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Viread™ (tenofovir disoproxil fumarate [DF]) is a once-daily nucleotide reverse transcriptase
inhibitor (NtRTI) indicated in combination with other antiretroviral agents for the treatment of
HIV-1 infection. Administered once daily as a single 300-mg tablet, Viread™ has additive or
synergistic activity with other antiretrovirals in vitro and has activity in resting and activated T
cells. In 2 controlled clinical trials conducted in treatment-experienced adults with evidence of
HIV-1 viral replication despite ongoing antiretroviral therapy, Viread™ added to background
therapy provided sustained viral suppression through 48 weeks. The most common adverse
effects that occurred in patients receiving Viread™ with other antiretroviral agents in clinical trials
were mild to moderate gastrointestinal events, such as diarrhea, vomiting, and nausea. Less
than 1% of patients discontinued participation in the clinical studies due to gastrointestinal
adverse events. Laboratory abnormalities observed in these studies occurred with similar
frequency in the Viread™ and placebo-treated groups’

Prior to commercial availability, a global expanded access program (EAP) was initiated in March
2001 for HIV-1 infected patients who failed prior highly active antiretroviral therapy (HAART) and
had limited treatment options. To be eligible to participate, patients must have met the following
criteria prior to dosing: age 218 years; confirmed laboratory diagnosis of HIV-1 infection; unable
to construct a viable treatment regimen without Viread™; had no hematologic, renal, or hepatic
dysfunction; was not pregnant or breast-feeding; and agreed to use an effective barrier
contraceptive method while receiving Viread™. Initial study entry criteria included plasma HIV-1
RNA 210,000 copies/mL by polymerase chain reaction assay and CD4 counts <100 cells/mm?® or
CD4 count >100 and <200 cells/mm?® with a history of an AIDS-defining opportunistic infection,
and failure of at least 2 protease inhibitors (Pls) or at least 1 Pl plus a non-nucleoside reverse
transcriptase inhibitor (NNRTI); however, these specific criteria were removed shortly after the
start of enroliment in countries that specified these entry criteria. As of January 14, 2002, 7317
patients were enrolled in the EAP globally: 3453 (United States), 1635 (France), 722 (United
Kingdom), 790 (Spain), 344 (Germany), 176 (Australia), 73 (Netherlands), 46 (Canada), 41 (ltaly),
37 (Portugal, Ireland). Data are available on all patients for serious adverse events (SAEs).
Baseline demographics on 2750 patients in the United States (January 13, 2002) and 2289
patients in Europe/Australia (December 15, 2001) are presented. Efficacy data for France, Italy,
and Germany are presented. EAPs were closed following marketing approval for Viread™ in
each country (November 2001 for the US program and February 2002 for France, UK, and
Germany)

* Evaluate the safety and efficacy of Viread™ in antiretroviral-experienced patients enrolled in the
Viread™ Global EAP

Design

Open-label protocol or treatment guidelines according to local regulations in each country (see
Table 1)

Viread™ 300 mg orally once daily with other antiretroviral agents in patients failing HAART.
Physicians were encouraged to add at least 1 active antiretroviral agent in addition to Viread™ in
constructing a new regimen

Table 1 — Expanded access programs

Country Program Type Start Date Stop Date
United States Protocol March 2001 November 2001
France Autorisation Temporaire March 2001 February 2002
d Utilisation (ATU)
United Kingdom Treatment Guidelines March 2001 February 2002
Spain Treatment Guidelines May 2001 Ongoing
Germany Protocol July 2001 February 2002
Italy Protocol July 2001 Ongoing
Ireland Treatment Guidelines August 2001 Ongoing
Portugal Treatment Guidelines September 2001 Ongoing
Treatment Guidelines October 2001 0Ongoing
Australia Special Access Scheme (SAS) October 2001 Ongoing
Canada Protocol October 2001 0Ongoing
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Figure 1 — Total enroliment by country

Table 2 — Summary of demographic and baseline
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Table 7 — Summary of serious adverse events by
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* Current alcohol or substance abuse
* History of clinically significant renal or bone disease

As of January 14, 2002, a total of 7317 subjects were enrolled in the Viread™ Global EAP.
Enrollment began in March 2001 in US, France, and the UK and was further extended to other
countries as noted in Table 1. Programs were closed in the US in November 2001 and in France,
UK, and Germany in February 2002 following approval for marketing in those countries. Programs
continued in other countries. Baseline demographic data are available on 2750 patients in the US
and 2289 patients in Europe/Australia
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* Data not collected

Figure 3 — Mean change in CD4 (cells/mm?) count
from baseline

&
50

Mean changein 40 B EU/Australia

D4 Count ©  France

O 0 Germany
»  taly

The safety and tolerability profile of Viread™ in the EAP was similar to that observed in
controlled clinical trials. Serious related adverse events were reported in 2% of patients in the
US EAP and 1% in the EU/Australia EAP with all individual SAEs occurring in <1% of patients

Abnormalities in renal function were infrequent and were similar to the rates reported in
controlled clinical trials in Viread™ and placebo patients

Reductions in HIV RNA and increases in CD4 counts from baseline were observed through 6
months in these heavily ART-experienced patients treated with Viread™ in combination with
other antiretroviral agents
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