
Safety profile of tenofovir DF (TDF) in treatment-experienced 
patients from randomized, placebo-controlled clinical trials

A. Cheng, S. Barriere, D. Coakley, S.S. Chen, M. Wulfsohn, J.J. Toole 
Gilead Sciences, Foster City, California

Andrew Cheng
333 Lakeside Drive

Foster City, CA  94404
(650) 574-3000

Fax (650) 522-5595
andrew_cheng@gilead.com

Introduction
Tenofovir disoproxil fumarate
Tenofovir disoproxil fumarate (tenofovir DF) is a nucleotide reverse transcriptase inhibitor 
(NtRTI) with the following characteristics:

• Single tablet, once-daily dosing
• Activity against wild-type and most nucleoside-resistant HIV
• Activity in resting and activated T cells
• Additive or synergistic activity with other antiretrovirals in vitro

Objective
• To investigate the safety of tenofovir DF 300 mg in the treatment of HIV-1 infection

Methods
• Data were pooled from 2 randomized, placebo-controlled studies; a 186-patient Phase 2 study,

GS-98-902, and a 550-patient Phase 3 study, GS-99-907

• Patients in both studies added tenofovir DF or placebo to existing backgro u n d
antiretroviral therapy

• The 443-patient “Tenofovir DF 300 mg” group includes all patients in Studies 902 and 907 
randomized to tenofovir DF 300 mg and those placebo patients who later received tenofovir
DF 300 mg in Study 902

• The 687-patient “All Tenofovir DF” group includes all patients in the “Tenofovir DF 300 mg”
group, those placebo patients who later received tenofovir DF 300 mg in Studies 902 and
907, and those patients who initially received 75 mg or 150 mg for 48 weeks in Study 902
who later received tenofovir DF 300 mg

Results
Table 1 – Demographics and baseline HIV disease characteristics

• At baseline, the mean duration of prior antire t roviral use for all patients was approximately 5 years

Table 2 – Grade 3 or 4 adverse events and laboratory abnormalities (occurring in ≥2% of
patients in any group)

• Through 24 weeks, the incidence of study drug discontinuation was similar between the
tenofovir DF 300 mg (7%) and placebo (9%) groups. With a mean time on tenofovir DF of 
58 weeks, the incidence of study drug discontinuation was 15%

• Few patients discontinued tenofovir DF due to adverse events. Through 24 weeks, the incidence
of study drug discontinuation due to adverse events was 3% in both the tenofovir DF 300 mg
and placebo groups. With a mean time on tenofovir DF of 58 weeks, the incidence of study drug
discontinuation due to adverse events was 6%

• Serious adverse events were infrequent in the Phase 2 and 3 studies and similar incidences 
of events were reported through 24 weeks for the tenofovir DF (5%) and placebo (8%)
g roups. With a mean time on tenofovir DF of 58 weeks, the incidence of serious adverse
events was 13%

Table 3 – Incidence of elevations in serum creatinine and hypophosphatemia

• No patients discontinued study due to tenofovir DF-related serum creatinine elevations 
or hypophosphatemia

• Serum creatinine elevations and hypophosphatemia were generally transient and resolved
with continued tenofovir DF treatment

Table 4 – Incidence of adverse events potentially associated with mitochondrial dysfunction

• All patients who developed lactic acidosis were also receiving stavudine or didanosine 
c o n c o m i t a n t l y.

Conclusions
• During the 24-week placebo-controlled period of the Phase 2 and 3 studies, the safety 

profile of tenofovir DF was similar to placebo

• The safety profile of tenofovir DF did not significantly change with extended dosing
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