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Noninferiority of a Single-Tablet 
Combination HIV-1 Regimen Reported
Written by Brian Hoyle

The Single Tablet Regimen (STaR) head-to-head comparison of anti-HIV-1 formulations has 
established the noninferiority of rilpivirine/emtricitabine/tenofovir DF (RPV/FTC/TDF) ver-
sus efavirenz/emtricitabine/tenofovir DF (EFV/FTC/TDF) in HIV-1 virologic outcomes at weeks 
48 and 96. The RPV/FTC/TDF combination was superior to EFV/FTC/TDF in terms of adverse 
effects and patient-reported outcomes. The findings were presented by Calvin Cohen, MD, 
MSc, Community Research Initiative of New England, Boston, Massachusetts, USA.

The RPV/FTC/TDF combination for treatment of HIV-1 has been established as noninferior 
to EFV/FTC/TDF in patients naïve to antiretroviral therapy in 2 prior blinded placebo-controlled 
trials. However, the previous study regimens involved multiple pills and twice-daily dosing. STaR 
was a head-to-head comparison of single-tablet formulations of both drug combinations.

Antiretroviral-naïve patients (N = 786) with HIV-1 RNA ≥ 2500 copies/mL and sensitivity to 
the study drugs were randomized to the single-tablet formulations of RPV/FTC/TDF (n = 394) or 
EFV/FTC/TDF (n = 392) for 96 weeks (Figure 1).

The primary end point was virologic success (reduction of HIV-1 RNA to < 50 copies/mL) at 
week 48. Secondary end points included proportion of subjects displaying virologic success at 
week 48; CD4 count at weeks 48 and 96; genotypic/phenotypic resistance at the time of virologic 
failure (rebound in HIV-1 RNA to ≥ 50 copies/mL); and subject-completed questionnaire-rated 
HIV symptoms, quality of life, and treatment satisfaction.

Baseline demographics, mean CD4 count, mean HIV-1 RNA, and proportion of coinfection 
with hepatitis B and/or C virus were similar between the groups. Figure 2 summarizes the viro-
logic outcomes and CD4 change. The RPV/FTC/TDF combination produced slightly greater viro-
logic success than the EFV/FTC/TDF combination at weeks 48 and 96. Virologic failure was low 
and similar for both formulations at weeks 48 and 96. The mean CD4 count increase at weeks 48 
and 96 was greater but not statistically significant for the RPV/FTC/TDF formulation, with the 
overall change in CD4 counts favoring this formulation.

Questionnaires completed at baseline and week 96 revealed that nervous system, psychiatric, 
gastrointestinal/related, and constitutional/other symptoms had developed less often and, when 
present, had resolved to a greater extent for those receiving the RPV/FTC/TDF formulation. The dif-
ference was statistically significant for pain/tingling in hands/feet (26% of RPV/FTC/TDF vs 40% of 
EFV/FTC/TDF), difficulty with sleep (37% vs 47%), depression (38% vs 49%), fatigue (38% vs 49%), 
fever (18% vs 27%), cough (17% vs 25%), hair loss (18% vs 27%), and sexual problems (26% vs 39%).

A battery of quality-of-life parameters were higher at week 96 compared to baseline in those 
receiving RPV/FTC/TDF than those receiving EFV/FTC/TDF, but the differences were not statistically 

Figure 1. Design of the STaR Trial
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Reproduced with permission from C Cohen, MD, MSc.
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significant. The mental health composite score (2.9 and 0.6 
for RPV/FTC/TDF and EFV/FTC/TDF, respectively) favored 
the former drug combination, with significant differences 
in the RPV/FTC/TDF group between baseline and week 96 
and as compared to the EFV/FTC/TDF group. The physical 
health composite score (0.7 and 1.7 for RPV/FTC/TDF and 
EFV/FTC/TDF, respectively) favored the latter group; the 
difference between the 2 groups was not significant.

The RPV/FTC/TDF combination was better tolerated, 
with fewer adverse effects, and was associated with sig-
nificantly fewer adverse effect–related discontinuations 
(RPV/FTC/TDF, n = 10, 3%; EFV/FTC/TDF, n = 34, 9%; 
P < .001). The RPV/FTC/TDF combination was judged 
noninferior to EFV/FTC/TDF through week 96.

SC Ibalizumab Warrants Further  
Study for Preventing HIV-1 Infection
Written by Lynne Lederman

Among the strategies being explored to prevent infec-
tion with human immunodeficiency virus type 1 (HIV-1)  
is ibalizumab, a humanized monoclonal antibody 
that binds to CD4 domain 2 and blocks the entry of 
HIV-1 into CD4-positive T cells. Steven Weinheimer, 
PhD,  TaiMed Biologics, Irvine, California, USA, pre-
sented the results of a study of the safety, tolerability, 

pharmacokinetics (PK), and pharmacodynamics of 
subcutaneous (SC) injections of ibalizumab.

Safety Study of Ibalizumab Subcutaneous Injection in 
Healthy Volunteers (TMB-108) [NCT01292174] was a dou-
ble-blind, placebo-controlled study that randomly assigned 
8 participants at risk for acquiring HIV to each of 3 sequential 
escalating dose cohorts. Of the 24 participants enrolled, 89% 
were men; 65% were white; 23% were black; the mean age 
was 30 years; and the mean weight was 82 kg. Participants 
received 4 weekly SC injections of ibalizumab (120, 240, and 
480 mg) or placebo. Follow-up continued for 26 weeks fol-
lowing dosing, and assessments included safety, PK, CD4 
receptor occupancy, CD4 receptor density, and a CD4-
dependent antibody response to hepatitis A virus (HAV) fol-
lowing challenge with HAV antigen at weeks 1 and 25.

There were no serious adverse events (AEs) and no 
discontinuations due to AEs. Treatment-related AEs 
occurred in 2 (28.6%) participants in the placebo group 
and 6 (31.6%) in the ibalizumab treatment groups (n = 4 
of 7 in the 240-mg group; n = 2 of 6 in the 480-mg group). 
The most frequently reported treatment-emergent AEs 
were headache, upper respiratory tract infection, oro-
pharyngeal pain and cough, and pruritus. No injec-
tion site reactions or anti-ibalizumab antibodies were 
observed, nor clinically significant changes in laboratory 
parameters, dose-response and temporal trends in vital 
signs, or physical examinations.

Figure 2. Virologic Outcomes and CD4 Change at Weeks 48 and 96
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Reproduced with permission from C Cohen, MD, MSc.


