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Tém tat

DPat van dé: Bénh bach ciu cip 1a bénh ung thu thuwong gdp nhat & tré em. Mot s& dot bién gene gilip
tién lwgng va cai tién viéc diéu tri. Muc tiéu: M6 ta dic diém |am sang, can |am sang va mot s6 dot bién gene
trén bénh bach ciu cap tré em. P8i tweng va phuong phap nghién cliru: Nghién ciru mé ta cat ngang trén
nhirng bénh nhi bi bénh bach ciu cip, md&i dwoc nhap vién tai Trung TAm Nhi- BVTW Hué tir thang 11/2017-
5/2022. Két qua: C6 83 bénh nhi bi bénh bach cau cap dong lympho (70,3%), va 35 bénh nhan bach cau cap
dong thy (29,7%), ty 1& nam/ni? = 1,51/1. Tudi trung binh 13 5,8 + 4,0 tudi. Triéu chirng thwdng gép nhat trong
bénh bach cau cép 13 thi€u mau (87,3%), gan |&n (48,3%), hach 1&n (44,9%), s6t (44,9%), lach 16n (41,5%),
xuat huyét (39,8%) va dau nhirc xwong (21,2%). Can |dm sang, gia tri trung vi clia bach cau 13 12,3x10%/1, c6
28,8% bénh nhan cé bach ciu > 50x10°%/I. Gid trj tiéu cau trung vi la 43,5x10%/I, c6 75,4% bénh nhan cé tiéu
cau < 100x10°%/I. Néng d& hemoglobin trung binh 13 8,0 + 2,3 g/dl, ¢4 78,9% bénh nhan cé hemoglobin < 10 g/
dl. Phan tich gene dong lympho cho thdy 18,1% bénh nhi cé da hinh gene NUDT15, 6,9% da hinh gene TPMT,
12,1% gene TEL/AML1, 4,8% gene BCR/ABL1, 2,4% gene MLL/AF4, 3,6% gene E2A/PBX1, 1,2% gene SET/
NUP214. Trong bach cau cap dong tdy, c6 14,2% c6 gene AML1/ETO, 2,9% cé gene AML1/ETO + BCR/ABL1,
8,6% cd gene PML/RARA, 5,7% c6 gene MILL/AF6 va 2,9% c6 gene KMT2A/MLLT10. K&t ludn: Triéu chirng |am
sang thudng gdp nhat trong bénh bach cau cap 1a thi€u mau, gan lach hach I&n, s6t, chdy mdu va dau nhirc
xuwong. Cac gene dot bién gilp phan loai, tién lwgng cling nhu diéu tri cho bénh nhan.

Tir khéa: Bach céu cép, dét bién gene, tré em.
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Background: Acute leukemia is the most common malignant disease in children. Some genetic
abnormalities have been recognized to have prognostic or therapeutic relevance. Objective: To analyze the
clinical presentations, laboratory features, and genetic abnormalities in childhood acute leukemia patients.
Materials and methods: It was a descriptive cross-sectional study on childhood acute leukemia patients who
admitted to the hospital between November, 2017 and May-2022. Results: There were 83 new patients with
acute lymphoblastic leukemia (ALL) (70.3%) and 35 patients with acute myeloid leukemia (AML) (29.7%), the
ratio of male to female was 1.51:1. The median age was 5.8 + 4.0 years. The most common symptoms were
anemia (87.3%), hepatomegaly (48.3%), enlarged lymph nodes (44.9%), fever (44.9%), splenomegaly (41.5%),
bleeding (39.8%) and bone pain (21.2%). Regarding laboratory features, white blood cell (WBC) median is
12.3x10%/I, there is 28.8% of the patients with WBC > 50x10%/I. Platelet (PLT) median is 43,5x10°%/I, there is
75.4% patients with PLT < 100x10°/I. Hemoglobin (Hb) mean is 8.0 + 2.3 g/d|, there is 78.9% patients with Hb
< 10 g/dl. In ALL, genetic analysis showed that 18.1% patients have NUDT15 polymorphism, 6.9% patients
have TPMT polymorphism, 12.1% patients have TEL/AML1, 4.8% patients with BCR/ABL1, 2.4% patients with
MLL/AF4, 3.6% patients with E2A/PBX1 and 1.2% patient with SET/NUP214. In AML, the percentage of AML1/
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ETO, AML1/ETO+BCR/ABL1, PML/RARA, MLL/AF6 and KMT2A/MLLT10 were 14.2%, 2,9%, 8.6%, 5.7% and
2.9% respectively. Conclusions: The most common clinical presentations were anemia, hepatosplenomegaly,
fever, enlarged lymph nodes, bleeding and bone pain. Some genetic abnormalities help classification,
prognosis and treatment for childhood acute leukemia.

Keywords: Acute leukemia, children, genetic abnormalities.

1. DAT VAN BE

Bénh bach cau cap la bénh ung thu thwong gap
nhat & tré em va tré vi thanh nién, chiém ty 1& 25%
trong tat ca céc bénh ung thu tré em. Day la bénh
cla hé théng tao mau do sy tang sinh khong kiém
soat dugc cha mot hay nhiéu dong té bao non ac
tinh. Trong bénh bach cau cip, bach ciu cip dong
lympho (BCCDL) chiém khoang 75%, bach ciu cap
dong tly (BCCDT) chiém khodng 20%. Tré em mac
bénh dé dan dén t&r vong s&m néu khong duoc chan
dodan va diéu tri kip thoi. Ty 18 méi mic cua bénh
bach cau cap dong lympho khoang 2-5 ca/100.000
tré va dinh cao & tré tir 2-5 tudi [1].

Chan doan va phan loai bénh bach ciu cip dya trén
hinh thai hoc, nhudm héa hoc t€ bao, dém dong chay té
bao va cac xét nghiém vé di truyén [2].

Tai cac nudc phat trién, viéc xac dinh gene duoc
thuc hién mét cach thudng quy va toan dién gilup
phan loai cdc nhdm nguy co mét cach cu thé, cling
nhu phan tich céc gene duoc ly hoc, anh hudng dén
qua trinh dung nap thudc cdia bénh nhan. Tir d6, han
ché& t6i da cac bién chirng xay ra trong qua trinh diéu
tri [3, 4]. Trdi lai, & cdc nudc cé ngudn lyc thap va
trung binh, viéc tiép cin va thuc hién xét nghiém
gene thudng quy cho tat cd cac bénh nhan bach cau
cap van con rat han ché.

Vi thé, chung t6i thuc hién dé tai “Nghién ciru
cdc biéu hién Idm sang, cdn Iédm sang, va phdt hién
mét s6 dét bién gene trong bénh bach céu cép tai
Trung tém Nhi khoa - Bénh vién Trung wong Hué”
vdi hai muc tiéu sau: 1. Mé tg ddc diém Iédm sang va
xét nghiém cta bénh bach cbu cép & tré em; 2. Xdc
dinh mét sé bién déi gene trong bénh bach céu cép.

3. KET QUA
3.1. Pac diém chung déi twong nghién ciru

2. OI TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. P6i twong: gdm 118 bénh nhan bach cau
cdp mdi vao nhap vién tai khoa Nhi Ung budu -
Huyét hoc - Ghép tdy - Bénh vién Trung wong Hué.

Tiéu chudn chan doan bénh bach cau cap: theo
NCCN 2.2020 [5]:

Lam sang cé biéu hién tham nhiém cla nguyén
bao blast tai tdy xwong va ngoai tdy nhu thiéu
mau, xudt huyét, gan, lach, hach to, s6t, nhiém
trung, dau xuong, u trung that, tinh hoan to, triéu
chirng than kinh.

Xét nghiém thy d6 thay tang sinh > 20% té bao
blast (theo phéan loai WHO).

Mién dich t& bao: Chan doan ALL: Dong lympho
B: CD19 duong tinh manh va it nhat 1 chi diém
duong tinh: CD79a , CD22, CD10, hoac CD duong
tinh y&u va cé it hon 2 chi diém CD79a, CD22, CD10.
Dong lympho T: CD3 dwong tinh va t6i thiéu mot
trong cac chi diém nhu CD2, CD5, CD7, hodc CDS.

Chan doan AML: MPO, CD13, CD33, CD117,
+CD14. CD15.

2.2. Phuwong phap nghién ctru

- Nghién ctru mé ta cat ngang:

+ M0 ta cac dic diém lam sang va xét nghiém
huyét hoc cla bénh bach cau cip & tré em diéu tri
tai Trung tdm Nhi khoa BVTU Hué.

+ Xac dinh cac dét bién gene gay bénh & bénh
nhi bach ciu cip. Cac dot bién gene duoc thuc hién
bang k§ thuat multiplex PCR véi kit HemaVision-
28N. Cac bién thé cla gene NUDT15 va TPMT dugc
gli mau qua bénh vién NUH-Singapore lam giai
trinh ty gene.

Trong 118 bénh nhan bach cau cap (BCC), ty 1é tré nam mac nhiéu hon tré nit (60,2% so véi 39,8%), Tubi
trung binh cia nhém nghién ctru 13 5,8 + 4,0 tudi. Nhdm tudi tir 1 - < 10 tudi chiém ty & nhiéu nhat, 74,6%, tiép
dén [a nhém tré > 10 tudi, chiém ty 1& 19,5%. Da phan bénh nhan xuat phat tir ving néng thén, chiém ty 1& 60,2%.

3.2. Mot s6 dac diém Iam sang, can l1am sang

Bang 1. Cac biéu hién 1am sang thudng gap

BCCDL! BCCDT? Nhém chung
S6lwgng  Tyleé(%) S6lwong Tylé(%) S6lwong Tylé (%) pi2)
Thiéu mau 70 84.3 33 97,1 103 87,3 0,06
Gan I&n 44 53,0 13 37,1 57 48,3 0,91
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Hach Ién 38 45,8 15 42,9 53 44,9 0,19
Sét 37 44,6 16 45,7 53 44,9 0,77
Lach I6n 38 45,8 11 31,4 49 41,5 0,24
Xuat huyét 29 34,9 18 51,4 47 39,8 0,16
Pau xwong khép 22 26,5 3 8,6 25 21,2 0,04

Nhén xét: Biéu hién 1am sang thudng gap nhat trong bénh BCC |4 thiéu mau, gan 1&n, hach 1&n, sét, lach
I&n, xuat huyét va dau xuong khdp. Biéu hién dau xwong khdp gip nhiéu & nhém BCCDL so véi nhém BCCDT, 26,5%
va 8,6% tuong Ung. S khac biét nay cd y nghia théng ké (p < 0,05).

Bang 2. Phan b6 bién d&i cong thirc mau theo nhém bénh

BCCcDLW BCCDT? Nhém chung

S6lwong  Tylé(%) Sdluwong Tylé(%) S6lwong Tylé (%) P
S6 lwong bach cau (x 10%/1)
<10 36 43,4 14 40,0 50 42,4
10-<50 22 26,5 12 34,3 34 28,8
>50 25 30,1 9 25,7 34 28,8 0,68
S6 lwgng bach cau trung tinh (/pl)
<500 39 47,0 12 34,3 51 43,2 on
>500 44 53,0 23 65,7 67 56,8
Nong d6 hemoglobin (g/dl)
<7,0 26 31,3 9 25,7 35 29,7
7,0-11,0 49 59,0 25 71,4 74 62,7
>11,0 8 9,7 1 2,9 9 7,6 0,34
S6 lwgng tiéu cau (x 10%/1)
<20 18 21,7 11 31,4 29 24,6
20- <100 43 51,8 17 48,6 60 50,8
> 100 22 26,5 7 20,0 29 24,6 0,49
Téng cong 83 100 35 100 118 100

Nh@n xét: d6i vdi BCC, ¢ 28,8% bénh nhan cé s6 lvgng bach cau = 50x10°%/I1, trong dé c6 43,2% bénh nhan
6 s6 lwgng bach cau trung tinh < 500/ul. Néng dé Hb trong khoang 7-11 g/dl chiém ty 1& cao nhat, 62,7%.
Tiéu ciu < 20x10%/I chiém ty 1& 24,6%.
Ty 1& cdc mirc s6 lwgng bach cau, bach cau trung tinh, néng dé Hb ciing nhu s6 luvong tiéu cau gilta hai
nhém bénh khac biét khéng cd y nghia théng ké (p>0,05).
3.3. Cac bién dai gene
Bang 3. Cac bién déi gene thudng gap trong bénh BCCDL

Gene lai S6 lvong Ty 1é (%)
TEL/AMLI- £(12;21)(p13;922) 10 12,1
BCR/ABL- (9;22)(q34;q11) 4 4,8
E2A/PBX1 — 1(1;19)(q23;p13) 3 3,6
MLL/AF4- t(4;11)(q21;923) 2 2,4
SET/NUP214- (9;9)(p34;q34) 1 1,2
Khéng biéu hién 63 75,9
Téng cong 83 100

Nhén xét: Qua khao sat gen trén 83 bénh nhan BCCDL, cé 10 bénh nhan c6 gene TEL/AML1 (12,1%),
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4 bénh nhan c6 gene BCR/ABL1 (4,8%), 3 bénh
nhan cé gene E2A/PBX1 (3,6%), 2 bénh nhan cé
gene MLL/AF4 (2,4%) va 1 bénh nhan cé gene SET/

NUP214 (1,2%).
Bang 4. Cac bién d6i gene thuwdng gip trong
bénh BCCDT
. S8 Ty lé
Gene lai lwong (%)
AML1/ETO —1(8;21)(922;G22) 5 14,2
AML1/ETO + BCR/ABL1 1 2,9
PML/RARA — t(15;17)(q22; 922) 3 8,6
MLL/AF6- t(6;11)(q27;923) 2 5,7
KMT2A/MLLT10 —t(10;11) )9
(p12;923) ’
Khéng biéu hién 23 65,7
Téng cdng 35 100

Nhdn xét: trong nhém BCCDT, gene AML1/ETO
chi€m ty 1é cao nhat 14,2%, tiép dén la gene PML/
RARA 8,6%. Gene MLL/AF6, gene KMT2A/MLLT10 va
gene AML1/ETO + BCR/ABL1 chiém ty |é thap, 5,7%,
2,9% va 2,9% tuong &ng cho mdi dung hop. C6
65,7% bénh nhan khong phat hién cé bién d6i gene.

Ngoai céc bién ddi gene noi trén, trong nhém
BCCDL, bénh nhan con dugc phan tich da hinh cac
gene NUDT15 va TPMT, anh hudng dén chuyén héda
thu6c mercaptopurin. Cé 72 bénh nhan BCC dwoc
l[am xét nghiém. K&t qua cho thay cé 18,1% bénh
nhan phat hién da hinh gene NUDT15 va 6,9%
bénh nhan cé da hinh gene TPMT.

4. BAN LUAN

4.1. bac diém chung d6i twong nghién ciru

Gidi dugc xem la mot yéu td tién lugng trong
bénh bach cdu cép, trong d6 tré géi co tién lugng
tét hon tré trai. Nghién ctru cla ching t6i cho thay
ty I&é nam/nir la 1,51/1, phu hop vdi nghién ctu cla
Robazzi, cho thay 59,4% bénh nhi nam va 40,% bénh
nhi nit [6]. Hay nghién ctru cla Sinigaglia cho két qua
60% bénh nhan nam va 40% bénh nhan nit [7]. PO
tudi tir 1 - < 10 tudi, chiém ty & cao nhat, 74,6%.
Tubi trung binh trong nghién cru cla chung t6i la
5,8 + 4,0 tudi, twong duong vdi két qua clia Robazzi
[6]. 60,1% bénh nhan dén tir ndng thén. Theo mét
nghién clru cGa Cha & Han Quéc cho thdy nhitng tré
cé tiép xuc véi trang trai hay thudc trir sdu cé ty 1é
gia tdng nhiém bénh [8].

4.2. Dic diém lam sang, can lam sang bénh
bach cau cap

Biéu hién |am sang thudng gip cla bénh BCC
bao gdm thi€u mau (87,3%), gan 1&n (48,3%), hach
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I&n (44,9%), s6t (44,9%), lach 1&n (41,5%), xuét
huyét (39,8%) va dau xwong khép (21,2%). Tan suat
bi thi€u mau va xuat huyét gdp nhiéu hon & nhém
BCCDT, v&i ty 1é 1an luot 13 97,1% va 51,4%. Khéng
c6 sy khac biét cd y nghia thdng ké vé tan suat cac
triéu chirng thi€u méau, sét, gan 1én, hach 16n, lach
I&n, hay xuat huyét gitra hai nhém BCCDL va BCCDT
(p>0,05). Nguyén nhan gay ra cac biéu hién trén
duoc ly gidi do sy tang sinh cac té bao non trong tly
xwong, 1an at sy phat trién binh thudng cac dong
t€ bao tao mau, din dén biéu hién thiéu mau, dong
thoi giam bach cau hat din dén tinh trang sét, dé
nhiém trung. Tiép dén, sy tham nhiém cac té€ bao
non dén cac tang, co quan trong co thé, dan dén
gan lach hach I&n. Biswas va cong su trong nghién
ctru ctia minh ciing cho thay cac biéu hién |1am sang
tuwong ty vdi tan suat gan twong tu [9].

Xét vé cdng thirc mau, 28,8% bénh nhan BCC
¢6 sé lugng bach cadu > 50x10°/I, néng d6 Hb < 11
g/dl chiém ty 1& 92,4%, 75,4% bénh nhan cé tiéu
cau < 100.000/mm3. Két qua nghién clru cla ching
tdi twong déng vai két qua nghién cliru cha cac tac
gia khac. Theo Sinigaglia, c6 33,8% bénh nhan BCC c6
s6 lugng bach cau > 20x10°%/I [7]. Theo Barbosa ty &
bénh nhan cé ndng dd Hb < 11 g/dI chiém ty 1& 88%
[10]. Nghién clru ctia Shalal cho thay ¢ 25,5% bénh
nhan BCCDL c¢6 s6 lwgng tiu cau < 20 x10%/1 [11].

4.3. Cac bién dai gene trong bénh bach cau cap

Dai vdi BCCDL, két qua xét nghiém multiplex PCR
cho thay 12,1% bénh nhan cé gene TEL/AMLI, 4.8%
c6 gene BCR/ABL1, 3,6% cb gene E2A/PBX1, 2,4%
c6 gene MLL/AF4, va 1,2% cb gene SET/NUP214.
K&t qua cla ching tdi c6 nhitng két qua twong tu,
va cé nhitng k&t qua thap hon so vdi cac nghién
clru khdac. Theo Fadoo, ty |é cac gene BCR/ABL1,
TEL/AML1, va MLL/AF4 1an lwot 13 7,3%, 13,2%, va
4,6% [12]. Theo Al-Sudairy, ty 1&é gene BCR/ABL1
13 4,2%, ty |é gene E2A/PBX1 va MLL/AF4 la 3,6%
va 2,5% [13]. V&i xét nghiém multiplex-PCR, chung
t6i phat hién ra mot gene lai mdi, chwa duoc bdo
cao tai Viét Nam, do la gene SET/NUP214. Pay la
gene thuong xay ra & bénh nhan T-BCCDL va van
chuwa dugc hiéu rd co ché [14]. Theo Inaba, dung
hop gene TEL/AMLI cé tién lwong t6t, dung hop
gene E2A/PBX1 van cé tién lwong thuan loi. Trai
lai, dung hop gene BCR/ABL1 c6 tién lwong xau va
can phai phéi hop thudc rc ché tyrosine kinase vao
trong diéu trj [3]. Twong tw, dung hop gene MLL/
AF4 ciing c6 tién lwong xau [3]. D&i vdi BCCDT, t6
hop gene AML1/ETO chiém ty 1é cao nhat 14,2%,
tiép dén 13 t6 hop gene PML/RARA (8,6%), MLL/
AF6 (5,7%), KMT2A/MLLT10 (2,9%). Nghién cttu cGia
ching t6i phat hién ra moét bénh nhan cé mang hai
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gene: AML1/ETO va BCR/ABL1. Day la trwong hop
hiém gap trén thé gidi. Theo Quessada, tan suat
hai d6t bién MLL/AF6, KMT2A/MLLT10 dao ddéng
lan lwot 1a: 1-2% va 2-3% [15]. Day |a nhitng dot
bién lién quan dén MLL va c6 tién lwgng xau. Vi
thé, viéc phat hién cac dot bién gitp tién lugng cho
bénh nhan.

Dai vai cdc gen NUDT15 va TPMT, nghién cru cla
chuing tdi cho thay c6 18,1% bénh nhan phat hién
da hinh gen NUDT15 va 6,9% bénh nhan cé da hinh
gene TPMT. K&t qua cla chuing téi nhiéu hon so vdi
két Khera, ty 1& bénh nhan cé da hinh gene NUDT15
la 9,5%, da hinh gene TPMT la 3,1% [16]. V&i nhitng
bénh nhan c6 da hinh gene NUDT15 va TPMT, cé
biéu hién nhay cdm vdi thuéc mercaptopurine. Vi
thé& can phai diéu chinh liéu, trdnh nhitng doc tinh
va bién chirng trén bénh nhi.

5. KET LUAN

Triéu chirng thudng gdp nhat trong bénh bach
cau cap I3 thi€u mau (87,3%), gan 1&n (48,3%),
hach 16n (44,9%), sot (44,9%), lach 16n (41,5%),
xuat huyét (39,8%) va dau nhirc xuwong (21,2%).

Xét nghiém huyét hoc thé hién nhitng bién dai
trén ba dong té€ bao mdu, 28,8% bénh nhan cé
bach cau = 50x10°%/1, 24,6% bénh nhan cé ti€u cau <
20x10°%/1,92,4% bénh nhan c6 hemoglobin < 11 g/dI.

V& bién déi gene: 18,1% bénh nhi cé da hinh gene
NUDT15, 6,9% bénh nhi c6 da hinh gene TPMT. Déi
vGi BCCDL, 12,1% bénh nhan cé gene TEL/AML1, 4,8%
bénh nhan cé gene BCR-ABL, 3,6% bénh nhan cé gene
E2A/PBX1, 2,4% bénh nhan c6 gene MLL/AF4 va 1,2%
bénh nhan cé gene SET/NUP214. B&i v&i bénh BCCDT,
ty 1& cac bénh nhan cé gene AML1/ETO, PML/RARA,
MLL/AF6, AML1/ETO + BCR/ABL1 va KMT2A/MLLT10
[an luot 13 14,2%, 8,6%, 5,7%, 2,9% va 2,9%.
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