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Background

* Enfuvirtide (ENF) is the first in a new class of antiretroviral (ARV) agents, the HIV-1 fusion
inhibitors, which targets HIV gp41 and blocks the virus from entering host cells. The safety
and efficacy of chronically administered ENF has been demonstrated in Phase Il and Il
clinical studies.'-

In the Phase Il TORO 1 and TORO 2 trials, patients who had previous treatment with and/or
documented resistance to one or more agents from each of the other three classes of ARVs
were randomized to receive either enfuvirtide (ENF; 90 mg sc BID) plus an optimized
background (OB) regimen (based on ARV treatment history and baseline resistance testing)
or OB alone. All patients had a plasma HIV-1 RNA level of = 5000 copies/mL.

Primary analyses of both TORO 1 and TORO 2 at 24 weeks demonstrated that the addition
of ENF to OB provided significantly greater viral suppression and immunologic benefit
compared to OB alone. A pre-planned analysis of the pooled 24 week data indicated that
patients on the ENF + OB arm were twice as likely to achieve a reduction in HIV-1 RNA to
below detection (P < 0.0001 for both < 400 copies/mL and < 50 copies/mL) and achieve
double the increase in CD4+ cell count (P < 0.0001).8

Initial analyses of results from the week 48 combined TORO database described the
superior efficacy of ENF + OB compared to OB alone.”

While the week 48 analyses support long-term benefit, we report here additional evaluations
that provide more details about the durability of response associated with ENF.

Safety analyses at week 48 are reported elsewhere.®

Analysis of virologic response
* Durability of response was evaluated by methods that included:

i) Assessment of overall response (treatment benefit) [e.g. viral load
< 400 copies/mL] at week 48

Patients maintaining a response from week 24 to 48
i) Number of new responders at week 48 (after week 24)
iv) Time to protocol-defined virologic failure.

* Virologic failure, based on two consecutive values, was prospectively defined as
an inadequate virologic response or loss of virologic response, according to one of
three criteria:

i) <0.5log,, copies/mL reduction in baseline viral load starting at weeks 6 and 8
i) <1.0log,, copies/mL reduction in baseline viral load starting at weeks 14 and 16

iii) > 1.0 log,, copies/mL increase in HIV-1 RNA after a nadir of = 2 log,, copies/mL
(average of the two lowest viral load values) below baseline.

* Patients initially randomized to OB alone who experienced virologic failure after week
8 were allowed to switch to receive ENF plus a revised OB regimen.
Analysis methods

* As pre-planned, since the results were consistent across TORO 1 and TORO 2, data from
the two studies were pooled. In this poster pooled results are presented.

Responders at week 48 included week 24 responders maintaining their response and
patients meeting response criteria after week 24 (new responders).

The time to virologic failure was estimated using the method of Kaplan-Meier plot and
log-rank test.

For change in HIV-1 RNA and CD4+ cell count, discontinuations and virologic failure carried
the average of the last two observations forward (LOCF). Additional sensitivity analyses were
conducted considering discontinuations and switch as failures (no change from baseline).

For responder analysis (by < 50 copies/mL, < 400 copies/mL and = 1.0 log,, change from
baseline), discontinuations and virologic failure were considered as failures.

For time to virologic failure, non-virologic failure and discontinuations were censored.

Virologic and immunologic response
* Baseline characteristics of the 995 evaluable patients are shown in Table 1.

Table 1. Combined TORO 1 and TORO 2: pooled baseline characteristics and prior ARV
experience of study populations (ITT)

ENF + OB oB

(n = 661) (n = 334)
Baseline HIV-1 RNA (median, log,, copies/mL) 5.2 5.1
Baseline CD4+ cell count (median, cells/mmq) 88 97
Number of prior ARVs (median) 12 12
Years since initiating ARVs (median) 7 7
Prior NRTI (median duration, years) 6.3 6.3
Prior NNRTI (median duration, years) 1.4 1.5

Prior PI (median duration, years) 3.8 4.0

DURABILITY OF RESPONSE TO ENFUVIRTIDE THROUGH 48 WEEKS IN THE TORO TRIALS

Trottier B', Arastéh K2, Henry K3, Katlama C* Lazzarin A%, Montaner J, DeMasi R?, Delehanty J7, Chung J® and Salgo Mé for the TORO Study Team

* At week 48, a significantly greater proportion of patients randomized to ENF + OB reached

each responder category (a = 1 log,, drop from baseline, < 400 and < 50 copies/mL)
compared to OB alone (Figure 1; P < 0.0001 for all comparisons).

Figure 1. Combined TORO 1 and TORO 2: categoric responder analysis at weeks 24 and 48
(ITT, discontinuations + virologic failure = failure)*
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* All ENF + OB vs. OB comparisons were statistically significant (P < 0.0001)

* At week 48 (ITT, LOCF), patients randomized to ENF + OB had experienced a mean
reduction from baseline viral load of 1.48 log,, copies/mL, compared to 0.63 log,,
copies/mL for patients randomized to OB alone (Figure 2a).

At week 48, patients randomized to ENF + OB had experienced a mean increase

in CD4+ count of 91 cells/mm? compared to 45 cells/mm? in the OB alone arm (Figure 2b).

The sensitivity analyses for change from baseline in viral load and CD4+ cell count
considering discontinuations and switch as failures (no change from baseline) showed
slightly greater treatment differences that were also statistically significant (change in
HIV-1 RNA -0.895 log, , copies/mL, P < 0.0001; change in CD4+ count 66.6 cells/mm?,
P < 0.0001; both favoring ENF + OB).

Figure 2. Combined TORO 1 and TORO 2: efficacy at 24 and 48 weeks
Figure 2a. Plasma HIV-1 RNA adjusted means change from baseline (ITT, LOCF)
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Figure 2b. CD4+ cell count adjusted means change from baseline (ITT, LOCF)
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* Across both treatment groups, the proportion of week 24 responders who maintained their
response at week 48 was high (Figure 3).

Figure 3. Combined TORO 1 and TORO 2: proportion of week 24 responders who maintained
their response at week 48
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For response categories < 50 copies/mL and < 400 copies/mL, there were a greater number
of new responders at week 48 in the ENF + OB arm compared to OB alone, whereas for
the = 1.0 log,, drop from baseline category the numbers of new responders were similar
(Table 2).

Table 2. Combined TORO 1 and TORO 2: week 24 responders maintaining response
and new responders at week 48
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Figure 5. Combined TORO 1 and TORO 2: Kaplan-Meier plots of time to virologic failure
by number of prior ARVs
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Figure 5a. Analysis of time to virologic failure
up to week 48 for ENF + OB patients by
number of prior ARVs (ITT)

Figure 5b. Analysis of time to virologic failure
up to week 48 for OB patients by number of
prior ARVs (ITT)

Median time to virologic failure (days)

ENF + OB

HIV-1 RNA response category at week 48 ENF + OB OB
n =661 n =334
< 50 copies/mL 121 (18.3%) 26 (7.8%)
Maintained week 24 response 69 (10.4%) 15 (4.5%)
New response 52 (7.9%) 11(3.3%)
< 400 copies/mL 201 (30.4%) 40 (12.0%)
Maintained week 24 response 173 (26.2%) 35 (10.5%)
New response 28 (4.2%) 6 (1.8%)
= 1.0 log,, drop from baseline 247 (37.4%) 57 (17.1%)

Maintained week 24 response
New response

240 (36.3%) 54 (16.2%)
7(1.1%) 3(0.9%)

¢ The median time to virologic failure was three times longer on ENF + OB (32 weeks)
compared to OB alone (11 weeks) (P < 0.0001) (Figure 4).

Figure 4. Combined TORO 1 and TORO 2: analysis of time to protocol-defined virologic
failure up to week 48 (ITT)
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* In both arms, time to virologic failure was longer in patients who experienced fewer prior
ARVs (Figure 5).

5-7 prior ARVs - cannot be estimated
8-10 prior ARVs - cannot be estimated
11-13 prior ARVs - 141

= 14 prior ARVs - 85

5-7 prior ARVs - cannot be estimated
8-10 prior ARVs - 141

11-13 prior ARVs - 71

=14 prior ARVs - 43

Figure 6 shows:

- Subgroup analyses by the number of active ARVs in the OB regimen (genotypic sensitivity
score; GSS) demonstrated virologic benefit of ENF + OB over OB alone across the
spectrum of response, including those with zero or one active agents in the OB regimen
(GSS=0o0r1)

- Virologic response increased with increasing number of active agents in the
OB regimen (increasing GSS)

- ENF + OB with one active agent provided benefit (28.9% < 400 copies/mL) similar
to or greater than OB alone with two, three, four or five active ARVs in the OB regimen
(15.1%, 18.0%, 28.6% or 12.5% below < 400 copies/mL, respectively).

Figure 6. Combined TORO 1 and TORO 2: treatment benefit across individual GSS subgroups

for responders with HIV-1 RNA < 400 copies/mL at week 48 (ITT, discontinuations + virologic
failure = failure)
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* Patients receiving ENF + OB had significantly greater increases in CD4+ cell count
compared to OB alone for all groups by the number of active ARVs in the OB regimen,
including those with zero or one active agents in the OB regimen (Figure 7).

Figure 7. Combined TORO 1 and TORO 2: CD4+ cell count adjusted means change from
baseline at week 48 (ITT, LOCF) by baseline GSS
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Conclusions

The overall response rate at week 48 demonstrated significantly greater treatment benefit
for patients in the ENF + OB arm compared to the OB alone arm, confirming week 24 data.
Therapy with ENF + OB provided consistent and durable benefit — virologic responses seen
at 24 weeks were maintained at 48 weeks by the majority of patients receiving ENF + OB.
At week 48 the proportion of new responders was higher on ENF + OB compared to

OB alone.

The time to protocol-defined virologic failure was approximately three times longer on

ENF + OB compared to OB (32 vs. 11 weeks).

The time to protocol-defined virologic failure across subgroups of patients defined by the
number of prior ARVs was longer on ENF + OB compared to OB for all subgroups. In
addition, those with fewer prior ARVs had longer time to protocol-defined virologic failure
compared to more heavily pretreated patients.

Subgroup analyses by the number of active ARVs in the OB regimen demonstrated virologic
and immunologic benefit of ENF + OB over OB across all subgroups, including those with
zero or one active agents.

The magnitude of response increased with increasing number of active agents in the OB
regimen; the proportion with viral load < 400 copies/mL on ENF + OB with one active agent
in the OB regimen was similar to or greater than that seen on OB alone with two, three or
more active agents.
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