cO va
khéng c6 chay mau hoai tir trong nhom nay chua c6 ¥ nghia théng ké voi p >
0,05. O tip u c6 d6 biét hoa cao 1a u hach NBTK thé hdn hop, khong thay c6
chay mau hoai tir, thanh phan mé dém schwann c6 ty 18 cao (> 50%). O tip
cudi cung la u hach TK, té bao u biét hoa rat cao hodc di biét hoa hoan toan
(Ganglioneuroma, mature), khéng thay c6 chay mau hoai ttr, thanh phan mo
dém schwann noi bét (Ganglioneuroma, schwannion stroma dominant). Theo
Conran va De Lellis, qua trinh biét hoa cta u cling c6 mdi lién quan tuong

g v6i tinh chat chay mau hoai tir trong u [101],[64]. Riéng dbi voi u hach
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NBTK thé ndt, chay mau hoai tir c¢o thé gip tap trung trong cac nét NBTK,
ving u ngoai ndt, khong phat hién chay mau hoai tu.

Pic diém lién quan giira tip md hoc va canxi hoa

Ty 1¢ u NBTK c6 canxi hoa 1a 54,5% (Bang 3.6). Tip m6 hoc c6 ty 1€
canxi hoa cao nhét 1a u hach NBTK thé hdn hop chiém 77,8%, tiép theo 13 u
hach NBTK thé ndt chiém 74%. Ty 1é nay ctia u NBTK nghéo MBS 1a 52,7%
va cua u hach TK 1a 52%. Su khac biét gitra ty 1€ canxi hoa giira cdc nhom va
cac tip mo hoc ¢6 ¥ nghia véi p < 0,05. Yéu t6 canxi hoa hién nay khong dugc
dung dé tién luong doc lap, nhung mot sb tac gia cling danh gia cao sy c6 mat
ctia thanh phan canxi héa trong u. Joshi cling d3 st dung yéu t6 canxi hoa
phdi hop voi ty 1& nhan chia 4p dung cho tién luong [85]. Theo Joshi, u
NBTK c6 ty 1& nhan chia thip va c6 canxi hoéa, ty 18 séng 5 nim cao t6i 89%;
cac truong hop u cé ty 18 nhan chia khong thip va khong co canxi hoa, ty 16
song 5 ndm chi ¢6 33%. INPC chi st dung yéu t6 canxi héa véi y nghia tham
khao va goi ¥ cho tién luong. O u NBTK nghéo MPS, mic du ty 18 canxi hoa
khong cao véi 52,7%, nhung né ciing c6 § nghia mot cach truc tiép: day la
cac truong hop u c¢6 do biét hoa thap, ty 1& chay mau hoai tir cao (Bang 3.5), u
tién trién phtrc tap, tién luong it thuan loi hon so véi cac tip mé hoc khac.

Diém dic biét dang chi ¥ 13 ty 16 u c6 canxi hoa cao thiy rd & 2 tip mo
hoc gém u hach NBTK thé hdn hop (77,8%) va u hach NBTK thé ndt (74%),
té bao u biét hoa ¢ cac cip d6 khac nhau tham chi t& bao hach TK da biét hoa
rd. Cac trudng hop nay thudng xuat hién kém theo cac nang lympho trong u
(déu hiéu dugc xem nhu xuét hién song hanh véi sy bi¢t hoa cua té bao hach
TK). Tuy nhién ty 18 canxi hoa lai thap ddi véi tip u hach TK, ty 1& nay la
52%, theo INPC - 100% cac truong hop nay co6 tién luong thuan loi. Kha
nang 16n 1a do qua trinh chay mau hoai tir trong u hach TK khéng con ton tai,

tho1 gian biét hda u kéo dai da lam giam di hién tuong canxi hoa.
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4.1.2.2. Dic diém u NBTK theo tién lwong MBH
< Pic diém chung

Tién luong MBH 1a yéu t6 rat quan trong ddi voi cac nha 1am sang. Tai
Viét Nam hién nay, khong phai tit ca cic trung tim 16n trong nudc déu co
kha nang 1am duoc cc xét nghiém vé di truyén d6i véi u NBTK nhu khuyéch
dai N-myc, chi s6 ADN thi gia trj cua yéu td tién luong dua theo MBH cang
c6 y nghia. Theo INPC, u NBTK nghéo MPS va u hach NBTK thé nét duoc
chia thanh 2 nhom co tién luong thuan loi FH va khong thuan lgi UH [7]. U
hach TK va u hach NBTK thé hon hop co6 tién luong tdt, md hoc thuan loi, ty
1¢ séng 5 nam 1a 100%. Chi tiét vé tién luong MBH ctia u NBTK duoc trinh
bay trong bang 2.3, nhom cd tién lugng MBH thuan lgi va khong thuan loi ¢o
ty 1¢ sdng 5 nam twong tng 13 97,8% va 35,6% [68].

Trong nghién ctru nay ty 1€ u NBTK c¢¢6 tién lugng MBH thuén loi 1a
59,4%, ty 1é tién luong MBH khéng thuan loi 1 40,6%. Diéu nay cho thay ty
1€ u & nhom UH khé cao, vi 140/345 truong hop u thuoc nhém UH, tuong
mg voi cac trudng hop bénh c6 diéu tri phuc tap, tién lugng x4u hon cac
truong hop u con lai. Theo bao cdo cua INRG, ciing giéng nghién ctu cia
chung t61, nhém FH c6 ty I¢ cao hon so véi nhom UH, ty 1€ nay tuong Ung la
64% va 36% [14]. Theo mot nghién ciru trong nude, ty 16 két qua nhom FH va
UH 1a 60,5% va 39,5% kha phu hop vdi nghién ctru nay [3].

Chi s6 nhan chia nhan tan MKI 1a yéu t6 tham gia vao phan nhom tién
luong MBH. Vi INPC khong danh gia MKI doc 1ap, do d6 cac nha nghién
ctru thuong khong tach riéng yéu td nay khi nhan dinh tién lugng. Mac du vay
chung t6i thdy chung van c6 gia tri chi diém dic biét 1a voi cac trudng hop co
MKI cao, tat ca cac trudng hop nay déu c6 tién luong khong thuan loi khong
lién quan dén tudi va typ mé hoc. Véi cac truong hop MKI trung binh va

thap, tién luong phai két hop chit ché theo tip mo hoc va yéu té tudi cua
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bénh nhan. U hach NBTK va u hach TK déu c6 tién luong thuan lo1 vi déac
diém biét hoa cua u, khong lién quan dén MKI.
% Lién quan giira tién lwrong MBH va nhém tudi

Bang 3.7 cho thiy: nhom bénh nhan < 1,5 tudi co tién luong MBH
thuan loi véi ty 1¢ cao nhét chiém 87,9%. Cac nhom 1,5 — 5 tudi va nhém > 5
tudi, tién luong thuan loi c6 ty 18 thap tuong tmg 1a 29,9% va 50%. Nghién
ciru vé dic diém sinh hoc cho théy u NBTK ¢ tré cang nho, dac bi¢t 1a tré
dudi 1 tudi c6 kha nang ty thoai hoa va thuong co cac dic diém sinh hoc
thuan loi [44]. V& mit biéu hién, cac bénh nhan dudi 1,5 tudi ¢ ty 18 di cin
thap hon, giai doan sém hon, két qua diéu tri t6t hon & cac tré 16n. Theo
Phung Tuyét Lan, ty 1& song sau 3 nim ¢ nhom dudi 1 tudi 1a 61,11% trong
khi ty 1& ndy ¢ nhom trén 1 tudi 1a 17,36% [3]. INPC ciing di tong két, danh
gia dic diém sinh hoc ctia u NBTK tir nhiéu nghién ctru va nhan thay ring do
tu6i 12 thang dén 18 thang 1a mdc thoi gian quan trong dé danh gié tién luong
bénh [68],[44]. Ciing theo tac gia nay thi hiéu qua diéu tri & tré < 1,5 tudi co
két qua tot, mac du lidu diéu tri thap hon so véi cac tré 16n.

Ciing trong bang 3.7, u NBTK c¢¢ tién luong MBH khong thuan 191 cao
nhat & nhom tudi 1,5 — 5 tudi véi ty 18 1a 70,1 %, tiép theo 1a nhom bénh nhan
> 5 tudi v6i ty 18 nhom UH 1a 50%, nghia 1a 1/2 s trudng hop bénh nhan trén
5 tudi s& co tién lugng MBH khong thuan lgi va tién lugng diéu tri phtrc tap
hon cac truong hop khac. Trong khi d6 nhom < 1,5 tudi, c6 ty 16 BN nhém
UH rat thép, chi chiém 12,1%. DPiéu nay rat c6 ¥ nghia trong thuc té, dic biét
1a v6i bac si 1am sang khi phai d6i mat voi u NBTK & tré em.

% Lién quan giira tién lwong MBH va vi tri u

U NBTK khong nhitng dac biét vé vé tién trién, dic diém sinh hoc, phan

loai, ma ngay ca vi tri u & nhimg ving co thé khac nhau ciing c6 nhimg dic

diém khac nhau. Bang 3.8 cho thdy u & ving cd, nguc va tiéu khung co tién
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luong MBH thuéan 191 cao hon so u ¢ vung bung, ty 1¢ tién lugng MBH nhém
FH & cac nhém nay cao trén 70% trong khi cac u vung bung ty 1€ FH chi c6
53,9% (p < 0,005). Thuc té trong nghién ctru cho thiy céc u bung, thuong
than, sau phiic mac va tiéu khung thuong c6 kich thudc 16n, ranh giéi khong
rd, hay x4m 1an vao céac tang trong 6 bung nhu gan than, di cin hach ving
trong 6 bung va di can xa. Bang 3.8 ciing chi ra ring u ving bung c6 ty 18
nhém MBH khong thuan 1¢1 cao to1 46,1%, trong khi & vi tri khac ty 1€ nay
déu dudi 27%. Tac gia Phung Tuyét Lan ciing nhan thay cac khdi u ¢ bung c6
ty 16 MBH khong thuan 191 cao, trong khi ty 16 MBH thuan lgi trdi hon thudc
vé cac khdi u nguc [3]. Nghién ctru ctia Joshi ciing cho thay két qua twong tu
nghién ctru cua ching t6i [85].
¢ Lién quan giira tién lwogng MBH va tip m6 hoc u NBTK

Phan tip m6 hoc u NBTK c6 lién quan chat ch€ véi tién lugng MBH cua
U. Theo INPC, cac truong hop u thudc tip u NBTK biét hoa cao 1a u hach
NBTK thé hdn hop va u hach TK déu c6 co tién luong MBH thuan lgi. U
NBTK nghéo MPS va u hach NBTK thé nét phai ap dung bang phan loai tién
lugng MBH dé dinh nhém UH hay FH. Trong két qua nghién ctru cta ching
t6i (Bang 3.9), u NBTK nghéo MBS va u hach NBTK thé ndt c6 ty 18 tién
lugng MBH khong thuén 1oi cao chiém 46,2% va 79,2%. Vé ban chat u hach
NBTK thé ndt 1a u di biét hoa mot phan, u gdm thanh phan ngoai ndt 13 u
hach TK hodc u hach NBTK thé hdn hop, thanh phr:fm tht 2 1a cac ndt nhin
thay trén dai thé, vi thé 1a u NBTK nghéo MBS, kha ning tiép tuc biét hoa
ciia ching rat thip. Phan 16n cac trudng hop u hach NBTK thé nét trong
nghién ctu thudc nhém trén 1,5 tudi. Hai tip mo6 hoc con lai 1a u hach NBTK
thé hdn hop va u hach TK déu co tién luong MBH thuén lgi, nhém FH. Nhiéu
nghién ctru cho thay thay ty 1é sbng khong bénh 5 ndm dbi véi 2 nhom nay 1a

100% [68],[85].
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% Lién quan giira tién lwgng MBH véi chdy mau, hoai tir

U NBTK ciing gidng nhu céc u 4c tinh khac 1a dic diém mau hoai tir
trong u rat hay gip. U NBTK c6 chay mau hoai tir khong nhitng biéu hién do
biét hoa cua té bao u thép ma con thé hién tién luong MBH x4u hon cac
truong hop u khong co chay méau hoai tir. Bang 3.10 cho thay: O nhom u
NBTK c6 tién lugng MBH khong thuan loi, ty 1€ chdy mau hoai tir u rt cao
chiém dén 86,3%, trong khi ty 1& u khong c6 chay mau hoai tir rat thap chi
chiém 13,7%. Bén canh do, nhom u NBTK tién lugng thuan lgi FH lai c6 dac
diém khac han, chay mau hoai tir chi chiém 40%. Két qua nghién ctru c6 ¥
nghia vdi p < 0,001. Két qua nghién ciru ciing cho thiy c6 sy lién quan rd
rang gitta tién luong MBH véi dic diém chay mau hoai tir trong u (OR = 0,06
— 0,018), u ¢ tién lugng MBH thuén loi, ty 1& chay mau hoai tir thap; u co
tién lwuong MBH khong thuan 1o1, ty 1€ chdy mau hai tr cao. Trong thuc hanh
c6 thé dé dang nhan thiy: cac trudng hop c6 chdy mau hoai tir thudong thude
nhém u NBTK nghéo MBS va u hach NBTK thé ndt, 1a cac khéi u c6 té bao u
kém biét hoa. U hach NBTK thé hdn hop va u hach TK khong thay c¢6 hinh
anh chay mau hoai tir. Pac diém nay ciing dugc dugc INPC nhic dén trong
phan loai u NBTK va nhiéu tac gia trén thé gioi dé cap dén [104],[64],[5].
Pay ciing 1a dic diém gitp cac nha giai phiu bénh c6 dinh hudng khi tiép can
bénh pham va phan tich trén dai thé, dong thoi két hop véi cac yéu t6 khac dé
dua ra mot chan doan va tién lugng chinh xac.
% Lién quan giira tién lwrong MBH véi diic diém canxi héa

Pic diém canxi hoa trong u NBTK da dugc nhiéu tac gia dé cap lién
quan dén van dé tién luong. Trong nghién ctru ctia chiing ti thay rang nhém
u NBTK co6 tién lugng MBH thuan loi, ty 1€ can xi héa 1a 64,4%, ty 1¢ u
khong c6 canxi hoa thap chi chiém 35,6% (bang 3.11). Trong khi d6, & nhom
tién luong MBH khong thuan loi, ty 1€ can xi hoa chi c6 40%, ty 1€ u khong
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c6 canxi chiém téi 60% (p < 0,001). Theo két qua nghién ctru cia Joshi [85],
nhom tién lugng MBH thuén loi ty I¢ u c6 canxi héa 1a 70%, trong nhom
MBH khdng thuan loi UH, ty 18 u c¢6 canxi hoa 1a 44%. Két qua nghién ctru
nay kha phu hop véi két qua nghién ciru cta chiing t6i, dong thoi cling 6
diém tuong dong véi két qua nghién ctru cua Shimada va cong su [5]. Bén
canh d6, phan tich nghién ctru cho thiy c6 mdi lién quan chit ché giira tién
luong MBH va dic diém canxi hoa (OR = 1,74 — 4,23), tién lugng MBH
thuan loi, u ¢o6 ty 1€ canxi hoa cao; tién lwuong MBH khong thuéan loi, u c6 ty
1& canxi hoa thap. Theo Shimada, & nhom c6 canxi hoa, EFS 3 nam 1a 76%; &
nhom khong c6 canxi hod. EFS 3 nam thap hon chiém 62%.
4.1.2.3. Dic diém héa mé mién dich

Mic du phan 16n u NBTK c6 dic diém mo bénh hoc rd rang va khdng
can st dung hoa mo mién dich hd tro chan doan. Tuy nhién u NBTK khdng
biét hoa 1a tip md hoc du co ty 1é khong cao nhung nhat thiét phai sir dung
héa mé mién dich dé chan doan phan biét véi cac u khac. Ngay ca phan tich
gen trong trudng hop nay cling khong c6 vai trd quan trong hd tro chan doan
ma chi duoc sir dung dé danh gia bat thuong vé sd luong va cdu traic NST
dong gdp cho diéu tri va tién luong bénh. Ngoai viéc phéi hop chét ché gitra
dic diém 1am sang, tudi, vi tri u va két qua nhudém thuong quy dé dinh huéng,
chan doan xac dinh u NBTK thuong st dung cac ddu 4n HMMD quan trong
1a Synaptophysin va CD56 hodc Chromogranin [64]. Pong thoi cling phai sir
dung HMMD d¢ loai trir cac u té bao tron nho khac. Cac dau 4&n HMMD quan
trong thudng dung trong chan doan phan biét gdm: Desmin, Myogenin cho
sarcoma co van; LCA cho u limpho, CD99 cho sarcoma Ewing, WT1 cho u
nguyén bao than tip t& bao mam. D6i khi c¢6 thé phai chan doan phén biét u té
bao tron nho sinh sgi (desmoplastic small round cell tumour), u ac tinh dang

co van ngoai than (extra renal rhabdoid tumour) [64].
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Trong nghién ctru ndy, véi 23 trudng hop chin doan trén tiéu ban HE
thuong quy 1a hinh anh u NBTK khong biét héa, sau khi nhuém hoéa mé mién
dich, c6 14 truong hop xac dinh dugc 1a u NBTK khong biét hoa chiém ty 1€
60,9%, c4c u khac c6 9 trudng hop chiém 39,1% (Bang 3.12). Trong sb C4c u
té bao tron nho da dugc chan doan phén biét, sarcoma Ewing ¢6 3 trudng hop
chiém 13%, day 1a loai u c6 dac diém gﬁn giéng v6i u NBTK nhét, nhuom
HMMD duong tinh dic hiéu véi CD99 (Anh 3.2). Sarcoma co van (duong
tinh ddc hiéu voi Myogenin, anh 3.1) va u limpho (dwong tinh véi LCA) déu
¢6 2 truong hop, mdi loai chiém ty 1& 8,7%. U Wilm tip t& bao mam (duong
tinh v6i WT1) ¢ 1 truong hop, chiém 4,3%. Pang cht ¥ 1 01 truong hop u
c6 vi tri lién quan dén dudng gitra rat kho phan biét véi u NBTK khong biét
hoa, tuy nhién sau khi nhuém INI1, nhan té bao u mét biéu hién (4m tinh)
trong khi nd1 chiing 1a n61 mé mach mau va limpho bao nhuém nhan duong
tinh, ca bénh dugc két luan 13 u 4c dang co van ngoai than (Anh 3.3).

4.1.3. Pic diém biéu hién gen MYCN
4.1.3.1. Dic diém chung

Pbi v6i u NBTK, viéc két hop dic diém 1am sang, chan doan va phan
loai mo bénh hoc véi bién d6i di truyén trong U co6 ¥ nghia v6 cung quan
trong. Bén canh vai tro xac dinh bién d6i vé sb luong NST thi danh gia bién
d6i vé cau triic NST, dac biét 1a khuéch dai gen MYCN la khong thé thiéu.
Hau hét cac nghién ctru vé u NBTK déu dé cap dén tdm quan trong ctia gen
MYCN [9], [12], [13], [105]. Khuéch dai gen MYCN phéi hop véi biéu hién
Iam sang, giai doan va chan doan mé hoc xép loai u NBTK nguy co cao, ciing
ddéng nghia véi u o tién lugng xdu. Bén canh d6, ban than bién doi gen
MYCN ciing c6 ¥ nghia tién luong doc 1ap, u c6 khuéch dai MYCN, ty 1¢ song
thuong rat thap so v6i u khong c6 khéch dai gen MYCN. Trong nghién ctru
ctia Brodeur [11], ty 16 u NBTK c6 khuéch dai MYCN chung 1a 22%, ty 1¢
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khuéch dai MYCN ¢ u khu tra giai doan thap 1a 4%, giai doan 4S 13 8% va &
cac truong hop u di can (giai doan 3, 4) 1a 31%. Theo ddi ty 1& séng tu do
khong bénh EFS 3 ndm cua cac bénh nhan c6 khuéch dai MYCN, tac gia théy
rang ty 1& ndy rat thip chi chiém 10%, trong khi 6 EFS 3 nim cta nhom
khong c6 khuéch dai gen MYCN rat cao téi 93%. Trong nghién ctru cuia chung
t61 voi 194 truong hop danh gia MYCN, c6 khuéch dai gen MYCN 1a 39
truong hop chiém ty 18 20,1%, khong c6 khuéch dai gen MYCN c¢6 155 trudng
hop, chiém ty 18 79,9%. Ty 1& nay gan tuong duong véi két qua nghién ctru
cua Brodeur. Theo mdt nghién ctru khac ctia Daria va cong su, nghién ctru
trén 8.800 ca bénh [11], tic gia nhan thay ty 16 u NBTK c6 khuéch dai gen
MYCN la 28,1% (cao hon cta Brodeur va nghién ctru cia ching toi), ty 1€
khuéch dai MYCN thip & giai doan u khu tra va giai doan 4S tuong tng 13
6,9% va 8,9%, cao hon ¢ giai doan giai doan 3 va giai doan 4 tuong ung
17,6% va 30,4%.
4.1.3.2. Dic diém lién quan giira biéu hi¢n gen MYCN va nhém tudi

Céc nghién ctru co ban déu chi ra sy khac nhau vé dic diém biéu hién va
bién d6i ciia u NBTK & cac nhom tudi khac nhau. Tuy nhién hai nhém chinh
hay duoc dé cap dén 1a lira tudi trén va dudi 1,5 tudi. Pay ciing 1a yéu té ma
INPC str dung két hop véi phan d6 mo hoc va chi s6 nhéan chia, nhan tan MKI
dé dinh nhom tién lwong MBH [68]. Trong nghién ciru ndy, chung t6i nhan
thay, khuéch dai gen MYCN & nhom tudi dudi 1,5 chi chiém ty 18 14,6%,
trong khi do6 ty 1& nay rat cao & nhém tudi 1,5 — 5 chiém téi 30,1%, p < 0,05
(Bang 3.17). Ty 18 khuéch dai gen MYCN & nhom tudi trén 5 chi chiém
11,1%, tuy nhién khac biét gitta nhém khuéch dai MYCN va khong khuéch
dai MYCN ¢ cac bénh nhén trén 5 tudi chua c6 y nghia théng ké véi p > 0,05.
Nhin chung, bién ddi gen MYCN c6 thay d6i rd rét & nhom tudi duédi 1,5 va

trén 1,5 tudi. Trong bao cdo cua INRG do nhém nghién ciru ciia Daria va
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cong su tién hanh [11], su khéc biét vé ty 1¢ khuéch dai gen MYCN giita nhom
tudi < 1,5 va trén 1,5 tudi cling rat rd rang, cac ty 1& nay twong tmg 13 9,9% va
24.7%, p < 0,001. Pong thoi co dén 65% cac truong hop khuéch dai gen
MYCN thudc vé nhom tudi > 18 thang. Cac tac gia ciing chi ra, mic du ty 18
khuéch dai gen cao & nhém trén 18 thang, nhung khuéch dai gen MYCN biéu
hién manh nhit & khoang lira tu6i 18 thang — 24 thang, dat dinh cao & 21 —
23.9 thang véi ty 16 khuéch dai gen 13 38,4% [11]. Sau mbc thoi gian nay ty 16
khuéch dai gen MYCN gidm dan, gidm thap hon sau 60 thang, ty 1& khuéch dai
gen MYCN thép nhat & giai doan 0 — 2,9 thang véi ty 1€ 3,6%.

Vai tro cia khuéch dai gen MYCN ciing con dac biét duoc nhan manh
trong nghién ctru Susan L. Cohn va cong su [14]. Mic du déu c6 khuéch dai
gen nhung nhém bénh nhan u NBTK dudi 18 thang cé tién lugng tét hon
nhom trén 18 thang. Nghién ctlru cling chi ra, ngay ca & giai doan 4 ctia bénh,
nhitng bénh nhan dudi 18 thang néu khong co khuéch dai gen, ty 18 song 5
nam tu do khong bénh EFS 1a 83%, trong khi nhitng bénh nhan c6 khuéch dai
gen MYCN, EFS 5 nam chi c6 26%.
4.1.3.3. Diic diém lién quan giiva biéu hi¢n gen MYCN va tip mé hoc

Pic diém u NBTK va phan tip md hoc d& dugc dé cap dén trong bang
3.2. Méc du ty 1€ cac truong hop u c6 dod biét hoa cao (u hach NBTK thé hon
hop, u hach TK) la khong cao (< 10%), nhung chung thuc sy c6 ¥y nghia bdi
gia tri tién luong, hudng diéu tri nhe nhang, it ton kém, ty 1& sdng cao. Trong
mdi lién quan giita tip mo hoc véi biéu hién gen MYCN, cac nghién ctu da
cho thay: O cac truong hop u kém biét héa, ty 1¢ khuéch dai gen MYCN
thuong cao, tién luong x4u hon; cac truong hop u biét hoa cao, ty 1& khuéch
dai gen MYCN thudng thap hon, tién lwong tét hon. Trong nghién ciru nay,
chung t6i nhan thay, khuéch dai gen MYCN c¢6 39 truong hop (n = 194) déu
tap trung & u NBTK nghéo MBPS. Tip mé hoc u hach NBTK thé ndt (n = 14),
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u hach NBTK thé hdn hop (n = 5) va u hach TK (n = 3) déu khong thiy co6
khéch dai gen MYCN. Su khéc biét giita cac nhom khong c6 ¥ nghia, p > 0,05
(Bang 3.14). Trong nghién ctru tong hop sé liéu cua Chau Au va Nhém
nghién ctru ung thu Nhi Hoa Ky, v&i ¢& mau 3349, u NBTK nghéo MBS co
ty 1& khuéch dai gen MYCN 1a 17,3%, trong khi d¢6 u hach NBTK va u hach
TK dang truong thanh cé ty 1& khuéch dai gen MYCN rat thap 1a 2,2% [11].
Mot nghién ciru cia Chau A cho thiy, u NBTK nghéo MBS c¢6 ty 18 khuéch
dai MYCN 14 26%, ty 1& nay cta u hach NBTK thé nét 1a 14% va u hach
NBTK thé hdn hop 13 0% [105]. Céc nghién ciru ¢6 ¢& mau rat 16n, va viéc cO
ldy mau vao vung ndt trong u hach NBTK thé ndt hay khdng c6 thé anh
huong t6i két qua danh gia biéu hién gen MYCN.
4.1.3.4. Biéu hién gen MYCN va cdc dwdi tip u NBTK nghéo MPS

Bang 3.15 cho thay dic diém biéu hién caa gen MYCN twong tmg voi
cac dudi tip cia u NBTKnmds. Khuéch dai gen MYCN thay ca & 3 dudi tip 1a
u NBTK khong biét hoa, kém biét hoa va dang biét hoa véi ty 1€ tuong img 1a
22,2%; 23,3%; 15,4%. Su khac bi¢t gitta cac duoi tip khong ¢ y nghia, p >
0,05. Tuy nhién tip mé hoc u NBTK nghéo MBS 1a tip rat 16n chiém dén
75,9% toan bd u NBTK (262/345 trudng hop), nén biéu hién khuéch dai gen
MYCN véi ty 1€ cao cua cac dudi tip u NBTK nmds 1a dac biét c6 y nghia.
Céc trudng hop u trong nhom ndy vira ¢ dic diém sinh hoc phie tap, lai c6
bién d6i khé luong, d ac tinh cao, diéu tri cling thuong phuc tap. Riéng dudi
tip u NBTK dang biét héa, tién lugng thuong kha quan hon, té bao u biét hoa
r0 rang hon cac dudi tip khac.
4.1.3.5. Lién quan giia biéu hién gen MYCN vdi tién lwong MBH

Bang 3.16 cho thiy c6 su khac biét rd rang vé dic diém khuéch dai gen
MYCN gifta nhém tién lugng thuan lgi va khong thuén lgi. U NBTK nhom
UH, khuéch dai gen MYCN c6 ty 1€ kha cao 1a 30,6% trong khi d6, nhém FH
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ty 18 nay chi c6 11,9%, p < 0,005. Két qua nghién ctru cling chi ra méi twong
quan c6 ¥ nghia giira tién luong MBH va dic diém khuéch dai gen MYCN:
tién luong MBH khong thuan loi, ty 1 khuéch dai gen MYCN cao; tién luong
MBH thuan loi, ty 1¢ khuéch dai gen MYCN thap, OR = 0,147 — 0,64. Trong
nghién ctru cia INRG — Nhom nghién ctru u NBTK quéc té [11], ty 1& khuéch
dai gen MYCN & nhom UH ciing cao t6i 33,3%, tuong duong két qua nghién
ctru cua ching t61. Thuc té trong phan loai cua INPC, tién luong MBH va dac
diém khuéch dai gen MYCN 14 hai yéu t6 vo cting quan trong, chiing ciing dugc
stt dung dé phan loai nhdm nguy co u NBTK, tir d6 méi ¢ phac d6 diéu tri
tuong ng theo nhém nguy co. Bén canh do, hai yéu t6 ndy ciing con dong thoi
duoc str dung 1am cac yéu t6 tién luong doc 1ap. Theo INRG [14], ty 1¢ séng
toan bo 5 ndm cuia cac trudng hop u NBTK nhom FH rit cao t6i 95%, trong khi
d6 OS 5 nam ctia nhom UH chi chiém 49%, p < 0,001. Theo d&i sdng con theo
biéu hién khuéch dai gen MYCN, OS 5 nam ctia nhém MYCN (-) rat cao toi
82%, trong khi ty 1¢ nay cia nhém MYCN (+) chi ¢6 34%, p < 0,001 [14].
4.1.4. Pic diém giai doan u NBTK

4.1.4.1. Dic diém phén logi giai doan bénh

Hé thdng Phan loai giai doan nguy co U NBTK quéc té 2009 (INRGSS)
[83] ra doi sau 16 nam so v&i Phan loai giai doan u NBTK qudc té 1993
(INSS) [82] c6 mot s thay ddi can ban vé tén goi va phuong phap phan loai.
INRGSS (Bang 1.5) mic du ké thira cac tiéu chi co ban ctua INSS (Bang 1.4)
1a déu c6 phan loai u & cac mirc do khu tri va xdm nhdp hodc di can (giai
doan L1, L2 twong tng cac giai doan 1,2,3), di can xa (giai doan M tuong trng
giai doan 4), giai doan di can dac biét (giai doan Ms tuong duong giai doan
4S). Nhung INRGSS dua vao dac diém bénh trude ph?lu thuat, pham vi va
muc d phat trién bénh duoc xac dinh b.':fmg su xuét hién hay khong xuét hién

clia cac yéu to nguy co chan doan hinh anh IDRFs v&/ hodc hinh anh di cin tai
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thoi diém chan doan trudc khi c6 bat ky mot can thiép nao (Bang 1.5). Phan
loai ndy canh bao cho cac nha phau thuat vé dic diém u, kha ning c6 phiu
thuat duoc hét u hay khong va bién ching c6 thé gip trong va sau qua trinh
mo. Tom Monclair va cong su khi cho ra doi hé thong phan loai INRGSS
[83], d3 tién hanh phan tich va phan loai lai giai doan ctia 661 bénh nhan u
NBTK, so sanh giai doan u NBTK theo hai hé théng va thiy ring c6 mot sd
khac biét gilra cac giai doan L1, L2 theo INRGSS véi cac giai doan 1,2,3 theo
INSS (Bang 4.2).
Bing 4.2: Pic diém phan bd giai doan ciia cac bénh nhian u NBTK
so sanh gitra INRGSS véi INSS [83].

Giai doan INRGSS L1 INRGSS L2 7 )
Tong so
INSS No % No %
1 239 79 64 21 303
2 81 55 66 45 147
3 12 6 199 94 211
Tong sd 332 50 329 50 661

Trong bang so sanh, tuong ung INS giai doan 1 c6 79% ca bénh
INRGSS giai doan L1 va 21% giai doan L2; Tuong ung INSS giai doan 2 c6
55% ca bénh INRGSS giai doan L1 va 45% giai doan L2; Tuong trng INSS
giai doan 3 ¢6 6% ca bénh INRGSS giai doan L1 va 94% giai doan L2. Hai ly
do nira dan dén su khac nhau giita cac giai doan trong hai hé thong phan loai
la: Tht nhat, INRGSS khéng dé cap dén vai tro cua duong giita (midline)
trong phan loai giai doan; Thur hai, INRGSS khong ghi nhan vai tro cua hach
vung trong phan loai u khu tra (L1, L2) [83].

Trong nghién ctru cua ching t6i (Bang 3.17), So sanh gira phan loai giali
doan u NBTK qudc té INRGSS 2009 va INRG 1993 nhan thay: ty 18 phan b
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u NBTK giai doan L1 (26,8%) va giai doan 1 (26%) gan twong dwong nhau,
twong tu nhu vay giai doan MS (5,2%) tuong duong véi giai doan 4S (6%).
Hay u di can xa giai doan M theo INRGSS 1a 30% trong khi giai doan 4 theo
INRG 14 29%. Su khac nhau thiy rd 13 trong khi theo INRGSS giai doan L2
co ty 1é 38% thi theo INGR, giai doan 2 (u Khu tru) chiém 16% va giai doan 3
chiém 23% (u phat trién 2 bén khoang co thé qua duong gitta hodc u 1 bén, di
cin hach bén dbi dién). Su khac nhau giita cac giai doan trong phan loai c¢6
nghia quan trong trong diéu tri: Giai doan L1, u khu tra, c¢6 thé phiu thuat cat
b6 u toan bo, sau d6 theo dbi ma khdng can diéu tri thém. U NBTK giai doan
L2 véi cac yéu to IDRFs chinh 1a nhitng dic diém lam cho viéc phiu thuét
gap nhiéu kho khan, diéu tri phai phbi hgp dong thoi nhiéu phuong phap, tién
lrong kém hon so véi giai doan L1. Theo INRGSS, su khac nhau gitra L1 va
L2 thuc su c6 y nghia, EFS 5 nam cua L1 va L2 twong ung la 89% (n = 213)
va 78% (n = 261). Thoi gian song toan bd giai doan L1 1a 96%, L2 1a 89%.
Thoi gian sdng ty do khong bénh theo INSS giai doan 1,2,3 twong tmg 13
92%, 78%, 75% [83].

Giai doan M 1a giai doan u da di can xa, diéu tri phirc tap va phai phdi
hop da mo thirc, tién luong xau. Trong khi d6, giai doan MS duoc xép 1a giai
doan ddc bi€t vi mac du u ciling di can xa, nhung tudi bénh nhan gidi han &
dudi 18 thang, u di can té1 da, gan, tiy xuong, tién luong tdt hon giai doan M,
u ¢6 kha ning thoai trién khong can diéu tri ma chi theo ddi. Mot sé it trudng
hop giai doan MS (tuong tu nhu 4S), néu c6 biéu hién nguy co de doa chirc
nang song thi maéi phai tién hanh diéu tri.

Két qua trong nghién ciru, trong s6 194 trudng hop, di cian co 89 truong
hop chiém 45,9% bao gom ca di can hach ving va di cin xa. U c6 thé di cin
mot vi tri (32%), hai vi tri (10,8%) hoac trén 3 vi tri (3,1%). Cac vi tri di can

thuong gap ghi nhan dugc trong nghién ctru 1a hach vung va hach xa, gan,
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xuong (xwong dai, xwong so, nén so), tly xuong, mit va xuong héc mit (giy
bam tim tao hinh anh mat giu tric), da...U NBTK di cin la mot trong nhiing
dic diém dugc dé cap dén trong nhiéu nghién ctru. Theo nghién clu cua tac
gia Wen va cong sy [105], u di cin c6 ty 18 thay d6i tir 14% dén 44% tuy theo
tip m6 hoc u c6 do biét hda cao hay bi¢t hoa thép. Theo mot s6 nghién ctru
khac ty 1 di can u n6i chung bao gém ca di cin gan va di cdn xa c6 ty 1& tir
30% dén 50% [64],[8]. U NBTK co thé di cin theo duong bach huyét u
thuong di can dén hé théng hach vung, sau dé dén cac hach xa, hach ngoai vi
bao goém ca hach ¢, nach, ben. Cac truong hop u di can hach ngoai vi thuong
c6 thé d& dang xét xac dinh bang chan doan té bao hoc. Theo dudng mau, u di
cin dén mot sb co quan dich nhu gan, xuong, ty xuwong, da va mo dudi da
bao gébm ca da biu. Céac trudng hop u di cin vao xuong, tuy xwong, hdc mat,
hé TK trung uong, ph6i, mang phdi thuong cé tién luong xau hon cac truong
hop khac & ca tré 10n va tré nho. Cac bénh nhan di can hach don thuan cé vé
c6 ty 16 sdng cao hon so voi cac bénh nhan c6 di can ¢ noi khac [3].
4.1.4.2. Lién quan giita giai doan va tién lwgong MBH

Bang 3.18 cho thiy c6 biéu hién thay ddi rd rét vé tién luong MBH giira
cac giai doan khac nhau cua u NBTK. o) giai doan L1, ty 1€ u thudc nhom tién
lugng MBH thuan loi rat cao, chiém 80,8%, nhom khong thuan lgi UH chi
chiém 19,2%. O giai doan nay u thuong gon, khong c¢6 xam nhép co quan lan
can hay di can, két qua diéu tri va tién luong rat tot. Giai doan L2, ty 18 u c6
tién lugng MBH thuan loi di giam xudng so véi giai doan L1 chi con 51,4%
trong khi ty 16 MBH khong thuan loi tang 1€n 48,6%. Pac biét quan trong 1a &
giai doan M, ty 1€ u NBTK c¢ tién luong MBH khong thuan lgi cao nhat,
chiém tGi 65,5%. bay la nhom u co6 tién lugng x4u nhit, giai doan mudn, u di
cin xa dén xuong va/hodc cac tang khac trong co thé. Bén canh d6, nghién

ctru cling chimg minh, ¢ giai doan M, ty 18 u c6 khuéch dai gen MYCN ciing
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tang 1én cao hon giai doan khéc, ty 16 MYCN (+) c6 thé dén trén 30% [11].
Nguoc lai, & giai doan MS, ty 16 u NBTK nhom UH lai giam thap chi c6 10%
va ty 16 nhom FH rat cao t6i 90%. Theo Susan, thoi gian song toan bd 5 nim
cua cac bénh nhan nhéom FH téi 95%, trong khi nhém UH chi c6 49% [14].
Ciing theo nghién ctru nay, OS 5 ndm & giai doan 4 (u di can xa) chi c6 42%,
trong khi ty 1¢ séng toan bo 5 nim cua cac giai doan con lai cao hon han t6i
91%, p < 0,0001.
4.1.4.3. Lién quan giiva giai doan va biéu hién gen MYCN

Pic diém khuéch dai gen MYCN va giai doan bénh 13 hai yéu t6 ¢ y
nghia dic biét quan trong ctia u NBTK. Ngoai vai trd tién luong cho diéu tri,
ban than mdi yéu té da co ¥ nghia néi 1én muc d6 phic tap ciia bénh. Hai yéu
t6 nay déu tham gia vao xép loai nguy co dé quyét dinh phac do diéu tri bénh.
U NBTK ¢ giai doan s6m ma co khuéch dai gen MYCN, viéc tién lugng va
diéu tri da c6 nhiéu phtc tap, u NBTK ¢ giai doan mudn cé khuéch dai gen
MYCN thi viéc tién luong va diéu tri cang tré nén kho khian hon nhiéu lan.
Trong nghién ctru nay, dé nhan thiy 1a co su thay doi rd rang vé dic diém
biéu hién gen MYCN giita cac giai doan khac nhau ciia u NBTK. O giai doan
L1, ty 1€ khuéch dai gen MYCN thép chi ¢6 3,8%. Tuy nhién & giai doan L2,
mic di u van thuéc nhém khu trii nhung ty 16 khuéch dai gen MYCN da ting
1én 18,9%. Khac vdi giai doan L1, u thuong gon, ranh giéi rd, co thé phﬁu
thuat cat bo hoan toan thi & giai doan L2 u thudng 16n hon kém theo c6 yéu tb
IDRF trén chan doan hinh anh, u c¢6 thé xam nhap t6 chuc, co quan lan can. U
& giai doan L2 diéu tri ciing phirc tap hon, u kho c6 thé cit bo hoan toan,
thuong phai diéu tri héa chat trude, sau d6 moi phdi hop phau thuat va céc
phuong phéap diéu tri két hop khac. Ty 18 khuéch dai gen MYCN tang 1én dén

18,9% ciing 14 dic diém néi 1én dién tién c6 hudng phirc tap cia u.



109

O giai doan M la giai doan u di can xa, khuéch dai gen MYCN biéu hién
v6i ty 18 cao nhat chiém 37,9%. Giai doan MS, trong nghién ctru cho thay ty
1¢ khuéch dai gen thap chi chiém 10% (Bang 3.19), thip hon giai doan M,
thap hon ca giai doan L2. Py chinh 1a diéu dic biét khac cia u NBTK so véi
cac u ac tinh khac & tré em va ca & ngudi lon, vi chi c6 u NBTK mdi c6 dac
diém giai doan MS. Pdi chiéu bang 3.14 nhan thdy, cac truong hop u co
khuéch dai gen MYCN déu thudc tip u NBTK nghéo MPS, té bao u c6 do biét
hoa thap va rat thap. Tuy nhién u NBTK giai doan MS lai biéu hién tinh trang
it 4c tinh hon so véi giai doan M. Cac truong hop u NBTK giai doan MS c6
tién luong thuan loi, hau hét cc trudong hop u giai doan nay theo phac dd
tham chi khong can diéu trj ma chi theo déi tién trién. Trong mdi twong quan
giita biéu hién gen MYCN va giai doan, Daria va cong su trong nghién ctru
ctia minh ciing nhan thiy u di cin xa, twong Ung giai doan 4, ty 1& khuéch dai
gen MYCN cao, chiém 30,4%. Trong khi d6 cac truong hop u khu tri chi
chiém 2,9% - 4%. U NBTK giai doan 4S, ty 1& khuéch dai gen MYCN 1a
8,9%. Két qua nay ciing twong tu két qua nghién ctru cta chung toi.

4.2. Pic diém tién lwong va theo ddi song BN u NBTK nguy co khong cao
4.2.1. Pic diém chung
4.2.1.1. Mgt 56 dic diém nhém BN u NBTK nguy co khéng cao

Bang 3.20 tong hop dic diém phan bd u NBTK nguy co khéng cao theo
cac yéu td nhom tudi, gid1, tip mod hoc, vi tri u, tién lwong MBH, giai doan,
biéu hién gen MYCN, chdy mau hoai ti, canxi hoa. Dé dang nhan théy co
mdt sb thay d6i vé ty 1é phan bd u NBTK nguy co khong cao & 128 truong
hop bénh so véi 345 trudng hop u NBTK néi chung bao gém ca nguy co cao
va nguy co khong cao. Theo tudi, ty 16 u & nhém dudi 1,5 tudi nguy co khong
cao lén t&i 68,8% trong khi ty 1& nay trong tong sb u & tit ca cic mirc nguy co

chi chiém 45,5% (Bang 3.1). Diéu nay cho thdy u NBTK nguy co khong cao
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¢ xu hudng tap trung ¢ lira tudi thép. Bén canh do, tién luong MBH thuan loi
ciia u NBTK nguy co khong cao chiém t6i 70,3%, trong khi d6 ty 1é nday cua
toan bd u NBTK chi ¢6 59,4% (Biéu d6 3.3). Két qua nay c6 thé 1y giai 1a do
phan 16n cac trudng hop u phtc tap thudc nhom nguy co cao, thuong co tién
lugng MBH khong thuan lgi da bi loai bd theo ti€u chi loai trir bénh nhan.
Ciing tuong ty nhu vay, & u NBTK nguy co khong cao, ty 1€ u c6 canxi hoa la
88% trong khi ty 1& ndy trong sb toan bd 345 trudng hop u NBTK ndi chung
la 54,5% (Bang 3.5).

Ty 1& phan bd u ¢ thay ddi khong nhiéu gitra u NBTK nguy co khong
cao voi toan bd u NBTK khi phan tich theo gioi, tip md hoc, dac diém chay
mau hoai to. Tuy nhién ty 1€ u giai doan M & nhom nguy co khong cao lai
giam thap chi c6 7,8% so véi ty 18 30% trong tong s6 u NBTK gdm ca nguy
co cao va khong cao (Bang 3.17). Hay ty 1& khuéch dai gen MYCN giam
xubng chi c6 2% & u NBTK nguy co khong cao so véi 20,1% cta toan bd u
(biéu d6 3.4). Nhitng su thay d6i nay dau co lién quan dén tiéu chuan lya
chon bénh nhan khi phén tich tién luong, hau hét cac bénh nhan c6 khuéch dai
gen MYCN va giai doan M thudc nhém nguy co cao déu bi loai khoi nghién
ctru, chi so it trudng hop u NBTK c6 khuéch dai gen MYCN nhung thudc giai
doan 1 s& thudc tiéu chuin lua chon trong nghién ctru. Nhin chung, du ty 1€
phan bd u thay doi nhiéu hay it khi so sanh gitta cac nhom nguy co, bang 3.20
cling dem lai nhitng thong tin tong quat vé dic diém phan bd u NBTK nguy
co khong cao theo ting yéu té ma cac yéu t6 ndy sé& tiép tuc dugc phan tich
thoi gian séng va tién lugng bénh trong cac phan tiép theo ciia nghién ciru.
4.2.1.2. Két qud theo doi séng toan bé ciia BN u NBTK nguy co khéng cao

Muc tiéu cudi cliing cua cac nghién ciru trén thé gidi vé u NBTK 1a dem
lai két qua diéu tri tot nhat cho bénh nhan dya vao danh gia ty 1¢ diéu tri khoi

bénh, tang thoi gian sOng, gidm tai phat. Trén co sé cua bi€u hién 1am sang,
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phan loai mé bénh hoc u, dac diém sinh hoc phan tu ddi vai tung truong hop
bénh (INRG goi chung 1a cac yéu t tién lugng — Prognotic factors) ma cac
bénh nhian u NBTK dugc xép loai theo cac mirc nguy co khac nhau (Risk
factors) [14]. V&i mdi murc yéu td nguy co, bénh nhan s& duge str dung mot
phac dd diéu tri riéng phu hop nhat. Co sé cua viée xac dinh cac yéu tb tién
luong va yéu t6 nguy co u NBTK chinh 14 viéc theo dbi séng con ciia bénh
nhan trong suét qua trinh diéu tri.

Nhém nghién ctru yéu té nguy co u NBTK qubc t¢ INRG duogc thanh
1ap vao nam 2004, cac thanh vién ctiia INRG 1a cac chuyén gia tir nhiéu nhom
nghién ctru u NBTK trén thé gidi bao gom My, Uc, Puc, Nhat Ban, Trung
Qudc, SIOPEN. Téng s 52 nha nghién ctru trén thé gidi trong 4 hoi dong
nghién cuu, trai qua 4 hoi nghi quéc té 16n tai Ytalia, Canada, MY, Thuy Si,
cac nha nghién ciru da danh gia lai 8800 trudong hop u NBTK, théng nhat
chan doén, phan tich yéu té nguy co, yéu t6 sinh hoc, 1am sang, can 1am sang,
phan tich séng con. Tat ca u NBTK duoc phan loai nguy co trude diéu trj vao
4 nhom: Rat thap, thap, trung binh, cao [14] va c6 phac db diéu trj twong Gmg:
theo ddi don thuan, hay phau thuat cat u va theo ddi v6i nguy co rat thap va
nguy co thap, phdi hop hoa chat véi phiu thuat cat u va/hodc xa tri d6i véi u
NBTK nguy co trung binh. U NBTK nguy co cao, diéu tri phéi hop hoa chit,
phau thuat, xa tri, ghép té bao géc, diéu tri mién dich, liéu phap khac... Tuy
nhién, két qua diéu trj véi u NBTK nguy co cao ciing rat kém, ty 1& song 5
nam ciing chi twong dwong 50% hodc thap hon, dong thoi ty 1é tai phat u sau
5 nam ciing rat cao [106]. Trong khi d6 két qua diéu tri u NBTK nguy co thap
trai nguoc han véi nguy co cao, ty 1¢ sdng toan bd 5 nim c6 thé 1én dén 95%
hodc hon [107]. Tuy nhién viéc diéu tri déy du theo cac muc nguy co, dac biét
1a nguy co cao thudng chi 4p dung duoc & cac nudc phat trién. O cac nudc
dang phat trién, kha niang 4p dung diéu tri phac d6 nguy co cao 1a rat kho

khan. Tai Viét Nam, gan ddy Bénh vién Nhi trung wong 13 trung tdm di dau
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trong ca nudc da ap dung phac dd diéu tri bénh nhan u NBTK nguy co cao,
tuy nhién s6 lugng bénh nhan duoc diéu tri con rat it, phén 16n bénh nhan
thuong chi diéu trj gidm nhe hoac tu chdi diéu tri, ty 1€ tor vong rat cao. Do
vay, nghién ctru nay chi tip trung nghién ctru, theo ddi thoi gian séng va phan
tich yéu t6 tién luong d6i véi 128 trudong hop bénh nhan nguy co khong cao
dap mg tiéu chuan chon mau va dam bao diéu tri theo phac dd.

Ciing theo INRG, c6 nhiéu yéu to tién luong dbi véi u NBTK bao gom
cac yéu td quyét dinh dé phan loai yéu t6 nguy co va cac yéu té khong tham
gia vao phan loai nguy co. Theo phéan loai INRG [14], c4c yéu t6 tién luong
quan trong tryc tiép tham gia phan loai, dinh hudng diéu tri u NBTK nhu yéu
t tudi, phan loai giai doan u, phan tip MBH, tién luong MBH, biéu hién gen
MYCN, chi s& AND va cac yéu to c6 vai trd tién luong khac bao gom: canxi
hoa, chay mau hoai tir, vi tri u, LDH, VMA...Mic du c6 nhiéu yéu t lién
quan nhu vy té1 qua trinh diéu tri, tién luong BN, tuy nhién vo1 su tién bo
ctia khoa khoc y hoc vé moi mit cong thém cac phac d6 diéu tri ngdy nay déu
qudc té hoa, két qua diéu tri u NBTK gan day ngay cang tot hon.

Biéu d6 3.5 biéu dién thoi gian séng toan bo (OS) ctia 128 bénh nhan u
NBTK nguy co khong cao trong nghién ctru. Cac bénh nhan duogc theo doi
v6i1 thot gian trung binh 1a 2,3 nam, dai nhét 13 6,5 nam, téng thoi gian theo
ddi 12 296,9 ndam-ngudi. Trong sd cac bién cb xdy ra, 17 bénh nhan tir vong
déu dién ra trong 4 nam dau véi ty suét tir vong trung binh 5,7%/nam. Ty 1&
song toan bo 5 nam 1a 77,9% (95% CI: 70,6% — 89,0%). Nhu vay cé thé thay
thoi gian sdng toan bd 5 ndm ctia cac bénh nhan u NBTK nguy co khong cao
so v6i nhiéu loai ung thu khac 1a khong hé thap. Tuy nhién so sanh véi két
qua nghién ctru ciia cdc nhom nghién ctu trén thé gidi, thoi gian sdng cua
bénh nhan u NBTK cta chung ta van con thap hon. Theo tac gia Holly [90],

theo ddi séng toan bd cua bénh nhan u NBTK nguy co khong cao trong
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nghién ctu thtr nghiém tai My va Anh, OS 5 nam cta bénh nhin nguy co
khong cao 1an lugt 1a 90% - 95%. Cu thé trong nhom nguy co thip, EFS va
OS 5 niam la 89% va 97%; nhom nguy co trung binh thoi gian sdéng 3 nam
EFS va OS c¢6 thé téi 88% va 96%. Céac nghién ctru cang gan day cho thay
ty 16 sdng ctia bénh nhan u NBTK cang cai thién mic du diéu tri u NBTK
nguy co thip va trung binh déu c6 xu hudng giam nhe muc do, giam lidu
hoa chit va xa tri. Trong két qua nghién ctiru dugc cong bd cua INRG [14],
nhom cac bé

nh nhan u NBTK chi phai diéu trj t6i thiéu bang phiu thuat hodc hoa tri
co ban hoic khéng phai diéu tri ma chi theo doi don thuan, OS 5 nim lén téi
86%, trong khi d6 nhimng truong hop bénh phirc tap phai diéu tri da mé thuc,
ty 1¢ sdng toan bo 5 nam chi co 41%.

Theo két qua nghién ctru trong nudc, diéu tri u NBTK trudc nam 2007
[3], BN u NBTK n6i chung cé ty 1¢ séng toan bo 3 nam kha thap, 40%. Theo
nghién ctru ctia Nguyén Thi Nga va cong sy nim 2017, ty 1& sdng t do khéng
bénh EFS ctia bénh nhan u NBTK nguy co khong cao, gdom nguy co rat thap;
nguy co thap; nguy co trung binh 1an luot 12 92,9%:; 96,8%; 53,3% [92].
4.2.2. Mot s6 yéu to tién hrong chinh ciia u NBTK
4.2.2.1. Yéu té tuvi

Trong hau hét cac nghién ctru vé u NBTK trén thé gi6i, dic biét 1a trong
cac phan loai u NBTK qudc té, tudi 1a yéu té ludn duoc nhic dén 13 mot yéu
td quan trong lién quan dén phan loai nguy co, quyét dinh phac d6 diéu tri va
tién luong u NBTK. Mbc tudi duoc xac dinh thuc su cd vy nghia & cac mbc
trén dudi 1,5 tudi va 5 tudi theo két qua nghién ctru cua INRG [14] do két qua
diéu tri va theo ddi séng con co ¥ nghia trong thuc hanh. INRG ciing c¢6 méc
tham chiéu phan loai nguy co rat thip, nguy co thap, nguy co trung binh, va

nguy co cao tuong ung vdi cac moc ty 1€ song cua bénh nhan u NBTK sau
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diéu tri twong tmg 1a > 85%; > 75 - < 85%; > 50% - < 75%; < 50%. Mdc tudi
1,5 tudi con dic biét duge su dung trong phan loai giai doan theo INRGSS
[83] v&i giai doan MS. Cac bénh nhan giai doan MS (Bang 2.2) 1a cac bénh
nhan duéi 1,5 tudi, u di can dén da, gan va/ hodc tiy xuong, tuy nhién cc
bénh nhan giai doan MS c6 tién lugng tdt, tham chi thoai trién, theo ddi don
thuan ma khong can diéu tri.

Trong nghién ciru cua chung toi khi phan tich song con theo Kaplan-
Meier voi bién nhom tudi, dudng biéu dién thé hién trong biéu d6 3.6 cho
théy: Ty Suét tir vong hﬁng nam lan luot 1a 3,9% & nhom dudi 1,5 tudi; 6,9%
& nhom tir 1,5 - 5 tudi va 19,9% & nhom trén 5 tudi. Nhu vay ty suét tir vong
c6 xu hudng ting 1én twong Gng theo nhém tudi bénh ting 1én. Ty suat tir
vong & nhom tudi dudi 1,5 tudi thap hon han so véi nhom trén 5 tudi (3,9%
va 19,9%). Trong khi d9, ty 1¢ song toan bd cua bénh nhan ¢ xu hudng giam
dan khi tudi ting dan: & nhom dudi 1,5 tudi tir cudi ndm th hai 1a 90,1%
(95%Cl: 81,1% - 94,9%); & nhom 1,5 - 5 tudi tir cudi ndm thr ba 1a 77,2%
(95%Cl: 52,3% - 90,2%) va & nhom trén 5 tudi trd 1én tir cudi nam thir tu 1a
40,6% (95%ClI: 4,6% - 76,8%). OS toan b tai thoi diém 5 nim cua 3 nhom
tudi 1an luot 13: 90,1%; 77,2%:; 40,6%. Khac biét vé xac suat song con theo
nhom tudi co ¥ nghia théng ké voi p (Log-rank) < 0,05. C6 thé d& dang nhan
thay, ty 1¢ song toan bo giam mot cach rd rang (90,1% - 40,5%) khi Itra tudi
tang 1én ( dudi 1,5 tudi — trén 5 tudi).

Nhiéu nghién ctru trong nudc Va trén thé gidi cling cho két qua theo dai
séng co su khac biét rat & rang c6 y nghia thong ké gitta cac BN dudi 1,5
tudi, trén 1,5 tudi va BN trén 5 tudi [3],[14],[100]. Cac két qua nghién ctru
cling cho thay két qua diéu tri bénh nhan cta ching ta van con di sau so véi
nhiéu nuée. Theo INRG, OS 5 nam ddi véi tit ca bénh nhan u NBTK (gdm ca

bénh nhan nguy co cao va nguy co khong cao) nhom dudi 1,5 tudi 1a 88%,
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nhom trén 1,5 tudi dao dong tir 40% - 49% [14]. Trong nghién ctra cua Hideki
Sano va cong su, ty 1¢ séng toan bd 5 nim véi tat ca BN duéi 5 tudi 1a 84,9%
[108]. Theo két qua nghién ctru cua Douglas va cong su véi nhom nguy co
thép, OS 5 nam cta BN kha cao véi nhom dudi 1,5 tudi va trén 1,5 tudi tuong
ung 1a 99% va 90% [109].
4.2.2.2. Yéu to tip mé hoc

Biéu d6 3.7 theo ddi thoi gian séng ctia bénh nhan u NBTK theo tip mo
hoc. Trong thoi gian theo doi, cac tip u NBTK ngheo MBS va u hach NBTK
thé ndt c6 17 bénh nhan tir vong, trong khi d6 u hach NBTK thé hdn hop va u
hach TK khéng c6 bénh nhan tir vong. Ty sudt tr vong & tip md hoc u NBTK
thé not 13 9,3%/nam cao hon so v6i u NBTK nghéo MBS tuong ung 1a
6,0%/nam. Ty 1é sdng toan bo 5 nim ctia bénh nhan u hach NBTK thé ndt 1a
75,7%, thap hon so v6i OS 5 nam ciia bénh nhan u NBTK nghéo MPS voi ty
1¢ 80,5%. Bén canh d6 OS 5 ndm cua bénh nhan u hach NBTK thé hdon hop va
u hach TK ¢6 ty 1é rat cao 1a 100%. Khac biét vé x4c suat song trong thoi gian
theo ddi giita cac tip md hoc c6 ¥ nghia thong ké vai p (Log-rank) < 0,05. Tuy
nhién theo doi thoi gian séng cua céc tip m6 hoc u NBTK chi thyc hién dugc
voi cac u NBTK nguy co khong cao (cac truong hop u nguy co cao da loai tru
theo tiéu chuén loai trir, u thuong rat nang, giai doan mudn, di can nhiéu noi,
kha ning thanh cong trong diéu tri thip), nén néu theo doi danh gia thoi gian
song cua tat ca bénh nhan nguy co cao va khong cao thi thoi gian song toan
bd s& giam thap hon so véi két qua thé hién trong biéu d6 3.7.

Theo INRG, phan loai m6 bénh hoc u ngoai vai tro chi rd ban chét, dic
diém ctia mdi tip mo hoc, né con ¢o vai tro chi diém d6i vai sinh hoc phan tu
va dinh hudng tién luong diéu tri [14]. Do vdy nd c6 y nghia rat 16n, ban than
yéu t6 nay ciing du co ¥ nghia tién lugng doc 1ap. Dé dang nhan thiy tuong

g voi dic diém té bao u biét hoa thiap & tip u NBTK nmds va u hach NBTK
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thé ndt, kém theo d6 1a kha nang phat trién u manh, kha nang di can cao, tién
trién u that thuong, dic diém sinh hoc u phirc tap, cac bién doi gen khong co
loi bao gdém ca tinh trang khuéch dai gen MYCN. Do d6 & hai tip nay ty 1é
song khong cao, dic biét 1a u NBTK nghéo MPS. Nguoc lai u hach NBTK
thé hon hop va u hach than kinh, té bao u biét hoa rat cao, u tré nén lanh tinh,
ty 16 khuéch dai gen MYCN rét thip hodc khong thiy khuéch dai. Ty 1¢ séng
ctia cac truong hop u ¢ 2 tip ndy rét cao, c6 thé téi 100% mic du phac dd diéu
tri phau thuat 1a chinh. Trong nghién ctru cua Susan va cong su [14], két qua
cling twrong dong véi nghién ctru ctia chung t6i voi ty 1& séng toan bd 5 nim
ctia u hach NBTK thé hdn hop va u hach TK la rat cao, trong khi OS 5 ndm
ctia u NBTK nghéo MPS va u hach NBTK thé nét thap hon han. Nghién ctu
v6i tat ca cac nhom nguy co thdy OS 5 nam cta u hach NBTK thé hdn hop 1a
96%; OS 5 nam cua u hach NBTK thé ndt va u NBTK nghéo MBS déu c6 ty
1¢ thap hon tuong tng 13 68% va 71%. Theo INPC, OS 5 nim ctia u NBTK
thé hdn hop ciing rat cao téi 100% [5].

Pi sau hon vao theo ddi sdng con voi cac dudi tip mé hoc u NBTK
nghéo MBS (biéu do 3.8) nhan thay: Ty suét tir vong hang nim ctia u NBTK
khong biét hoa (18,5%) cao hon han so véi u it biét hoa va dang biét hoa
(6,6% va 5,3%). Bén canh d6, OS 5 nam cua 3 dudi tip nay lan luot 1a:
63,6%; 81,3%; 85,7%. Su khéc biét nay chua cd y nghia théng ké, p (Log-
rank) > 0,05. Theo Susan va cong su, 2009, OS 5 nam cua u NBTK khong
bi¢t hoa va u NBTK dang bi¢t hoa tuong tng 1a 72% va 89%, p < 0,001.
4.2.2.3. Yéu t6 tién lwong mé bénh hoc

Tién lugng MBH 1a yéu td rat quan trong phuc vu diéu tri va tién luong u
NBTK. Yéu té nay dugc dic biét nhic dén va ap dung rong rai trén thé gioi tir
khi c6 théng nhat phan loai u NBTK ctia Hoi giai phdu bénh hoc nguyén bao
than kinh qudc INPC [6]. Trong nghién ctru ctia ching t6i, ty sudt tir vong
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trung binh hang nim & nhém c6 tién lwong MBH khéng thuén loi 12 15,5%
cao hon han so v6i nhom tién lugng MBH thuan 1oi, 2,3%. Tt cubi nam thi 4
tré di, ty 16 séng & nhom tién lugng khong thuan loi chi con 57,3%, trong khi
ty 1¢ sdng & nhom tién lugng MBH thuan loi 14 93,9%; OS 5 nim ctia 2 nhém
nay tuong ung 1a 57,3% va 93,9%. Khac biét co ¥ nghia théng ké voi p (Log-
rank) < 0,001.

Trong bang phan loai tién luong MBH ciia INPC (Bang 2.3) c6 thé nhan
thay, u NBTK khong thuan loi chu yéu bat gip ¢ cac truong hop u khong biét
hoa va biét hoa rat thap, bénh nhan tudi cao va MKI cao. Tét ca cac trudng
hop u ¢6 d6 biét hoa cao gom u hach NBTK thé hdn hop va u hach TK déu co
tién lugng MBH thuan loi [68], tién lugng diéu tri déu rat tdt, thé hién boi OS
5 nam cda cac BN nay tir 90% - 100%. Theo nghién ctru cua nhém COG -
M¥, nghién ctru trén 404 trudng hop, su khac biét vé ty 1é song gilta 2 nhom
tién lwong MBH rit rd rang, OS 5 nim cta nhom FH 14 98% va OS 5 nam cia
nhom UH 1a 40,8% [68]. Theo INRG [14], OS 5 nam ctia u NBTK nhém UH
1a 49%, trong khi d6 OS 5 nim cta cac trudng hop u nhém FH ciing rat cao
chiém téi 95% (Log-ranks, p < 0,001).

Nhu vay, mac du chét luong chan doan va diéu tri u NBTK cua chlng ta
hién nay di t6t hon nhiéu so véi trudc ddy nhung van can cb gang hon nita dé
tiép tuc nang cao ty 1é séng cho bénh nhi.
4.2.2.4. Yéu té giai dogn

Pbi v6i ung thu nodi chung, khi phat hién u cang sém, két qua diéu tri
cang cao. Phat hién u mudn, ty 1¢ thét bai trong diéu tri cang 16n. Ung thu néu
phat hién & giai doan qua mudn, bac si co thé phai tir chéi diéu tri hodc chi
diéu tri gidm nhe. Mac du dac diém ctia u NBTK nhin chung phuc tap va
bién dbi that thuong, nhung yéu t6 giai doan ciing van duoc dé cap dén 1a mot

yéu t0 cb vai tro ti€n lugng quan trong nhu cac loai ung thu khac. Biéu nay
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dugc thé hién trong nhiéu nghién ctru vé u NBTK ndi chung va nghién ctu
cua INRGSS néi riéng [83].

Két qua doi thoi gian séng con ctia BN theo giai doan (biéu d6 3.10) cho
thdy: Ty suét tir vong trung binh hang nim ting dan tir 0,7% & giai doan L1
1én 7,4% & giai doan L2; 14,0% & giai doan MS va 30,2% ¢ giai doan M. Ty
1¢ sdng & cudi nam thir 4 thap nhat 1a 54,4% (95CI: 17,6% - 80,1%) ¢ nhom
BN thudc giai doan M va cao nhat 1a 97,9% (95%CL: 86,1% - 99,7%) & giai
doan L1. OS toan by 5 ndm cua cac giai doan L1; L2; MS; M lan luot 1a
97,9%; 76,5%; 72,8%; 54,4%. Khac biét nay co y nghia théng ké voi p (Log-
rank) < 0,001. Piéu nay cho thay vdi yéu té giai doan, tién lugng co y nghia
mac du nghién ctru da loai di cac bénh nhan nang giai doan M ¢6 MYCN (+)
va bénh nhan giai doan M trén 18 thang MYCN (-). Su khac biét cang r6 rang
hon khi so sanh cdp gitra giai doan M véi cac giai doan khac. Tuy nhién giai
doan MS, mic du u c6 di cin (gan, da, tay xwon, bénh nhan duéi 1,5 tudi),
nhung OS 5 nam cua bénh nhan kha cao, té1 72,8%%.

Trong nghién ctru ciia Tom Monclair va cong sy nhan thay, ty 1 song
toan bd 5 nim trong nghién ctru cla cac tac gia theo giai doan rat cao va co ¥
nghia tién luong o6, OS 5 nam giai doan L1 va L2 cua cac tac gia tuong Ung
la 96% va 89%, p = 0,001 [83]. So sanh v&i phan loai giai doan cii theo INSS,
u NBTK giai doan 1, 2 va 3 c6 ty 1¢ séng toan bd 5 nam lan luot 12 98%, 95%
va 84%. Theo dbi séng con cac giai doan M va MS trén thé gidi khong khac
so v6i giai doan 4 va 4S trong phan loai trudc [82]. Ty 1é séng toan bd OS 5
nam cua giai doan M va giai doan 4 déu thap chiém 22,4% - 36%, trong khi
do giai doan MS va giai doan 4S, OS 5 nam kha cao 81 — 92% [100], [14].
4.2.2.5. Yéu to khuéch dai gen MYCN

Khuéch dai gen MYCN la yéu td dac biét trong s6 cac bién doi sinh hoc

phan tir cia u NBTK anh hudng t6i ty 1é séng cua cic bénh nhan. Hon thé
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nita, khuéch dai gen MYCN con duoc cho 13 yéu t6 quan trong bac nhét trong
s6 cac bién doi lién quan dén vat chét di truyén c6 vai trd tién luong quan
trong tham gia vao phan loai nguy co ciia INRG [48],[14]. Mic du khuéch
dai gen MYCN chi phat hién duoc ting sb luong ban sao & 25% - 30% cua tt
ca cac truong hop U NBTK (¢ giai doan 3 va giai doan 4, khuyéch dai gen
MYCN thay duoc tir 30% - 40% trudng hop trong khi khuyéch dai gen nay chi
biéu hién 5% & céc u khu tra hay U NBTK giai doan 4S) nhung cac u NBTK
co khuyéch dai dai gen MYCN thuong co biéu hién 1am sang ac tinh manh,
nhom u khong thuan loi [11], [47], [48]. Khuyéch dai gen MYCN tham chi
dugc xép khong thuan loi ngay ca ddi véi cac trudng hop u NBTK khu tra
phau thuét cit bo hoan toan va va cac truong hop U NBTK giai doan 4S. Cu
thé, tac gia Susan va cong su khi theo ddi song con ctia u NBTK lién quan
dén bién d6i gen MYCN cho thiy, cac truong hop u c6 khéch dai gen MYCN,
OS 5 nam rat thap, chi chiém 34%, trong khi u NBTK khong c6 khuéch dai
gen MYCN, OS 5 nam 1én t6i 82%, p < 0,0001 [14].

Trong nghién ctru cia ching t61, vi nghién ctru tap trung vao u NBTK
nguy co khong cao nén hau hét cac truong hop u c6 MYCN (+) déu bi loai
theo tiéu chuan loai trir bénh nhan, chi con u giai doan 1 c6 MYCN (+) duoc
giit lai trong nghién ctru. Két qua phén tich sng con cua bénh nhan thé hién
trén biéu d6 3.11 cho thay: Ty suat tir vong trung binh hang nim & nhém c6
khuéch dai gen MYCN 14 38,3% cao hon ty 1& 5,4% ¢ nhoém khong khuyéch
dai gen MYCN. Ty 18 séng ¢ nhom khong khuyéch dai gen MYCN tir cudi
nam thw 4 tro di 1a 82,3% (95%CI: 71,1% - 89,5%), trong khi & nhém MYCN
khuyéch dai khong con bénh nhan nao duoc theo ddi ké tir cudi nim tht ba
(Biéu do 3.1 1). Ty 1€ séng toan bg 5 nam cua bénh nhan khdong co khuéch dai
MYCN la 82,3%. C6 2 bénh nhan u NBTK nguy co khong cao, MYCN (+), tir
vong trong 3 nim dau theo ddi. Khac biét giita 2 nhom cé ¥ nghia thong ké

véi p (Log-rank) < 0,05.
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Nghién ciru cua Ricardo va cong su ciing thiy c6 sy khac biét rd vé ty 16
song ddi v6i hai nhém u c6 MYCN khuéch dai va khong khuéch dai, OS 5
nam theo thtr tu 13 28% va 69,2% (p < 0,02). Hay theo INRG, ty 1& sdng
ctia hai nhdom MYCN (+) vd MYCN (-) nay nhu d3 néu lan luot 13 34% va
82% [14]. Ngay ca trong nghién ctru theo ddi tién lwong khuéch dai gen
MYCN d6i v6i cac truong hop u NBTK di cin xuong nim 2017, Zhi-Xia
Yue ciing chi ra: Cac trudng hop c6 khuéch dai gen MYCN, OS 3 nim thap
chi ¢6 41,5%; trong khi nhém khong c6 khuéch dai gen MYCN, OS 3 nim
1a 76,7% (p = 0,005) [49]. Tat ca cac nghién ctra déu chi ra su khac biét c6
y nghia va gié tri tién luong khi theo ddi thoi gian song cta cac bénh nhan
c6 khuéch dai gen MYCN va khong c6 khuéch dai gen MYCN.

4.2.3. Mot s6 yéu t6 tién lwong khac
4.2.3.1. Yéu to gidi tinh

Theo biéu d 3.12, dudng cong Caplan-Meier hién thi dic diém song con
ctia bénh nhan u NBTK theo giéi tinh nam va nit. Hai dudng cong biéu dién
tinh trang song cua bénh nhan khong c6 nhiéu tach biét, trong d6 OS 5 nam
ctia bénh nhan nam 1 82,4% hoi thap hon OS 5 nim ciia bénh nhan nit tuong
tmg 14 87,5%. Khac biét khong co y nghia théng ké véi p > 0,05. Két qua
nghién ciru ciing chi ra ty suat tir vong trung binh cia nam va nir it khac nhau,
trong d6 ty suét tr vong ctia nam 1a 6,7% va cua nir 1a 4,8%. Trong nghién
ctru cua Ricardo va cong su [100], ty 1€ séng toan bd theo doi 10 nam cua
bénh nhan nam va nit ciing khéng c6 nhiéu khéc biét trong d6 OS ctia nam va
nit twong tmg 1a 52,4% va 58,8%, p = 0,047.
4.2.3.2. Chday mau hoai tir u

Chay mau hoai tir trong u 12 yéu t6 hay dugc dé cap dén trong cac phan
tich mo bénh hoc va phan loai qudc té u NBTK [85],[6],[110]. Cac nghién

ctru chiing chi ra biéu hién chay mau hoai tir trong u hay tinh trang khong c6
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canxi hoa trong u thudng duoc dé cap dén voi tién luong khong thuan loi. Cac
yéu td ndy thuong xuit hién trong cac bdo cio phan loai va chan doan mé
bénh hoc u NBTK. Mic du cac yéu tb nay khong tham gia vao phan loai nguy
co nhung ching c6 y nghia dinh hudng, goi y va canh bao cho cac nha lam
sang, bac si phu thuat va bac si giai phau bénh. Biéu d6 3.13 thé hién két qua
theo ddi sdng con cua bénh nhan u NBTK nguy co khong cao theo dic diém
chay méau hoai tir u. Két qua cho thay ty suat tir vong trung binh hang nim ¢
nhom c6 chdy mau cao hon so véi nhom khong chay méau (11,7% so voi
1,2%). Ty 1¢ séng toan bd clia cac bénh nhan nhom u NBTK c¢6 chay mau 1a
70,6% thap hon han so véi ty 1& nay ctia nhém khong chay mau tuong tng 1a
93,2%. Khac biét co ¥ nghia thong ké véi p (Log-rank) < 0,001. Két qua nay
cling thé hién su lién quan mat thiét véi tip mo hoc va cac dac diém khac
trong u bao gdom ca tién lugng MBH va tinh trang khuéch dai gen MYCN. U
c6 chay mau hoai tir thuong la cac u c6 do biét hoa thap tuong Gmg véi u
NBTK nghéo MBS va u hach NBTK thé nét (Bang 3.5), u tién trién that
thuong, kha nang di can cao. Mat khac cac truong hop u nay cling twong ing
v6i ty 16 MBH khong thuén loi cao (Bang 3.10), vi thé chay mau hoai tir u 13
dic diém thuong hay duoc dé cap toi trong cac nghién ciru vé u NBTK va
phan loai qudc té [6],[64].
4.2.3.3. Yéu to canxi hoa

Canxi hoa 1a thanh phan dugc mo ta trong nhiéu tai liu bao gom ca
INPC vé dic diém mo6 hoc u NBTK [26],[5],[111]. Bén canh viéc danh gia
song song vai cac dac diém vi thé u, canxi hoa con dugc st dung nhu mot yéu
t6 chi diém cho tién luong u. Joshi dwa vao su c6 mit clia yéu tb canxi hoa va
ty 1€ nhan chia dé chia d6 u: PO 1, ty 1€ nhan chia thép (<100 nhan chia/10 vi
truong 16m) va cé canxi hoa; Do 11, ty 1¢ nhan chia thép hoac c6 canxi hoa; DPo

I1I, ty 1& nhan chia khong thap va khong c6 canxi hoa. Ty 1¢ song toan bo 5
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nam cua bénh nhan d9 I, II, III twong Gng 1a 89%, 77%, 33% [26],[85]. Trong
nghién ctu phan loai va danh gia tién lugng u NBTK cua INPC, canxi hoa
cling dugc str dung véi muc dich nghién ctru va danh gia tién lugng [6].

Trong nghién ctru ndy, két qua phan tich chi ra: ty suit tr vong trung
binh héng nam & nhom c6 canxi hoa 1a 3,0%, thép hon so voi1 ty 1€ 15,5% &
nhém khong c6 canxi hod. Kém theo d6, OS 5 nam cta bénh nhan ¢ nhom
khong c6 canxi hoa thap hon han so véi nhém co canxi hoa, 59,6% va 90,3%
(Biéu do 3.14). Khéc biét c6 ¥ nghia thong ké véi p (Log-rank) < 0,005. Theo
Shimada va cong sy, OS 3 ndm cua bénh nhan khong c6 canxi hda trong u
cling thap hon bénh nhan c6 canxi héa, cac ty 1& nay lan luot 13 62% va 76%,
p = 0,019 [6]. Mit khac, canxi hoa con c6 méi lién quan cé ¥ nghia véi yéu to
tién luong MBH (Bang 3.11), tién luong MBH thuén lgi1 — ty 1€ canxi hoa cao
(64,4%), tién luong MBH khong thuan loi, ty 18 canxi hoa thap (40%), OR =
1,74 - 4,23, p < 0,001.

4234 . Vitriu

Biéu do 3.15 thé hién theo ddi séng con cua bénh nhan u NBTK theo vi
tri u ving bung, cd, nguc va tiéu khung. OS 5 niam cta bénh nhan u ving
bung thap nhat, 78,6%. OS 5 nim cia cac khéi u ving nguc 1a 84,2%, ving
cb va tiéu khung twong tmg 1a 88,9% va 100%. Ty suat tr vong ciia u NBTK
ving bung (6,5%) ciing cao hon so voi cac ving khac (0 — 4%). Ty 1é song
cua bénh nhan kha cao v&i BN ¢6 u ¢ cac vi tri nguec, ¢ va tiéu khung, tuy
nhién su khac biét vé ty 1¢ séng ctia bénh nhan so sanh giira cic vi tri u trén
co thé chua c6 ¥ nghia véi p > 0,05.

Thuc té 1am sang ciing cho thay, nhiéu truong hop u ving bung 16n
khong nhitng cheén ép xam nhdp cac tang xung quanh, hodc vuot qua duong
gitta chiém toan bo 6 bung, ma con hay di cin xa nhiéu noi. C6 trudng hop u

v ra toan bd 6 bung gay ra tinh trang rat kho khin cho diéu tri bénh. Vai tro
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tién lugng va dac diém tién trién u khac nhau theo vi tri cling duoc dé cap
dén trong nhiéu nghién ctu véi dic diém u khong thuan loi & ving bung so
v6i noi khac [3],[6],[68]. Nghién ctru theo ddi ty 1& séng toan bo 10 nim
ctia Ricardo va cong su véi tat ca u NBTK cac nhom nguy co cho thiy, OS
vung bung thap nhat chiém 52,5%, trong khi d6 OS vung ngyuc 1a 79,6%,
OS vung ¢b va tiéu khung 1a 81,4% [100].

4.2.4. Phan tich hoi quy da bién cac yéu to tién lwgng

Theo két qua trong bang 3.21 phan tich hoi quy da bién cac yéu to tién
luong, két qua cd c6 do tin cay hon so voi phan tich riéng timg yéu td, trong
d6 cac yéu t6 chua c6 ¥ nghia tién luong bao gom: gi6i tinh, vi tri u, tién
lugng MBH, canxi hoa. Piéu dang luu ¥ 1a mic du yéu t6 tién lugng MBH ¢6
vai trd quan trong trong phan loai nguy co, nhung két qua phan tich cho thay
yéu t6 nay chua thuc sy anh hudng dén ty 18 tir vong ctia BN. Diéu nay co thé
giai thich do d6i tuong nghién ctru chi tip trung vao nhom nguy co khong
cao, trong khi ty 1€ tr vong cao thugc nhém BN nguy co cao.

C6 y nghia lién quan 1am tang ty 1& tr vong 1a cac yéu to: > 1,5 tudi, giai
doan M, MYCN (+), chay mau hoai tir, day la két qua phu hop véi nhiéu
nghién ctru khac [13],[83],[84]. Tuy nhién céc tac gia phan tich séng con dua
trén tat ca cac nhom nguy co bénh nén két qua phan tich toan dién hon. Trong
nghién clru nay, vai tro cua mdt ) yéu td tién lugng van can tiép tuc duoc
danh gia bo sung, vi du: yéu t6 giai doan c6 anh hudng dén ty 18 tir vong
nhung rd rang c6 ¥ nghia méi chi duoc thé hién d6i voi giai doan M. Bén
canh d6, bang 3.20 ciing cho thay yéu t6 c6 anh hudong lam giam ty 1¢ tir vong
cua u NBTK la nhém u c6 do biét hoa cao gém u hach NBTK thé hon hop va
u hach TK, diéu nay ciing hoan toan phu hop véi két qua theo ddi séng toan

bd 5 ndm cua 2 tip u nay 1a 100%.
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Nghién ctru dic diém hinh thai 345 truong hop u NBTK va phan tich

mot sd yéu td tién luong trong nhoém BN nguy co khoéng cao. Chiing toi rit ra

mot sO két luan sau:

1. Hinh thai hoc

Pic diém dai thé

R/
0'0

*,

0

U NBTK c6 ty 1€ cao & vung bung chiém 74,2%: ty 1€ Nam/N@t = 1,3;
84,3% ca bénh phat hién & dudi 5 tudi.

U c6 kich thude dao dong, kich thude trung vi 1a 7 cm. U hdn hop mau
sdc ¢o ty 1é cao (59,1%).

Dac diém vi the va cac yéu to lién quan

L)

U biéu hién c6 4 tip md hoc theo phan loai qubc t& INPC, trong d6 u
NBTK nghéo MBS ¢6 ty 1& cao nhat chiém 75,9%; u hach NBTK thé
ndt, u hach NBTK thé hdn hop va u hach than kinh déu c6 ty 1& thap.
U biét hoa cao thuong sang mau, u biét hoa thap thudng sdm mau.

Pic diém chay méau hoai tir rd ¢ u c6 do biét hoa thap 1a u NBTK nghéo
MBS va u hach NBTK thé not. Trong khi d6, canxi hoa cé ty 1& cao ¢ u
hach NBTK thé hén hop (77,8%).

Gan mot nira s6 ca bénh (40,6%) co tién luong MBH khong thuan loi.
Ty 1€ MBH khong thuan lgi cao & u NBTK nghéo MBS (46,2%) va u
hach NBTK thé ndt (79,2%). 100% cac trudng hop u hach NBTK thé
hon hop va u hach TK ¢6 tién lugng MBH thuan loi. Tién luong MBH
kém thuan loi & BN trén 1,5 tudi, u ving bung, u ¢ chay mau, u khong
cO canxi hoa.

Hoéa mo mién dich dic biét quan trong trong chan doan xac dinh va chan
doan phan biét u NBTK khong biét hoa. Céac loai ung thu can chan doan
phan bi¢t vdi u NBTK theo muc do thuong gip 1a sarcoma Ewing, u

lympho, sarcoma co van, u Wilm, u dang co van ac tinh ngoai than.
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Pic diém bién ddi gen MYCN

,

L)

Khuéch dai gen MYCN chiém 20,1% u NBTK tép trung & tip u NBTK
nghéo MBS va nhom bénh nhan trén 1,5 tudi. Khuéch dai gen MYCN
cling ¢6 ty 1€ kh& cao ¢ nhém u c6 MBH khong thuan 1¢i (30,6%), dac

biét cao & giai doan M (37,9%) so véi céac giai doan khac.

2. Yéu to tién lwong ddi véi u NBTK nguy co khong cao

/
0'0

/
0'0

*,

0

U NBTK nguy co khdng cao ¢ ty 1¢ song toan bo 5 nam 1a 77,9%.

Phan tich don bién, cac yéu t6 co ¥ nghia tién luong bao gom: Tudi, tip
mo hoc, tién luong MBH, giai doan, biéu hién gen MYCN, chdy mau
hoai tir u, canxi héa. Cac yéu t6 chua c6 y nghia tién luong bao gom:
Gioi tinh, vi tri u.

Phan tich da hoi quy da bién, cac yéu t6 co ¥ nghia tién luong bao gom:
Tudi, giai doan, biéu hién gen MYCN, chay mau hoai tir, tip m6 hoc. Yéu
t6 tién lugng chua cd ¥ nghia bao gdm: Gidi tinh, tién luong MBH, vi tri
u, canxi hoa.

Yéu t6 ¢6 ¥ nghia ting nguy co tir vong: 1/ Tudi trén 1,5 tudi, OS 5 nim
tor 77,2% - 40,6%; 2/ Giai doan M, OS 5 nam la 54,4%, trong khi OS 5
nam cac giai doan khac tur 72,8% - 97,9%; 3/ Khuéch dai gen MYCN, 2
truong hop MYCN (+) déu tir vong trong 3 nam dau trong khi OS 5 nim
cac truong hop MYCN (-) la 82,3%; 4/ C6 chay mau hoai tir, OS 5 nam
la 70,6%.

Yéu td c6 y nghia giam nguy co tir vong: Cac tip mé hoc biét hoa cao (u
hach NBTK thé hdn hop va u hach TK), OS 5 nam 1a 100%; C4c tip md
hoc khac co6 ty 1€ OS 5 nam thé'lp hon tir 80,5% - 75,7%.
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KIEN NGHI

Phan loai u NBTK quéc té theo INPC 1a phan loai c6 nhiéu vu diém da
dugc ching minh, can duoc ap dung thdng nhat trong ca nudc.

Hoa mé mién dich c6 vai trd quan trong trong chan doan xac dinh va
chan doéan phan biét u NBTK khong biét hoa, nén st dung ddi véi tit ca
cac truong hop u khong biét hoa.

Céc yéu t6 tién lugng dem lai nhiéu y nghia trong chan doan va diéu tri
nén duogc cac nha chuyén mon chi trong dé mang lai hi¢u qua diéu trj tot
nhét cho bénh nhan.

Viéc ap dung phan tich gen, dac biét la MYCN co vai trd quan trong
trong phéan loai nguy co bénh, can dugc phén tich day du trudc khi quyét
dinh diéu tri.

Can phdi hop lién khoa chat ché: Ung thu, Giai phiu bénh, Chan doan
hinh anh, Ngoai khoa, Sinh hoc phan tir... V30 chan doan, diéu tri va

theo ddi dé mang lai két qua tot nhat cho ngudi bénh.
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PHU LUC 1
PHIEU NGHIEN CUU BENH NHAN U NGUYEN BAO THAN KINH

HANH CHINH
Ma s6 GPB: M3 s6 bénh 4n:
Ho va tén: Gi61: 1 Nam 2 Nir
Ngay sinh: Ngay vao vién:
Ngay chan doan:

THONG TIN LAM SANG, CAN LAM SANG

Vi trf u: 1Co 2 Nguc 3 Bung 4 Tiéu khung
CDPHA kich thudc u (CT, MRRI): cm
Di can: 1 Co 2 Khong
Vi tri di can: 1 Gan 2 Hach 3 Xuong
4 Ty xuong 5 Mat 6 Da
7 Noi khac
PAI THE
Kich thude u: cm
Mau séc: 1 SAm mau (d6 — tim - den) 2 Hon hop (sdm + sang mau)

3 Sang mau (trang/vang)

Mat do: 1 Mém 2 hén hop 3 Chic
VI THE
Chay mau hoai tu: 1 Co 2 Khong

Canxi hoa: 1 Co 2 Khéng



CHAN POAN TiP MO HQC
1 UNBTK nmds 2 U hach NBTK thé ndt

3 U hach NBTK thé hdn hop 4 U hach TK
CHAN POAN DUOI TiP MO HQC
U NBTK NMPS 1 Khong biét hoa
2 It biét hoa
3 Pang biét hoa
U Hach TK 1 Pang trudng thanh

2 Trudng thanh

TIEN LUQNG MBH

1 Thuan loi 2 Khong thuan loi
PAC PIEM GEN MYCN

1 C6 khuéch dai 2 Khong khuéch dai
NHOM NGUY CO BENH

1 Nguy co cao 2 Nguy co khong cao

THEO DOI SONG CON (6/2018)
2 Sbng 2 Chét
3 Mit theo ddi

- Thoi diém cubi con thong tin, ngay / thang / nim:

Thay hwong din: Nguwoi doc két qui:

PGS.TS. Tran Van Hop NCS. Hoang Ngoc Thach



PHU LUC 2

DANH SACH BENH NHAN NGHIEN CUU

STT|  Hovatén “é;‘,g’ M3 s BA |Gi6i | Ngay sinh | Ngay CP
1 |Phung ThiQuynh A | 2b2010 | 9265668 | Nir | 11/6/2009 | 4/1/2010
2 |VuMinhQ 113b10 | 9271613 |Nam | 1/5/2009 | 12/1/2010
3 |Hoang Anh D 120b10 | 9280327 |Nam [14/11/2009 | 12/1/2010
4 |Chu Quoc Kh 147b10 | 8125956 |Nam | 1/8/2006 | 14/1/2010
5 |Nguyen Quynh A 372b10 | 9068983 | Nir | 11/1/2009 | 28/1/2010
6 |Le Minh M 613b2010 | 10010932 | N&x |27/12/2009 | 12/1/2010
7 |DinPhCAM 677b10 | 10018159 |Nam | 15/6/2009 | 1/3/2010
8 |Quach Ngoc A 698b10 | 10676433 |Nam |13/12/1999 | 3/2/2010
9 |Bui T DiemQ 718b10 | 10007747 | Nt | 6/4/2006 | 4/3/2010
10 |Hoang Vu D 1078b10 | 9186804 [Nam | 24/7/2009 | 25/3/2010
11 |Dinh T Minh A 1411b10 | 10028945 | Nir | 18/6/2009 | 13/4/2010
12 |Dinh Cong L 1728b10 | 10080866 |Nam | 12/2/2005 | 7/5/2010
13 |Long Trung K 1816b10 | 10551000 |Nam |24/12/2007 | 12/5/2010
14 |Le Dinh Thanh L 1884b2010 | 10094881 |Nam | 30/9/2009 | 12/5/2010
15 |Nguyen Duc A 2039010 | 10099624 |Nam | 6/6/2005 | 25/5/2010
16 |Nguyen Tung D 2071b10 | 5167743 |Nam | 14/8/2003 | 31/5/2010
17 |Duong Thanh D 2129b10 | 10910410 |[Nam | 6/6/2009 | 1/6/2010
18 |Tran Ngoc M Th 2872b2010 | 10158785 | Nt | 16/9/2009 | 20/6/2010
19 |Truong Do Q 2913b10 | 4039092 | Nir | 20/6/2003 | 21/6/2010
20 [LeTheN 2941b2010 | 10045613 |[Nam | 29/8/2009 | 22/6/2010
21 |Tran Thi Huyen M 2945b10 | 10023491 | Nir | 4/10/2009 | 23/6/2010
22 |Nguyen Thi Ch 30492010 | 10012311 | N&r | 26/9/2008 | 30/6/2010
23 [Nguyen Van A 3054b2010 | 10175028 |[Nam | 7/10/2006 | 30/6/2010
24 |PhiTHTr 3076b10 | 10165882 | N&r | 27/9/2009 | 2/7/2010
25 |[LeDuc A 3108b2010 | 10173285 |Nam | 13/3/2006 | 3/8/2010
26 |Pham HaV 3124b10 | 10176123 | N&r | 31/3/2009 | 5/8/2010
27 |Nguyen Quang M 3261b10 | 10797418 |Nam | 3/8/1996 | 13/8/2010
28 |Duong VuH 3306b10 | 10188489 |Nam |18/12/2009 | 17/8/2010
29 [Bui T mai L 3341b10 | 10163434 | Nix | 5/4/2008 | 24/8/2010
30 |[Ng DaotraM 3577b10 | 10193100 | Nir | 11/7/2005 | 30/8/2010
31 |Nguyen Ngoc H 4018b10 | 10224759 | Nt | 16/8/2010 | 23/9/2010
32 [VuThanh T 4118b2010 | 10125331 |Nam | 2/10/2005 | 28/9/2010




33 |Pham Thanh H 4482b10 | 10240526 | Nir | 10/7/2009 |18/10/2010
34 |Nguyen Thi Th 4684b2010 | 10235642 | Nir | 27/5/2008 |29/10/2010
35 [Nguyen T Hong Nh |4772b2010 | 10972382 | Nir | 2/9/2009 | 3/11/2010
36 [Nguyen Phuoc Gia L 486902010 | 9223741 | Nur | 3/1/2009 | 8/11/2010
37 |Cao Anh B 4979b10 | 10867664 [Nam | 2/11/2003 |{12/11/2010
38 |VoNhuQ 5443b10 | 10290576 | Nir | 29/8/2010 | 8/11/2010
39 |Do Hoang D 5711b2010 | 10285035 |Nam | 3/1/2010 |20/11/2010
40 |ThanVanD 579002010 | 10299050 |Nam | 2/11/2003 |27/11/2010
41 |DoDuyH 5828b10 | 10916837 |Nam | 23/8/2009 |28/12/2010
42 |Nguyen Tra M 17b2011 | 8088582 | Nir | 10/7/2007 | 5/1/2011

43 |Dinh Quang V 273b11 | 10303059 |Nam [29/10/2010 | 21/1/2011
44 |Luong Hoang L 503b2011 | 11000473 | Nir |19/11/2009 | 16/2/2011
45 Do Gia Kh 506b11 | 11573311 |[Nam | 9/8/2008 | 16/2/2011
46 |Nguyen Duc A 893b2011 | 11009949 |Nam | 29/7/2006 | 11/3/2011
47 |Ngo Khac T 926b11 | 10319158 [Nam | 17/2/2010 | 14/3/2011
48 |Truong Thi Khanh L {1016b2011 | 10336310 | Nir | 27/1/2011 | 21/3/2011
49 |Tran T Binh Ph 1062b2011 | 11014864 | N | 7/11/2008 | 22/3/2011
50 |Pham Tien M 1265b2011 | 11006621 |Nam | 21/9/2010 | 4/4/2011

51 |VuHuong L 1311b2011 | 11034430 | N | 1/10/2008 | 7/4/2011

52 |Pham Hung M 1360b2011 | 11987961 |Nam | 5/11/2009 | 8/4/2011

53 |LePhuong Th 1555p2011 | 10311065 | N | 3/12/2007 | 21/4/2011
54 |LucVanL 1637b2011 | 11033542 |Nam |24/10/2010 | 25/4/2011
55 |Le Ng Thao V 1690b11 | 11870411 | Nir | 1/2/2007 | 29/4/2011
56 |Pham Thi H 205802011 | 11073052 | Nir | 1/4/2006 | 19/5/2011
57 |Nguyen M Tung L |2485b2011 | 11088642 | Nir | 9/11/2006 | 8/6/2011

58 |Bui T YenV 268702011 | 11673643 | Nir | 2/9/2009 | 17/6/2011
59 |Vo Pham VietH 3014b2011 | 11133899 | Nir | 10/6/2009 | 4/7/2011

60 |Nguyen Chi Th 3220b11 | 11998523 |Nam | 7/12/2008 | 12/7/2011
61 |Pham Quang H 3221b2011 | 11242740 |Nam | 27/5/2010 | 12/7/2011
62 |Dinh Thi Nh 3496b2011 | 11145728 | Nir | 23/7/2004 | 21/7/2011
63 |Hoang Thi Diem Q [3549b2011 | 11141691 | Nir | 4/3/2011 | 22/7/2011
64 |Nguyen Huu A 368602011 | 11161301 |Nam | 28/5/2011 | 28/7/2011
65 |Truong T M Ph 3789b11 | 11161257 | Nir | 31/5/2010 | 2/8/2011

66 |Pham Ng H Ph 3811b2011 | 11157420 | Nir | 26/6/2011 | 2/8/2011

67 |Pham Minh D 3848b2011 | 11158679 |[Nam | 6/3/2010 | 3/8/2011

68 |Pham Huyen D 3849b2011 | 11157681 | Nir | 13/1/2009 | 3/8/2011

69 |Nguyen Phuong L 4200b11 | 4091927 | Nir | 3/6/2003 | 18/8/2011




70 |Bui Duc M 4234b11 | 10297149 |Nam | 1/9/2010 | 23/8/2011
71 |Duong Khac H 4318b2011 | 11021573 [Nam | 1/10/2008 | 23/8/2011
72 |Nguyen Cong B 4552b2011 | 11199239 [Nam | 15/7/2011 | 1/9/2011
73 |Chu Tuan Th 4662b2011 | 11188007 |Nam | 20/2/2009 | 8/9/2011
74 |Hoang D Anh T 4678b2911 | 11205623 |Nam |12/11/2007 | 8/9/2011
75 |Truong Duc Ph 47292011 | 9042760 |Nam | 30/9/2007 | 12/9/2011
76 |Le Dai Ngh 5292b2011 | 11961014 |Nam | 29/4/2010 | 6/10/2011
77 |Nguyen Van M 5381/2011 | 11153775 [Nam | 12/2/2008 |11/10/2011
78 |Dao Duy D 574802011 | 11747878 |Nam | 1/4/2006 |31/10/2011
79 |HaDucM 5772b11 | 11197476 |Nam | 14/5/2010 |27/10/2011
80 (Do Nguyen H 5816b11 | 11257730 |Nam | 16/6/2008 |31/10/2011
81 |Le Phuong Th 5904b11 | 10311065 | Nir | 3/12/2007 | 3/11/2011
82 |[Nguyen Minh H 6655b11 | 10183526 | Nir |24/12/2008 | 2/12/2011
83 |Hoang D 6745b11 | 11298396 |Nam | 27/7/2003 |14/12/2011
84 |Nguyen VanH 6878b11 | 11288627 |Nam | 10/2/2011 |20/12/2011
85 |Hoang Van Th 6917b11 | 11318475 |[Nam | 9/5/2001 |22/12/2011
86 |Nguyen Linh D 263b12 | 11532345 | Nir |14/11/2002 | 17/1/2012
87 |Dang Tuan L 5341/12 | 12254616 |Nam | 4/10/2011 | 5/10/2012
88 |Do Kim Ng 411b2012 | 10018994 | N&r | 29/1/2009 | 1/2/2012
89 |Bui Trang A 589h2012 | 12015956 | Nir | 19/4/2010 | 13/2/2012
90 |Le HuyenTr 058b12 | 12021220 | Nir | 1/3/2003 | 1/3/2012
91 |Nguyen Minh Kh 1039b2012 | 11951099 |Nam | 3/5/2009 | 5/3/2012
92 |LeQuangH 1103b2012 | 11350293 |Nam | 16/4/2008 | 9/3/2012
93 |Ha Ngoc Nh 1502b12 | 12052861 | Nir | 26/5/2008 | 30/3/2012
94 |Nguyen Quang V 1571b12 | 12050915 [Nam | 4/3/2008 | 5/4/2012
95 |Luong Van Kh 1576b2012 | 12018991 |Nam | 30/5/2009 | 5/4/2012
96 |Tran Q Minh Kh 1163b2012 | 12071829 |Nam | 7/3/2012 | 10/4/2012
97 |Doan Bao H 1703b2012 | 12088018 | Nur | 13/2/2012 | 13/2/2012
98 |Ha Uyen Nh 1706b12 | 12285412 | Nt | 2/4/2004 | 12/4/2012
99 |Pham Dinh S 1922b12 | 12083244 |Nam | 20/8/1999 | 23/4/2012
100 |Nguyen Bao L 2038b12 | 11218816 |Nam | 29/5/2010 | 27/4/2012
101 |Nguyen Cong Th 2050b12 | 10098041 |Nam | 12/6/2008 | 2/5/2012
102 |Nguyen Thilan A |2131b2012 | 12085378 | Nt | 12/2/2003 | 8/5/2012
103 |Nguyen Vinh H 268802012 | 10311359 [Nam | 14/8/2007 | 4/6/2012
104 |Nguyen Thanh T 3157b12 | 11304136 |Nam |16/10/2010 | 27/6/2012
105 [Nguyen Tan T 3321b2012 | 12032754 |Nam | 6/9/2008 | 4/7/2012
106 |Bui MinhV 336502012 | 12193508 |Nam | 5/8/2008 | 6/7/2012




107 |Nguyen TKH 342602012 | 11183993 | Nir | 6/10/2007 | 9/7/2012
108 | Truong Duc Ph 3578b12 | 9042760 |Nam | 30/9/2007 | 17/7/2012
109 |Chu Mai A 3683b2012 | 12099568 | Nir |15/11/2010 | 20/7/2012
110 |Nguyen Thai T 375802012 | 12210183 |Nam | 6/1/2012 | 24/7/2012
111 |Tran Thi Ngoc B 4048b2012 | 12287144 | Nir | 1/6/2010 | 6/8/2012
112 |Nguyen T Huyen Th |4423b2012 | 12260376 | Nir | 16/4/2010 | 21/8/2012
113 |Dang Tu Q 4635b2012 | 12216285 | Nt | 7/7/2011 | 29/8/2012
114 |Nguyen Hai A 4731b2012 | 12271025 | Nix |24/12/2011 | 4/9/2012
115 |Cao T Thu Tr 476802012 | 12261820 | Nir |22/10/2009 | 6/9/2012
116 |Do Quoc H 5041b2012 | 11282439 |Nam | 30/4/2006 | 18/9/2012
117 |Hoang Van N 5153b2012 | 12236793 |Nam | 1/5/2012 | 21/9/2012
118 |Nguyen T Khanh L |5159b2012 | 12316219 | Nir | 1/5/2006 | 21/9/2012
119 |Vu Khanh L 5432b12 | 12223559 | Nir | 12/1/2008 | 1/10/2012
120 |Dinh Thi Th 574802012 | 12011924 | Nixr | 8/12/2009 | 4/10/2012
121 |Nguyen Minh D 5482b2012 | 12286290 |Nam | 26/8/2012 | 4/10/2012
122 |Vu Huyen Tr 5483b2012 | 12378344 | Nix | 1/8/2012 | 5/10/2012
123 |Dang Hai D 5522b12 | 12326251 |Nam |22/10/2011 | 5/10/2012
124 |Pham Minh Ngh 5533p2012 | 12232071 |Nam | 10/7/2010 | 5/10/2012
125 |Nguyen The T 617602012 | 12351292 |Nam | 2/9/2012 | 2/11/2012
126 |Hoang Ha V 6259b2012 | 12365882 | Nir | 30/1/2011 | 7/11/2012
127 |Nguyen T Khanh H [6568b2012 | 12876473 | Nir | 9/12/2009 (20/11/2012
128 |Nguyen Huong Gi  [6652b2012 | 12387109 | N&r |10/11/2003 [26/11/2012
129 |Tran T Bich Ng 6705b12 | 12287144 | Nir | 1/6/2010 |26/11/2012
130 |Trinh Hong Nh 6970b12 | 12304984 | Nir | 10/8/2009 | 7/12/2012
131 |Nguyen Khanh L 697102012 | 12404248 | Nixr | 16/8/2012 | 7/12/2012
132 |Do Ngan Kh 697202012 | 12418420 | Nir | 7/12/2011 | 7/12/2012
133 |Dao Tr Bao Kh 7173b2012 | 12400676 |Nam | 5/9/2012 |17/12/2012
134 |Chao Kim Ph 7411b12 | 12867767 |Nam | 24/7/2009 |14/11/2012
135 |VuLong N 7417b12 | 12409045 |Nam | 11/8/2012 |28/11/2012
136 |Nguyen Thuy D 46b13 | 12213172 | N | 1/7/2009 | 4/1/2013
137 |Nguyen Long D 209b2013 | 12402458 |Nam | 28/4/2012 | 11/1/2013
138 |Nguyen D H Kh 358b13 | 12014642 |Nam | 1/10/2012 | 22/1/2013
139 |Dang Duc A 408b2013 | 12315557 |Nam | 23/2/2012 | 23/1/2013
140 |Do Duc H 589b2013 | 12014300 |Nam |26/10/2012 | 1/2/2013
141 |Dang Phuong L 737b2013 | 13212121 | Nir | 1/7/2011 | 8/2/2013
142 |Ng Duc D 914b2013 | 12284053 |Nam | 28/8/2007 | 25/2/2013
143 |Nguyen Hong Nh 915b13 | 13013406 | Nir | 6/12/2007 | 25/2/2013




144 |Hoang T Lan A 1050b13 | 13876744 | Nir | 6/12/2007 | 4/3/2013
145 |Nguyen Trong Ngh | 1204b13 | 12349619 [Nam | 26/2/2010 | 12/3/2013
146 |Nguyen Minh D 1393p2013 | 13044915 |{Nam | 2/6/2012 | 19/3/2013
147 |Luong Minh Nh 1522b2013 | 13010006 |Nam | 18/1/2013 | 25/3/2013
148 |Pham Ng Q Nh 1716b13 | 13967426 | Nir | 26/2/2013 | 3/4/2013
149 Do D Duc A 2192b13 | 13080604 |Nam | 2/7/2012 | 26/4/2013
150 |Do Hong Q 2283b13 | 12420301 |Nam | 13/8/2010 | 26/4/2013
151 |Ng T Hong A 2288b2013 | 13956464 | Nir | 12/9/2012 | 26/4/2013
152 |Nguyen Ngoc D 228902013 | 13145897 | Nir | 9/5/2012 | 26/4/2013
153 |Do T Yen Nh 2485b2013 | 13454897 | Nir |28/12/2012 | 7/5/2013
154 |Nguyen Huy Ph 248602013 | 12195765 |Nam |14/11/2011 | 7/5/2013
155 [Ng T Thu Ph 2813b2013 | 13095160 | Nir | 21/8/2012 | 21/5/2013
156 |Chiu T Van B 3060b2013 | 13148950 | Nir | 1/2/2009 | 27/5/2013
157 |Pham Duc Th 3067b13 | 13076240 |Nam | 30/8/2008 | 31/5/2013
158 |Nguyen Thanh Nh 3506b13 | 13119126 |Nam |28/12/2012 | 20/6/2013
159 |Ngto U 3896b2013 | 13198763 | Nir | 18/6/2013 | 28/6/2013
160 |Ho Tien D 392602013 | 13170414 |Nam | 16/5/2010 | 28/6/2013
161 |Ng Phuong Q 4213b13 | 13157555 | Nir [11/12/2009 | 5/7/2013
162 |Ng Quoc Gia B 4435b13 | 13217296 |Nam | 18/7/2010 | 11/7/2013
163 |Ng Duc N 47772013 | 10306686 |Nam | 11/1/2011 | 27/7/2013
164 |Do T Hoai Th 5052b13 | 13169658 | Nir | 24/5/2007 | 1/8/2013
165 |Le Ngoc U 5068b2013 | 13088348 | Nir | 24/5/2009 | 2/8/2013
166 |Pham Khanh Ph 5665b2013 | 13030437 |Nam | 14/6/2012 | 16/8/2013
167 |Dinh Huu B 566602013 | 13192273 |Nam | 9/9/2012 | 18/8/2013
168 |Bui Dieu L 566802013 | 13250220 | Nir |19/10/2011 | 18/8/2013
169 |Ng Thuy D 5732b13 | 13251367 | Nir | 24/2/2010 | 27/8/2013
170 |Le Huong Gi 5746b2013 | 13252355 | Nir | 23/7/2012 | 26/8/2013
171 |Pham Viet A 5833b2013 | 13763321 |Nam | 21/1/2010 | 26/8/2013
172 |Bui Ngoc M Ch 5837b2013 | 13248882 |Nam | 6/10/2012 | 26/8/2013
173 |Ng Tran Huu Ph 5946b2013 | 13254225 |Nam | 26/6/2012 | 28/8/2013
174 |Doan Viet C 5948b13 | 13241469 |Nam | 20/1/2009 | 27/8/2013
175 |Do T Lan A 6030b13 | 12375247 | Nir | 3/2/2010 | 30/8/2013
176 |Nguyen Tien Th 7878b13 | 13368027 |Nam | 15/6/2006 | 4/11/2013
177 |Le GiaB 8232b2013 | 13346568 |Nam | 18/4/2013 |19/11/2013
178 |Nguyen Duy M 8696b2013 | 10015257 |Nam | 21/9/2012 | 4/12/2013
179 |Nguyen Bao Ng 910002013 | 13427586 |Nam | 6/1/2013 |20/12/2013
180 |Nguyen Thanh Tr  [9203b2013 | 13424241 | Nir | 24/9/2013 |20/12/2013




181 |Pham T Khanh L 9204b13 | 13434007 | N&r | 9/11/2011 |20/12/2013
182 |Tran Ba A 9238b13 | 13406604 |Nam | 2/5/2010 |23/12/2013
183 |Bui Ng Minh Ch 0358b13 | 13248882 | N | 6/10/2012 |31/12/2013
184 |Vu Dinh D 9416b13 | 13302753 |Nam | 12/7/2008 | 4/1/2014
185 |Mai Thanh Ch 9445h2013 | 13705615 |Nam |27/10/2010 | 3/1/2014
186 |Nguyen Duc M 07b2014 | 13427427 [Nam |22/11/2012 | 11/1/2014
187 |Diep Tien Ph 588b2014 | 1435832 |Nam | 9/2/2011 | 28/1/2014
188 |Nguyen Phuong A 604b2014 | 13412347 | Nir | 28/4/2012 | 28/1/2014
189 |Duong Bao Tr 16272014 | 14052172 | N | 16/9/2013 | 15/3/2014
190 |Vu Qui Nam Ph 2727b2014 | 11035459 |Nam | 31/1/2009 | 26/4/2014
191 |Phan T Truc L 342602014 | 14696597 | Nir | 14/1/2014 | 2/6/2014
192 |Ng Van Tr 360002014 | 14137270 |Nam | 23/6/2012 | 12/6/2014
193 |Bui Tran M Ch 4100b2014 | 14795965 |Nam |14/10/2013 | 24/6/2014
194 |Lo Nhu Ng 4689b2014 | 14210800 | Nir |29/10/2012 | 9/7/2014
195 |Nguyen Lam Ph 4798b2014 | 14194072 |Nam | 29/5/2014 | 15/7/2014
196 |Cao Huyen D 524602014 | 14206682 | Nir | 17/1/2013 | 22/7/2014
197 |Pham Dai Kh 5245b2014 | 14225622 |Nam |25/11/2013 | 22/7/2014
198 |Ng Kim L 5728b14 | 14233858 |Nam | 25/9/2012 | 30/7/2014
199 |Le Nhat Ph 594702014 | 14220131 | Nir | 1/9/2008 | 4/8/2014
200 |Ho Dang Viet S 6562b14 | 12075025 |Nam | 10/8/2009 | 19/8/2014
201 |Nguyen Quang H 7441b14 | 14264482 |Nam | 22/4/2011 | 25/8/2014
202 |Nguyen Vu K Th 684902014 | 14248153 | Nir | 12/6/2013 | 28/8/2014
203 |Ng Khac Duc Q 7011b2014 | 14255146 |Nam | 19/6/2014 | 29/8/2014
204 (Dang T A (V) 712602014 | 14665767 | Nir | 19/8/2013 | 5/9/2014
205 |Dang Hong D 7812b2014 | 14209139 |Nam | 24/9/2012 | 23/9/2014
206 |Tran Ngoc S 781302014 | 14302622 |Nam | 19/3/2014 | 23/9/2014
207 |Dinh T Tam B 782302014 | 14759565 | Nir | 6/7/2012 | 23/9/2014
208 |Vu Huy H 8304b2014 | 14287366 |Nam | 12/5/2014 | 5/10/2014
209 |Nguyen T H 830502014 | 14874144 | Nir |13/12/2012 | 7/10/2014
210 (Doan Van H 8841b2014 | 14491245 |Nam |22/10/2013 |21/10/2014
211 |Nguyen Huu Kh 8937b2014 | 14338734 |Nam | 27/8/2014 |22/10/2014
212 (VuHuy H 8945b14 | 14287366 |Nam | 12/5/2014 |24/10/2014
213 |Ng Hong Bao Ng 9091b2014 | 14341373 | Nir |18/12/2012 |29/10/2014
214 |Ha Dinh Kh 912802014 | 14334000 |Nam | 13/6/2010 |28/10/2014
215 | Tran Nhat H 930002014 | 9010994 |Nam |20/12/2003 |13/11/2014
216 |Ta Ngoc D 9351b2014 | 14022227 | Nix | 7/7/2012 | 5/11/2014
217 [VUANh T 9352b2014 | 14220754 |Nam |12/10/2014 | 5/11/2014




218 |Le Khac Gia Ph 9394b2014 | 14193558 |Nam | 20/1/2014 | 5/11/2014
219 |Tran Tung Ng 9524b2014 | 14795626 |Nam | 1/1/2014 | 4/11/2014
220 [NgDuc T 10333b14 | 13900224 |Nam | 20/9/2011 |26/11/2014
221 |Nguyen Dinh Gi 10861b14 | 14390425 |Nam | 3/3/2014 |15/12/2014
222 |Ng Dinh Quang H 11018b14 | 14418160 |Nam | 20/7/2013 |16/12/2014
223 |Pham Dai Kh 11362b14 | 14225622 |Nam |25/11/2013 |26/12/2014
224 |Tran Nhu Q 11367b14 | 14033535 | Nir |26/11/2014 |27/12/2014
225 |Le Kh Gia Ph 11525b14 | 14193558 |Nam | 26/1/2014 | 5/1/2015
226 |Nguyen Huu C 4067b15 | 15133965 |Nam | 2/7/2010 | 27/4/2015
227 |Nguyen Duc A 507b15 | 14423710 |Nam | 15/7/2014 | 21/1/2015
228 |Dinh Bao A 506b15 | 15020587 | Nir | 12/9/2014 | 21/1/2015
229 [Vu Thi Kim Ng 7098b15 | 15203164 | N | 19/6/2011 | 13/7/2015
230 |Tran Van H 7100b15 | 15200787 | Nt | 6/4/2015 | 13/7/2015
231 |Hoang Thi S 5591b15 | 15765145 | Nir | 6/9/2014 | 10/6/2015
232 |Hoang Hai Ph 5248/15 | 7082012 |Nam | 7/8/2012 | 2/6/2015
233 |Dinh Ha Tram A 6028b15 | 15715054 | Nir | 26/2/2014 | 16/6/2015
234 [Ngo Thi Thuy D 8421b15 | 15697865 | Nir [15/10/2014 | 5/8/2015
235 [Nguyen Pham GiaH | 5943b15 | 14217257 |Nam | 6/5/2014 | 16/6/2015
236 |Luc Quang D 8423b15 | 15272993 |Nam | 20/7/2012 | 5/8/2015
237 [Nguyen Gia B 10055b15 | 15322134 |Nam | 3/6/2015 | 15/9/2015
238 |Nguyen Hong Q 12425b15 | 15400771 |Nam | 8/9/2013 |10/10/2015
239 |Dinh Huong Gi 12909b15 | 15388336 | Nir |30/12/2011 |25/11/2015
240 [Nguyen Trung H 1035b15 | 15320145 |Nam | 1/4/2014 | 3/2/2015
241 |Vule TheV 1036b15 | 15018362 |Nam | 7/3/2013 | 3/2/2015
242 |Le Ngoc B 2270b15 | 15077644 |Nam | 8/2/2015 | 17/3/2015
243 |Hoang Lan Ph 418b15 | 14418674 | Nir | 30/9/2014 | 21/1/2015
244 |Bui Duc H 5367b15 | 15190781 |Nam |26/11/2014 | 5/6/2015
245 |Pham Tuong Ng 4487b15 | 14253508 |[Nam | 8/10/2013 | 18/5/2015
246 |Nguyen Van C 1381b15 | 15004273 |Nam | 23/5/2014 | 12/2/2015
247 |Pham Minh D 772b15 | 14422183 |Nam | 6/5/2014 | 29/1/2015
248 |Pham Ng Quynh D 215b15 | 14410419 | Nir |27/10/2014 | 12/1/2015
249 |Bui Trong Kh 1625b15 | 15063522 |Nam |20/10/2014 | 3/3/2015
250 [Ha Anh T 3187b15 | 15105711 |Nam | 30/5/2011 | 7/4/2015
251 |Luu Khanh Ng 3192b15 | 8903588 | Nir [16/10/2007 | 7/4/2015
252 |Nguyen Phuong A 1675b15 | 15063648 | Nir | 23/4/2011 | 2/3/2015
253 [Nguyen Duc A 507b15 | 14423710 |Nam | 15/7/2014 | 21/1/2015
254 |Pham Duy V 1445p15 | 15046819 |Nam | 26/1/2014 | 13/2/2015




255 |Nguyen Hong Ph 9015b15 | 15275084 |[Nam | 4/7/2015 | 19/8/2015
256 |Nguyen Ng Uyen Q | 9016b15 | 15019904 | N& | 17/5/2012 | 19/8/2015
257 |Doan Th Thu Tr 8000b15 | 15261002 | Nir | 1/10/2012 | 29/7/2015
258 |Pham Khoi Ng 8003/15 | 15254437 |Nam | 14/9/2012 | 29/7/2015
259 |Lai Hai D 8005/15 | 15264416 [Nam | 25/3/2015 | 29/7/2015
260 |Nguyen Nhat N 4884/15 | 15154960 |Nam | 10/1/2015 | 22/5/2015
261 |VuHuuV 9418b15 | 15303071 |Nam | 15/4/2013 | 26/8/2015
262 |Hoang Van L 6618b15 | 15213484 |Nam | 28/2/2015 | 1/7/2015
263 [Nguyen Duc L Kh 4757b15 | 14074215 [Nam |18/11/2013 | 21/5/2015
264 |Nguyen Dai Th 9643b15 | 15314262 |Nam | 15/6/2011 | 3/9/2015
265 |Pham Ngoc M Ch 6382b15 | 15640669 | Nir | 25/8/2014 | 1/7/2015
266 |Pham Bui P Th 9922b15 | 15317990 | Nir | 9/5/2013 | 8/9/2015
267 |Luong T Khanh Ng | 9923b15 | 14234721 | N | 6/7/2014 | 8/9/2015
268 |Pham Tuong Ng 4487b15 | 14253508 |Nam | 8/10/2013 | 18/5/2015
269 [Nguyen T Tuyet M | 4758b15 | 15153066 | Nir | 13/7/2012 | 22/5/2015
270 |Phung Khac T A 8761b15 | 15180046 |Nam | 4/2/2013 | 13/8/2015
271 [Vu T kim Ng 7098b15 | 15203164 | Nir | 19/6/2011 | 13/7/2015
272 |Tran Van H 7100b15 | 15220787 | Nir | 6/4/2015 | 13/7/2015
273 |BriuH 12733b15 | 15413970 |Nam | 13/3/2015 |17/11/2015
274 |Nguyen Hai Y 12969b15 | 15439963 | Nir | 26/4/2015 |22/11/2015
275 [VuThi Q 13295h15 | 15422414 | Nir | 3/2/2015 |30/10/2015
276 |Ha Minh Q 12124b15 | 15401767 |Nam | 25/9/2015 | 4/11/2015
277 |Dinh Thi Mai Th 12971b15 | 15269769 | Nir | 8/5/2011 |22/11/2015
278 |Nguyen Hai Y 12071b15 | 15202961 | Nir |19/11/2011 | 3/11/2015
279 |HaVanV 8004b15 | 15256221 |Nam | 29/7/2011 | 29/7/2015
280 |Vuong Thanh H 7245b15 | 12258851 |Nam | 8/2/2007 | 16/7/2015
281 [Nguyen Chau A 2271b15 | 15136089 | Nir |29/10/2008 | 17/3/2015
282 |DoVan Th 12424b15 | 15419057 [Nam | 3/7/2009 |11/11/2015
283 |Dang Ngoc Bao Tr | 13076b15 | 15441187 | Nir | 21/9/2011 |25/11/2015
284 |Le T Khoi Ng 1154b15 | 15016990 | N@r | 29/9/2009 | 5/2/2015
285 [Luu Yen Nh 10658b15 | 15344474 | Nix | 25/7/2014 | 30/9/2015
286 |TranLeV 10659b15 | 15354988 | Nir | 18/6/2013 | 30/9/2015
287 |Nguyen Hoang M 12972b15 | 15551148 |Nam | 7/5/2014 |22/11/2015
288 |Nguyen Duc T 11817b15 | 15382855 |Nam | 9/10/2014 |28/10/2015
289 |Nguyen Minh Q 12622b15 143706048 |Nam [20/11/2012 |16/11/2015
290 |Le Tuan A 13710b15 | 15466610 |Nam | 13/4/2015 | 9/12/2015
291 |Nguyen Van The A | 13709b15 | 15451513 |Nam | 22/9/2013 | 9/12/2015




292 |Nguyen Minh D 13168b15 | 15439711 |Nam | 14/9/2015 |25/11/2015
293 |Tran Le V 10659b15 | 15354988 | Nir | 18/6/2013 | 30/9/2015
294 |Nguyen T Quynh Ch | 12631b15 | 15456892 | N | 5/2/2015 |12/11/2015
295 (Bui Thi Cam L 509b08 835357 | Nir | 10/3/2007 | 4/3/2008

296 |Nguyen Thanh Ch 3908b08 | 8895991 |Nam | 1/12/2002 | 4/12/2008
297 |Le T Thanh Th 3851b08 | 8179508 | Nir | 10/9/2003 | 28/1/2008
298 Lo Thi Ph 3828b08 | 8214661 | Nir | 13/2/2003 |27/11/2008
299 [Ho Quoc T 3688008 | 8204340 |Nam | 28/7/2006 |17/11/2008
300 |Bui Dieu Ch 3102b08 | 8146096 | Nur | 18/7/2007 | 29/9/2008
301 |Nguyen Quoc Kh 3086b08 | 8173764 |Nam | 2/9/2007 | 26/9/2008
302 |Khuat Quang H 2973b08 | 8137129 |Nam |11/12/2003 | 3/9/2008

303 |Truong Van V 2501b08 | 8124418 |Nam | 15/5/2007 | 11/8/2008
304 |Nguyen Ng Thai B 2499b08 | 8997815 |Nam | 5/8/2006 | 11/8/2008
305 |Hoang Van S 2451b08 | 8083523 |Nam | 30/6/1997 | 6/8/2008

306 |Nguyen Th Thu Tr 2108b08 | 8109191 | Nur | 13/7/2002 | 18/7/2008
307 |Pham Van Ph 2116b08 | 445739 |Nam | 8/5/2008 | 15/7/2008
308 |Duong Chuc Q 1764b08 | 8055951 | N&r | 6/2/2006 | 17/6/2008
309 |Le HuyV 1583b08 | 8070923 |[Nam | 4/3/2005 | 3/6/2008

310 |Tran Thanh N 1480008 | 7373718 |[Nam | 1/5/2002 | 29/5/2008
311 |Le T Khanh H 1479b08 | 7757556 | N&r | 2/9/2005 | 29/5/2008
312 |Nguyen Hoang L 1436b08 | 8964356 [Nam | 2/9/2007 | 22/5/2008
313 |Le Duy H 1164b08 | 842807 |[Nam | 1/6/2006 | 29/4/2008
314 |Nguyen Thi D 1010b08 | 437535 | N&r | 1/8/2006 | 16/4/2008
315 |Truong Duc A 979b08 437447 |Nam |27/11/2007 | 14/4/2008
316 |Ly Thanh Tr 825b08 851472 |Nam [23/10/2002 | 2/4/2008

317 |Cao Thu Tr 578b08 816662 | Nir |23/11/2006 | 11/3/2008
318 |Bui TienTh 346b08 436377 |Nam | 11/8/2007 | 14/2/2008
319 |Le Thi Khanh H 145b08 | 7797556 | Nir | 2/9/2005 | 16/1/2008
320 [Nguyen Vu K L 62b08 7409740 | N | 1/4/2004 | 8/1/2008

321 |Tran Dang H 6b08 426303 |Nam | 5/8/2002 | 2/11/2008
322 VuDHaTr 3904b09 | 9178293 | Nir | 17/9/2005 | 25/9/2009
323 |Hoang Vu D 3837b09 | 9186804 |Nam | 24/7/2009 | 22/9/2009
324 |Nguyen Ngoc A 3751b09 | 9159467 | Nir | 12/9/2007 | 16/9/2009
325 |Nguyen Khanh T 3948b09 | 9143760 |Nam | 22/8/2005 | 27/8/2009
326 |Le Dang D 2824b09 | 7401268 |Nam |18/11/2006 | 22/7/2009
327 |Le Duc Tr 2728b09 | 9212010 |Nam |25/11/2006 | 15/7/2009
328 |Vu Phuong A 2430b09 | 8217644 | Nir | 6/11/2005 | 29/6/2009




329 [Nguyen H Khanh L | 1986b09 | 854994 | Nir | 1/6/2003 | 2/6/2009
330 (Luong Tuan D 1852b09 | 508125 |Nam | 22/9/2007 | 25/5/2009
331 |NguyenVuTh H 1701b09 | 7409712 | Nir | 12/5/2006 | 14/5/2009
332 |Nguyen Phuong A 1683b09 | 507110 | Nir |15/12/2008 | 17/5/2009
333 |Nguyen Son H 1533b09 | 9641110 |Nam | 23/3/2006 | 5/5/2009
334 |Nguyen Xuan B 1487b09 | 510824 |Nam | 19/1/2009 | 28/4/2009
335 [Nguyen Tuan D 1219009 | 496716 |Nam | 17/5/2008 | 13/4/2009
336 |Nguyen Duc Th 1132b09 | 479066 |Nam | 1/3/2009 | 1/4/2009
337 |Tran Nhat H 1064b09 | 910994 |Nam |25/12/2003 | 31/3/2009
338 |Tran Long H 982b09 | 9216635 |[Nam | 14/1/2009 | 25/3/2009
339 |TaHaPh 970b09 928062 | Nir | 6/8/2004 | 24/3/2009
340 |Le VietH 653b09 | 9564567 [Nam | 2/1/1997 | 3/3/2009
341 |Nguyen Tran D 600b09 83417 |Nam |14/11/2008 | 26/2/2009
342 | Truong My D 378b09 04838 | Nir |22/11/2003 | 12/2/2009
343 |Pham T Thu Th 312b09 | 8352517 | Nir | 8/10/2007 | 6/2/2009
344 |Nguyen T Hong D 123b09 480508 | Nir | 9/1/2004 | 13/1/2009
345 |Vu T Linh Ph 32b09 8350423 | Nur | 2/12/2008 | 6/1/2009

Xac nhan cia khoa GPB

Xac nhin ciia Thiy huéng din

Xac nhan cia Bénh vién nhi trung wong




