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Abstract
Objective
To predict the decrease in progression to AIDS or death based on
the treatment benefit of TMC125 over active control on CD4
counts and HIV RNA.
Methods
In the TMC125-C223 trial, multidrug resistant patients (n=199,
baseline median CD4 99, HIV RNA 4.7 log10) were randomized to
receive optimized background treatment plus either TMC125
400mg bid, TMC125 800mg bid or best available treatment
(control). Twenty-four-week CD4 and HIV RNA data from TMC125
800mg bid group (n=79), the selected dose, was used to predict
clinical benefits (lower progression to AIDS or death) using a
standard regression method and a new categorization method:
1) regression method – data from 14 randomized clinical endpoint
trials (n>9,000) was used to correlate previous CD4 and HIV RNA
treatment benefits with the relative hazard of clinical progression;
2) CD4 categorization method – data from 14,000 patient-years on
highly active antiretroviral therapy (HAART) in the EuroSIDA cohort
within CD4 count ranges was combined with the proportions of
patients in the same ranges at Week 24 and used to predict rates of
disease progression during TMC125 800mg bid and control
treatment.
Results
At Week 24, CD4 counts rose by mean 48 cells/µL for TMC125
800mg bid versus 10 cells/µL for control; HIV RNA fell by mean
–1.2 and –0.2 log10 at Week 24 in the two groups. The CD4
categorization method predicted 1-year rates of progression to AIDS
and death of 12% for TMC125 versus 17% for control, a
comparative reduction of 31%. The regression method predicted a
39% comparative reduction from the difference in HIV RNA levels,
and a 33% comparative reduction in progression from the difference
in CD4 counts.
Conclusions
Based on the 24-week results from the TMC125-C223 trial 800mg
bid group, the benefits of TMC125 versus control in raising CD4
counts and suppressing HIV RNA are predicted to lower progression
rates to AIDS/death by 31–39% for TMC125 treatment, using two
independent methods. These methods could be used to estimate
clinical benefits of other antiretrovirals.

Conclusions
• The predicted benefits of TMC125 on lowering rates of
progression were consistent for all methods used, based on
the Week 24 efficacy results (CD4 count increases, HIV
RNA reductions) of the TMC125-C223 trial in treatmentexperienced patients.
• According to this model and compared with control,
TMC125 is anticipated to result in:
– a 31% reduction in clinical progression to AIDS/death
over 1 year, based on the CD4 categorization method
– 33% reduction in clinical progression to AIDS/death over
1 year, based on the CD4 regression method
– 39% reduction in clinical progression to AIDS/death over
1 year, based on the HIV RNA regression method.
• These predictions of clinical benefit can be reassessed using
longer-term efficacy data in larger Phase III trials (DUET).
• These predictions apply for treatment-experienced patients
where TMC125 is used as an additional antiretroviral
treatment. Data on CD4 counts, HIV RNA and clinical
progression from other cohort studies could be used to
further validate these predictions.
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