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Abstract
Methods
TMC125-C223 is a randomized, controlled study of TMC125 in 199 patients with
documented NNRTI resistance and ≥3 primary protease inhibitor (PI) mutations.
Patients were randomized to TMC125 (400mg or 800mg bid) with an investigator
selected background, or standard-of-care control regimen.

Results
Median baseline viral load (VL) was 4.7 log10 copies/mL and CD4 count 100 cells/mm3.
At 48 weeks, the mean reduction in log10 VL (intent-to-treat (ITT), non-completer =
failure) was –0.88, –1.01 and –0.14 for the 400mg, 800mg and control arms,
respectively, the difference for both TMC125 doses versus control was statistically
significant (p<0.05). CD4 cell counts increased by 58, 61 and 13 for the 400mg, 800mg
and control arms, respectively.

Virologic failure on both TMC125 arms was 9%; in the control arm, 98% of patients
discontinued study, 78% due to virologic failure. The comparison of safety was
confounded by the lower median duration of treatment in the control arm of
17.9 weeks, versus 47.7 weeks in both TMC125 groups. Grade 3 and 4 adverse events
(AEs) (all causes) were reported in 43% of patients on TMC125; 17% discontinued due
to AEs. At baseline, patients had a median of two NNRTI mutations and the phenotypic
median fold-change (FC) to efavirenz, nevirapine and TMC125 was 41, 61, and 1.7,
respectively. 

The virologic response by number of NNRTI mutations at baseline is shown for the
800mg group (dose selected for Phase III development as new 200mg formulation). 

No. of mutations 0 1 2 ≥3
N (%) 14 (18%) 19 (24%) 16 (20%) 30 (38%)
Mean ∆ VL –1.67 –1.38 –0.90 –0.54

Conclusions
In this study, TMC125 showed high rates of sustained efficacy at 48 weeks in heavily
pretreated patients. The analysis of response by baseline resistance shows that TMC125
retains activity in the presence of multiple NNRTI mutations where current NNRTIs are
not expected to be effective.

Conclusions
Efficacy and safety

• In this study, TMC125 showed high rates of sustained efficacy at 48 weeks
in heavily pretreated patients.

• There were no dose-related effects on safety and tolerability.

• TMC125 retains activity in the presence of multiple NNRTI mutations
where current NNRTIs are not expected to be effective.

Baseline resistance and VL response

• Baseline FC to TMC125 in this highly treatment-experienced population
was low and increased with higher number of NNRTI mutations.

• There was no single NNRTI mutation that was associated with a FC >10
(arbitrary threshold) to TMC125.

• The mean change in VL in the TMC125 800mg bid group (imputed data)
was
– 0.90 log10 or greater in patients with ≤2 NNRTI mutations
– 0.54 log10 in patients with three or more NNRTI mutations.
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