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Influence of UGT1A1 polymorphisms on nilotinib-induced

hyperbilirubinemia in Japanese CML patients.
O Maiko Abumiya', Naoto Takahashi?, Takenori Niioka®, Yoshihiro

Kameoka?, Naohito Fujishima?, Hiroyuki Tagawa?, Kenichi Sawada?,
Masatomo Miura*

'Department of Pharmacy, Akita University Hospital, Akita, Japan
’Department of Hematology, Nephrology, and Rheumatology, Akita
University Graduate School of Medicine, Akita, Japan

[Purpose] Nilotinib potently inhibits human uridine diphosphate-glucuronosyltransferase (UGT1A1)

activity, causing hyperbilirubinemia. We investigated whether the risk of nilotinib-induced
hyperbilirubinemia was affected by the UGT1A1 polymorphisms (*6, *27, and *28) in Japanese
imatinib-resistant or -intolerant CML or newly diagnosed CML patients.

[Methods]  This study was approved by the Ethics Committee of Akita University Graduate School of
Medicine. The 34 CML patients enrolled in this study. DNA was extracted from peripheral blood samples
and genotyped by procedures to identify the *6, *27, and *28 alleles of UGT1AL.

[Results] Patients increased of bilirubin levels greater than grade 1 based on the CTCAE score were
significantly larger in patients with the UGT1A1*6/*6+*6/*28+*27/*28 (poor metabolizers: PMs)
genotype compared to patient without (P = 0.026). In multiple logistic regression analyses, the elevation
of bilirubin level was associated solely with the UGT1AL1 PMs (P = 0.047, odds ratios: 10.86). UGT1Al
extensive metabolizers (*1/*1+*1/*6+*1/*28) increased of bilirubin levels greater than grade 1 was 30%
within 12 weeks after nilotinib administration, whereas the median time to elevation of bilirubin levels in
the UGT1A1 PMs was 2.5 weeks (hazard ratio: 4.95, P = 0.006).

[Conclusion]  Influence of UGT1AL inhibition by nilotinib seems to appear within 1-3 weeks after
nilotinib administration. Our results show that increased risk of hyperbilirubinemia could have been

identified by prospective genotyping of UGT1AL prior to initiating nilotinib therapy.
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