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Purpose : Due to its high potency against leukemic blasts, our institution has opted for the use of
dexamethasone during acute lymphoblastic leukemia (ALL) remission induction, but in our most recent
treatment protocol, CMCPL-2005, we shortened the length of steroid treatment from 4 to 3 weeks. We
compared both the rates of remission induction and significant complications observed during induction
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with CMCPL-2005, with those noted for our previous protocol, CMCPL-2001.

Methods : We retrospectively reviewed the records of patients diagnosed with ALL from January,
2001 to December, 2006 at the Department of Pediatrics, St. Mary’'s Hospital, the Catholic University
of Korea. Data concerning age, sex, WBC count at diagnosis, immunophenotype, cytogenetic traits,
and risk group were collected for each patient. Results of remission induction treatment were com-
pared between the two patient groups. Infection and other major complications resulting from treat-

ment were investigated according to NCI toxicity criteria.

Results : A total of 141 and 88 patients received remission induction under CMCPL-2001 and CMCPL-
2005 respectively. In the CMCPL-2001 group, 136 (96%) achieved complete remission while 82 (93%)
achieved CR in the CMCPL-2005 group. Patients in the CMCPL-2005 group were more likely to
undergo remission induction without experiencing major complications. However, with regards to ste-

roid related toxicities such as infection, no significant differences were noted.

Conclusion : We shortened the length of steroid administration from four to three weeks, yet found
the remission induction rate to be comparable to that of our previous regimen. However, rates of steroid
related toxicities such as infectious complications remain unchanged despite shortened exposure to

dexamethasone. (Korean J Pediatr 2007;50:1217-1224)
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Table 1. Remission Induction Protocol for CMCPL-2001 and CMCPL-2005

CMCPL-2001

CMCPL-2005

Dex 8 mg/m’ for 1 week

IT-MTX on 1st day”

Standard and intermediate risk:
Dex 8 mg/m’ days 1-21
Ver 1.5 mg/m’” days 1, 8, 15, 22
Daun 45 mg/m’ days 1, 8t

Prephase

Induction therapy

Asp 6,000 wm’ days 2, 4, 6, 9, 11, 13, 16, 18, 20

High and Extremely high risk:
Same as above with the addition of
Cyclo 1,200 mg/m’ on day 1

Dex 8 mg/m’ for 1 week
Triple intrathecal chemotherapy on 1st dayJr

Dex 8 mg/m’ days 1-14

Ver 1.5 mg/m” days 1, 8, 15, 22

Daun 45 mg/m’ day 1

Asp 6,000 wm’ days 2, 4, 6, 9, 11, 13, 16, 18, 20

IT-MTX days 1, 22 for CNS (-) disease
Triple IT days 1, 8, 15, 22 for CNS (+) disease

Abbreviations : Dex, dexamethasone; Vecr, vincristine; Daun, daunorubicin; Asp, asparaginase; Cyclo, cyclophosphamide; IT-MTX,

intrathecal methotrexate

“Triple intrathecal chemotherapy for less than 2 years old: methotrexate, cytarabine, hydrocortisone

Methotrexate, cytarabine, hydrocortlsone
Daunorubicin on day 8 not given if ANC<500/m®

- 1218 -



Table 2. Risk Group Stratification for CMCPL-2001

Risk Group Criteria

Standard All of the following:
Age 1-5
Initial WBC count <20,000/mm”
Good prephase steroid response
(PB blast <1,000/mm”)
No MLL, BCR/ABL or t(1;19) translocation
No T cell, No biphenotype leukemia

CR on day 28-35

Same as above except,
Age 6-9 or
Initial WBC count 20,000-50,000/mm’

Intermediate

One of the following:

Age 10-14

Initial WBC count L")O,OOO*IOO,OOO/mm3
Poor prephase steroid response

T-cell ALL

CNS leukemia at diagnosis

High

One of the following:

Age <1 or =15

MLL, BCR/ABL, t(1;19) translocation or
hypodiploidy of <45

Initial WBC count >100,000/mm’

Failed remission induction
(BM blasts =5% at day 28-35)

Biphenotype leukemia

Extremely high

Table 3. Risk Group Stratification for CMCPL-2005

Risk group Criteria

Low All of the following:
Age =1 and <10
Initial WBC count <50,000/mm®
Trisomy 4, 10, 17 or TEL/AML1
Good prephase steroid response
No MLL, BCR/ABL or t(1;19) translocation
No hypodiploidy <45

Standard Same as above except lack of

Trisomy 4, 10, 17 or TEL/AMLI translocation

High One of the following:
Age =10 and <15
Initial WBC count 50,000—100,000/1111113
CNS leukemia or testicular involvement
Poor prephase steroid response
t(1;19) or MLL translocation

One of the following:

Age <1 or =15

Initial WBC count >100,000/mm®
BCR/ABL translocation
Hypodiploidy of <45

Failed remission induction

Very high
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Table 4. Patient Characteristics

CMCPL- CMCPL-
2001 2005 P
value
n % n %
Total No. of Patients 141 88
Age, years
<1 5 3 4 5 056
>1, <10 111 79 54 61  0.0001
=10 25 18 30 34  0.0001
Sex 0.41
Male 78 55 52 59
Female 63 45 36 41
WBC count (/mm?®)
<50,000 108 77 67 76 1.0
>50,000, <100,000 17 12 7 8 020
=>100,000 16 11 14 16 018
CNS (+) 12 9 4 5 018
Immunophenotype
B lineage 127 90 7 88  0.48
T lineage 8 6 5 5 1.0
biphenotype 6 4 6 7 022
Chromosomal abnormalities 8 17 <0.0001
t(4;11) 1 07 5 6
t(1;19) 4 3 5 6
t(9;22) 3 2 7 8
Risk Group 0.055
Lower" 69 49 34 39
Higher ' 72 51 54 61

“Lower risk group:
For 2001 protocol group: standard, intermediate risk patients
; For 2005 protocol group: low, standard risk patients
Higher risk group :
For 2001 protocol group: high, extremely high risk patients
For 2005 protocol group: high, very high risk patients
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Table 5. Results of Remission Induction

CMCPL-2001 CMCPL-2005
n % n %
Final result
CR 136 96 32 93
PR 1 1 4 5
expired 4 3 2 2
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Table 6. Complications during Remission Induction

CMCPL-  CMCPL-
2001 2005 P
value
n % n %
At least 1 major complication 83 59 39 44 0.005
during RI
No major complication during RI 58 41 49 56
Complications 0.50
infection 49 28
hepatic 7 8
neurologic 18 8
gastrointestinal 13 5
pulmonary 5 1
hemorrhage 4 1
coagulopathy: DICx* 22 6 0.02
metabolic 11 2 0.049
pain 4
dermatologic 3
cardiovascular 4
endocrine 1
ocular 2
genitourinary 1
% weight change (range)T +2.8 +0.4 0.09
(-28 to (-19.8 to
+40) +18.5)

‘increased fibrin split products or D-dimer necessary for diagnosis
% weight change=[(Weigh end-Weight start)/Weight start] < 100"

Table 7. Infectious Complications during Remission Induction

CMCPL-
2001

CMCPL-
2005 P
value

n % n %

Infection 49 35 28 32 050
undefined fever 34 17
clinically diagnosed infection 9 10
microbiologically diagnosed 6 1

infection
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