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Identification of factors contributing to_intra- and inter-patient variability
in blood concentrations of immunosuppressive drugs
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Tacrolimus is used as an immunosupgressive agent for allograft
transplantation and requires frequent measurements of the blood concentration due to the narrow
therapeutic range. To avoid graft-versus-host diseases and tacrolimus-related toxicities, conducting
therapeutic drug monitoring of tacrolimus is important for optimizing the dose keeping the
therapeutic range of the blood concentration in individual patients. This study found that CYP3A5
and POR gene polymorphisms are inter-individual tacrolimus variation factors in renal transplant
recipients. In the aspect of intra-individual variability, this study also indicated that vonoprazan
coadministration increases the tacrolimus concentration regardless of CYP2C19 or CYP3A5 genetic
polymorphisms. Thus, it is considered that frequent therapeutic drug monitoring of tacrolimus is
necessary when intra-individual variabilities of tacrolimus blood concentrations are suspected.
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