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PANH GIA HIEU QUA PIEU TRI PHAC PO COOPRALL 2007
TREN BACH CAU CAP DONG LYMPHO TAI PHAT TUY XUONG O TRE EM
TAI BENH VIEN TRUYEN MAU HUYET HOC TPHCM TU 2017-2021
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TOM TAT

Pit van dé: Bach ciu cdp dong lympho
(BCCDL) tai phat ¢ tré em van con la nhém cé
tién lugng xau, chua dugc cai thién trong nhing
nim qua. T ndm 2017, phac d6 COOPRALL-
2007 duoc bénh vién Truyén mau- Huyét hoc &p
dung diéu tri cho bénh nhi BCCDL tai phat lan
dau tién.

Muc tiéu: Panh gia hiéu qua hiéu qua diéu
tri cua phac dd COOPRALL 2007 trén tré em
bénh bach cau cip dong lympho tai phét tuy
xuong tai Bénh vién Truyén méau Huyét hoc tir
2017 - 2021

Phuwong phap nghién ciwu: hdi ciu md ta
hang loat ca.

Poi twong nghién cau: T nim 2017 -
2021, 30 BN tai phat tiy xwong thoa tiéu chuan
chon miu dugc diéu tri voi phac  dd
COOPRALL-2007 & khoa Huyét hoc tré em 1 va
2 6 BV TMHH HCM.

Két qua: Tudi trung binh 1a 8.5 (1-16), ti I¢
dat lui bénh hoan toan 1 76.7%, trong dé té bao
B dat 90%, té bao T dat 50%, tai phét lan 2 khéa
cao, 60.9%. Thoi gian séng toan bo (OS) va
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khong su kién (EFS) 4 nam lan luot 1a 19.9% +
10 va 17.1% + 8.8. Céac bién chung trong qua
trinh diéu tri da s6 & do I1-111, c6 2 truong hop tir
vong lién quan dén diéu trj.

Két luan: Nghién ctru budc dau cho thay
hiéu qua cia phac d6 COOPRALL-2007 trén
nhém BN BCCDL tai phat ¢ tré em véi ti I1€ dat
lui bénh kha cao, OS va EFS 4 nim van con thap.
Két qua diéu trj & nhém BN BCCDL té bao T
con thap do do kién nghi tim kiém phuong phap
diéu tri méi trén nhom nay. Can c6 1 nghién ciu
véi c& mau 16n hon va thoi gian theo ddi lau dai
dé c6 thé danh gia chinh xac hiéu qua phac do
COOPRALL-2007.

Tir khéa: BCCDL tai phat, COOPRALL-
2007, MRD, téi phat tuy xuong, té bao T.

SUMMARY

Background: The prognosis of relapsed
childhood acute lymphoblastic leukemia is still
unfavorable. It has not been improved over the
years. Since 2017, the COOPRALL 2007
protocol has been applied by Blood transfusion
and Hematology hospital to treat pediatric
patients with relapse ALL for the first relapse.

Objective: Evaluation of the effectiveness of
treatment of COOPRALL 2007 regimen on
marrow  relapsed in  paediatric  acute
lymphoblastic leukemia at Blood Transfusion
and Hematology hospital (BTH) from 2017 to
2021.

Subjects and Methods: retrospective
description of 30 patients with first bone marrow
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relapse from 2017-2021 who corresponded with
inclusion criteria were treated with the
COOPRALL-2007 regimen in the Pediatric
Hematology Department at BTH.

Results: The mean age was 8.5 (1-16), the
rate of complete remission was 76.7%, of which
B-cells immunophenotype reached 90%, T-cells
immunophenotype reached 50%, the rate of
second relapse was quite high, 60.9%. The
probabilities of overall survival (OS) and event-
free survival (EFS) at 4 years were 19.9% + 10
and 17.1% + 8.8. Side effects of chemotherapy,
as well as complications during treatment, were

mostly in grades IlI-Ill, with 2 TRM (treatment-
related mortality).
Conclusion:  This study showed the

effectiveness of COOPRALL-2007 regimen on
treatment of first marrow relapse in childhood
ALL that was high complete remission rate. The
outcome of T-cell immunophenotype is still poor
which supports the notion that these patients
need further risk adjustment. A study with a
larger sample size and longer follow-up time in
future is needed to accurately assess the
effectiveness of the COOPRALL-2007 regimen.

Keywords: relapsed ALL, COOPRALL-
2007, marrow  relapse, MRD, T-cell
immunophenotype.

|. Pit van dé

Bach cau cap dong lympho (BCCDL) la
bénh 1y ac tinh thuong gap nhat & tré em,
chiém khoang 30% cac bénh ung thu va 75%
cac bénh ung thu mau ¢ tré em [1]. Trong vai
thap ky qua, nhitng tién bo rd rét trong diéu
tri BCCDL ¢ tré em da dat duoc két qua cao
véi thoi gian séng toan b (OS) trong 5 ndm
khoang 80% [2]. Tuy nhién, khoang 10-15%
bénh nhan tai phat bénh lai. Két cuc cua
BCCDL tai phat van chua duoc cai thién
trong nhitng nam qua. Tuy nhién, cac nhom
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nghién cau ¢ Chau Au va Bic My
(Children’s Cancer Group-COG, Berlin-
Frankfiirt-Miinster-BFM) di thiét 1ap céac yéu
t6 tién lugng gilp phét trién phuong phap
diéu tri theo dinh huéng nguy co ddi véi
BCCDL ¢ tré em tai phat: nhu dinh lugng
ton luu bénh téi thiéu (minimal residual
disease-MRD), thoi gian tai phét,... [10].

Hién nay trén thé gidi c6 rat nhiéu nghién
ctu thir nghiém 14m sang diéu tri bénh nhan
BCCDL tai phat ¢ tré em. Nghién ctru ALL-
REZ BFM 95/96 tir nim 1995-2001 cho thay
MRD <107 sau tin cdng c6 gia tri tién lwong
quan trong [5]. Nghién cuu cia COG tir nam
1996-2003 ching minh thoi gian tai phat co
vai tro trong tién Iugng bénh [8]. Tai Viét
Nam, BV TMHH TPHCM c6 nghién cuu
cua Pham Htu Lubn va cua V8 Thi Thanh
Trac danh gia hiéu qua diéu tri bénh BCCDL
tai phét o tré em bang phac d6 COOPRALL-
97 va COOPRALL-2005 cho két qua lui
bénh lan 2 sau tai tan cong la 70 - 76.9%
[3],[4]. Tir nim 2017, phac @6 COOPRALL-
2007 dwoc bénh vién ap dung diéu tri cho
bénh nhi BCCDL tai phat lan dau tién. Tuy
nhién, tir 2017 cho dén hién nay van chua c6
bao céo téng quat vé hiéu qua diéu tri phac
dd nay trén nhom BN tai phét tuy xuong.
Chinh vi vay, ching ti thuc hién nghién cau
nay véi muc tiéu tong quat: "Panh gid hiéu
qua diéu tri cua phac d6 COOPRALL-2007
trén tré em bénh bach cau cap dong lympho
tai phat tuy xuong tai Bénh vién Truyén mau
Huyét hoc"

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Thiét ké nghién ciu: nghién ciu hdi
ctu mo ta hang loat ca

Péi twong nghién ciru

Tat ca bénh nhi BCCDL diéu tri phac db
ban dau FRALLE 2000 duoc chan doan tai
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phat tuy xwong tai khoa Huyét hoc tré em
Bénh vién Truyén mau Huyét hoc tir nim
2017 - 2021

Tiéu chuan chon bénh: Bénh nhi < 16
tudi, dugc chan doan xac dinh BCCDL da
diéu tri ban dau véi phac d6 FRALLE-2000,
duoc chan doan tai phat 1an dau lién quan tay
xuong c6 hoac khéng cé tai phat ngoai tuy
duoc diéu tri phac d6 COOPRALL-2007
theo timg nhom nguy co, khong c6 chdng chi
dinh vé tim mach khi diéu tri Véi
Anthracylines. Tiéu chuan loai trir: bo diéu
tri, ton thuong co quan c6 chdng chi dinh
hoa tri liéu; trisomie 21.

Nhém nguy co trung binh (S2): tat ca
BN bach cau cidp dong lympho non-T tai

phat tiy xwong vao thoi diém > 6 thang sau
khi ngung diéu tri lan 1 hoic tat ca cac
BCCDL non-T tai phéat nhiéu noi (két hop)
véi thoi gian tir ldc chian doan ban dau dén
luc tai phat > 18 thang. Nhom nguy co cao
(S3-4): BCCDL non -T tai phat tay don doc
hoac két hop lan 1 xay ra vao thoi diém dudi
18 thang ké tir lic chan doan ban dau; hoic
BCCDL c6 nhiém sic thé Philadenphia
dwong tinh hodc tai sip xép MLL tai phat;
hoac BCCDL té bao T tai phét tay hay két
hop bat ki thoi diém nao (S4). BN tai phét
tuy don doc hon 18 thang va dudi 6 thang
sau khi ngung hoéa tri thi dugc phén vao
nhom S3.
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TP+MRD: tiy d6 + Minimal Residual
Disease; GT: ghép  tay; DXM:
Dexamethasone; PL: phan loai dua vao
MRD

Tiéu chuan lui bénh dugc danh gia theo
WHO véi tay d6 va MRD thuc hién khi BN
ra khoi giai doan suy tay hoic cham nhét 1a
N28.

Tai phat lan 2 dwoc dinh nghia 1 c¢6 sy
tai xuat hién té bao bach cau cap dong

Bdng 2: So dé diéu tri chung ciia phdc @6 COOPRALLE-2007

lympho & bat ctr noi nao trong co thé. Thoi
gian séng toan bo (OS) dugc dinh nghia 1a
thoi gian tir 1Gc bénh nhan dugc chan doan
bach cau cap dong lympho tai phat lan dau
lién quan tiy xuong dén Iic tor vong hoic
cham dut nghién ciu. Thoi gian séng khong
su kién (EFS) duogc xac dinh bang thoi gian
tir IGc chan doan tai phat 1an dau lién quan
tuy xwong cho téi khi bénh nhan tai phat lan
2 hoic tir vong hoac chim dit nghién cau.
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Chiang t6i thu thap sé liéu trén hd so
bénh an, cac xét nghiém dugc luu trén hé
théng, phan tich sé liéu bang phan mém
SPSS 20. Gié tri p<0.05 xem la c6 y nghia
théng ké.

INl. KET QUA NGHIEN CUU

Tu ndam 2017 - 2021, ching t6i ghi nhan
¢6 30 truong hop bach cau cap dong lympho
té bao B va té bao T tai phét tay xuong 1an
Kiéu hinh mién dich té bao

dau c6 hoac khdng c6 két hop tai phét ngoai
tay, duoc diéu tri tai tan cong bing phac do
COOPRALL-2007.

3.1. Pic diém dan sé nghién ciru

Ti 16 nam: nit 1a 4:1, tudi trung binh 8.5
(1-16), 17 BN tai phat vao thoi diém rat sem,
8 BN vao thoi diém sém, 5 BN vao giai doan
muon, ¢6 3BN tai phat két hop nfo - mang
ndo, 2 BN theo ddi xam lan gan, 1 BN vira
c6 xam lan gan va ca TKTW
Nhém nguy co

BT B Trung binh
BpreB Cao
MproB
BCommon B
Hinh 1: Kiéu hinh mién dich té bao - nhém nguy co
Bdng 3: Pic diém 1am sang va sinh hoc vao thei diém chdn dodn tdi phdt
Pic diém 1am sang S6 nguoi bénh (n) Ty 1é %
Thiéu mau 25 83.3
Sét 5 16.7
Xuét huyét 11 36.7
Gan lach to 21 70
Pic diém sinh hec
Nong d6 huyét sic t (g/dL) trung vi: 10.2 (9,5-11.2)
BC > 50 x 10°%/L 6 20
TC < 20 x 10%/L 13 43.3
AST (U/L) > 45 hoac ALT (U/L) > 45 9 30
Lactatedehydrogenase (U/L) >440 13 43.3
Sinh hec phan tir
Gidng llc chan doan 20 66.7
Khéng lam 5 16.7
Dot bién méi xuat hign 5 16.7
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3.2. Két qua diéu tri

Bdng 4: Ti I¢ lui bénh sau tai tén cong

S6 BN (n)
N (%) TB(S2) | Cao(S3-4) P
Lui bénh (CR) 23 (76.7) 5 (5/5) 18 (72) 0.3
Phan loai té bao
v T 5 (50) 5 (50) 026
v B 18 (90) 5 (5/5) 13 (86.7)
MRD:
v MRD > 103 11 (36.7)
v MRD < 103 10 (33.3)
v Khoéng lam 9 (30)

CR: complete remission - lui bénh hoan toan, MRD: minimal residual disease - dinh

lwong ton luu bénh téi thiéu

T&i phat 1an 2 thudng xay ra ¢ tay xuong (don doc 78.5%)
Bdng 5: Ti |é tai phét ldn 2 theo nhém nguy co va phin logi té bao

S6 BN (n) Ty 18 (%) p
Tai phéat chung (n=23) 14 60.9
Nguy co
v TB (n=5) 1 20 0.056
v Cao (n=18) 13 72.2
Phan loai té bao
v T 4 80
v B 10 55.6 061

Thoi gian séng toan bo 0S-4 nim 1a 19.9% + 10, thoi gian séng khong su kién EFS-4

namla 17.1% + 8.8
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Théi gian song khéng su kién
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Hinh 2: Dé thi biéu thi khd ndng théi gian séng toan bé (OS) va khong sw kién (EFS)
Khao sat da bién cho thay yéu t5 nhom nguy co anh huong I1én trén ca OS va EFS-4 nim,
yéu té kiéu hinh MD anh huéng 1én OS, khdng anh hudng c6 ¥ nghia trén EFS
Bdng 6: CAc yéu té anh hweng 1én OS-EFS

oS EFS
HR p HR p
MRD <1073 0.4 0.22 0.49 0.27
MRD > 1073 1.18 0.75 2.46 0.14
Nhom nguy co 9.27 0.044 7.89 0.049
Kiéu hinh MD 6.3 0.006 2.3 0.1

Céc tac dung phu, bién chirng trong qua trinh diéu tri
Sét giam BCH xay ra 100%, c6 2 BN ghi nhan tir vong lién quan dén diéu tri.
Bdng 7: Cac bién chitng, thc dung phu trong qud trinh diéu tri

L, S6 nguoi bénh / Ty 1é %
Pgc tinh

: pj | pj Il pj I pj IV

Téang men gan 6 (20) 3 (10) 5 (16.7)

Tang duong huyét 2 (6.7)
Di trng L-Asparaginase 1(3.3) 1(3.3) 3 (10)
Churc nang tim 2(6.7)
Viém bang quang xuat huyét khon
9 quang xuat htlyet Knong 267 | 1(3.3)
do nhiém trung
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IV. BAN LUAN

Tt nam 2017 t61 nam 2021, ching toi ghi
nhan c6 30 BN tré em duoc chan doan bach
cau cap dong lympho tai phat tay xuong 1an
dau, don doc hoic co két hop tai phat vi tri
ngoai tuy (6 BN). Thoi diém tai phat thudng
xay ra nhat 1a trong vong 18 thang dau ké tir
khi chan doan (56.7%), kiéu hinh MD té bao
B thuong gap hon ca. Triéu chung 1am sang
thuong gap 1a thiéu mau nhe va gan lach to.
Dic diém sinh hoc ghi nhan sé luong BC
tang cao trén 50 x 10%/L chiém 20% (6 BN),
trong d6 c¢6 3 BN ¢6 sb luong BC trén 100 x
10%L, LDH la dau chang sinh hoc thudng
hay ting nhét (43.3%). Men gan thudng ting,
dic biét 1a nhitng BN theo ddi xam lan gan.
Vé dic diém di truyén sinh hoc phan tu,
ching t6i ghi nhan da s6 la xuat hién lai cac
dot bién cii cua thoi diém lic chan doan
bénh, ghi nhan 5 trudng hop co dot bién mai.

30 bénh nhan duoc phan chia diéu tri
theo nhom nguy co: 25 BN thugc nhom nguy
co cao (S3-4), 5 BN thudc nhém nguy co
trung binh (S2). Ti 1& dat lui bénh sau tai tan
cong duoc ghi nhan dat 76.7% trén tong s6
BN, trong d6 ti 1¢ lui bénh & nhom S3-4 la
72%, va 100% (5/5) & nhém S2, véi p=0.3.
Panh gia ti 18 lui bénh theo phan loai té bao
thi chdng t6i ghi nhan dugc dong lympho B
dat ti 18 lui bénh t6t hon so vai lympho T
(90% vs 50%, p=0.026), su khac biét c6 y
nghia théng ké. Két qua ndy so véi cac
nghién cau trén thé gigi nhu BFM-87 Vi
207 BN, ti I¢ CR toan thé 1a 87%, nhom kiéu
hinh mién dich té bao T 1a yéu té tién luong
xau[6]. Nhom nghién ciu diéu tri tai phat

NOPHO (bao gdm 91 BN diéu tri phac do
ban dau véi NOPHO ALL-92, ALL-2000) co
ti 1€ CR 1a 91%, nhém nguy co cao la 82%,
nhém nguy co chuin 1a 97%, nhém dong té
bao T van la yéu t6 tién lugng xau [9], so véi
nghién cau RALLE Pilot 2004-2010, ti I¢ dat
lui bénh toan thé 1a 90%[11].

Thoi gian séng con toan bo (OS) va thoi
gian song khoéng su kién (EFS) 4 nim cua
nghién ctu cua ching toi lan luot 1a: 19.9%
+ 10 va 17.1% =+ 8.8. Céc yéu té anh huong
Ién OS bao gom dong té bao T, nhém nguy
co cao lan luot véi HR= 6.3 va p=0.006, HR
9.27 va p=0.044. Yéu t6 anh huong 1én EFS
chi mdi yéu té nhom nguy co cao véi HR
7.89 va p=0.049. Piéu nay phu hop véi cac
nghién ctu thé gigi truée day: kiéu hinh
mién dich té bao T, phan nhém nguy co cao
la nhitng yéu t6 tién lwong xau[5],[7]. MRD
van chua cho thdy ¥ nghia tién luong rd rang
trong nhom nghién ctu chang t6i, diéu nay
khéc biét véi cac nghién ciu thé gidi, co thé
do ¢& mau chlng tdi con gi¢i han nén chua
thy rd sy khéc biét nay. Ti I¢ OS va EFS - 4
nam cua nghién ctu ching tdi kha thap so
v6i nghién cau thé gigi do su khéc biét vé
mau, ddi twong nghién ctu. Céc nghién ciu
caa nhém NOPHO ghi nhan OS - 5 nam dao
dong tr 36-51%, nghién cau nay tinh trén
toan bo cac phan nhom nguy co, trong khi
ching toi chi tinh trén nhom nguy co trung
binh va cao[9]. O nghién citu RALLE Pilot
2004 - 2010 trén nhom dbi twong lién quan
tuy xuong (40 BN) ghi nhan ti I¢ OS - 5 nam
va EFS - 5 nam 1a 37% =+ 8[11]. Nghién ctu
chung t6i ciing bi han ché vé mat ghép té bao
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gbc ddng loai trén nhom BN nguy co cao
chua thét su tién hanh trén tit ca BN c6 chi
dinh do nhiéu ly do: chi phi qué& I6n, nguoi
cho phu hop HLA khong c6, TBI chua c6 &
Viét Nam trudc day.... Trong nghién chu
ching t6i, 1 BN chan doan T-ALL tai phat
khang tri véi diéu tri tai tin cong
Daunorubicin-Fludarabin-Cytarabine va ca
phac d6 Nelarabine-Cyclophosphamide-
Etoposide, BN duogc diéu tri tai tin cong voi
phac d6 COOPRALL-2007 va dat lui bénh
sau bloc VANDA. BN téi phat sém sau 2 dot
cing ¢b R, va duogc diéu tri lai véi VANDA
van dat lui bénh vé mat té bao hoc. BN dugc
tién hanh ghép té bao gdc haplo tir nguoi cho
la cha rudt, khong may man 1a BN bi bién
chtng tiéu mau kéo dai trong qué trinh ghép
TBG, tai phat vao N49, sau d6 tir vong vi
nhiém tring ning, suy da co quan vao N62
cua sau ghép TBG.

Ti 1& tai phat 1an 2 kha cao (60.9%), vi tri
tai phat lai thuong la tay xwong. Nhom kiéu
hinh mién dich té bao T ¢4 ti Ié tai phét cao
hon nhém té bao B (80% so vai 55.6%) du
su khac biét khong c6 ¥y nghia thong ké.
Nhom nguy co cao ciing co ti I¢ tai phat cao
hon (72.2% S0 véi 20%). Diéu nay budc dau
cho thay sy anh huong ciia nhém nguy co va
kiéu hinh mién dich 1én nguy co tai phat lan
2. Mot nguy@n nhan cé thé 1am cho ti 18 tai
phéat cua nghién ciru chung téi cao la do ti 1é
BN duoc ghép té bao gbc ddng loai sau khi
dat lui bénh khé thap, 8/25 (32%).

Céc bién chung trong qué trinh diéu tri 12
s6t giam bach cau hat, ting men gan, da phan
6 do I-III. Co6 2 truong hop té vong lién

326

quan dén diéu tri, ca 2 déu xay ra ¢ giai doan
chd moc tay xwong trong qua trinh ghép té
bao gdc ddng loai, 1 BN do nhiém tring
nang suy da co quan tir vong, 1 BN do bién
ching GVHD ton thuong da co quan, CMV
tai hoat nhiéu lan va tr vong trong bénh canh
suy da co quan. Pidu nay cho thdy vai trd
quan trong trong diéu tri hd tro giai doan suy
tay bao gdm: ché do dinh dudng, chim soc
theo ddi c4c bién ching va cac phuong phap
diéu tri chdng thai ghép...

V. KET LUAN

Nghién ctru caa ching t6i nham budc dau
danh gia hiéu qua diéu tri cua phac dd
COOPRALL-2007 trén BN bach ciu cip
dong lympho tai phat o tré em. Két qua ban
dau cho thay hiéu qua phac do trén BN B-
ALL va nhém nguy co trung binh dat hi¢u
qua cao vai ti 1€ lui bénh la 90% va 100%.
biéu tri trén T-ALL van con 1a 1 thach thuc,
van can thém nhiéu nghién ctu thar nghiém
cac thudc mai, liéu phap diéu trj tring dich
trén nhom BN nay. OS va EFS 4 nam con
thap, dat ra cau hoi nghién ctru trong tuong
lai tim kiém cac liéu phap diéu tri duy tri kéo
dai két qua lui bénh cho BN. Cac bién ching
va tac dung phu ciia phac d6 trong gidi han
chap nhan duoc. Do d6, chung t6i két luan
phac 6 COOPRALL-2007 pht hop cho diéu
tri tai tan cong trén BN bach cau cip dong
lympho tai phéat ¢ tré em.
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