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Conclusions

• Neuropsychiatric AEs in TMC125-treated
patients:
– were overall not more frequent than placebo
– were generally mild to moderate in severity

(ACTG grade 1 or 2)
– generally resolved without intervention
– infrequently led to treatment discontinuation.

• These results suggest that the addition of
TMC125 to antiretroviral therapy is not
associated with an increase in neuropsychiatric
adverse events compared with placebo.
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Abstract
Background
TMC125 is a novel NNRTI active against wild-type HIV-1 and HIV-1
resistant to current NNRTIs. 

Methods
TMC125-C203 is a 48-week, randomised, blinded, placebo-controlled,
dose-escalation trial in three-class-experienced, HIV-1-infected
patients. Patients received placebo or TMC125 400mg, 800mg or
1,200mg bid (Phase II formulation), added to an optimised background
regimen (OBR) containing at least two other antiretrovirals. The
primary objective was to determine the safety and tolerability of
TMC125. This analysis focuses on the nervous system and psychiatric
events when all patients had been treated for at least 24 weeks. 

Results
The trial included 240 patients (66, 57, 74 and 43 patients received
placebo, 400mg, 800mg and 1,200mg TMC125 bid respectively). The
median age was 42 years and 11% were female. Median treatment
duration was 32 weeks. The incidence of all nervous system events
was similar between TMC125 doses and comparable with placebo:
38% with TMC125 vs 35% with placebo. A grade 3 nervous system
event was reported by 1% of TMC125 vs 2% of placebo patients. The
most frequently reported nervous system events with TMC125 vs
placebo were headache (19% vs 17% respectively), dizziness (10% vs
5% respectively) and insomnia (6% vs 5% respectively). For the
400mg, 800mg and 1,200mg doses of TMC125, the median onset of
these events was 16, 30, and 28 days respectively and the median
duration was 7, 29 and 29 days respectively. The incidence of
psychiatric disorders was similar between TMC125 (13%) and placebo
patients (11%). No grade 3 or 4 psychiatric events were reported and
only one patient, in the 400mg group, discontinued for a psychiatric
event (confusional state). The most frequent psychiatric event was
depression (4% of TMC125 vs 8% of placebo patients). 

Conclusions
The incidence and severity of neuropsychiatric events observed with
the 800mg dose of TMC125 was similar to that seen with placebo in
this study. Phase III trials with a new formulation of TMC125 with
comparable exposure to the 800mg bid Phase II formulation are
ongoing.
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