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Abstract DUET-1: conclusions

and major inclusion criteria I

Screening

Response (<50 copies/mL) by PSS ‘
(DRV FC <40)* at Week 48
(Analysis excludes patients who discontinued except for virologic failure)

48-week treatment pei
with optional 48-week extension

Follow-up

4 weeks DUET-

H ETR +BR (n=304)

Pooled DUET-1 and DUET-2¢
H ETR + BR (n=599)

Background

New, potent and tolerable antiretrovirals (ARVs) are needed,

® ETR + BR demonstrated superior virologic responses over
placebo in treatment-experienced patients
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regimen (BR) of darunavir with low-dose ritonavir (DRV/r),
investigator-selected NRTI(s) and optional enfuvirtide (ENF).
Patients had documented NNRTI resistance and >3 primary P
mutations. The primary efficacy endpoint for this Week 48
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® Virologic and immunologic responses with ETR were sustained

« DUET-1 and DUET-2 differed only in geographic location; pooled analysis was
prespecified
RAM = resistance-associated mutation

— 94% of patients receiving ETR + BR achieving
<50 copies/mL at Week 24 maintained virologic
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maintained a VL of <50 copies/mL at Week 48 with ETR + BR
versus 89% with placebo + BR. In addition, at Week 48 the
mean CD4 cell count was significantly increased in the ETR
versus the placebo group.

As at Week 24, safety assessments at Week 48 showed that the
incidences of any adverse event (AE) (96% ETR vs 97% placebo),
serious AEs (19% vs 25%) and grade 3/4 AEs (29% vs 36%)
with ETR were similar to placebo. Most AEs with ETR were mild-
to-moderate in severity and infrequently led to discontinuation
(7% vs 7%). Rash (any type) (22% vs 11%), diarrhea (14% vs
24%) and nausea (15% vs 15%) were the most common AEs.
Nervous system (18% vs 21%) and psychiatric disorders (14% vs
18%) with ETR were comparable to placebo.
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ENF is counted as sensitive if used de novo

Grade 3 and 4 treatment-emergm
laboratory abnormalities at Week 48

DUET-1

Pooled DUET-1 and DUET-2*
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Parameter, %

At least one lab abnormality
Grade 3 34 34 36 35
Grade 4 12 12 10 10
Most commont grade 3/4 lab

abnormalities

LDL-cholesterol (>190mg/dL) 4 5 7 7
Total cholesterol (>300mg/dL) 7 5 8 5
Triglycerides (>751mg/dL) 10 6 9 6
Pancreatic amylase (>2 x ULN) 10 10 9 9
Decreased neutrophils 6 9 5 8
(<749/mm?)

*Pooled DUET data included for comparison; $25% in TMC125 group in either trial
LDL = low-density lipoprotein; ULN = upper limit of laboratory normal range
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