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Abstract
Background
TMC125 is an NNRTI with potent activity against wild-type and NNRTI-
resistant HIV. Proton pump inhibitors and H2-antagonists are frequently used
in the HIV-infected population and drug–drug interactions have been
described with other antiretrovirals. The objective of this study was to
evaluate the effect of omeprazole and ranitidine on the pharmacokinetics
(PK) of TMC125 administered as the Phase III formulation. 

Methods
In an open-label, one-way crossover trial, HIV-negative volunteers randomly
received in three periods a single dose of 100mg TMC125 alone (Session 1);
11 days of 150mg ranitidine bid (Session 2); and 11 days of 40mg omeprazole
qd (Session 3). A single 100mg TMC125 dose was co-administered on Day 8
of Sessions 2 and 3. Sessions were separated by a washout period of 14 days.
Ninety-six-hour TMC125 PK were assessed in each session and determined
by non-compartmental analysis. Safety and tolerability were assessed. 

Results
Nineteen volunteers (7 female/12 male) participated. When a single dose of
TMC125 was administered in the presence of steady-state ranitidine,
TMC125 AUClast and Cmax were 86% (90% confidence interval [CI]: 76–97%)
and 94% (75–117%), respectively, compared with administration of TMC125
alone. When administered with steady-state omeprazole, these values
were 141% (122–162%) and 117% (96–143%), respectively. The
co-administration of a single dose of TMC125 and ranitidine or omeprazole
was generally safe and well tolerated. 

Conclusions
The bioavailability of TMC125 is not decreased when co-administered with
the H2-antagonist ranitidine or the proton pump inhibitor omeprazole. The
increased exposure of TMC125 when co-administered with omeprazole is
not considered clinically relevant. Based on the results of this study, TMC125
can be co-administered with proton pump inhibitors and H2-antagonists
without dose adjustments.

Conclusions

• Ranitidine has no clinically relevant effect on the oral
bioavailability of TMC125.

• Exposure to TMC125 is increased by 41% when
co-administered with omeprazole, possibly due to
inhibition of CYP2C19

– given the safety profile of TMC125 and that no
PK/safety relationship has been observed so far in
clinical studies, this increase is not believed to be
clinically relevant. 

• TMC125 can be co-administered with ranitidine and
omeprazole without dose adjustments. 

• Clinically relevant interactions with other proton pump
inhibitors and H2-antagonists are not anticipated.
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