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Non-nucleoside reverse transcriptase inhibitors (NNRTIs) are key components of combination anti-HIV therapy. However,
resistance to HIV-1 may rapidly develop during NNRTI therapy, especially if adherence is incomplete.’

There is a need for new NNRTIs that are highly potent against viruses resistant to currently available NNRTIs, and that
possess an increased genetic barrier to the development of resistance.

Figure 1. Structure of TMC278

Results

Virology
Activity of TMC278 against wild-type HIV-1
TMC278 showed a median ECs of 0.5 nM (0.18 ng/ml) against wild-type HIV-1/LAl, and a median 50% cytotoxic

concentration (CCso) of 8.1 pM (2.9 pg/ml). This resulted in a selectivity index (ratio CCso/ECsg) of 16,000, indicating
that TMC278 is a potent and specific HIV-1 inhibitor.

Activity of TMC278 in combination with other antiretrovirals
* Combination experiments showed no evidence of antagonism between TMC278 and any of the investigated drugs.

Human pharmacokinetics

* TMC278 was well absorbed following single oral doses, with dose-proportional increases in exposure
up to 200 mg (Table 2).
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Figure 5. Correlation between ex vivo antiviral activity
Plasma samples from the volunteers who had received ~and plasma concentration of TMC278 in the CDE-102 trial
TMC278 during the CDE-102 trial were serially diluted.
The antiviral activity of these diluted samples against
HIV-1/LAI was determined in vitro, and converted to a0
concentration equivalents by comparison with the ECs,
of TMC278 against this viral strain.

In the presence of 50% human serum, the fold change in ECs, (FC) was 9, a shift comparable to that observed for EFV.

At the 300 mg dose the increase in exposure was less than dose proportional.

tmax was achieved at a median of 4 hours post-dose in all dosing groups. Following tmax, drug concentrations declined
exponentially with time.

Concentrations of TMC278 estimated from this
bioassay were highly correlated with the TMC278
concentrations determined by LC-MS/MS assays of the
same samples (Figure 5).
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TMC278 (R278474) is a DAPY compound that is being evaluated
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assessed in vitro. Each drug combination was tested at 3 molar ratios using the isobologram method.” K101E +K103N | >10,000 183.0 092 1.8 0 AT oncei—gaily gdministration g

P : P n ; : K103N +Y181C >10,000 43.0 1.70 32 irapl " . —— I
o The effect of TMC278 binding to plasma proteins was assessed by determining the median 50% effective concentration ' aviesinelefevien ZIIMCZIE . b -
t 1 g At 50 mg, the Crax averaged 247 ng/ml (674 nM; 2 5m9 Acknowledgements
(ECs0) value of the compound in the presence of 50% human serum in cell culture experiments. CV = 12%) and mean AUC.. was 7,720 ngeh/ml H . 25mg g
a Resuls for NVP and EFV were generated previously (CV =125%). 2 Acknowledgement and special thanks to many colleagues in Tibotec, Johnson & Johnson Pharmaceutical Research and

Pharmacokinetics, safety and tolerability B FCESthe i mernE G eluecfthe e entimerian £y T Figure 3. TMC278 demonstrates an increased genetic * Following daily oral administration, AUCo-24 g ™ Development, and in the Clinical Pharmacology Units involved in the trials.
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