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Objective

TMCI25 is an NNRTI with potent activity against both wild-type HIV and viruses
resistant to currently approved NNRTIs. With the Phase Il formulation of TMCI25,
intake after a substantial meal (>500kcal) was required due to a 3-fold increase in
bioavailability compared to fasted conditions. The objective of this study was to evaluate
the effect of various types of meals on the oral bioavailability of TMCI125 when
administered as the Phase Il formulation F060.

Methods

This was a Phase |, open label, randomised, 3-period crossover trial in 2 panels of

12 HIV-negative volunteers each. Panel | received a single 100mg dose of TMCI125
(F060) on three occasions: after a standard breakfast, in fasted state and after a snack
(croissant). Panel 2 received the same treatment after the intake of a standard breakfast,
a high-fibre breakfast (fruits) and a high-fat breakfast. There was a washout period of at
least 14 days between subsequent periods. For each intake, full pharmacokinetic (PK)
profiles of TMC125 were determined up to 96 hours post-dose. PK parameters were
determined by non-compartmental analysis and analysed using a linear mixed-effect
model for a crossover design.

Results

Twenty-four male HIV-negative volunteers participated in the study (mean age 29 years).
The LSmean ratio of AUC,, and C,,, after intake in fasted condition was 49% (90%
confidence interval [Cl]: 39-61) and 56% (90% CI: 41-77), respectively, versus a
standard breakfast. When given after a snack these values were 80% (90% Cl: 69-94)
and 97% (90% CI: 75-125), respectively. After intake following a high-fibre breakfast
these values were 75% (90% CI: 63-90) and 62% (90% CI: 47-83). When given after a
high-fat breakfast the LSmean ratio of AUC, and C,,, were 109% (90% CI: 84-141)
and 95% (90% ClI: 70—129) versus standard breakfast. The administration of three
single doses of 100mg TMCI25 was generally safe and well tolerated.

Conclusions

The effect of food on the oral bioavailability of the Phase Ill formulation of TMCI125 was
less compared to the Phase Il formulation. The lowest exposures were reached when
TMCI125 was taken in fasted state or after a meal with high-fibre contents. The
difference in exposure after a high-fat breakfast or snack compared to a standard
breakfast is not considered clinically relevant. TMCI25 should be taken with a meal.

¢ The oral bioavailability of the Phase Ill formulation of
TMCI 25 is less affected by food intake compared with the
Phase Il formulation.

* Lower exposures are obtained if TMCI25 is taken in a
fasted state or after a high-fibre meal.

* The differences in exposures of TMCI25 if taken after a

high-fat meal, standard breakfast or a croissant are not

clinically relevant.

e TMCI25 should be taken with a meal.

Acknowledgements

The authors would like to express their gratitude to the patients. We also
acknowledge:

* M-P Bouche, & Pharmaceutical Research and Development, Beerse,
Belgium

* A Pozniak and M Boffito, St Stephens Centre, Chelsea and Westminster
Hospital, London, UK

This poster is avaiable on-line at www.tibotec.com Presented at the 7th International Workshop of Clinical Pharmacology, 2022 April 2006, Lisbon, Portugal.



