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Effects of gene polymorphisms on pharmacokinetics and pharmacodynamics of clomiphene:a systematic

review
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[Abstract] Objective To systematically evaluate the effects of gene polymorphisms on pharmacokinetics and pharmaco-
dynamics of clomiphene. Methods PubMed, Embase, Cochrane Library, CNKI, Wanfang Data and Sinomed were systemati-
cally searched to collect pharmacogenetics studies of clomiphenefrom inception to December 2018. Two researchers indepen-
dently screened and selected the literature according to the inclusion and exclusion criteria. Data were extracted from included
articles using a pre—designed data extraction form, and pooled by meta—analysis. Results The search identified 6 pharmacoge-
netics studies of clomiphene. Two studies reported the pharmacokinetics outcomes, revealed that CYP2D6 polymorphisms
may affect the exposure of clomiphene [AUC,, of active moiety, CYP2D6*wt/*wt: *wt/*10: *10/*10 = (4076.79+817.18)
nmol-h-L"": (5862.19+1383. 43) nmol-h-L"": (12 027. 68+2421.32) nmol-h-L"; AUC, ., (4~OH-DE-CC), CYP2D6 EM:
PM =393 (295-597) :149 (135-164) nmol-h-L™"]. Fourstudies reported the pharmacodynamics outcomes, revealed that
FSHR Asn680Ser polymorphism maybeassociated with the clomiphene resistance, but the association of CYP2D6 polymor-
phisms with clomiphene response was notfound. Conclusion CYP2D6 polymorphisms may affect the metabolism of clomi-
phene, FSHR Asn680Ser polymorphism maybe associated with the clomiphene resistance. More high quality and large sample
size clinical pharmacogenetics studies of clomiphene are needed.
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miphene, £k ) il 2 62% Jx =X 5 # 1k (enclomi-
phene, BxX) AL, RN T84 CYP2D6 .CYP3A4
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