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PAC PIEM LAM SANG, CAN LAM SANG VA CHi SO BENH TON DU

TOI THIEU (MRD) SAU PIEU TRI CAM UNG & TRE BACH CAU CAP

DONG LYMPHO TAI BENH VIEN TRUNG UONG HUE

Nguyén Van Tuy'?, Nguyén Thi Kim Hoa?, Phan Hung Viét’,
Tran Kiém Hao?3, Bui Binh Bao Son'?
1. B mén Nhi, Truéng Pai hoc Y-Du'gc, Pai hoc Hué
2. Trung tém Nhi, Bénh vién Trung uong Hué; 3. S&Y té Tinh Thira Thién Hué
TOM TAT
Ddt vdn dé: Bach cdu cdp dong lympho la bénh ly dc tinh thudng gdp nhdt & tré em. Chi s6
bénh ton du'téi thiéu sau diéu tri cdm wing gidp tién dodn két cuc va c6 thé chon loc nhiing bénh
nhdn cdn héa tri tdng cudng. Muc tiéu: Phan tich ddc diém Iam sang, can lém sang va ddc biét la
két qua chi sé bénh tén du téi thiéu sau giai doan diéu tri cam ing & tré mdc bach cdu cdp dong
lympho. Phuong phdp nghién citu: Thiét ké nghién ctu tién ciru theo déi tré mdc bach cdu cdp
dong lympho nhdp vién tirthdng 4 nam 2020 dén thdng 5 ndm 2022. Két qua: C6 38 bénh nhén
méi dugc chdn dodn, trong d6 68,4% nguy co thudng va 31,6% nguy co cao; ty Ié nam trén nitla
2,16:1. Tu6i trung vi la 4,0 tudi (dao ddng tir 0,66 dén 15 tudi). Ty Ié bach cdu cdp dong lympho
B va bach cdu cdp dong lympho T ldn luot la 84,2% va 15,8%. Cdc triéu chiing phé bién nhdt la
thiéu mdu (86,8%), s6t (76,3%), gan I6n (68,4%), Idch I6n (60,5%), hach I6n (55,3%). Vé can lédm
sang, 26,4% bénh nhdn c6 sé lugng bach cdu = 50x10°/l, 76,3% bénh nhén c6 sé lugng ti€u cdu
< 100x10%/I, 84,6% c6 hemoglobin< 10 g/dl. Sau diéu tri cdm ung, c6 97,4% bénh nhan dat duoc
lui bénh hoan toan dua trén tiéu chudn té bao blast < 5%. Tuy nhién, chi c6 78,9% bénh nhén c6
MRD dat nguéng < 0,01% sau giai doan diéu tri cam uing. Va dua vao MRD, chiing téi diéu chinh
sang héa tri tdng cudng cho 4 bénh nhan. Két lud@n: Biéu hién Iam sang phé bién nhdt la thiéu
mdu, sét, gan ldch I6n, dau xuong, xudt huyét. Chi s6 MRD c6 dé nhay va chdc chdn hon trong
ddnh gid ddp (ing sau diéu tri cdm tng. Do d6, chiing téi c6 thé diéu chinh sang héa tri tdng
cudng cho nhiing bénh nhén c6 MRD cao dé cdi thién két cuc diéu tri.
Keywords: Bach cdu cdp dong lympho, bénh tén du téi thiéu (MRD).

ABSTRACT

STUDY ON CLINICAL, LABORATORY FEATURES AND THE RESULT OF MINIMAL RESIDUAL
DISEASE AFTER INDUCTION PHASE IN CHILDHOOD ACUTE LYMPHOBLASTIC LEUKEMIA

AT HUE CENNTRAL HOSPITAL

Background: Acute lymphoblastic leukemia (ALL) is the most common malignant disease in

children. Minimal residual disease (MRD) levels after induction phase predict outcome and may select
patients for therapy intensification. Objective: To analyse clinical presentations, laboratory features,
especially the result of MRD levels in childhood acute lymphoblastic leukemia patients.

Nhdn bai: 15-2-2022; Chdp nhén: 20-4-2022
Ngu@i chiu trdach nhiém chinh: Nguyén Vén Tuy
Dia chi: B6 mén Nhi - Bai hoc Y Duoc Hué
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Methods: It was a prospective study on chilhood acute lymphoblastic leukemia patients who
admitted hospital since April, 2020 to May, 2022.

Results: There were 38 new patients, in which, 68.4% patients with standard risk, and 31.6% patients
with high risk; the ratio of male to female was 2.16:1. The median age was 4.0 years (range: 0.66 to 15).
The percentage of B-ALL and T-ALL were 84.2% and 15.8% respectively. The most common symptoms
were anemia (86.8%), fever (76.3%), hepatomegaly (68.4%), splenomegaly (60.5%), enlarged lymph
nodes (55.3%). For laboratory features, 26.4% patients had white blood cell (WBC) = 50x10%/1, 76.3%
patients had platelet (PLT) < 100x10°%/1, 84.6% patients had blood hemoglobin level (Hb) < 10 g/dl.
After induction, complete remission which based on less than 5% blasts achieved 97.4%. However,
MRD after induction phase with threshold < 0.01% accounted for 78.9%. And based on MRD, we
adjusted intensive chemotherapy for 4 patients.

Conclusion: The most common clinical presentations were anemia, fever, hepatosplenomegaly,
bone pain, bleeding. The result of MRD levels is more sensitive and precise to evaluate the response
after induction phase. Therefore, we could adjust intensitive therapy for some patients with high MRD

levels to improve the treatment outcome.

Keywords: Acute lymphoblastic leukemia, Minimal residual disease (MRD).

1. DAT VAN PE

Bénh bach cau cap la dang ung thu phé bién
nhat & tré em, bénh chiém gan 30% cac bénh ly
ung thu & tré em, trong d6 bach cau cap dong
lympho (BCCDL) chiém khoang 80%. Diéu tri
BCCDL bang phac dé hién nay cho két qua rat kha
quan. Diéu quan trong hién nay la can phai danh
gia dap (ing vai diéu tri mét cach chinh xac [7, 8].

Panh gia dap tng diéu tri sau giai doan diéu
tri cdm Ung rat quan trong trong quyét dinh phac
do diéu tri ti€p theo va tién luong lau dai cda
bénh. Trudc day viéc danh gia dap ung chi qua
xét nghiém dém té bao blast trong tiy xuong.
Ngay nay, cung véi su phat trién cta mién dich
hoc té bao, viéc danh gia dap ung diéu tri duoc
thuc hién bang phuong phap dém té bao dong
chay danh gia chi sé bénh ton du téi thi€u (MRD -
Minimal residual disease) [10, 11].

Bénh vién Trung uong Hué déng vai trd quan
trong trong diéu tri tré mac BCCDL & khu vuc
mién Trung, Tay Nguyén. Tir nam 2008, cac bénh
nhan BCCDL duogc diéu tri véi phac dé CCG 1961
va CCG1991. Nham muc dich cai thién két cuc
diéu tri, ching téi thuc hién nghién ctu nay dé
phan tich cac dac diém 1am sang, can lam sang va

dac biét la két qua chi sé6 MRD sau giai doan diéu
tri cdm Ung. TU dé, ching t6i c6 thé diéu chinh 1én
liéu phap hoa tri tang cudng 8 mét s6 bénh nhan
nham cai thién két cuc diéu tri.

2.DOITUGNG VA PHUONG PHAP NGHIEN CUU

2.1. Déi tugng nghién ciu

38 tré dugc chan doan BCCDL tai Trung tam
Nhi, Bénh vién Trung uong Hué, tir thang 4/2020
dén thang 5/2022.

2.2, Phuong phap nghién ctiu

Nghién ctru mo ta tién ciu: ching téi mé ta
cac dac diém lam sang, can lam sang va theo déi
diéu tri.

Chan doan BCCDL khi tay dé c6 ty lé té bao blast
I6n hon 20%. Tré dugc diéu tri bang phac d6 CCG
1991 va CCG 1961. Sau giai doan diéu tri cdm ting,
tat ca bénh nhan dugc choc tuy dé danh gia chi sé
MRD bang phuong phap dém té bao dong chay.

Phan tich dii liéu theo tudi, giGi, biéu hién lam
sang, can lam sang, chi sé MRD, va cac bién cé
trong qua trinh diéu tri.

Phan tich sé liéu: cac s6 liéu dugc phan tich
bang phan mém Medcalc.
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3. KET QUA NGHIEN CUU

Téng cdng c6 38 bénh nhan BCCDL mdéi théa
man tiéu chuan chan doan tu thang 4/2020 dén
thang 5/2022. Trong d6, c6 26 nam va 12 nii, ty 1é
nam trén nir 1a 2,16:1. Tudi trung vi la 4 tudi (dao
doéng tur 0,66 dén 15 tudi). BCCDL thudng gap
nhat & nhém tudi tir 1 dén dudi 10 tudi, vai ty lé
84,2%. Ty 1& nhém tudi dudi 1 tudi va tur 10 tudi
tré lén 1an luot 1a 2,6% va 13,2%. Bénh nhan dén
tU nhiéu noi ctia khu vuc mién Trung, trong do,
Hué va Quang Tri chiém ty Ié 1an luot la 39,5% va
26,3% (Bang 1).

Vé dac diém 1am sang: thai gian trung vi tir khi
€6 triéu chiing dén khi nhap vién la 10 ngay (1-90
ngay). Triéu chiing phé bién nhat la thi€u mau
(86,8%), sét (76,3%), gan 16n (68,4%), lach 16n
(60,5%), hach I6n (55,3). Cac triéu chiing khac bao
gom dau xuong, xuat huyét, kho tha va dac biét,
c6 mét trudng hop tén thuong tinh hoan (2,65%)
(Bang 2). Vé dac diém can l1am sang, 26,4% tré cé
s6 lugng bach cau(WBC) = 50x10%/1, tuy nhién, sé
lugng bach cau da nhan trung tinh thap, véi gia
tri trung vi la 0,41x10%1 (0-68,95x10°/1). 76,3%
bénh nhan c6 s6 lugng tiéu cau (PLT) < 100x10%/1,

84,6% bénh nhan cé néng dé hemoglobin (Hb)
<10g/dl. Gia tri trung vi ty |& té bao blast trong tuy
Xuong va mau ngoai vi lan lugt la 56,5% (20-90)
and 14% (0-79) (bang 3). Lactate dehydrogenase
(LDH) va C- reative protein (CRP) tang & hau hét
bénh nhan, gap & lan luot 89,5% va 73,7%. Cé
mét trudng hgp suy than va da héi phuc, chiém
2,6% (Bang 4).

Trong nhém nghién ctu, c6 68,4% bénh nhan
nguy cg thudng, va 31,6% bénh nhan nguy co
cao.Ty |é BCCDL B va BCCDLT lan lugt la 84,2% va
15,8%. Sau giai doan diéu tri cdm tng, lui bénh
hoan toan theo tiéu chuan tly dé c6 it han 5% té
bao blast dat 97,4%. Tuy nhién, chi s6 MRD sau
giai doan diéu tri cdm (ing véi ngudng chan doan
lui bénh hoan toan la < 0,01% chiém 78,9%.

Trong qua trinh diéu tri, c6 hai bénh nhan tu
chéi diéu tri sau khi dat dugc lui bénh, mét bénh
nhan t& vong do nhiém trung nang, ba bénh
nhan tai phat (mdt tai phat tdy xuong, mot tai
phat than kinh trung uong va mét tai phat ca
tuy xuong va than kinh trung uong. 84,2% bénh
nhan khée manh va van dang dugc tiép tuc diéu
tri (Bang 5).

Bang 1. Dac diém chung cta ddi tugng nghién ctu

Pic diém $6 bénh nhan | Ty 18 (%)
Gioi
Nam 26 68,4
Nir 12 31,6
Tudi trung vi (khodng) 4,0 (0,66 dén 15)
Nhom tudi
< 1tubi 1 2,6
1-<10 tudi 32 84,2
> 10 tudi 5 13,2
Dia phuong
Hué 15 39,5
Quang Tri 10 26,3
Pa Néng 4 10,5
Quang Nam 4 10,5
Quang Binh 2 53
Quang Ngai 1 2,6
Kon Tum 1 2,6
Phu Yén 1 2,6
Téng 38 100
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Bang 2. Piac diém lam sang

Pic diém lam sang S6 bénh nhan Ty lé (%)
Thai gian trung vi tir khi khé&i phat triéu chiing dén khi vao vién 10 (1-90) ngay
Nhiét trung vi (khoang) (°C) 38 (37-40)
Thi€u mau 33 86,8
Sét 29 76,3
Gan Ién 26 68,4
Lach I6n 23 60,5
Hach I6n 21 55,3
Pau xuong 12 31,6
Xuat huyét 11 28,9
Suy hé hap 2 5,3
Tén thuang tinh hoan 1 2,65
Téng 38 100
Bang 3. Dic diém xét nghiém huyét hoc
Pac diém S8 bénh nhan Ty 1& (%) Trung vi
<10 17 44,7
Bach cau (x 10%/1) 10-<50 11 28,9 14,4 (1,8 -609,5)
=50 10 26,4
Bach ciu trung tinh (x 10°/1) 0,41 (0-68,95)
<20 6 15,8
Tiéu cau (x 10°%/1) 20-<100 23 60,5 47,5 (3,0-223)
=100 9 23,7
<6 9 23,7
B X . 6- <9 20 52,6
Nong d6 hemoglobin (g/dl) > <10 5 53 7,15(2,8-12,3)
>10 7 18,4
Blast ngoai vi (%) 14 (0-79)
Blast tiy xuong (%) 56,5 (20-90)
Bang 4. Dac diém xét nghiém sinh hoéa
Picdiém S6 bénh nhan Ty 1& (%) Trung vi
Tang 9 23,7
Men gan
Binh thuéng 29 76,3
Suy than 1 2,6
Chtic néng than
Binh thudng 37 97,4
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LDH (U/]) <225 4 10,5 450
>225 34 89,5 (205-7376)
Acid uric (umol/l) <499 ! oL 268
=460 7 18,4 (173 -1081)
CRP (mg/dl) <8 10 26,3 14,5
>8 28 73,7 (1,7-199,3)
32?2;;?;;{) 2 38 100
Bang 5. Phan nhém va theo déi diéu tri
Pic diém S6 bénh nhan Ty lé (%)
Phan nhém nguy co
Thudng 26 68,4
Cao 12 31,6
Phan nhém mién dich
TébaoB 32 84,2
TébaoT 6 15,8
Sau diéu tri cdm tng (danh gia bang tay do)
Lui bénh 37 97,4
Khong lui bénh 1 2,6
MRD sau diéu tri cdm ting
<0,01% 30 78,9
>0,01% 8 21,1
Bién c6 xay ra trong qua trinh diéu tri
B tri 2 53
T vong do nhiém trung ning 1 2,6
Tai phat tay xuong 1 2,6
Tai phat than kinh trung ueng 1 2,6
Tai phat tay xuong va than kinh trung uong 1 2,6

4.BAN LUAN

Bang 1 cho thay ty Ié nam trén nirla 2,16:1 va
tudi trung vi la 4,0 tudi (0,66-15), diéu nay ciing
giéng véi cac két qua nghién ciu khac [1-7].
D6 tudi tir 1 dén < 10 tudi chiém ty 1é cao nhat
(84,2%), tuong tu nhu cac bao cao & Pakistan va
Saudi-Arabia [1,6].

Bénh vién Trung uong Hué déng mét vai tro
quan trong trong diéu tri BCCDL & tré em khu vuc
mién Trung va Tay Nguyén cta Viét Nam, do dé
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bénh nhan cta ching t6i dén tir cac dia phuong
khac nhau, khéng chi & Hué (39,5%), cling nhu &
Quang Tri (26,3%), Pa Nang, Quang Nam, Quang
Binh, Quang Ngai, Kon Tum va Phu Yén.

Bi€u hién lam sang thudng gap nhat trong
nhém nghién ctiu cha ching téi la thi€éu mau
(86,8%), theo sau la s6t (76,33%), gan 16n (68,4%),
lach 16n (60,5%) va hach I6n (55,4%). Cac dac
diém 1am sang nay ciing giéng véi cac bao cao
& Pakistan va ching diéu 1a nhitng diu hiéu phé
bién trong bénh BCCDL [1,7]. Trong nghién ctu
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clia chung téi, ty 1é BCCDL B Ia thé bénh chiém
uu thé (84,2%), trong khi BCCDL T chiém 15,8%,
giéng nhu cac bao cao & cac nudc phat trién [1,6].

Vé dac diém can 1am sang, 26,4% bénh nhan
cla chung téi ¢é sé lugng bach cau = 50x10%/I,
tuong tu véi bao cao & Pakistan [1], va cao hon
dang ké so véi cac bao cao trong y van phuang
Tay (17%), do d6 lam ganh nang khéi u I6n hon
va tién lugng xau haon [8]. Va né ciing ¢é thé la
mét nguyén nhan lam cho LDH tang cao. Hau hét
cac bénh nhan cta chung t6i (89%) c6 LDH tang.
Bén canh d6, 76,3% bénh nhan c6 sé lugng tiéu
cau <100x10°%/I, vaHb < 9g/dl. Khéng cé bénh
nhan nao c6 tén thuong than kinh trung uong, ty
Ié nay thap hon dang ké so véi bao céo tai Saudi
Arabia (5% bénh nhan cé CNS3) [6]. Tuong tu, ty
Ié tham nhiém tinh hoan trong nghién ciiu cta
chiing t6i ciing thap hon (2,65% so véi 3,6%) [6].

Sau giai doan diéu tri cdm (ing, 97,4% bénh
nhan clia ching toi dat lui bénh hoan toan. Tuy
nhién, 78,9% bénh nhan c6 MRD < 0,01% va
21,1% c¢6 MRD > 0.01%. Diéu nay cé thé dugc giai
thich rang nhiing bénh nhan BCCDL dat lui bénh
6 thé c6 cac MRD khac nhau ma tay dé bang kinh
hién vi khéng thé phat hién dugc. Ngudi ta uéc
tinh rang nhiing bénh nhan dat lui bénh hoan
toan c6 thé c6 t6i 10 t& bao ung thu [9]. Theo tac
gia Vora, MRD = 0,01% sau giai doan diéu tri cam
ting ¢6 thé hudng loi tir viéc chuyén sang phac
dé diéu tri tang cudng sau lui bénh[10]. Tuong tu,
Allen ciing chi ra rang MRD giup huéng dan diéu
tri cho tré mac BCCDL [11]. Do dd, trong sé cac
bénh nhan cta ching t6i, c6 4 bénh nhan nguy
co thuong c6 MRD = 0,01%, nén chung to6i da
chuyén nhitng bénh nhan nay sang nhém nguy
O cao.

5.KET LUAN

Biéu hién Iam sang phé bién nhat cda bach
cau cap dong lympho la cac triéu ching do suy
thy xuong véi thiéu mau, sét, gan lach 16n, dau
Xuong, xuat huyét.

Chi s6 MRD c¢6 d6 nhay va chac chan hon trong

danh gia dap tng sau giai doan diéu tri cdm tng.
Do d6, chiing t6i cé thé diéu chinh sang héa tri
tang cudng cho nhitng bénh nhan c6 MRD cao dé
cdi thién két cuc diéu tri.
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