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Conclusions
• When coadministered with fosAPV/r 700/100mg

bid, TMC125 exposure was in the range observed
after the administration of the same dose and
formulation in historical controls without 
boosted PI use.

• The PK parameters of APV showed significant
increases after the addition of TMC125 to the
ARV regimen, without any changes observed 
in the pharmacokinetics of ritonavir.

• Short-term coadministration of TMC125 with
fosAPV/r in HIV-infected volunteers was generally
safe and well tolerated.

• TMC125 can be coadministered with fosAPV/r
without dose adjustment.

• Dose adjustment of fosAPV (administered with
low-dose RTV) might be considered when
combined with TMC125.
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Abstract
Background
TMC125 is an NNRTI with potent activity against
both wild-type HIV and viruses resistant to currently
approved NNRTIs. TMC125 is a substrate and
inducer of CYP3A4. The protease inhibitor (PI)
amprenavir (APV), administered as fosamprenavir
(fosAPV) with low-dose ritonavir (RTV), is a
substrate and inducer of CYP3A4. This study was
conducted to investigate the effect of TMC125 on
the pharmacokinetic (PK) profile of APV when
administered as fosAPV with low-dose RTV
(fosAPR/r). 

Methods
TMC125-C117 was an open-label, add-on, one-way
interaction trial in HIV-infected volunteers, being
treated with a stable antiretroviral (ARV) regimen
consisting of fosAPV/r 700/100mg bid and NRTIs. 
On Days 1–13, 800mg bid of TMC125 (Phase II
formulation) was added, with a morning dose on
Day 14. Steady-state 12h PK profiles of APV and RTV
were assessed on Days –1 and 14, and for TMC125
on Day 14. Plasma concentration data was analyzed
by non-compartmental methods. PK parameters of
APV were analyzed using a linear mixed effect model.
PK parameters of TMC125 were compared with
historical controls. Safety and tolerability were
assessed during the trial.

Results
One female and seven males participated (median age
42 years). APV AUC12h, Cmax and Cmin were 169% 
(90% CI: 153–186%), 162% (90% CI: 147–179%)
and 177% (90% CI: 139–225%), respectively, when
combined with TMC125 compared with
administration without TMC125. Least square (LS)
mean ratios for AUC12h, Cmax and Cmin of RTV were
100% (90% CI: 81–123%), 102% (90% CI:
79–131%) and 93% (90% CI: 70–124%),
respectively, when combined with TMC125. Plasma
concentrations of TMC125 were in the range of those
observed in HIV-positive volunteers receiving TMC125
without the coadministration of a boosted PI. The
short-term concomitant administration of TMC125
and fosAPV/r was generally safe and well tolerated.

Conclusions
Plasma concentrations of APV are significantly
increased when fosAPV/r is coadministered with
TMC125, without relevant changes in RTV PK
parameters. Dose adjustment of fosAPV might be
considered when combined with TMC125. No
apparent effect of APV on TMC125 PK was noted.

 


