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[Purpose] Fexofenadine enantiomers have a stereoselectivity on the disposition after racemic dosing and these
pharmacokinetics primarily depend on the activities of multiple transporters, including P-gp and OATPs. Apple
juice (AJ) and grapefruit juice (GFJ) are the intestinal OATP2B1 inhibitor, and GFJ is also a P-gp inhibitor. We
aimed to investigate whether these fruit juices ingestions affected the pharmacokinetics of fexofenadine
enantiomers.

[Methods] In a randomized, two-phase, open-label, crossover study, 14 healthy subjects received 60 mg of racemic
fexofenadine simultaneously with water, AJ or GFJ. For the uptake studies, oocytes expressing OATP2B1 were
incubated with 100 uM (R)- and (S)-fexofenadine in the presence or absence of 10% AJ or GFJ.

[Results and Discussion] A single AJ ingestion significantly decreased the AUCy 24 for (R)- and (S)-fexofenadine
by 49% and 59%, respectively, while a single GFJ ingestion showed that the AUC, 24 of (R)- and (S)-fexofenadine
decreased by 39% and 52%, respectively. The inhibitory effects of GFJ were similar to or less than those of AJ.

For in vitro uptake studies, the uptake of both fexofenadine enantiomers into OATP2B1 cRNA-injected oocytes
was significantly higher than into water-injected oocytes, and this effect was 2.2-times greater for (R)-fexofenadine
(P < 0.001). In addition, AJ and GFJ significantly decreased the uptake of both enantiomers into OATP2B1
cRNA-injected oocytes.

[Conclusions] These results suggest that OATP2B1 plays an important role on the stereoselective ph
armacokinetics of fexofenadine, and AJ and GFJ ingestions probably inhibit intestinal OATP2B1-med
iated transport of both enantiomers. Furthermore, since GFJ inhibits P-gp-mediated transport of fexof]
enadine, OATP2B1-inhibition by GFJ may be attenuated by P-gp-inhibition.
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<Purpose> Bosutinib is tyrosine kinase inhibitor (TKI) for the treatment for Ph-positive CML. In TKI
therapy for CML patients, therapeutic drug monitoring (TDM) is a new strategy that provides a method for
optimizing the drug dosage to obtain faster and deeper clinical responses. The purpose of this study is to
establish a target plasma concentration (Co) for TDM of bosutinib therapy.
<Method> In the present study, Co of bosutinib on stable state were measured by using HPLC method. In
addition, we also analyzed the effect of bosutinib-induced diarrhea on the bosutinib exposure on day 1 and
trough concentration (Co) on day 4 or later.
<Result> After administration of the initial bosutinib 500 mg/day dose, diarrhea occurred on day 1 inall 8
patients. Mean bosutinib AUCCq.¢ on day 1 in 4 patients with diarrhea of CTCAE grade 1 and 4 patients with
grade 2 diarrhea were 588 and 569 ngh/mL, respectively. In the maintenance phase after beginning bosutinib
administration, the mean daily dose and Cq of bosutinib were 383 mg/day and 105 ng/mL, respectively. The
steady-state mean bosutinib Co were 105, 73, 102 and 106 ng/mL at the 300, 400, 500 and 600 mg/day dose,
respectively and did not relate to daily dose.
<Discussion> In the present study, bosutinib dosage was adjusted to maximize the efficacy and
to minimize the incidence of adverse events; consequently, the mean bosutinib Co at steady-sta
te conditions was around 100 ng/mL. The target bosutinib Co might be set 100 ng/mL. Further
examination with a larger sample size will be necessary to corroborate the study results.
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