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Introduction

The anticancer agent indisulam is metabolized by
the cytochrome P450 enzymes CYP2C9 and
CYP2C19. Polymorphisms of these enzymes may
affect the elimination rate of indisulam.
Consequently, variant genotypes may be clinically
relevant predictors for the risk of developing
severe hematological toxicity.

2. Risk of dose limiting neutropenia

Dose limiting neutropenia: CTC grade 4
neutropenia (absolute neutrophil count
<0.5*1079/L) during at least seven days.
Populations of 10,000 patients with variant
genotypes were simulated to receive the
recommended indisulam dosage of 700 mg/m?2.
For each genotype, the proportion of patients who
experienced dose limiting neutropenia was

Table 2. Effect of heterozygous mutations.

effect .
polymorphism  effect size 99%Cl!  pualue
CYP2€C9'2 insignificant
CYP2CO3  Vmax 27%  19%40%  <0.0001
c ; 8% 31%-45% <0.0001

' The 95% confidence interval was established by likelihood
profiling.
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