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TOM TAT

Bién déi di truyén té bao trong lo xé mi cdp dong lympho tré em c6 vai tré quan trong trong tién lurong
va chia nhém nguy co. Banh gié két qué diéu tri sém theo déc diém di truyén té bao cung cép thém céc dir
liéu cho céc béc sy trong lwra chon phuong phép diéu tri cho bénh nhi.

Muc tiéu: Nghién ctru déc diém bét thuong nhiém séc thé (NST) va danh gié méi lién quan véi két qué
diéu tri sém lo xé mi cdp dong lympho tré em theo phéc d6 FRALLE 2000 tai Vién Huyét hoc Truyén mau
Trung wong giai doan 2016-2019

Déi tirong va phuong phap nghién ctru: Nghién ctru mé ta cat ngang, tién ctru 188 bénh nhi lo xé mi cép
dong lympho diéu tri tai Vién Huyét hoc Truyén méu Trung vong tir 1/8/2016 - 1/8/2019.

Két qua: Ty Ié phat hién cac béat thuong NST trong nhém bénh nhi la 13,8%. Bét thuong céu tric
thuong gdp hon (57,7% bat thuong céu tric NST don thuén, 15,4% két hop bét thuong céu tric va sé
lurong, 26,9% bét thuong sé long don thuén). Bat thudng céu truc thuong gép la chuyén doan NST, trong
do t (9;22) thuong gdp nhét. Dot bién trén ludng béi NST chiém ty 1é cao (90,9%) trong s6 bénh nhi cé béat
thuong sé luong NST. Nhém NST tién luong xéu chiém ty 1é cao hon trong nghién ciru. Nhém tién luong
tot c6 két quéa diéu tri tot nhét (OS 12 thang dat 100%, EFS 12 théang dat 80,0 = 17,9% ). Nhém ¢6 NST
tién luvong xau OS 12 thang chi dat 66,0 £ 11,3%, EFS 49,4 + 12,2%. Khéac biét c6 y nghia thc"Sng ké v&i p
< 0,01. Nhém NST binh thwong c6 OS va EFS 12 thang kha tét, 1an luot 13 90,4 + 2,6% va 77,9 + 3,6%.

Két luan: Ty Ié phéat hién bat thuong NST thép. Dot bién céu tric thuong gédp hon. Dot bién sé luong
NST chi yéu gép trén ludng béi NST. Buéc dau thdy sw khac biét vé thoi gian séng con gidia céc nhém
theo tién lrong NST.
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Bat thuong nhiém sdc thé va lién quan t6i két qua diéu tri sém lo xé mi...

Cytogenetic variables in pediatric acute lymphoblastic leukemia (ALL) plays an important role in
prognosis and risk grouping. Evaluation of early result treatment based on cytogenetic mutations provides
data for physicians in treatment options for pediatric patients.

Objectives: Study on characteristics of chromosomal abnormalities and evaluate the relationship with
the early result of treatment according to FRALLE 2000 protocol at the National Institute of Hematology and
Blood Transfusion.

Subjects and research methods: This was a prospective study conducted on 188 pediatric ALL
patients who were treated at the National Institute of Hematology and Blood Transfusion from August 1,
2016 to August 1, 2019.

Results: The incidence of chromosomal abnormalities in pediatric ALL patients was 13.8%. Structural
abnormalities were more common (57.7% of structural abnormalities alone, 15.4% combined with structural
and numberal abnormalities, 26.9% of numberal abnormalities alone). The most common structural
abnormality was chromosomal translocations, in which t(9;22) was the most common. Hyperdiploid
accounted 90.9% in the abnormal number of chromosomes. The poor prognosis group accounted for a
higher proportion in the study. The good prognosis chromosome group had the best treatment results
(Overal Survival - OS 12 months reached 100%, Event Free Survival - EFS 12 months reached 80.0 +
17.9%). The group with the poor prognosis of chromosome: OS 12 was only 66.0 £+ 11.3%, EFS 49.4 +
12.2%. The difference was statistically significant with p <0.01. The normal chromosome group had good
OS and EFS for 12 months, 90.4 + 2.6% and 77.9 + 3.6%, respectively.

Conclusion: The rate of abnormalities chromosome was low. Structural mutations were more common.
Hyperdiploid was mainly seen on numberal chromosome abnormalities. This study found the difference in

survival time between the groups according to the chromosome prognosis.

I. PAT VAN DE

Lo x& mi cip dong lympho dic trung bang su ting
sinh 4c tinh cta cac té bao tién than dong lympho, co
thé co cac bién doi di truyén, dan dén sy lan at cac
dong té& bao khac va rbi loan qua trinh sinh méau cta
co thé. Nghién ctru bat thuong nhiém sic thé (NST)
c6 vai tro quan trong trong danh gia tién lugng. Vi
vdy, chung t6i nghién ctru dé tai nay véi muc tidu:

- Nghién citu dic diém bat thuong nhiém sdc thé
va déanh gid moi lién quan voi két qua diéu tri som lo
xé mi cdp dong lympho tré em theo phéc do FRALLE
2000 tai Vién Huyét hoc Truyén méu Trung wong giai
doan 2016-2019.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

Poi twong nghién ciru

188 bénh nhi duoc chan doan xac dinh ALL, nhap
vién diéu tri tai khoa Bénh mau tré em, Vién Huyét
hoc Truyén mau Trung wong tir ngdy 1/8/2016 dén
ngay 1/8/2019

Tiéu chuan lwa chon

82

- Bénh nhi tudi tir 1-15

- Chan doan xac dinh ALL de novo theo tiéu
chuan WHO 2016 (c6 >= 20% té bao blast/tong s6
té bao c6 nhan trong tity, mang hinh thai nguyén bao
lympho; té bao blast c6 dau 4n mién dich dic trung
cua dong lympho.

- Gia dinh bénh nhi dong ¥ diéu tri hoa chat va tur
nguyén tham gia nghién ctru.

Tiéu chuin logi triv: Lo xé mi cip thir phat,
bénh nhi bo diéu tri

Thiét ké nghién cibu: Nghién ciru tién ctiru

Cé méu: C5 mau thuan tién

Cic ky thugt tién hanh trong nghién civu:
Huyét do, tay do, k¥ thuat di truyén nudi ciy va
phan tich két qua NST tir dich hiit té bao tay xuong

Xir Iy s6 li¢u: Phan mém SPSS 20.0, Excel 2013.

IIL. KET QUA

Ty 1¢ va dic diém bat thwong nhiém sic thé

Trong s 188 bénh nhi nghién ctru, phat hién 26
bénh nhi c6 bat thuong NST, chiém 13,8%. Xép
loai bat thuong NST theo sb luong va cAu trac duogc
minh hoa trén bang 1:
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Bdng 1: Ty 1é cdc logi bat thuong nhiém sdc thé

S6 lwong bénh nhi (n) Ty 18 (%)
Bt thuong cau tric don thuan 15 57,7
Bét thuong s6 luong don thuan 7 26,9
Bét thuong ciu tric + s6 luong 4 15,4

Nhén xét: Bat thuong ciu trac don thuan chiém ty 1& 57,7%, cao hon bat thuong ) lugng don thuan
(26,9%). Bat thudng phdi hop ca ciu tric va sé lugng chiém ty 1¢ thap nhét voi 15,4%.
Bdng 2: Pdc diém bdt thuong vé cdu triic nhiém sdc thé

Loai bat thwong n Ty 1€ %
Chuyén doan t(9;22) 6 31,6
Chuyén doan t(4;11) 2 10,5
Chuyén doan t(1;19) 3 15,8
Mit doan 46,XX/46,XX, del (14q) 5 105
45,XX, -20, del(9p)
46,XY,3q+
Thém doan 46,XY/46,XY, 16q+ 3 15,8
46,XY/46,XY, -15, +mar, 14q+
46,XX/46,X,-X,-5,+ mar, +mar, del(4q),10p+/47,XX,
Da ton thuong 10,+22,+mar,10p+,del(15q) 2 10,5
47,XX, +22, del(3q), 7q+, Ip+
Dao doan 46,XX[16]/46,XX, inv9[4] 1 5,3
Téng 19 100

Nhdn xét: Trong s6 cac bénh nhi c6 bat thuong cdu trac thi chuyén doan t(9;22) dugc phat hién véi ty
1€ cao nhét 1a 31,6%. Cac ton thuong nhiém sic thé khac nhu mét doan, thém doan, chuyén doan khac, da
t6n thuong chiém ty 1& gan twong duong nhau (dao dong 10,5-15,8%). Bt thuong dao doan chi dugc phat

hién & 1 bénh nhi, chiém 5,3%.

Bdng 3: Pdc diém bt thwong vé s6 lwong nhiém sdc thé

Loai bt thuong S6 lwong Ty 1€ %
56,XY,+X,+4,+6,+14,+18,+21,+21,+3 mar
46,XX/ cum 55 NST chiém 85%
>50 46,XY[15)/cum 56 NST [5] sus
NST 57 NST 6 ’
A o 58 NST
Trén ludng
boi NST 46,XX[14]/ cum 53 NST[6]
47 XY, +mar
4750 47,XX, +22, del(3q), 7q+, 9p+
NST 46,XY[2]/46,XY,Ph[6]/48,XY,+9,+17, Ph[12] 4 36,4
46,XX/46,X,-X,-5,+2 mar,del(4q),10p+/47,XX,-
10,+22,+mar,10p+,del(15q)
Duéi 45,XX, -20,del(9p)
1 9,1
ludng boi
Tong 11 100
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Bat thuong nhiém sdc thé va lién quan t6i két qua diéu tri sém lo xé mi...

Nhdn xét: Bét thuong trén ludng boi NST chiém chi yéu trong nhom bat thudng vé sé lugng NST voi
90,9%. Trong d6 bét thuong trén ludng bdi ting nhiéu NST (>50 NST) chiém 54,5%. Bit thuong dudi
ludng boi NST chi gép & 1 bénh nhi, chiém 9,1%.

Chia nhém tién lwgng dwa trén bién déi di truyén té bao

3.70%%

m Nhidm sac thé binh
thuwérng

Bién ddi NST tién lwong tét

= Bién d6i MST tién lwong
Xau

Biéu do 1: Chia nhém tién lwong theo bién doi di truyén té bao

Nhdn xét: Ty 1& bénh nhi ¢ bién d6i NST thudc nhém tién lugng x4u cao hon so véi nhém bénh nhi cd
bién d6i NST thudc nhom tién luong tot (10,1% va 3,7%).
Ddnh gid lién quan bit thwong NST téi két qua diéu tri sém

0.5—

Ty lé song thém toin b (05)

10020

1 20.4 =+ 2.6%0

66,0 = 11.3%%

OB NST tidn uong tSt

—ITINST binh thudng

— OB NST tién luong xiu

4 DB NST tién luong tot-
ce ed

TLog-Rank test »x2 = 12,7 p—0,002

0o 2,00 4,00 .00 .00 1000 12,00
Théi gian séng thém toan bd (thang)

Biéu do 2: Puwong Kaplan Meier biéu thi thoi gian song thém toan bé tai thoi diém 12 thing

o cac nhom tién lwong NST (n=188)

Nhdn xét: Ty 1& song thém toan b tai thoi diém 12 thang tt nhat & nhom NST tién luong tot vai 100%
bénh nhi séng sét. Nhom c6 NST tién luong x4u co ty 16 bénh nhi sdng sot chi dat 66,0 + 11,3%. Khac biét
c6 y nghia thong ké véi p < 0,01.

T singthém knang s 6 (EFS)

80,0 =+ 17.9%p

TFTT.9 == 3,6%0

4D <4 = 12209

TLog Rank test »2=10.9, p=>0,004

W ¥ ¥ v T T
.00 z.00 4,00 5.00 .00 10,00

1200
Theéi gianm séng théam khéng sw ¢é (thang)

Biéu do 3: Puong Kaplan Meier biéu dién thoi gian séng thém khong sw cé tai thoi diém 12 thang
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0 cdac nhom tién lwong NST (n=188)
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Nhén xét: Ty 1& séng thém khong sy cb cua
nhém NST binh thuong va nhom NST tién lugng tot
gﬁn teong tu nhau (80,0 = 17,9% va 77,9 + 3,6%).
Nhom NST tién lugng x4u c6 ty 1¢ sdng thém khong
su ¢ chi dat 49,4 + 12,2%, thép nhét trong cac
nhém tién lugng theo bién doi NST. Khac biét co ¥
nghia thong ké voi p < 0,01.

IV. BAN LUAN

Ty 1§ va dic diém bit thwong nhiém sic thé

Ty 1€ bénh nhi dugc phat hién bat thuong NST
chi dat 13,8% (bang 1). Két qua clia nghién ctru nay
tuong tu nghién ctru cua tac gia Tran Quynh Mai,
ghi nhan 13,9% bénh nhi c¢6 bat thuong NST khi
nghién ctru 108 tré ALL duoc diéu tri tai Vién Huyét
hoc giai doan nim 2015 - 2016 [1]. Nhiéu nghién
clru cuia cac tac gia trong nude va trén thé gidi cho
ty 1& gdp cac bat thuong NST khéac nhau. Theo tac
gid Phan Thi Duy An nghién ctru trén 91 bénh nhi
thiy 16% bénh nhi c6 bat thuong NST [2]. Téc
gia An Thuy Lan nghién ctru bat thuong di truyén
trén 109 bénh nhi ALL diéu tri tai Vién nhi Trung
wong tir thang 1/2017 - 6/2018, phat hién 36,7% bat
thuong di truyén (bao gdm ca ky thuat nhuém bang
G va ky thuat FISH) [3]. Tai An Do, mot nghién ctru
cua tac gia Rachana trén 240 tré, trong do6 c6 125
tré c6 két qua phan tich NST ghi nhan 38,6% c6 bat
thuong NST (bao gom k§ thuat FISH) [4]. Nghién
cuu tai Iran cuia tac gia G. Bahoush c6 40,8% bénh
nhi c6 bién d6i NST [5]. Nhu vy, c6 thé nhan thy
ty 16 phat hién bat thuong NST trong cac nghién
ctru trén thé gidi co ty 18 cao hon so v&i nghién ciru
nay. Theo Faderl (1998), nudi cdy té bao lo xé mi
thugc dong lympho rat khé va néu sir dung nhudém
bang thong thuong chi phat hién tbi da 50 - 60% bat
thuong NST [6].

Céc bat thuong NST bao gém cac dot bién cau
trac va so luong hodc c6 thé phdi hop. Trong sb
nhirg bénh nhi dugc phat hién bat thuong NST
thong qua k¥ thuat nhuém bang G, bét thudng ciu
trac NST chiém ty 1& cao nhét véi 57,7% bénh nhi
c6 bit thudng cau tric don thuin va 15,4% bénh nhi
c¢6 phéi hop ca bat thuong cau trac va bat thudng sb
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luong. Bat thuong s lwong don thuan chiém 26,9%
(bang 1). Nghién ctru cia tac gia Tran Quynh Mai
cling nhan thdy bat thuong cu trac chiém ty 1& cao
v6i 40% bénh nhi c6 bat thudng ciu truc don thuin,
bét thuong s6 luong don thuan chiém 40%, ty 1¢
bénh nhi c6 bét thuong phdi hop 1 20% [1]. Nghién
ciiu cua tac gia An Thuy Lan tai Vién nhi Trung
wong, trong s6 29 bénh nhi c6 bat thuong NST thi co
14/29 (48,2%) c6 bat thuong don thudn vé cau tric,
4/29 (13,8%) bénh nhi c6 bat thuong phdi hop cdu
truc va sd lugng. Tac gia Osman nhén thay trong s6
bénh nhi co bét thuong NST thi c6 dén 78,3% bénh
nhi c6 bat thudng vé ciu tric, bat thudng sb lugng
don thuan chi chiém 21,7% [7].

Bang 2 mé ta cu thé hon cic bat thuong cau
trac NST & nhom bénh nhi nghién ciru nhéan thay:
Chuyén doan t (9;22) gip nhiéu nhat véi 31,6%.
bay la chuyén doan tao ra NST Philadelphia, mot
trong nhitng dot bién cé tién lugng xau trong ALL
tré em. Két qua tuong tu nghién ctru cua tac gia Tran
Quynh Mai, chuyén doan t (9;22) chiém 34% trong
nhom c6 dot bién ciu tric don thuan [1]. Cac bat
thuong khac gip voi ty 18 thip hon trong nghién ctru
1a chuyén doan t (1;19) gip & 3/19 (15,8%) truong
hop c6 bat thudng ciu tric va chuyén doan t (4;11)
gip & 2/19 (10,5%) cac trudng hop (bang 2). Bt
thuong thém doan va mat doan NST trong ALL tré
em thuong khong mang tinh dac hiéu. Nghién cuu
cla tac gia Osman gip 15 bénh nhi c6 mat doan
NST va 6 bénh nhi c6 thém doan. Céc ton thuong
mat doan va thém doan c6 thé gip trén cac NST khéc
nhau [7]. Trong nghién ctru nay, chung t6i ghi nhan
duoc 3 truong hop c6 thém doan NST, 2 truong hop
c6 méat doan NST va 1 trudng hop dao doan NST s
9. Co 3 trudong hop mat doan, thém doan va ca dao
doan déu c6 lién quan dén NST s6 9. Nhidu téc gia
cho ring, nhing bt thuong lién quan dén canh ngin
NST s6 9 c6 thé lién quan dén cac gen lién quan
dén bénh sinh LXM cap nhu CDKN2A, CDKN2B,
JAK2 hay PAXS5, lién quan dén tién luong x4u trong
ALL tré em va nguoi 16n [8]. Nghién ctru cling gép
2 bénh nhi c6 da ton thuwong NST (t6n thwong phirc
tap, nhiéu dong). Pay ciing 1 ton thuong mang y
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nghia tién luong x4u trong diéu tri va dugc nhiéu
tac gia xép loai vao nhom nguy co rat cao theo tién
luong NST [4].

Bét thuong vé sb luong NST c6 ¥ nghia dic biét
lién quan dén tién luong bénh. Trong nghién ciru
nay voi 11 truong hop ¢ bét thuong vé sb lugng
NST, chu yéu I4 trén ludng boi NST (10/11 bénh nhi,
chiém 90,9%), trong d6 gip nhiéu nhét 14 trén ludng
boi tang nhidu NST (>50 NST) véi 6/11 trudong hop,
chiém 54,5% cac trudng hop bét thuong sé lugng
NST (bang 3). Nghién ciru ciing nhén thay, cac bat
thuong trén ludng boi NST c6 thé gip cong thém
& nhiéu NST khéc nhau nhu NST s6 4, 5, 6, 7, 9,
14, 21, thudng c6 két hop véi tén thuong cu tric
NST va ¢6 céu triic dang kham. Téac gia Tran Quynh
Mai ciing nhén thay ty 1¢ bénh nhi c6 trén ludng boi
NST chiém ty 18 cao hon véi 7/9 trudng hop, chiém
77,8%, trong d6 4 bénh nhi ¢6 > 50 NST, con 3 bénh
nhi c6 47-50 NST [1]. Cac nghién ciru trén thé gisi
cho rang, cac bat thuong trén ludng boi NST ¢ thé
gap ¢ 22 - 25% cac truong hop ALL tré em, voi y
nghia tién luong tét. Theo Pui CH, & tré em nhom
trén 50 NST gap 23-29%, dudi ludng bdi dudi 45
NST gap 1-2% [9]. Theo Stafel Faderl va cong
su, nhom trén 50 NST gdp ¢ tré em nhiéu hon &
nguoi 16n [10]. Theo tac gia Harrison (2009) va De
Braekeleer (2010) nghién ctu trén 208 bénh nhan
cho th?iy cac NST cong thém hay gap 1a 4, 6, 10, 14,
17,18, 21, va X [11],[12]. Theo nghién ctru cia tac
gia Luquet va cong su thudc td chirc GFCH (Groupe
Francophone de cytogenetique Hematologique) voi
nhom trén 50 NST thi cac NST hay thém do 1a 4, 6,
8,10, 14, 17, 21 con nhoém 47-50 NST thi cac NST
hay thém 1a 5, 8, 10, 21. Trong nghién ctru nay, cac
NST hay thém 1a 3, 4, 6, 8, 9, 14, 16, 21 va ca NST
khong xép loai duoc (mar) ciing kha twong dong véi
nghién ctru ctia nhiéu tac gia.

Phdn nhém tién lwong theo bat thuong NST

Bit thuong NST ¢6 vai trd quan trong trong
tién lugng diéu tri ALL tré em. Vi vay, viéc chia
nhom tién lugng NST gitup cho cac nha lam sang
Iwra chon phéac dd phu hop va 1ap ké hoach diéu tri
dé co thé dat duoc hiéu qua tot nhat. Trong nghién
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ctru ndy, dé so sanh, danh gia két qua diéu tri gitra
cac nhom co két qua NST khac nhau lién quan dén
tién lugng, chung t6i chia 188 bénh nhi thanh 3
nhom: nhém NST binh thudong, nhém NST c6 tién
luong t6t va nhom NST c¢6 tién lugng xdu. Theo
biéu d6 1 nhém NST tién lugng x4u co ty 18 cao
hon so véi nhom c6 tién lugng tot v6i ty 18 1an luot
1a 10,1% va 3,7%. Trong nghién ctru nay, mot sb
truong hop bénh nhi co bat thudng trén ludng boi
NST nhung lai kém theo dot bién céu tric phtrc
tap. Theo nghién ctru cua tac gia Rachana cling cho
thdy trong sd 39 bénh nhi duoc c6 két qua phan
tich NST thi chi c¢6 10 bénh nhi c6 két qua NST
thudc nhom tién luong tbt [4].

Ddnh gid lién quan bit thwong NST t6i két qui
diéu tri sém

Nghién ctru so sanh ty 1¢ bénh nhi séng thém
toan bd va song thém khong sy ¢d giita cac nhom
NST trén biéu d6 2 va 3 nhan thay: OS tai thoi diém
12 thang cao nhat & nhém dot bién NST tién lugng
t6t (100%). Nhom c6 dot bién NST tién luong xau
c6 ty 1 bénh nhi séng thém toan bd chi dat 66,0
+ 11,3%. Ty 1& séng thém khong su ¢b (EFS) cua
nhom NST binh thudng va nhom NST tién luong tot
gan tuong tu nhau (80,0 = 17,9% va 77,9 = 3,6%).
Nhom NST tién luong x4u co6 EFS chi dat 49,4 +
12,2%, thap nhét trong cac nhom tién lwong NST.
Khac biét co ¥ nghia thong ké véi p <0,01. Nhu vay,
két qua nghién ctru nay cho thiy, nhom c6 dot bién
NST tién lugng xau c6 két qua OS va EFS tai thoi
diém 12 thang thip nhat trong cac nhom, nhém dot
bién NST tién lugng tot c6 két qua OS 12 thang tdt
nhat. Nghién ctru ctia tic gia V5 Thi Thanh Triic co
so sanh OS va EFS thidy nhom dot bién NST tt co
OS va EFS cao hon nhom dot bién NST khong t6t
tuy nhién do s6 lugng bénh nhi it nén khac biét chua
c¢6 ¥ nghia thong ké nhung ciing nhan thay ¢ khac
biét vé OS va EFS giita nhom c6 NST Philadelphia
va nhom khong c6 NST Philadelphia [13]. Trong
nghién ctru nay, mac du vdi thoi gian theo doi chua
dugc dai nhung budc dau ghi nhan sy khac biét co
y nghia vé OS va EFS giita cic nhom. Nhiéu nghién
ctru trén thé gidi ciing chi ra, cac dot bién trén ludng
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boi NST ¢6 tién lugng t6t véi ty 1¢ séng thém toan
bd va sdng thém khong su cd cao nhit trong cic
nhom [9]. Ngay cd trén nhitng bénh nhi khong dat
lui bénh trong diéu tri tAn cong, thi nhom co dot bién
NST tién luong t6t van co ty 1¢ séng thém toan bo
cao nhat [14].

V. KET LUAN

- Ty 18 phat hién bat thuong di truyén té bao bang
phuong phap NST con théap (13,8%).

- Bt thuong ciu trac chiém ty 1& cao hon (bat

thuong ciu tric don thudn 57,7%, bat thuong két
hop s6 lugng chiém 15,4%), thuong gip nhat la
chuyén doan NST, trong s6 d6 31,6% bénh nhi co
bat thuong t(9;22).

- Bét thuong don thuan sé lugng NST chiém
26,9%, chu yéu 1a trén ludng boi NST.

- Nhém NST tién luong tt c6 két qua didu tri tot
nhat voi OS va EFS 12 thang cao nhat, lan luot 1a
100% va 80 + 17,9%. Nhom NST tién lugng xau c6
OS 12 thang thap (66,0 + 11,3%), EFS 12 thang chi
dat 49,4 + 12,2%.
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