Busulfan

BUSULFEX® ; BRAEHE 60 mg/1o mljvial

MYLERAN® UG 2 mg/tab
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> REHS . 23Rl FREEE (Myeloablative conditioning)

Dosing Weight Busulfan Target daily | Target cumulative
method group dose exposure exposure
(mg/kg/day) | (mg/L+h) | (mg/L-h)
Prescribing | < 9kg 4.0 18.4 Mean: 73.6
information | 9-<16kg |4.8 Range: 59 - 99
16-23kg |44
>23-34kg | 3.8
>34 kg 3.2
EBMT/ESID |3-15kg 5.1 22.5 Mean: 90
guidelines |15-25kg |4.9 Range: 85-95
for 25-50kg |4.1
ablative 50-75kg |33
HSCT 75-100kg | 2.7
EBMT/ESID |3-15kg 3.5 15 Mean: 60
guidelines |15-25kg |3.2 Range: 55-65
for 25-50kg |28
reduced 50-75kg |22
intensity 75-100kg | 1.8
HSCT

*Ref: PK-study busulfan I.H.Bartelink, JJ.Boelens et al. 2011 (submitted)
*TDM doses of busulfan are given at same rate (in mg/h) as initial dose, so
may not be over 3h For full myeloablative dose, aim for cumulative Busulfan
dose: AUC 85-95 mg/L x h Target 90 = 20706 -23180 mmol.min
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B KEMMSEEA  Prednisone-equivalent doses

(0.5 to 2 mg/kg/day)
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Busulfan is a sulfonylated bifunctional alkylating agent, which reacts with the
N-7 position of guanosine and interferes with DNA replication and
transcription of RNA. It interferes with the normal function of DNA by
alkylation and inducing N7G:N3A intra- or N7G:N7G inter-strand DNA cross-
links or protein-DNA cross-links responsible for its cytotoxicity. Busulfan has
a more marked effect on myeloid cells than lymphoid cells and is toxic to
hematopoietic stem cells. Busulfan exhibits little immunosuppressive
activity. The antitumor activity of busulfan is cell cycle phase-nonspecific.
Ref: 1. doi: 10.1076/).critrevonc.2013.07.006.
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