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Camptosar

5.3 Patients With Reduced UGTIAL Activity

Individuals who are homozygous for the UGTIAL*28 allele (UGTIAL 7 7 genotype) are at

3\ 3]
mereased risk for neutropenia following mitiation of CAMPTOSAR treatment @mﬁ;ﬁ%)ﬁi Eb\ 4 *
In a study of 66 patients who received single-agent CAMPTOSAR (350 mg m' once-every=3- @Tﬁﬂg‘ib‘ %?i’ L}ﬁ‘:

tveeks). the incidence of grade 4 neutropenia in patients homozygous for the UGTIA1*28 alicke
was 50%, and in patients heterozygous for this allele (UGTIAL 6 7 genotype) the maidence was
12.5%. No grade 4 neutropenia was observed i patients homozygous for the wild-type allele
(UGTIAI 66 genotype)

In a prospective study (n=250) to investigate the role of UGT1A1*28 polymorphism i the
development of toxicity in patients treated with CAMPTOSAR (180 mg m’) in combination with
mnfusional $-FU LV, the incidence of grade 4 neutropenia m patients homozygous for the
UGTIAL*28 allele was 4.5%, and m patients heterozygous for this allele the incidence was

§.3%. Grade 4 neutropenia was observed m 1.8% of patients homozygous for the wild-type
allcke

In another study in which 109 patients were treated with CAMPTOSAR (100-125 mg nr') in
combination with bolus $-FU LV, the incadence of grade 4 neutropenia in patients homozygous |
for the UGT1A1*28 alleke was 18.2%, and in patients heterozygous for this alleke the incidence |
was 11.1%. Grade 4 neutropenia was observed m 6.8% of patients homozygous for the wild-
type allele

When admstered m combmation with other agents or as a single-agent, a reduction in the
starting dose by at kast one level of CAMPTOSAR should be considered for patients known to
be homozygous for the UGT1A1*28 allele. However, the precise dose reduction in this patient
population is not known and subsequent dose modifications should be considered based on
individual patient tokerance 10 treatment [see Dosage and Admimistration (21]

b Camptosar prescription
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