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APPENDIX B.

Thiopurine.and methotrexate,dose alterations

Only thiopurine and MTX will'be interrupted for myelosuppression; vincristine and steroid,shoul d'be given on schedule. The omitted doses of
thiopurine and MTX,will not be made up. The oral doses of thiopurine and MTX should be adjusted to.maintain.ANC between 750/ L and
1500/mi and platelets3, 75,000/ L.

(a) Escalation of thiopurine and methotrexate for ANC >1.5 x 109/l during consolidation in regimen A, interimmaintenancein regimens A
and B, and continuing maintenance in regimens A;B and C:

Theoral doses of thiopurine and, methotrexate should be,adjusted to maintain the ANC between 0.75 and 1.5 x 109/l and the platelet count > 75 x
109/1.1%:

(1) ANC'is> 1.5 x 109/l and

(2) platelets> 75 x 109/l on Day 1 of any,maintenance course, and

(1) ANC was >1.5 x 109/l and

(2) platelets were > 75 x 109/l on Days 1, 29 and 57 of the preceding course, the dose of thiopurine should be escalated by 25% (from
75mg/m2/day).

If the subsequent monthly ANC is:

1) ANC > 0.75 and < 1.5 x 109/l (and platelets > 75 x 109/1), keep thiopurine at the 125% dose.

2) ANC < 0.75 and > 0.5 x 109/, or platelets < 75 x 109/I, thiopurine and methotrexate should be reduced to 50% of original (i.e. 0f»100%) dose
until the ANC recoversto? 0.75.Thiopurine and methotrexate should then‘beincreased to 75% of the original doseand then to full (i.e. 100%)
dose one week later, provided the ANC remains3 0.75 x 109/I.

3) ANC > 1.5x 109/ (and platelets > 75 x 109/1), keep thiopurine at,125% dose and increase methotrexate by 25% to 25 mg/m 2/dose.

4) Continue to increase the thiopurine dose at Day 1 of each maintenance course as outlined aboveif ANC > 1.5 x 109/l persists. Continue to
increase the methotrexate dose one month later if ANC > 1.5 x 109/I as outlined above. There areno maximum doses for thiopurine and
methotrexate.

(b) Reductions of thiopurine and methotrexate during regimen A, interim maintenancein regimens A and B and continuing maintenance
inregimensA, B and C:

1) If the neutrophil count falls to between 0.5 x 109/l and'0.75 x 109/I, halve the dose of thiopurine.

2) When the ANC recoversto? 0.75, thiopurine should then'be increased to 75% of the original dose and then to.full dose one week | ater,
provided the ANC remains3 0.75 x 109/1.

3) If the neutrophil count falls below 0.5 x 109/, ST OP thiopurineand methotrexate.

4) RESTART when the count is over 1.0 x 109/I. Restart at 100% of ‘protocol dose or, if less, the previously tolerated dose.

5) The same dose modifications apply to falling platelet counts. If the count is less than 75 but moreithan 50 x 109/l HALV E doseas 2 above; if
less than 50 x 109/l, STOPthiopurine and methotrexate.

RESTART as above when the count is greater than 100 x 109/1.

6) If counts seesaw wildly when restarting after cytopenia, starting at 50% of protocol dose andtitrating upwards is permissible, so asto avoid
frequent interruptions to thiopurine exposure. This manoeuvre is not often necessary. (Protocol note added May 1998).

7) Thrombocytopenia may be m ore marked for patients on 6-thioguanine. If it proves impossible to maintain the neutrophil count in the range
outlined above without unacceptable thrombocytopenia, it may be necessary to change the patient to 6M P

NOTE: Tolerance of 150% or more of the target protocol thiopurine dose for prolonged periods may be indicative of partial or non-compliance,
and is potentially dangerousif the patient suddenly starts to comply fully. Metabolite assays in'such circumstances can be helpful to exclude
non-compliance and can be arranged with Professor Lilleyman or Dr. Lennard (contact addresses on p.3). Rareindividuals (1 in 300) taking
thiopurine who are congenitally lacking intracellular TPMT will show profound myelosuppression at standard dose. These patientswill be
identified prospectively at the time of diagnosis, and advice on dosing will be given by thetrial co-ordinators.
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