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Background - CYP2B6
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Background - microRNA
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Hypothesis

« Variability in efavirenz pharmacokinetics are associated with
genetic variants that alter miRNA regulation of CYP2B6.



3’UTR variants are associated with CYP2B6 activity in vivo
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rs70950385 variant is associated with CYP2B6 activity in vitro
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Proposed Mechanism

* rs70950385 (AG—>CA) variant
predicted to create a miRNA
binding site for miR-625-5p and
miR-1275.
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rs70950385 (CA allele) creates a miRNA binding site
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Conclusions

* The rs70950385 variant decreases CYP2B6 activity in vitro and in vivo.

» Genetic variants in the 3’UTR have the ability to alter enzyme activity by
interfering with miRNA binding.

» Genetic variants in the 3’'UTR may explain variation in metabolism and
drug response.



A

Acknowledgments

Todd Skaar, PhD 4 e ¥ : 4
Joseph Ipe, PhD - ., '
Marelize Swart, PhD

Zeruesenay Desta, PhD
Jessica Lu, MS
Ingrid Metzger, PhD
Nancy Thong

Andrea Gaedigk, PhD
Robin Pearce, PhD

Yunlong Liu, PhD

Eric Benson, MD, PhD - B 7 Mmﬂw
Thomas Deluca, PhD p—

Michael Eadon, MD
Brandon Gufford, PharmD, PhD
Division of Clinical Pharmacology

NIH-F31GM119401 (Burgess)
NIH-R01GM088076 (Skaar)
NIH-R01GMO078501 (Desta)




