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BU'O'C PAU PANH GIA HIEU QUA PIEU TRI BENH BACH CAU
CAP DONG LYMPHO & TRE EM VO'1 PHAC PO CO SO’ DUNG PEG
ASPARGASE TAI BENH VIEN TRUYEN MAU HUYET HOC

Cai Thi Thu Ngan?, V6 Thi Thanh Tric!, Phu Chi Diing?,

TOM TAT

Muc tiéu nghién ciu: Budc dau danh gia
hiéu qua diéu tri bénh bach cau cip dong lympho
& tré em voi phac d6 ¢6 st dung pegaspargase tai
Bénh vién Truyén Mau Huyét Hoc (BV TMHH).

Phwong phap nghién ciru: M0 ta hang loat
ca

Péi twgng nghién ciru: bénh nhi chan doan
bach cau cau cap dong lympho (BCCDL) dat lui
bénh sau giai doan tan cdng véi phac dd cé sir
dung pegaspargase tai BV TMHH thoa céc tiéu
chuan chon bénh.

Két qua: Nghién ctu ching tdi c6 26 bénh
nhan (BN) thoa tiéu chuan chon mau va tiéu
chuan loai trir. Tudi trung vi 5,73 tudi (2-14), ty
1& nam/ nit 1,9/1. Pic diém BN ldc nhap vién ghi
nhan: bach cau (WBC) lic nhap vién dudi 50
kI chiém ty I¢ 88,5%, khong xam In tinh
hoan, 100% BN khong xam lan than kinh trung
wong lic chan doan (CNS1). Panh gia dap ung
diéu tri ghi nhan 26,9% BN c¢6 MRD N8 < 1%,
80% BN dat MRD N29 dat mic <0,01%, ty 1¢
dat lui bénh sau giai doan tin cdng 1a 96,2%, ty
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Ping Qudc Nhit, Huynh Nghia?

& tir vong chiém 3,8%. Ty 16 OS-1 nam 14 91,7+
0,8%, ty ¢ EFS-1 nam 81,5+ 11,9%. Bién ching
ghi nhan trong qua trinh diéu tri c6 57,7% BN c6
giam Fibrinogen, 23,1% BN s6t nhiém trung,
viém tuy cap do thudc chiém ty 1¢ 3,8%, viém
gan cap ghinhan 3,8%. Ty I¢ tir vong trong giai
doan tan cong la 3,8%.

Két luan: Bach cau cap dong lympho B & tré
em diéu tri voi phac d6 ¢ pegaspargase cho ty lé
dap ung cao, cai thién thoi gian séng con.

Tir khoa: Bach cau cédp dong lympho,
pegaspargase.

SUMMARY

INITIAL EVALUATION OF THE
EFFECTIVENESS OF TREATMENT OF
ACUTE LYMPHOLOGIC LEUKEMIA

IN CHILDREN WITH PROTOCOL
USING PEG ASPARGASE AT BLOOD
TRANSFUSION HEMATOLOGY
HOSPITAL

Aims: initial evaluation of the effectiveness
of treatment of acute lymphologic leukemia in
children with protocol using pegaspargase at
Blood Transfusion Hematology Hospital.

Methods: case series study.

Objective: pediatric patient diagnosed with
acute B-cell lymphocytic leukemia (BCCDL B)
achieved remission after the attack phase with a
regimen using pegaspargase at BTH hospital.

Result: In our study, there were 26 patients
who met the sampling criteria and exclusion
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criteria. Median age 5.73 years (2-14),
male/female ratio 1.9/1. Characteristics of
patients at admission recorded: WBC at
admission was less than 50 k/pl, accounting for
88.5%, notesticular invasion, 100% of patients
had CNS1. Evaluation of treatment response
recorded that 26.9% of patients had MRD N8 <
1%, 80% of patients achieved MRD N29 <
0.01%, and the rate of remission after the attack
phase was 96.2%. The mortality rate is 3.8%.
The OS-1-year rate is , the EFS-1-year rate is .
Complications recorded during treatment were
57.7% of patients with decreased Fibrinogen,
23.1% of patients with infectious fever, 3.8% of
patients with drug-induced acute pancreatitis, and
3.8% of patients with acute hepatitis. The
mortality rate during the induction is 3.8%.

Conclusion: Acute B lymphocytic leukemia
in children treated with regimens using
pegaspargase resulted in high response rates and
improved survival time.

Keywords: acute lymphoblastic leukemia,
pegaspargase

I. DAT VAN DE

Asparaginase la mot trong nhitng thudc
cd vai tro quan trong trong viéc cai thién kha
nang song s6t trén bénh nhi bénh bach cau
cap lympho. Qua nhiéu thap ky cho thay ty 1&
séng sot di ting lén ké tur khi dua
asparaginase phac d6 didu tri. Vi phac do
hién nay ty 1é sbng toan bo dat trén 90%.
Hién nay, L-asparaginase c6 ngudn géc tir
Escherichiacoli (pegasparaginase) gbe
polyethylen glycolated 1a ché pham
asparaginase hang dau duoc uu tién dua vao
phac d6 diéu tri gilp cai thién hiéu qua diéu
tri. Nghién cau Pui CH., trén 598 BN ghi
nhan ty 1&¢ OS-5 nam 1a 94,3 + 1,4% va EFS -
5 nam 12 90,9 + 15,8% (D@,

Tu thang 7 nam 2023, BV TMHH da
trién khai phac d6 diéu tri BCCDL ¢ tré em
cd sir dung pegaspargase. Chinh vi vay
chung tdi thuc hién nghién ciru nay nhiam
cho céi nhin téng quat vé “Bwdc dau dinh
gia higu qua diéu tri b¢nh bach cau cdp
dong lympho & tré em véi phdc dé co si
dung pegaspargase tai Bénh vién Truyén
Mau Huyét Hoc”.

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

Thiét ké nghién ciru: M6 ta hang loat
ca.

Poi twong nghién ctru: bénh nhi chan
doan bach cau cau cip dong lympho B
(BCCDLB) dat lui bénh sau giai doan tin
cong voi phac dd c6 sir dung pegaspargase
thoa cac diéu kién chon mau.

Tiéu chuan chon bénh:

Tudi: trén 1 tudi va duéi 16 tudi

Chéan doan BCCDL B hoan tat giai doan
tan cong clia phac 46 COG

Diéu trj vdi pegaspargase.

C& miu: ldy tron mau

Phwong phap thu thap va xir 1y s6 liéu:

Lap danh s&ch cac BN thoa tiéu chi chon
mau.

Thu thap dir liéu dua vao phiéu thu thap
thong tin.

Céc dit liéu dugc nhap vao may tinh va
phan tich bang chwong trinh Excel 2010
va SPSS 18.

Dinh nghia trong nghién ciru

MRD ngay 8: danh gia ton lwu té bao ac
tinh & mau ngoai vi bang ky thuat té bao
dong chay vao ngay 8 hoa tri liéu.

MRD ngay 29: dénh gia ton luu té bao 4c
tinh & tuy xuwong bang k¥ thuat té bao dong
chay sau giai doan tan cong.
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. KET QUA NGHIEN cUU nhét 1a 02 tudi, tudi cao nhat 1a 14 tudi. Ty lé
Tir thang 7 nam 2023 dén nay tai BV nam/nit la 1,8/1.

TMHH c6 26 BN thoa cac diéu kién chon Pic diém ciaa bénh nhi BCCDL B

mau. Tudi trung vi la 5,73 tudi, trong d6 nho

Bdng 1. Ddc diém dan sé nghién ciru

Pic diém % (n)
Nhom tubi
1- < 10 tudi 76,9 (20)
> 10 tudi 23,1 (6)
Gidi
Nam 65,4 (17)
N 34,5 (9)
Xam lan tinh hoan
Cé 0 (0)
Khéng 100 (17)
X4am lin TKTW
CNS 1 100 (26)
CNS 2 0 (0)
CNS 3 0(0)
WBC (k/pl)
<50 88,5 (23)
> 50 11,5 (3)
Nhiém sic thé
Binh thuong 38,5 (10)
Pa boi 38,5 (10)
Thiéu boi 0 (0)
Phuc tap 23 (6)
PCR
Am tinh 69,2 (18)
BCR/ABL 3,8 (1)
TEL/AML1 23,1 (6)
E2A/PBX1 3,8(1)

Nhdn xét: BCCDL B thuong gap nhom tré ¢ tudi tir 1 dén 10 tudi (79,6%) vai 88,5%
BN c¢6 WBC luc nhap vién dudi 50 (K/ul). Xét nghiém sinh hoc phéan tir (SHPT) ghi nhan bo
nhiém sic thé (NST) da s6 1a binh thuong va da boi ( 38,5% vs 38,5%), da sb c6 két qua PCR
am tinh (69,2%), t6 hop gen TEL/AMLI chiém ty 1& 23,1%.
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Pap trng diéu tri
Bdng 2. Ddnh gid ddp rng diéu tri

Pic diém % (n)
MRD Ngay 8
< 1% 26,9 (7)
> 1% 73,1 (19)
MRD ngay 29
<0,01% 80 (20)
> 0,01% 20 (05)
Panh gia lui bénh
Lui bénh hoan toan (CR) 96,2 (25)
Khéng lui bénh (NR) 3,8 (01)

Nhgn xét: Két qua ghi nhan MRD N8 c6 gia tri >1% chiém ty I¢ cao (73,1%). Tuy nhién
danh gia lui bénh vao N29 ghi nhan ty 16 MRD < 0,01% chiém 80% va 96,2% dat lui bénh
sau giai doan tan cong. Trong nghién ciu c¢6 01 BN (3,8%) tir vong trudc thoi diém danh gia
lui bénh.

Bdng 3. Bién chirng diéu tri

Bién chitng n Ty 1é %
S6t nhidm tring 06 23,1
Viém tuy cap 01 3,8
Viém gan cip 01 3,8
Giam fibrinogen 15 57,7
T{r vong 01 3,8

Nhdn xét: Fibrinogen 1 bién chtng thuong gip trong giai doan tan cong (57,7%). Ty 1é
tir vong ghi nhan la 3,8%.
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Biéu dé 1. Kaplan Meier biéu dién ty I¢ OS — 1 nim va t I¢ EFS -1 nim

Nhgn xét: Trong 26 BN tham gia nghién
cau cO ty 1€ OS-1 nam 1a 91,7 + 0,8% va
EFS -1 ndm la 81,5 + 11,9%.

IV. BAN LUAN

Pic diém chung ciia nhom nghién ciru

Nghién ctu cua ching toi bao géom 26
bénh nhan tré em BCCDL-B. Nhém bénh
nhan trong nghién ctru da phan ¢ nhém tudi
tr 1 dén dudi 10 tudi (76,9%) va ty I¢ nam
nhiéu hon nit, va phan I6n céc bénh nhan c6
cac dic diém thudc nhom nguy co chuan
trude diéu tri (WBC < 50 K/pL, khong co
xam lan TKTW tai thoi diém chan doan,
khong xam lan tinh hoan). So v&i mot nghién
cau lo6n khac sir dung pegaspargase trong
diéu tri BCCDL-B & tré em khéc cua tac gia
Raetz EA. cung cong su (2015) trén hon
8000 truong hop BCCDL tré em da phan
bénh nhan (63,2%) nam & nhém nguy co
chuan theo NCI [3]. Va dU ¢ nhém nguy co
nao, tat ca bénh nhan déu ding cuing mot lidu
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pegaspargase & giai doan tan cong, viéc phan
loai dép &rng sau tin cong s& quyét dinh cac
lidu pegaspargase tiép theo duoc sir dung.

Pap wng diéu tri, bién chirng va séng
con

Viéc danh gia dap tng sau tan céng ban
dau bao gom viéc danh gid dap (ng sém
thong qua MRD ngay 8 dwa trén mau mau va
danh gia sau tan céng bao gém ty Ié dat lui
bénh va MRD sau tan cong. Két qua ghi
nhan MRD N8 c6 gia tri >1% chiém ty Ié cao
(73,1%). Tuy nhién danh gia lui bénh vao
N29 ghi nhan ty I¢ MRD < 0,01% chiém
80% va 96,2% dat lui bénh hoan toan sau
giai doan tan cong. So sanh véi nghién cau
cua Raetz cung cong su, ty Ié dat dap ung
sém cta nhom nguy co chuan va cao trong
tan cong lan Iuot 1a 84,1% va 73,1 [3] viéc
phén loai dap ung sém trong nghién ctru nay
cua tac gia dya vao tiy d6 vao N8 hozc N15
va bao gdm két qua MRD vao N29 nén nhin
chung, két qua cia nghién ctu ching toi



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

cling buéc dau cho két qua twong dong khi
cho thdy duoc ty I8 dat lui bénh cao & nhitng
BN ¢6 st dung pegasparagase trong diéu tri
tan cong.

Ngoai nhiéu lgi ich 1am sang rd rét da
duoc chirng minh, pegaspargase con gay doc
tinh dang ké & 20-25% tong s bénh nhan sir
dung bao gém ca tré em va ngudi lon [2].
Nhitng doc tinh ndy bao gom phan ung qua
man, viém tuy, ting duong huyét, ting lipid
mau, rbi loan chic ning gan, ting bilirubin
méu, huyét khdi, chay méu va hoai tir xwong
[4]. Nghién ctru cua chung t6i ghi nhan céac
tac dung phu lién quan dén pegaspargase bao
gom nhiéu nhat la giam fibrinogen mau
(57,7%), cac @oc tinh khac viém gan, viém
tuy cap chiém 3,8%. Hau hét cac tac dung
phu nay c6 thé duoc kiém soat biang chim
s6c hd tro ma khong can nging thube vinh
vién, ngoai trir 01 trudng hop viém tuy, la
dau hiéu dé loai bo hoan toan asparaginase
khoi ké hoach diéu tri. Ngoai ra, ty I¢ nhiém
triing trong tan céng ghi nhan khoang 23,1%,
c6 thé do phan I6n dan s nghién ciu thudc
nhém chuén, diéu tri tin cong chi 3 thubc
bao gdom pegaspargase khong gay suy tuy
sau. Két qua so sanh voi nghién cau cua
Awwad Sameh trén 191 bénh nhi BCCDL st
dung pegaspargase trong diéu tri ghi nhan
séc phan vé/qua man (36,7%) va nhidm doc
gan (31,6%) la nhitng doc tinh phd bién nhét
duoc bao céo, tiép theo 1a viém tuy va ting
duong huyét (mdi loai 12,7%). Theo phan
loai cua CTCAE, khoang 70% ddc tinh dugc
phan loai 1a d6 3 va 4 va da sd % cac bién cb
Xay ra trong giai doan khai dau va cang cb

cua diéu tri [1]. Va so sénh mot béo céo téng
hop cac tong két khac cua nhitng phéac do co
sir dung pegaspargase trong diéu tri BCCDL,
ghi nhan ty 1& doc tinh trén gan chiém da sd
trén 70%, ké dén 1a phan ng qua man dao
dong tir 13 — 22%, viém tuy chiém ty I¢
khoang 7%, ngoai ra con mot sé doc tinh
khac nhu huyét khéi/xuat huyét (3-8%), hoai
tir xuong (6-18%) [2]. Nghién cuiru cua chdng
tdi do ¢& mau it va thoi gian theo ddi ngan
nén cac doc tinh ghi nhan con han ché.

V& hiéu qua diéu tri, budc dau thoi gian
ngan sir dung, nghién ctu caa ching téi ghi
nhan ty I¢ OS-1 nam 1a 91,7+0,8% va ty I¢
séng khdng bién ¢ EFS -1 nim Ia
81,5+11,9%. Xéc suit sbng con cao va nhiéu
cébng trinh nghién cuau khac cd st dung
pegaspargase trong diéu tri ciing cho hiéu
qua tuong tu. Nghién ciru DFCI 09-001 trén
551 BN cho thdy nhém st dung
pegaspargase cd ty & song con rat cao, OS
va EFS 5 nam lan lugt 12 96% va 90% [7].

V. KET LUAN

Budc dau danh gia hiéu qua didu tri
BCCDL tré em véi phac dd ¢d pegaspargase
ghi nhan hiéu qua diéu trj cao, ting ty 1& song
con. Cac doc tinh lién quan dén thube khong
nghiém trong, c6 thé kiém soét va khdng 1am
gian doan diéu tri.
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