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Objectives: To evaluate, at 24 weeks, differences in clinical outcome

(i.e. AIDS-defining illnesses and deaths) between TMCI25 (etravirine; ETR) plus
background regimen (BR; darunavir/ritonavir, NRTI[s] and optional enfuvirtide
[ENF]) and placebo plus BR in a pooled analysis of DUET-1 and DUET-2. These
are two identical, ongoing, randomised, double-blind, placebo-controlled,

Phase Ill trials, aiming to show superiority of TMCI25 over placebo in
HIV-I-infected, treatment-experienced patients. Efficacy and safety results from
DUET have been reported recently.

Methods: In the DUET trials, AIDS-defining illnesses were identified using the
adverse event (AE) preferred terms that appear as Category C illnesses in the
1993 revised classification system for HIV infection issued by the USA Centers
for Disease Control (CDC). Deaths from any cause were counted. Data
presented are part of the primary analysis. All patients were treated for at least
24 weeks or discontinued.

Results: 1,203 patients were analysed: 599 vs 604 in the TMCI25 versus
placebo groups. Baseline characteristics were comparable between arms.
Overall results were 6.8% vs 3.7% for placebo plus BR vs TMCI25 plus BR,
respectively.

Table: Clinical endpoints (AIDS-defining illness or death)
TMCI25, n (%) Placebo, n (%)
(n=599) (n=604)
Overall population
Any AIDS-defining illness or death 22 3.7)* 41 (6.8)
CDC class A 2(0.3) 4(0.7)
CDC class B 0 5(0.8)
CDC class C 20 (3.3) 32(5.3)
Any AIDS-defining illness 18 (3.0) 35 (5.8)
Death 8 (1.3) 15 (2.5)
ENF de novo
Any AIDS-defining illness or death 5 (3.3)** 4 (2.5)
CDC class B 0 1 (0.6)
CDC class C 5(@3.3) 3(1.9)
Any AIDS-defining illness 4 (2.6) 3(1.9
Death 2 (1.3) 2(1.3)
ENF not using/re-using de novo
Any AIDS-defining illness or death 17 (3.8)*** 37 (8.3)
CDC class A 2(0.4) 4(0.9)
CDC class B 0 4(0.9)
CDC class C 15 (3.4) 29 (6.5)
Any AIDS-defining illness 14 3.1) 32(7.2)
Death 6 (1.3) 13 (2.9)

There was a statistically significant reduction in these events for patients receiving TMC125 over placebo
in the subgroup that did not use ENF de novo in the BR (p=0.0051)

*p=0.4419; **p=0.6892; ***p=0.005|

Conclusions: At Week 24, TMCI25 plus BR provided a reduction in
AIDS-defining illnesses and/or deaths versus placebo plus BR (statistically
significant for patients not using ENF de novo). DUET trials are planned to
continue until 96 weeks.

Please note that these data have been updated following submission of this abstract.

DUET study design
and major inclusion criteria

Screening od
6 weeks | 48-week extension

‘24-week primary analysis

TMC125 + BR¥

600 patients
target per trial

Placebo + BR¥

#All patients received a background regimen of DRV/r
with optimised NRTIs and optional ENF

o DUET-1and DUET-2 differed only in geographical location; pooled analysis was pre-specified
« Major inclusion criteria

~ plasma viral load >5,000 HIV-1 RNA copies/mL and stable therapy for 28 weeks

~ 21 NNRTI mutations,$ at screening or in documented historical genotype

~ 28 primary Pl mutations at screening

Patients recruited from Thailand, Australia, Europe and the Americas

SFrom extended list of NNRTI mutations (Tambuyzer L, et al. EHDRW 2007. Abstract 67)

Assessment of clinical outcomes
(AIDS-defining illnesses and deaths)

e At the time of this analysis, all patients were treated for 224 weeks or had
discontinued

© Analyses use the ITT patient population and statistical testing was done on the
overall population and according to ENF use (re-use, no use, or use for the
first time [de novo])

o AIDS-defining illnesses were identified using the reported AE terms that
appear as Category C ilinesses in the 1993 revised classification system for
HIV infection issued by the US CDC

~  AEs were selected from a pre-defined list prior to database lock

* AEs were not reviewed by an independent committee in this analysis, but
certification by an independent expert adjudication panel is ongoing

o All deaths were included in the 24-week analysis

All hospital admissions in the 24-week analysis were recorded and evaluated

ITT = intent-to-treat

Baseline characteristics
from pooled DUET-1 and DUET-2

Parameter, TMC125 group Placebo group
% or m (range) (n=599) (n=604)
Treatment duration at time of analysis (weeks) 30 (1-60) 29 (3-55)
Patient Male (%) 920 89
demographics  Caucasian (%) 70 70

Age 45 (18-77) 45 (18-72)
Disease Viral load (log,, copies/mL) 4.8(2.7-6.8) 4.8(2.2-6.5)
characteristics vjira| load >100,000 copies/mL 38 36

CD4 cells (cells/mm?) 99 (1.0-789) 109 (0.0-912)

CDA4 cells <50 cells/mm? 36 35

CDC category C (%) 58 59
Prior ARV use 10-15 ARVs (%) 66

DRVIr (%) 4 5
Detectable 22 NNRTI mutations* (%) 66 66
mutations 24 primary Pl mutations (%) 62 63
Activity of BR  Active background agentss = 0 (%) 17 16

Active background agents$ = 1 (%) 36 39

*From extended list of NNRTI mutations (Tambuyzer et al. Abstract 67 EHDRW 2007)
SAssessed by phenotypic sensitivity score (PSS); ARV = antiretroviral
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Patients with viral load <50 copies/mL
at Week 24 (primary endpoint; ITT TLOVR)
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90 == Placebo + BR (n=604)
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I = confidence interval; TLOVR = time to loss of virologic response imputation algorithm

Overview of AEs (regardless of causality)

Parameter, %
Any AE (any cause)

Grade 3/4 AE
Discontinuation due to AE
Serious AE

Death (any cause), % (n)
Most  Rash (any type)

common  Diarrhea 15 20
AES®  Nausea 14 1
Headache ) 2

AEsof  Nervous system disorders
interest  Psychiatric disorders.
Hepatic AEs S

o

Most cases of rash were mild to moderate and resolved with continued therapy

There were no consistent or clinically relevant trends in laboratory, vital signs or ECG data
The profile of laboratory abnormalities, including hepatic and lipid parameters, was
generally similar between the TMC125 and placebo groups

#No deaths in the TMC125 group were considered related to trial medication
§In >10% patients in either group, excluding injection site reactions; p=0.0001 vs placebo

Summary of clinical outcomes?
TMC125 group, n (%) Placebo group, n (%)
(n=599) (n=604)
Overall population
Any AIDS-defining illness or death 2237 41(6.8)
CDC category A at study entry 2(0.3) 4(0.7)
CDC category B at study entry 0 5(0.8)
CDC category C at study entry 20(3.3) 32(5.3)
Any AIDS-defining illness. 18 (3.0) 35(5.8)
Death 8(1.3) 15(2.5)
ENF de novo
Any AIDS-defining illness or death 5(3.3) 4(25)
CDC category B at study entry 0 1(0.6)
CDC category C at study entry 5(3.3) 3(1.9)
Any AIDS-defining illness. 4(2.6) 3(1.9)
Death 2(1.3) 2(13)
ENF not using/re-using
Any AIDS-defining illness or death 17 (3.8 37(8.3)
CDC category A at study entry 2(04) 4(0.9)
CDC category B at study entry 0 4(09)
CDC category C at study entry 15(34) 29(8.5)
Any AIDS-defining iliness 14(3.1) 32(7.2)
Death_ 6(1.3) 13(29)
#Includes all data in the 24-week analysis; *p=0.4419; **p=0.6892; ***p=0.0051

Proportion of patients with any new
AIDS-defining illness or death*

MW TMC125 + BR (n=599) M Placebo + BR (n=604)

Patients with any new AIDS-
defining illness or death (%)

Overall population ENF de novo
p=0.4419 p=0.6892

“Includes all data in the 24-week analysis

Proportion of patients with any
new AIDS-defining illness*
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Patients with any new AIDS-

Overall population ENF de novo Re-using or not
p=0.5092 p=0.6618 using ENF
.0067

“Includes all data in the 24-week analysis

Proportion of deaths*

M TMC125 + BR (n=599) M Placebo + BR (n=604)

Deaths (%)

Overall population ENF de novo Re-using or not
using ENF

“Includes all data in the 24-week analysis
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Description of deaths*

e 33 patients died during the course of the DUET trials in the Week 24 analysis
- 10 patients died during screening
- 23 patients died due to an AE in the treatment period (TMC125, n=8;
placebo, n=15)
e AEs leading to death were mainly associated with disease progression or
HIV-related complications
- the most common fatal AEs were related to infections and infestations
(TMC125, n=5; placebo, n=8)
- inthe TMC125 group, three patients experienced fatal SAEs considered
doubtfully related to TMC125 (renal impairment, respiratory tract infection
or Mycobacterium avium complex infection)

in the placebo group, one patient had a fatal SAE (acute renal failure)
possibly related and two patients had a fatal SAE (pyrexia in one patient;
pneumonia and sepsis in one patient) doubtfully related to treatment

“Includes all data in the 24-week analysis; SAE = serious adverse event

Proportion of patients
hospitalised by Week 24
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« Significantly fewer patients
in the TMC125 group were
hospitalised than in the
placebo group (p=0.0031)
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p=0.0031

Total hospital days by Week 24

W TMC125 group M Placebo group

o Total number of hospital
days was less in the
TMC125 group compared
with placebo

* 18 patients were
hospitalised more than
once in the TMC125 group
versus 33 patients in the
placebo group (p=0.03)

Total hospital days

Conclusions

* In the pooled DUET-1 and -2 analysis, three out of five patients receiving
TMCI25 achieved <50 copies/mL undetectable viral load
— 59% with TMCI25 plus BR vs 41% with placebo plus BR achieved
<50 copies/mL (p<0.0001).

Most AEs were mild-to-moderate and infrequently led to discontinuation

— some patients experienced mild-to-moderate rash

— TMCI25 was not associated with neuropsychiatric, hepatic or lipid
toxicity.

There was a consistent trend for fewer clinical endpoints (any new

AIDS-defining illnesses and/or deaths) in the TMCI25 group

— this trend reached statistical significance in patients not using/re-using
ENF

Additionally, there were statistically significantly fewer hospitalisations in
patients receiving TMCI25.

In addition to beneficial effects on surrogate markers (viral load and CD4
cell count), TMCI25 was associated with a lower rate of clinical endpoints
in the DUET trials.
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