TAP CHIi NGHIEN ClPU Y HOC

BAT THWONG DI TRUYEN VA MOI LIEN QUAN VOI PAP NG
DPIEU TRI O BENH NHI LO XE MI CAP DONG TUY DIEU TRI
TAI VIEN HUYET HOC- TRUYEN MAU TRUNG UONG
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Vién Huyét hoc — Truyén méu Trung uong

Lo xé mi cap 1a loai bénh &c tinh phd bién nhét & tré em, day la nhém bénh cé co ché di truyén géy bénh
rat phurc tap. Trong dé, cac bat thuong di truyén duwoc coi nhuw 14 chi thi phan tor trong chan doén, diéu tri va tién
lwong bénh. Do vay, ching toi thurc hién khdo sat bat thudng di truyén va buéc ddu danh gia dap (ng diéu tri
clia cac bét thuong di truyén & bénh nhi lo xé mi cdp dong tay diéu tri tai Vién Huyét hoc - Truyén méau Trung
wong. Téng coéng cé 148 bénh nhi AML & dé tudi < 16 da dwoc nghién ciru. Cac bat thuong nhiém séc thé
duoc quan sét thdy & 70 BN (chiém 47,3%). Trong d6, bat thuong vé cé sbé luong va cau tric nhiém séc thé
chiém ty Ié cao nhét (30 BN, 20,3%). Chuyén doan t(8;21) chiém 33,3%, bét thuong -Y va trisomy 8 chiém ty
16 lan Iuot la 11,5% va 10,3%. Khi phén tich véi 5 dét bién gen bang ky thuat PCR, ching téi phat hién 79 BN
c6 dét bién gen dwong tinh. Trong do6, dét bién AML-ETO la dét bién gen thuong gép nhét, 28,95%; dét bién
FLT3-ITD dwoc quan séat véi ty 16 khé cao 22 BN (14,17%). Duwa trén div liéu bét thuong NST va dot bién gen
thu duwoc, ching téi chia thanh cac nhém nguy co, nhém nguy co trung binh chiém da sb 56,8%, nhém BN
nguy co thdp va nguy co cao chiém ti 1é tuong tw nhau lan luot la 20,3% va 23,0%. Khi phén tich thoi gian séng
thém toan bé (OS) va thoi gian séng thém khéng tién trién (PFS) cua tirmng nhém nguy co, chiing téi nhén thdy
rdng OS va PFS ctia nhém nguy co thép va trung binh cao hon ré rét so véi nhém nguy co cao véi p < 0,05.

Tir khoa: Bat thwong di truyén, Lo’ xé mi cap dong tay, Vién Huyét hoc- Truyén mau Trung wong.

I. DAT VAN BE

Lo x& mi cAp la bénh ac tinh phd bién nhat
& tré em, chiém khoang 30% sbé cac ca bénh
ung thw méi dwgc chan doan & bénh nhan
dwdi 16 tudi, trong d6 Lo xé mi cap dong
tdy chiém khoang 20%.' Cac phac dd diéu
tri dwoc ap dung hién nay déu dua trén cac
phan nhém nguy co, trong do xép loai nguy
co theo bién dbi di truyén la mot trong nhirng
yéu t6 quan trong. Diéu trj theo phan nhém
nguy co ngay cang ching minh dwoc hiéu
qua, ty 1é séng thém toan bd da tang lén déu
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dan ké ti nhirng ndm dau cla thap nién 1950
dén nay, tr xap xi 10% da Ién dén 70 - 80%
trong cac nghién ctru.?

Tai Vién Huyét hoc — Truyén méau Trung
wong, cac dot bién trong bénh Lo xé cip dong
thy dang dwoc thye hién la nhivng dét bién phd
bién va cé y nghia tién lwong. Trong dd, gdm cé
3 dot bién do chuyén doan NST tao nén dung
hop gen, dwoc xép vao nhém tén thwong di
truyén tai dién; t(8;21)(gen RUNX1/RUNX1T1);
inv(16)(p13g22) hodc t(16;16)(p13:922)(gen
CBFBIMYH11); t(15:17)(gen PMLIRARAY); 3 dot
bién gen g(‘“)m NPM1 mutA, FLT3-ITD, FLT3-
TKD la cac dot bién gen gap & ca nhirng bénh
nhan c6 va khéng cé bat thwong NST.22 Phac
dd hoa chat dwoc lwa chon dé diéu tri Lo xé mi
cép dong tay tré em la phac dd Maspore 2006
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gdm 2 nhanh diéu tri riéng cho nhém nguy co
thap/trung binh va nguy co cao dwa theo xép
loai nguy co’ va dap rng ctia bénh nhan.

Trén c& s& do, ching téi thwc hién nghién
clru: “Bét thworng di truyén va méi lién quan
dén dap ng diéu tri & bénh nhi Lo’ xé& mi
cap dong tay tai Vién Huyét hoc -Truyén
mau Trung wong” v&i 2 muc tiéu:

1. M ta céac bién ddi di truyén & bénh nhi lo
x& mi c&p dong tay diéu trj tai Vién Huyét hoc -
Truyén mau Trung wong giai doan 2019 - 2022.

2. Nhan xét mot sé két qua diéu tri va budc
dau tim hiéu méi lién quan gitva bién ddi di
truyén va két qua diéu tri lo xé mi cap dong tuy
tré tai Vién Huyét hoc - Truyén mau Trung wong
giai doan 2019 - 2022.

Il. DOI TWONG VA PHUONG PHAP

1. Déi twong

148 bénh nhan dwoc chan doan mdi Lo xé
mi cAp dong tdy tai Vién Huyét hoc - Truyén
mau Trung wong trong th&i gian tir thang
1/2019 dén thang 12/2022.

Tiéu chuén Iwa chon

Bénh nhan dwdi 16 tudi, méi dwoc chan
doan Lo x& mi cap dong tly theo tiéu chudn
ctia WHO 2016, gia dinh bénh nhan chap nhan
didu tri hda chét va tw nguyén déng y tham gia
nghién cutru.

Tiéu chuén loai trer

Bénh nhan khong diéu tri hoa chét, Lo xé mi
cép th phat, Lo xé mi cap kiéu hinh hdn hop
(MPAL), Lo xé mi cap thé M3 (APL), bénh nhan
c6 cac bénh ly di truyén badm sinh di kém nhw
hoi chirng Down, Fanconi...

TAP CHI NGHIEN ClPU Y HOC

2. Phwong phap
Thiét ké nghién ciru
Muc tiéu 1: Nghién clru mé t& cat ngang.

Muc tiéu 2: Nghién ctru can thiép khdng cé
nhém ddi chirng, khéng ngau nhién.

T4t ca cac bénh nhan thda man tiéu chuén
Iwa chon dwoc dwa vao nghién clru, dwgc tham
kham lam sang, chi dinh xét nghiém va ghi nhan
két qua vao bénh an nghién ctru. Trong cac xét
nghiém can |am sang, xét nghiém di truyén hoc
duwoc thye hién bao gdm:

- Nudi cay té bao tdy xwong va nhudém NST
dé phan tich cong thirc NST cla bénh nhan
trén tiéu ban nhuém Giémsa va nhuém bang G
nham phat hién mot sb bat thwong NST.

- Phuwong phap PCR phat hién dét bién
gen: ARN duwoc tach tir té bao bach ciu & tuy
xwong chdng déng EDTA bang kit E.Z.N.A
Blood RNA mini kit (Omega). Cac gen lai
RUNX1-RUNX1T1 (AML-ETO), CBFB-MYH11
va dot bién gen FLT3-ITD, FLT3-TKD, NPM1-
mutA dugc phat hién theo phwong phap RT-
PCR. San phdm PCR duogc dién di trén gel
agarose.

- Cac xét nghiém nay duwogc thiyc hién theo
quy trinh chudn cla khoa Di truyén sinh hoc
phan tt, Viéen Huyét hoc - Truyén mau Trung
wong.

- Bénh nhan sé dwoc chia vao cac nhém
nguy co theo tiéu chuan ctia ELN 2022 va dwoc
diéu tri héa chat theo phac dé Maspore 2006 -
phac d6 da dwoc Bo Y té phé duyét diéu trj cho
bénh Lo x& mi cap dong tdy & tré em theo quyét
dinh sb 1832/QDP-BYT, danh gia tinh trang lui
bénh va theo déi sau diéu tri.
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Bang 1. Phan nhém nguy co theo tiéu chuan ctia ELN3

Nhém nguy co Bat thworng di truyén
Bét thworng NST -7, -5, tén thwérng déng thoi nhiéu NST ( 3), Dot bién gen
FLT3-ITD...
Trung binh Co6ng thire NST binh thuwdng, bat thwdng NST +8, -Y, +6, t(1;11)
t(8;21) (gen RUNX1/RUNX1T1); inv(16)(p13q22) hoac t(16;16)(p13;922)
Thép (gen CBFB/MYH11), t(15;17)(gen PML/RARa), CEFBA , NPM1 (khdng c6 dot
bién FLT3-ITD)

Cao

X ly sé liéu Ti I&é bénh nhan nam I&n hon ti 1é€ bénh nhan
Sé liéu dwoc xi ly b&ng phan mém SPSS ntk, ti 1& nam /nl 1a 1,2/1 (83/65).

20.0.

3. bao dirc nghién ciru

Tuéi tai thoi diém chan dodn

T N o Bang 2. Ty 1é nhéom tudi nghién ctru
Nghién ctru da dwgec H6i dong dao duc cua
Vién Huyét hoc - Truyén mau Trung wong phé

5 Nhoém tudi S6 bénh nhan Ti lé (%)
duyét sé 1095/QD-HHTM.
. R < 5 tudi 36 24,3%
ll. KET QUA °
1. Pac diém chung cua nhém bénh nhan 5 dén < 10 tudi 53 35,8%
nghién ciru > 10 tudi 59 39,9%
Giéi

Tuéi trung binh

84+4,2
(n = 148)

Nhom bénh nhan = 10 tudi chiém ti 1& cao
nhat v&i 39,9%, nhém < 5 tudi chiém ti 1é thap
nhat véi 24,3%.

s Nam = N{@
Biéu dd 1. Ty Ié gi¥i nhém nghién ciru 2. Két qua phan tich nhiém sic thé

= Mitose am tinh
20,3%

12,8%
Binh thuwong

10,1% = B4t thuwdng céu tric
39,9%

= BAt thwong sb lwong

Bét thwong ca cAu trac va sb lwong

Biéu dd 2. Két qua phan tich nhiém siac thé

Coéng thirc nhiém séc thé da dwoc phan s 148 bénh nhan, cac bat thwong NST duoc
tich & tt ca cac bénh nhan (n = 148). Trong quan sat thy & 70 bénh nhan (chiém 47,3%).
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Trong do, bat thwong vé ca s lwong va clu
tric nhiém sc thé chiém ty 1& cao nhéat (30 BN,
20,3%), tiép theo la bat thuwong vé clu tric (25
BN, 16,9%). Cac bat thwong vé sb luwong it

gép hon (15 BN, 10,5%). Trong nhém cé bat
thworng ca cAu tric va s lwgng, ching téi nhan
thay t(8;21) két hop v&i -Y kha phd bién véi 11
trwong hop (chiém 7,4% tbng sb BN)

S6 lwong bat thwong di truyén phat hién dwoc
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Biéu d6 3. Ty lé bat thwong di truyén té bao khi phan tich NST

Trong nhom c6 bat thwérng NST, bat thwong
phd bién nhat 1a t(8;21) chiém 33,3%, béat
thwong th hai va ba dwoc quan sat thay lan
lwot 1a -Y (chiém 11,5%) va trisomy 8 (chiém
10,3%). B4t thwong di truyén phirc tap chiém

6,9%. Trong nghién ctu ctia chung t6i, rat nhiéu
cac kiéu bat thuwong di truyén khong dién hinh
da dwoc quan sat vi du nhw del(7q), -7, del(5q),
del(11p), -X... chiém ty |& th&p khoang 1-2%.

3. Két qua phan tich dot bién gen

Dot bién gen

3,95% 0,66%

0,
6.58% 45,39%

28,95%

= Gen am tinh
Gen AML/ETO

= Gen CBFB/MYH11

= Gen FLT3-ITD
Gen FLT3-TKD
Gen NPM1

Biéu do 4. Két qua phan tich dot bién gen trén nhém BN nghién ctru

Trong tbng s6 148 bénh nhan dwoc lam xét
nghiém vé&i 5 dot bién gen bang ky thuat PCR,
chung t6i phat hién 79 bénh nhén cé dwong
tinh vé&i it nhat 1 dot bién, trong d6 cé 4 bénh
nhan dwong tinh v&i 2 dét bién va cé 69 bénh

nhan cho két qua gen am tinh v&i ca 5 dot bién
(45,39%). Trong d6, dot bién AML-ETO la dot
bién gen thuwdng gap nhét, véi biéu hién & 44
bénh nhan (28,95%). Su két hop ddng thoi
gitta AML-ETO va dét bién FLT3-ITD quan sat
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thdy trén 4 bénh nhan. Dot bién FLT3-ITD la
mot dot bién tién lwong xau, dwoc quan sat voi
ty 1& kha cao 22 bénh nhan (14,17%). Dot bién

23,0%

56,7%
Biéu d6 5. Phan nhém nguy co

Nhém BN nguy co' trung binh chiém da sé
(84 BN — 56,7%), nhém BN nguy co thép va
nguy co cao chiém ti 1é twong tw nhau (1&n lwot
30 BN - 20,3% va 34 BN — 23,0%).

20,3%

gen CBFB-MYH11 dwgc phat hién & 7% va
FLT3-TKD & 4% bénh nhan nghién ctru.

4. Phan nhém nguy co

= Nguy co thdp
Nguy co trung binh

= Nguy co’ cao

5. Méi lién quan gitba nhém nguy co va két
qua diéu tri
Danh gia dap va nguy co’ cao chiém ti Ié

twong

Bang 3. Danh gia dap rng sau 1 chu ki diéu tri cia cac nhém nguy co’

Dap trng
Nhém nguy co Khéng dap ’ng/  Lui bénh Lui bénh Téng p
tr vong mot phan hoan toan
Nguy co thép, trung binh 10 (8,8%) 18 (15,8%) 86 (75,4%) 114
Nguy co cao 8 (23,5%) 8 (23,5%) 18 (53,0%) 34 0.024
Téng 18 (12,2%) 26 (17,6%) 104 (70,3%) 148

Nhom nguy co cao co ti 1é lui bénh hoan
toan thap hon va ti 1& khéng dap ng /té vong
cao hon so v&i nhém nguy co thap, trung binh.

Su khéac biét nay la cé y nghia théng ké (p =
0,024).

Bang 4. Pap (rng sau két thic phac dé cua cac nhém nguy co

bap wrng
Nhém nguy co Khéng dap tng/  Lui bénh Lui bénh Téng P
tr vong moét phan hoan toan
Nguy co thép, trung binh 23 (20,2%) 1(0,9%) 90 (78,9%) 114
Nguy co cao 11 (32,4%) 0 (0,0%) 23 (67,6%) 34 0,358
Téng 18 (12,2%) 26 (17,6%) 104 (70,3%) 148
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Sau khi két thic toan bd phac dd didu tri: v&i nhém nguy co thdp/ trung binh (p = 0,358).

Ié khong dap trng / t&r vong khong khac biét so clu
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Biéu doé 6. Th&i gian séng thém ctia nhém nghién ciru

Thoi gian sbng thém toan bo (OS) trung Cl: 27,9 — 35,0). Thoi gian theo ddi trung binh la
binh wéc tinh 1a 33,4 + 1,7 thang (95% Cl: 26 thang. Xac xuét sdng thém khéng tién trién
30,0 - 36,8). Thoi gian theo dbi trung binh la 27 tai thoi diém 12, 24, 36, 48 thang lan lwot 1a
thang. Xac suét sbng con tai thoi diém 12, 24, 0,75; 0,55; 0,53; 0,49.

Thoi gian sdng thém khong tién trién (PFS) va thoi gian séng

wée tinh ciia nhom BN 1a 31,4 £ 1,8 thang (95%

Til¢ séng con
4
'
]
Ti 1€ sdng thém bénh Khong tén trién

»o %0 B0

Thot glan (thang) Thol glan (thang)

Biéu doé 7. M6i twong quan giira cac nhém nguy co’ va thoi gian séng

Trong 12 thang dau tién, ti 1& séng con cla 2 co thap/trung binh cao hon ré rét so véi nhom
nhém nhin chung khéng c6 nhiéu sw khac biét. nguy co cao, sy khac biét nay la c6 y nghia
T sau 12 thang, ti 1& séng con ctia nhém nguy thdng ké (p = 0,046).
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Trong 12 thang dau, ti I& sbng thém bénh
khong tién trién ctia 2 nhém BN kha twong déng.
Tt sau 12 thang, ti séng thém bénh khong tién
trién ctia nhém BN nguy co thdp/trung binh cao
hon rd rét so v&i nhédm nguy co cao. Sy khac
biét vé thdi gian sdng thém khéng tién trién gitra
cac nhém la cd y nghia théng ké (p = 0,035).

IV. BAN LUAN

Trong nghién clru cta chung t6i, ty 1&é BN
nam/nt» méc AML la khoang 1,2/1, két qua nay
cling twong tw v&i nhiéu bao cao ty 16 mac AML
chiém wu thé & nam gi¢i.* AML dwoc chan
doan & do tudi trung binh la 8,4 tudi, cao hon
so v&i cac nghién ciru véi do tudi trung binh 14
6 tudi khi dwoc chan doan.®

Phan tich di truyén té bao da tr& thanh xét
nghiém quan trong trong chan doan va diéu
tri Lo x& mi cap dong tdy. 8 chuyén doan va
dao doan can bang, va cac bién thé ctia chung,
da dwoc dwa vao danh muc “AML v&i cac béat
thwong di truyén tai dién” cta ELN.® Trong
nghién clru cla ching t6i, 148 BN déu duoc
lam xét nghiém phan tich nhiém sac thé, cac
bat thwong nhiém sic thé dwoc quan sat thay
& 70 BN (chiém 47,3%). Trong d6, bat thuong
vé ca sb lwong va cau truc nhiém sac thé chiém
ty 1& cao nhét (30 BN, 20,3%). C6 thé thay tan
suat dot bién di truyén trong AML & tré em cao
ré rét. Ciing trong bat thwdrng ca clu tric va sé
lwgng, chang t6i nhan thay t(8;21) két hop voi
-Y kha phd bién 11 trwong hop (chiém 7,4%
tbng s6 BN). Trong nhém c6 bat thuwong di
truyén, t(8;21) chiém 33,3%, day la bat thuong
di truyén phé bién & tré em va ndm trong nhém
nguy co thap.2® B4t thwong phd bién thi hai
va ba dwoc quan sat thay lan lwot la -Y (chiém
11,5%) va trisomy 8 (chiém 10,3%). Két qua
clia chung t6i kha twong ddng véi nghién cliru
cta Tyagi va cong sw.® Bat thuong di truyén
phirc tap chiém 6,9%. Trong nghién clru cla
chung téi, rat nhiéu cac kiéu bat thwong di

truyén khong dién hinh da dwoc quan sat vi du
nhw del(7q), -7, del(5q), del(11p), -X... chiém ty
& thdp khoadng 1 - 2%.

Khi phan tich dét bién gen cha 148 BN
nghién ciru, véi 5 dot bién gen AML-ETO,
NPM1, CBFB, FLT3-ITD va FLT3-TKD, ching
t6i phat hién ra 79 trwéng hop cé dot bién gen
va c6 69 trudng hop cho két qua gen am tinh
Vv&i ca 5 dot bién (45,39%). Trong d6, dot bién
AML-ETO la d6t bién gen thwérng gap nhét, voi
biéu hién & 44 BN (28,95%). Sw két hop ddng
thoi gitba AML-ETO va dét bién FLT3-ITD quan
sat thay trén 4 BN. Dot bién gen CBFB-MYH11
dwoc phat hién & 7% BN nghién ctru. AML-ETO
va CBFB-MYH11 & moét yéu to lien két cbt 16i
(core binding factor-CBF) trong bénh lo xé& mi
cép dong tdy.8 Nhitng bat thwong nay dan dén
réi loan chlrc nang ctia gen CBF, mét yéu tb
phién ma c6 chirc nang nhw mét bo diéu chinh
thiét yéu ctia qua trinh tao mau binh thuwéng. Hai
phan nhém nay duoc phéan loai la AML véi cac
béat thuwdng di truyén tai dién, va do dé, ching da
duwoc dwa vao chan doan AML ngay ca khi sb
sb lwong blast mau nhé hon 20%.3 Hai d6t bién
nay duoc xép vao trong nhém nguy co thap.2?
Bén canh dé, tat ca nhitng BN c6 t(8;21) déu cho
két qua AML-ETO dwong tinh, tuy nhién trong
nghién ctru cla ching t6i cé 16 trdng hop gen
AML-ETO dwong tinh nhwng khdng phat hién
ra dot bién trén nhiém sac thé. Diéu nay ciing
mot phan khang dinh vai trd quan trong cla xét
nghiém gen trong qua trinh chan doan. FLT3 Ia
mot tyrosine kinase déng vai trd phd bién trong
giai doan dau cla qua trinh phat trién kiém soat
sy sdng sét, tang sinh va biét hda clia cac té
bao tao mau théng qua cac con dwdng truyén
tin hiéu khac nhau. Dot bién trong cac thu thé
nay kich hoat hoat ddéng FLT3 kinase dan dén
AML, dot bién FLT3-ITD 1a mot dot bién tién
lwong xau, dwoc quan sat voi ty 1é kha cao 22
BN (14,17%) trong khi FLT3-TKD, duoc phan
loai theo nguy co trung binh, ¢ tan suét thap
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hon (4%). Dot bién gen NPM1 |& dot bién nam
trong nhém nguy co thap phd bién & nguoi lon.
Tuy nhién, tAn suét gap dot bién gen nay trong
AML & tré em lai th&p va khéng nam trong nhém
nguy co. Trong nghién ctru clia chung t6i chi gap
1 tro'ng hop dwong tinh.2

Nghién clru cla chdng to6i tap trung vao
cac béat thwong nhiém sac thé, dot bién gen
va phan tich vai trd cla chung trong phan tang
nguy co, tién lwong diéu tri bénh AML & tré em.
Dwa trén di¥ liéu cac bat thwong di truyén va
gen tim duwgc, chang tdi phdn nhém BN vao cac
nhém nguy co thap, trung binh va cao dya trén
tiéu chuén cta ELN. Trong 148 BN chia vao 3
nhém, nhém BN nguy co trung binh chiém da
s6 (84 BN - 56,8%), nhom BN nguy co thap va
nguy co cao chiém ti & twong tw nhau (1&n lwot
30 BN - 20,3% va 34 BN - 23,0%). Banh gia dap
&ng sau dot diéu tri hda chat diu tién, nhém
nguy co’ cao c6 i 1& lui bénh hoan toan thap hon
va ti 1& khong lui bénh/ t& vong cao hon dang ké
so v&i nhém nguy co thap, trung binh, sy khac
biét nay la cé y nghia théng ké (p = 0,024), tuy
nhién dén khi két thic toan bo phac dé diéu tri
nhém nguy co cao co ti 1é lui bénh hoan toan
ti 16 khong dap tng/ t&r vong khong khac biét
so v&i nhém nguy co thdp/ trung binh, diéu
nay chirng té phac dé Maspore 2006 da dem

lai dap ng twong ddng gitka cac nhém nguy
co. D& nghién clru ky hon vé vai trd cla cac
nhém nguy co véi dap trng diéu tri, ching toi
theo doi thém thoi gian sc“')ng thém toan bd va
thdi gian séng thém bénh khong tién trién cla
t'ng Nnhém nghién ciu. Chang téi nhan thay
réng trong 12 thang dau tién, OS va PFS cla
cac nhém khéng ¢ nhiéu sy khac biét. Tl sau
12 thang, OS va PFS clia nhém nguy co thap
va trung binh cao hon rd rét so véi nhdm nguy
co cao, va si khac biét nay cé y nghia théng
ké. Két qua cla chung t6i ciing twong tng voi
nhiéu nghién ctu clia cac tac gia trén thé gioi.
Diéu nay da khang dinh thém vai trd cla viéc
phan tang nguy co trong diéu tri AML & tré em,
gitp tién lwong dap (ng diéu tri va kha nang
tai phat ctia bénh, tr d6 gitp chang ta cé thé
dinh hwéng ghép té bao gbc hoac huwéng diéu
tri thubc mai cho BN.2

Khi quan séat thoi gian séng thém toan b (OS)
va thoi gian sdng thém khéng tién trién (PFS) &
tat c& cac nhém BN. PFS wéc tinh clia nhém BN
la 31,4 + 1,8 thang (95% CI: 27,9 — 35,0), vo&i
thoi gian theo ddi trung binh la 26 thang va OS
trung binh wéc tinh la 33,4 + 1,7 thang (95% CI:
30,0 — 36,8) vai thoi gian theo doi trung binh la
27 thang. Day 1a mot két qua rat dang khich 1&
trong diéu tri AML & tré em tai Viét Nam.

Bang 5. Két qua so sanh cac nghién ctru khac nhau vé AML & tré em

Nhém Tén Th&i gian BN EFS (1] Tai phat
nghién ciru Nghién clru (n) (%) (%) (%)
AML-BFM AML-BFM 2012  2012-2018 324 5 nam 5 nam 22
(65 £ 3) (82+3)
COG AAML1031 2011-2016 1097 3 nam 3 nam 47,2
459+3 65,4+3
AAMLO0531 2006-2010 1022 3 nam 3 nam 32,8 vs.
53,1 vs. 46,9 69,4 vs. 65,4 41,3
Nghién ctru 2019-2022 148 3 nam 3 nam 21,3
cla chung toi 53,1% 55%
AML-BFM (Berlin, Frankfurt, Munster), COG (Childhood Oncology Group)
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V. KET LUAN

Trong 148 BN nghién clru, chung t6i phat
hién bat thwong NST & 70 BN (chiém 47,3%),
dot bién gen phat hién & 79 BN (chiém 53,37%).
Bét thwerng NST phé bién nhét I t(8;21), chiém
33,3%. AML-ETO la dét bién gen thuwéng gép
nhat, véi biéu hién & 44 BN (28,95%), dot
bién FLT3-ITD dwoc quan sat thdy & 22 BN
(14,17%). Nhém BN nguy co trung binh chiém
da sb (84 BN — 56,8%), nhom BN nguy co thap
va nguy co' cao chiém ti & twong ty nhau (lan
lwot 30 BN — 20,3% va 34 BN — 23,0%). Nhom
nguy co cao c6 OS va PFS th4p hon r rét so
V@i 2 nhém con lai véi p = 0,046 va 0,035.
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Summary

GENETIC ABNORMALITIES CHARACTERISTICS
AND THE CORRELATION WITH TREATMENT OUTCOME IN
PEDIATRIC PATIENTS WITH ACUTE MYELOID LEUKEMIA
TREATED AT THE NATIONAL INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION

Acute leukemia is the most common malignancy in children, accounting for approximately 25% of
newly diagnosed cancers in patients under 16 years of age. Genetic abnormalities are considered as
molecular markers in disease diagnosis, treatment and prognosis. A total of 148 AML patients aged <
16 years old were included in the study of the genetic abnormalities characteristics and the correlation
between genetic abnormalities characteristics and treatment outcome at the National Institute of
Hematology and Blood Transfusion. Cytogenetic abnormalities were observed in 70 patients
(47,3%). In which combined structural and numerical abnormalities accounted for the highest rate
(30 patients, 20,3%). The t (8;21) translocation accounted for 33,3%, Y chromosome loss (LOY) and
trisomy 8 accounted for a fairly high rate of 11,5% and 10,3%, respectively. Screening all the patients
for 5 gene mutations by PCR technique showed that 79 cases were positive for at least 1 mutation.
AML-ETO mutation was the most common gene mutation and was found in 28.95% of all cases,
the FLT3-ITD mutation was observed in 22 patients (14.17%). Based on the classification of genetic
prognosis factor, the studied group were divided into 3 groups: the standard-risk group accounted for
the majority of 56.8%, the low-risk and high-risk groups accounted for similar proportions (20.3% and
23.0%, respectively). Overall survival (OS) and Progression- free survival (PFS) of each risk group
were analyzed, OS and PFS of low- and intermediate-risk groups were significantly higher than those
of high-risk groups, and this difference was completely statistically significant.

Keywords: Genetic abnormalities, acute myeloid leukemia, NIHBT.
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