Bone marrow l l l(MRD)

IT methotrexate l l l
Daunorubicin 25mg/m2 l l l l

Peg Asparaginase l l

ooy

Dexamethasone |

Mercaptopurine I:I
Co-trimoxazole |:| D D |:| |:|

Day/cycle 1 8 15 22 29

Week 1 2 3 4 5

Date

Regimen B - Induction.
Flowchart 8
Note that patients must have M1or M2 marrow at day 8 and M1 at day 29 to continue on regimen B

Patients < 16 years with M3 marrow at day 8 switch to regimen C induction 2 (flowchart 15b).
Patients > 16 years continue on Regimen B regardless of day 8 marrow
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Regimen B - standard BFM consolidation.
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BM

IT Methotrexate

Vincristine

Dexamethasone

Mercaptopurine

Oral methotrexate
Cotrimoxazole
Day/cycle

Week

Date

Thiopurine sample between weeks 14-17.

L] L]
|
* * * * * *
[] L] [] [] [] [] [] []
1 8 15 22 29 36 43 50
11 12 13 14 15 16 17 18

Regimen B - Interim maintenance no 1.
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Bone marrow

IT methotrexate

Doxorubicin 25mg/m2

Vincristine

Dexamethasone 10mg/m2

Peg Asparaginase

Cyclophosphamide

Mercaptopurine 60 mg/m2

Cytarabine
Co-trimoxazole
Days/cycle
Week

Date

l Randomised 2 DI?

Proceed to Interim
l Maintenance Il

Randomised 1 DI?

Proceed to
Maintenance

19 20 21 22 23 24 25

Regimen B - Delayed intensification no 1
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IT Methotrexate l l

Vincristine l l

Dexamethasone |:| |:|

Mercaptopurine |

Oral methotrexate * * * * *
Co-trimoxazole [] [] [] [] [] [] []
Day/cycle 1 8 15 22 29 36 43
Week 26 27 28 29 30 31 32
Date

Regimen B - Interim maintenance no 2.

Flowchart 12



IT methotrexate

Doxorubicin 25mg/m2

Vincristine

Dexamethasone 10mg/m2

Peg Asparaginase

Cyclophosphamide

Mercaptopurine 60 mg/m2

Cytarabine

Co-trimoxazole
Days/cycle
Week

Date

43

34 35 36 37 38
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Regimen B - Delayed intensification no 2

Flowchart 13
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IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone

Mercaptopurine

Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle

Week (2 x DI)

Week (1 x DI)
Date

‘ (MRD) (2 DI patients)
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Regimen B. Maintenance cycle 1.

Starts at week 26 for those randomised to one delayed intensification
Flowchart 14a
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IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone

Mercaptopurine

Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle

Week (2 x DI)

Week (1 x DI)
Date

‘ (MRD) (1 DI patients)
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Regimen B. Maintenance cycle 2.
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Co-trimoxazole

Day/cycle

Week (2 x DI)

Week (1 x DI)
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Regimen B. Maintenance cycle 3.
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IT Methotrexate
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Dexamethasone
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Co-trimoxazole

Day/cycle
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Regimen B. Maintenance cycle 4.
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IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone
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Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle
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Regimen B. Maintenance cycle 5.

Flowchart 14e




IT Methotrexate
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Dexamethasone
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Co-trimoxazole

Day/cycle
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Regimen B. Maintenance cycle 6.
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BM

IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone

Mercaptopurine

Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle

Week (2 x DI)

Week (1 x DI)
Date

(EOT MRD 2 DI girls)
Girls having 2 delayed intensifiactions stop treatment at week 114 with final BM (MRD) & LP
NB Girls having a single delayed intensification continue therapy to D35 cycle 8

|
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Regimen B. Maintenance cycle 7.
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BM

IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone

Mercaptopurine

Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle

Week (2 x DI)

Week (1 x DI)
Date

Girls having a single delayed intensification stop therapy at end of week 114

(EOT MRD single DI girls)
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Regimen B. Maintenance cycle 8.

Flowchart 14h




IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone
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Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle

Week (2 x DI)
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Regimen B. Maintenance cycle 9.
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IT Methotrexate

Vincristine 1.5mg/m2

Dexamethasone
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Oral methotrexate 20mg/m2
Co-trimoxazole

Day/cycle

Week (2 x DI)
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Regimen B. Maintenance cycle 10.
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(BM(MRD) for 2 x DI boys) week 166 EOT for boys having 2 delayed intensifications

IT Methotrexate NB Boys having a single delayed intensification
continue therapy to D64 cycle 12

Vincristine 1.5mg/m2 i i i

Dexamethasone |:| |:| I:l

Mercaptopurine |

Oral methotrexate 20mg/m2 * * * * * * * * * * *
Co-trimoxazole |:| |:| |:| |:| |:| |:| |:| |:| |:| |:| |:| |:|
Day/cycle 1 8 15 22 29 36 43 50 57 64 71 78

Week (2 x DI) 161 162 163 164 165 166

Week (1 x DI) 146 147 148 149 150 151 152 153 154 155 156 157
Date

Regimen B Maintenance cycle 11
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BM (MRD)
Boys having a single delayed intensification stop therapy at D64 (Week 166)

IT Methotrexate

— —

Vincristine 1.5mg/m2 l l

Dexamethasone |:| |:|

Mercaptopurine |

Oral methotrexate 20mg/m2 * * * * * * * *
Co-trimoxazole I:I I:I I:I I:I I:I I:I I:I I:I I:I
Dayi/cycle 1 8 15 22 29 36 43 50 57
Week (1 x DI) 158 159 160 161 162 163 164 165 166
Date

Regimen B Maintenance cycle 12
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