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Abstract

Background—Etravirine (ETR), an NNRTI approved for 200 mg BID dosing in conjunction
with other antiretrovirals (ARVS), has pharmacokinetic properties which support once-daily
dosing.

Methods—In this single arm, open-label study, 79 treatment-naive HIV-infected adults were
assigned to receive ETR 400 mg plus tenofovir disoproxil fumarate/emtricitabine (TDF/FTC)
300/200mg once daily to assess antiviral activity, safety, and tolerability. Antiretroviral activity at
48 weeks was determined by proportion of subjects with HIV-1 RNA <50 copies/mL (intention-to-
treat, missing = failure).

Results—Of 79 eligible subjects, 90% were men, 62% African-American and 29% Caucasian.
At baseline, median (Q1, Q3) age was 29 years (23, 44) and HIV-1 RNA 4.52 logq copies/mL
(4.07, 5.04). Sixty-nine (87%) completed a week 48 visit and 61 (77%, 95% CI: 66 — 86%)
achieved HIV-1 RNA <50 copies/mL at week 48. At time of virologic failure, genotypic
resistance-associated mutations were detected in 3 participants, 2 with E138K (1 alone and 1 with
additional mutations). Median (95% CI) CD4+ cell count increase was 163 (136, 203) cells/uL.
Fifteen (19.0%) participants reported a new sign/symptom or lab abnormality = Grade 3 and 3
participants (3.8 %) permanently discontinued ETR due to toxicity. Two participants had
psychiatric symptoms of any grade. There were no deaths.
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Conclusions—In this study of ARV-naive HIV+ adults, once daily ETR with TDF/FTC had
acceptable antiviral activity and was well-tolerated. Once daily ETR may be a plausible option as
part of a combination ARV regimen for treatment-naive individuals.

Introduction

The non-nucleoside reverse transcriptase inhibitor (NNRT]I) etravirine (ETR) has
demonstrated potency against HIV-1 and has been studied predominantly in treatment-
experienced patients, including those who have HIV-1 resistance to other drugs in its class.
In the Phase 11l DUET-1 and DUET-2 trials in which treatment-experienced HIV-1-infected
patients with multi-class resistance, including NNRTI resistance-associated mutations
(RAMs) were randomly assigned to receive ETR or placebo twice daily, together with an
optimized background that included ritonavir-boosted darunavir and optional enfuvirtide,
57% of ETR-treated patients had HIV-1 viral load <50 copies/mL compared to 36% of
patients in the placebo arm at Week 96.(1)

Etravirine is currently approved at a dose of 200 mg twice daily as a component of
combination antiretroviral therapy. However, existing pharmacokinetic data support
plausibility of once-daily dosing. The mean terminal elimination half-life of ETR is 30 — 40
hours, and systemic exposures comparing pharmacokinetics of once- and twice-daily
administration of an equivalent dose per day have been similar.(2, 3) In the SENSE trial,
ETR 400 mg once daily with two nucleoside/nucleotide reverse transcriptase inhibitors
(NRTIs) achieved similar rates of virologic suppression among treatment-naive HIV-infected
patients when compared to efavirenz and two NRTIs (76% on ETR and 74% on efavirenz,
meeting study defined non-inferiority criteria with delta of —12%).(4)

Etravirine has demonstrated good tolerability and safety profiles, with the majority of
adverse events (AEs) being mild or moderate. In the DUET trials the safety and tolerability
profiles in the ETR and placebo groups were similar.(1) Nervous system and psychiatric
adverse events did not differ between the two groups, however, rash was more frequent
among participants in the ETR group, occurring most often in the first 2 weeks of treatment
(21% vs 12%). (5, 6) Occurrence of new Grade 3 or 4 elevations in total cholesterol and
triglyceride, while low in frequency, were more common in the ETR group.(7) The
prevalence of ongoing neuropsychiatric events in the SENSE trial was lower in the ETR
group (6.3%) compared to the efavirenz group (21.5%, p =0.011).(4)

This single-arm, open-label study aimed to assess antiretroviral activity, safety and
tolerability of etravirine administered 400 mg once daily, together with tenofovir/
emtricitabine 300/200 mg once daily, among treatment-naive HIV-infected adults for up to
96 weeks. This paper presents the protocol-specified 48-week results.

METHODS

This study was conducted at the University of North Carolina at Chapel Hill School of
Medicine, Wake Forest University School of Medicine, and Carolinas Medical Center,
Charlotte, NC. The primary outcome measure was the proportion of patients with HIV-1
RNA <50 copies/mL at Week 24 (intention-to-treat [ITT] analysis, with missing counted as
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failure). Secondary outcome measures included proportion of participants with HIV RNA
<50 copies/mL at Week 48 and Week 96, proportion with HIV RNA <200 copies/mL at all
three time points, and change in CD4+ cell count from baseline to Weeks 24, 48 and 96.
Changes in the lipid profile, glucose metabolism, and limb and trunk fat distribution, as
measured by DEXA scan were assessed in a substudy of participants. The institutional
review boards at each participating study site reviewed and approved the research protocol
and all participants provided written informed consent prior to study entry. The study was
conducted in compliance with Good Clinical Practices and the principles of the Declaration
of Helsinki and its amendments. This trial was registered with ClinicalTrials.gov
[NCT00959894].

This study enrolled participants with documented HIV-1 infection and HIV-1 RNA >1,000
copies/mL who were age 18 years or older, ARV treatment-naive (<10 days of cumulative
prior ARV therapy and had never taken etravirine, dapivirine, or rilpivirine), had no
TDF/FTC or ETR RAMSs on screening genotype, and were not pregnant. Additionally,
participants in the metabolic substudy had no history of diabetes mellitus and were not
taking lipid-lowering medications. For sample size calculation we postulated that 80% of
participants would achieve viral load <50 copies/mL at Week 24, based on published data on
the efficacy of tenofovir/emtricitabine/efavirenz treatment of antiretroviral-naive adults.(8)
Assuming an observed virologic response rate of 80%, a sample size of 80 participants
would provide a Clopper-Pearson 95% confidence interval with a width of 18.5% (69.6% to
88.1%).

All participants were assigned to receive 400 mg once daily together with one fixed-dose
TDF/FTC 300/200 mg tablet (Truvada®, Gilead Sciences) once daily, and were instructed to
take ETR with a meal. Substitution of alternative nucleosides, i.e. fixed dose zidovudine/
lamivudine or abacavir/lamivudine (HLA B5701 negative), for TDF/FTC was permitted
when treatment limiting clinical or laboratory AEs were considered related to TDF/FTC.

Antiretroviral activity and safety assessments

Participants were assessed during study visits at screening, baseline, and at weeks 2, 4, 8, 12,
24, and 48, with planned follow-up for a total of 96 weeks. Plasma HIV-1 RNA was
measured using the Abbott RealTime HIV-1 assay (Abbott Molecular, Des Plaines, Illinois,
USA)). Viral genotype was determined using the TRUGENE® HIV-1 assay (Siemens
Healthcare Diagnostics, Tarrytown, NY). Genotype testing was performed at screening and
repeated on study for patients who experienced virologic failure while prescribed ETR and
had viral load =500 copies/mL (the laboratory-specified threshold). Self-reported medication
adherence was assessed at each study visit using the Adult AIDS Clinical Trials Group
Antiretroviral Adherence Questionnaire. (9)

Safety and tolerability were assessed by evaluation of clinical events and laboratory
abnormalities classified by using the Division of AIDS Grading Scale. Investigators
recorded the occurrence and duration of AEs and judged relationship to the study treatment.
Safety assessments included all AEs, discontinuation due to AEs, and laboratory
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abnormalities, including change from baseline. An independent data and safety monitoring
board assessed safety and antiretroviral activity throughout the study period.

Assessment of metabolic effects

Assessment of lipid profiles, insulin resistance, and body fat distribution was conducted
among a pre-specified substudy of up to 40 participants. Blood was obtained for
measurement of lipid profiles (total, low-density lipoprotein and high-density lipoprotein
cholesterol [LDL-C, HDL-C] and triglycerides), glucose, and insulin levels at baseline and
at Weeks 12, 24, and 48. Analyses of LDL, triglycerides, glucose, and insulin values were
restricted to measurements where the participant had been fasting for at least 8 hours at the
time of phlebotomy. The homeostasis model assessment of insulin resistance (HOMA-IR)
was calculated as [fasting insulin (uU/mL) x fasting glucose (mmol/L)]/22.5.(10) Lipid and
glucose levels from the full study sample are also evaluated at entry and weeks 12 and 48.
Whole body Dual X-ray Absorptiometry (DEXA) scans (Hologic Discovery W, Hologic
Inc., Bedford, MA) were conducted at baseline and Week 24 to assess body fat distribution.
Change from baseline to week 24 in limb fat, trunk fat, total body fat, lean mass, and fat
mass ratio were calculated. Fat mass ratio was calculated as the ratio of trunk fat percentage
and lower limb fat percentage (% trunk fat mass/% lower limb fat mass).

Statistical Analysis

Measurements from study entry to week 48 were included for analysis; the week 24 and 48
HIV-1 RNA analysis windows included +/- 6 weeks. The proportion of participants who
achieved viral load <50 and <200 copies/mL was estimated with a corresponding Clopper-
Pearson exact 95% confidence interval (Cl). The primary efficacy analysis approach was
conducted intention-to-treat (ITT); a missing evaluation was counted (i.e. imputed) as failure
unless the viral loads both immediately before and after the missing value were below the
respective threshold (<50 or <200 copies/mL). As-treated analyses included evaluations
from the start of ETR and TDF/FTC through the time of permanent discontinuation of ETR
or TDF/FTC (ignoring temporary holds and dose reductions). Missing observations were
excluded in as-treated analyses.

Virologic failure was defined as confirmed viral load reduction of less than 2 logqg
copies/mL compared to baseline and viral load =200 copies/mL after Week 8 or confirmed
failure to achieve viral load <50 copies/mL at or after Week 24. Participants who
experienced confirmed virologic failure were counted as a virologic failure at the initial
failure week and all subsequent analysis weeks.

The safety/tolerability endpoint was defined as the first grade 3 (severe) or higher sign,
symptom or laboratory abnormality that was at least one grade higher than baseline, or
permanent discontinuation of ETR due to any toxicity (regardless of grade). Safety/
tolerability analyses included participant follow-up at and after exposure to study treatment,
and the Kaplan-Meier method was used to estimate the proportion of participants who
remained event-free through weeks 24 and 48, with a 95% CI using Greenwood’s variance
estimate and a log-log transformation. Time was handled as continuous (weeks from
treatment start to event or censoring). Metabolic data analyses were conducted as-treated.
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Change from baseline was calculated using the measurement closest to schedule and within
the analysis window, and quantified with an estimated median and distribution-free 95% CI.
Statistical analyses were performed in SAS version 9.3 (Cary, North Carolina) or R version
2.15.1 (http://www.r-project.org/).

RESULTS

Participants

Of 117 individuals screened, 80 were enrolled, one of whom was ineligible and discontinued
participation before beginning study treatment due to acute renal failure noted on labs at
entry visit (patient had normal renal function at screening visit) and is therefore excluded
from the analyses. Among the 37 screen failures, the most common reason for failure was
presence of an exclusionary RAM at screening (n = 19; most common were K103N [5] and
V179E/1/V [4]). Baseline characteristics of the participants are shown in (Table 1). Of the 79
participants who initiated study treatment, the majority (90%) were men and 62% were
Black, non-Hispanic; median (Q1, Q3) age was 29 (23, 44) years. At study entry, the median
(Q1, Q3) HIV-1 RNA and CD4 count were 4.52 (4.07, 5.04) logyg copies/mL and 383 (248,
472) cells/uL, respectively. Sixty-nine participants (87%) had data available for the Week 48
visit (Figure 1). Seven participants were discontinued from study follow-up, and 3 other
participants missed the Week 48 evaluation. Occurrence of an AE was the reason for early
study discontinuation for 2 of the discontinued participants (moderate rash for 1 and severe
vomiting for the other) and 3 were discontinued because of loss to follow-up.

Virologic and immunologic outcomes

At Week 48, 61 of 79 participants achieved HIV-1 RNA < 50 copies/mL (ITT, estimated
proportion: 0.77 [95% CI: 0.66, 0.86]), (Figure 2). Ten participants did not have a Week 48
viral load result because of premature study discontinuation (n = 7) or missed evaluation (n
= 3). Excluding the 10 missing participants, 61 of 69 had HIV-1 RNA < 50 copies/mL at
Week 48 (0.88 [0.78, 0.95]). The proportion achieving HIV-1 RNA < 200 copies/mL at
Week 48 was 0.82 (0.72, 0.90), and if missing evaluations were excluded, was 0.94 (0.86,
0.98).

Through Week 48, with missing viral load counted as failure unless the results immediately
before and after were both <50 copies/mL, 11 participants (14%) experienced virologic
failure. Two of 4 participants who had HIV-1 RNA < 200 copies/mL at confirmation of
virologic failure, and therefore did not meet protocol criteria for discontinuation of study
drug at that time, had subsequent viral load <50 copies/mL at Week 48. (Table 2) shows
details of the 11 participants who had virologic failure. Genotype testing was performed for
3 of 5 participants with HIV-1 RNA = 500 copies/mL at confirmed virologic failure (the
laboratory-specified threshold for genotype testing); the remaining 2 did not have genotype
samples available, 1 of whom had discontinued study treatment before virologic failure. All
3 participants who had genotype testing showed RAMSs; two had isolated RAMSs (one
E138K and the other Y181C), and the third had multiple RAMs (V75I, E138K, Y181C,
M184l, K219E, and M230L). None of these RAMs was present on the screening genotype
for these participants at baseline.
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A CD4+ cell count measurement was available for 73 participants at Week 24; median (Q1,
Q3) CD4+ cell count was 497 (357, 674) cells/uL and median (95% CI) change from
baseline was 156 (95% CI: 113, 200) cells/uL. At Week 48, results were available for 69
participants; median (Q1, Q3) CD4+ cell count was 506 (389, 752) cells/uL, and the median
(95% CI) change from baseline was 163 (136, 203) cells/uL.

Safety and tolerability

Study medication adherence was assessed by self-report, using a standardized interview. At
Week 24, 28% of participants who completed the interview (18 of 65) reported having
missed medications within the prior month, and at Week 48 non-adherence was reported by
23% (14 of 60). The most common reasons given for missed study medications were that the
participant forgot, was busy with other things, or was traveling away from home. Among
participants who experienced virologic failure while prescribed ETR, 56% (5 of 9) reported
missed doses in the month prior to virologic failure.

Adverse events were generally mild or moderate (Table 3). Among the 79 participants who
initiated the study treatment, 18 (22.8) had Grade 2 or higher clinical adverse events. The
most common Grade 2 or higher signs/symptoms experienced were rash (5 participants,
6.3%) and transaminase elevation (5 participants, 6.3%). All rashes were Grade 2 and were
maculopapular in nature. One participant who had chronic hepatitis B infection developed
Grade 3 alanine aminotransferase and Grade 2 aspartate aminotransferase elevations within
12 weeks of starting study drugs and had subsequent normalization of transaminase levels
with no change in study treatment. The highest grade of transaminase elevations in all other
patients was Grade 2.

Seven participants (8.9% of 79) had abnormal creatinine levels during follow-up, 2 of which
were moderate (Grade 2) severity and 5 of which were < Grade 1 severity. Five participants
switched from TDF/FTC to another NRTI backbone during study follow-up: 3 due to
abnormal creatinine and 2 due to other tolerability events (1 rash, 1 vomiting). Four of the
participants who discontinued TDF/FTC switched to abacavir/lamivudine and 1 to
zidovudine/lamivudine.

Fifteen (18.9%) participants reported a new sign/symptom or lab abnormality = Grade 3, and
three participants (3.8 %) permanently discontinued ETR due to toxicity. At weeks 24 and
48, the estimated probability of remaining free of a safety/tolerability event was 0.82 (95%
Cl:0.72,0.89) and 0.79 (0.69, 0.87), respectively. Safety/tolerability events that were at least
possibly related to ETR were experienced by 8 (10.1%) participants. Results were similar
with follow-up censored at discontinuation of ETR for reasons other than toxicity.

Among 15 participants who had a new safety event > Grade 3, 10 experienced a clinical sign
or symptom and 6 had laboratory abnormalities (1 experienced both). Three of the 10
participants with clinical sign or symptoms had a grade 4 event during the study period: one
participant who had a history of bipolar disorder reported worsened symptoms of depression
and vivid dreams after initiation of study treatment and made a suicide attempt, but had
subsequent improvement in symptoms following dose adjustment of his antidepressant
medication without stopping ETR; the second participant developed colitis (together with
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fever and sore throat) reported at Week 17 which resolved with no change in study
treatment; and the third participant had discontinued ETR at 8 weeks, 30 weeks before
expressing suicidal ideation. Three participants permanently discontinued ETR due to
toxicity: one had Grade 2 rash alone; one had Grade 2 rash and concomitant Grade 1
aspartate aminotransferase elevation; and the third had elevated aspartate aminotransferase
and alanine aminotransferase (Grade 2) as well as total bilirubin (Grade 1) levels. There
were no deaths.

Metabolic parameters

In the overall study population there were no significant changes in total cholesterol, LDL-
C, triglycerides, or fasting glucose at Week 48 relative to baseline. Levels of HDL-C
increased by a median (95% CI) of 5 (2 to 8) mg/dL at Week 48 (n=58). Among participants
in the metabolic substudy, insulin levels increased from baseline to Week 48, by a median of
4.3 (0.3 t0 8.4) pU/mL (n=24). Median (Q1, Q3) HOMA-IR was 1.56 (0.90, 2.54) pU/
ml.mmol/L at baseline and 1.62 (1.24, 5.60) at Week 48. Among participants with both a
baseline and week 48 assessment, the estimated median (95%CI) increase was 0.71 (0.09 to
1.91) pU/ml.mmol/L (n=23). DEXA scans for substudy participants showed no significant
changes from baseline to Week 24 (n=37) in percent total body fat (median change +0.43,
95% CI: -0.63 to 1.10), percent trunk fat (+0.32, 95% CI: -0.41 to 1.66), or percent limb fat
(+0.48, 95% CI: —-0.64 to 0.99). Similarly, increase in fat mass ratio over the first 24 weeks
was not significant (median change +0.02, 95% CI: -0.01 to 0.09).

DISCUSSION

Simplification of antiretroviral medication schedules by use of once-daily regimens is an
important factor in enhancing patient acceptability of HIV treatment. The more recent
availability of a 200 mg tablet formulation of ETR reduces this pill burden and facilitates the
possibility of once-daily ETR dosing. In addition, the ability to disperse ETR in water allows
for the option of further decreasing the number of pills swallowed daily.

In this single-arm study, once-daily ETR demonstrated acceptable antiviral activity at 48
weeks when taken in combination with fixed-dose TDF/FTC by antiretroviral naive HIV-
infected patients. Most treatment-emergent adverse events were mild to moderate in severity
and discontinuation of ETR due to adverse events was uncommon. Our findings show that,
at 48 weeks, 77% of ARV-naive participants taking ETR 400 mg once daily achieved HIV-1
RNA < 50 copies/mL. The immunologic response was robust, with a median increase in
CDA4+ cell count of 163 cells/uL. At 48 weeks, 11 participants in our study met criteria for
confirmed virologic failure by the ITT analysis. Of these, 2 participants who had HIV-1
RNA <200 copies/mL, and therefore did not meet criteria for stopping study drug,
subsequently achieved virologic suppression on study treatment, suggesting transient low-
level viremia as opposed to true virologic failure. The number of virologic failures in our
study was higher than that of the SENSE trial, also conducted in a treatment-naive study
population, in which 4 of 79 participants in the etravirine arm had virologic failure. In our
study, over half of the participants who experienced virologic failure while prescribed
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etravirine reported having missed doses of study medication in the month prior to virologic
failure, suggesting the possibility that non-adherence played a role.

Three participants who experienced virologic failure with HIV-1 RNA > 500 copies/mL at
the time of failure had RAMs, 1 of whom had multiple RAMs, including E138K and M184l,
none of which were present on the screening genotype at baseline. The emergence of
multiple RAMs on treatment in this participant is in contrast to the SENSE trial, in which no
patients in the ETR arm developed RAMs. (4) In the DUET studies, however, participants
all had at least one baseline NNRTI mutation and treatment-emergent mutations at position
E138 in the reverse transcriptase enzyme were also observed, in addition to the more
frequent V179F/1 and Y181C mutations.(11). The E138K mutation contributes phenotypic
resistance to ETR and rilpivirine, and has most often been reported in clinical trials of
rilpivirine, commonly accompanied by the M1841 mutation, as was seen in 1 of our
participants.(12, 13) Both of these HIV-1 reverse transcriptase mutations result from
guanine-to-adenine substitutions in APOBECS3 contexts and emerging data suggest that they
may in fact be archived in pro-viral DNA at a high frequency prior to initiation of ARV, and
may co-emerge following exposure to certain ARV drug combinations.(14-16) Existing data
raise concern that the E138K and M1841 mutations can interact to increase viral replication
capacity, offsetting the decreased viral fitness usually associated with the M1841/V
mutations.(17, 18) Additional studies would be needed to better assess the frequency of co-
emergent E138K and M184Il mutations in ARV-naive patients treated with etravirine.

Etravirine was well-tolerated through 48 weeks in this study. Rash, although the most
common symptom reported, occurred in only a small minority of participants (6.3%) and
was of moderate severity, with no occurrence of vesicular or bullous exanthema and no
mucous membrane involvement. One participant had Grade 2 rash in conjunction with mild
elevation in aspartate aminotransferase, which resolved rapidly after discontinuation of study
medication. The incidence of rash observed in this study was lower than the 20% incidence
reported in the larger DUET trials, however it is possible that in those trials, concomitant
darunavir-ritonavir and enfuvirtide may have contributed in part to the overall incidence of
rash, notwithstanding higher rates of rash in the ETR arm compared to the placebo group.(7)
Hepatic AEs occurred infrequently in our study, in keeping with data reported in the SENSE
and DUET trials.(4, 7) Incidence of psychiatric events with ETR was low in this study (2
participants, 2.5%) and occurred in participants with a prior history of depression. The 1
patient who developed worsening of depressive symptoms while still taking ETR was also
on antidepressant medications, including a selective serotonin reuptake inhibitor, and
experienced improvement in symptoms without stopping ETR after adjustment of his
antidepressant medications, suggesting the possibility that ETR may have reduced the levels
of that antidepressant. In the SENSE trial, a low rate of psychiatric AEs was also seen in the
etravirine arm (5%), compared to a significantly higher rate among participants in the
efavirenz arm (15%).(4)

Consistent with previous data, triglycerides, total cholesterol and LDL-C levels did not
change significantly with use of ETR.(4, 19-22) In several prior studies in which
virologically suppressed patients switched from protease inhibitor (PI) and efavirenz-based
therapy to ETR-based ARV, significant improvement in the lipid profile, and in some studies
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glycemic control, was observed after switching.(19-23) Notably, participants in our study
did experience an increase in HDL-C, an improvement that has been reported with the
NNRTIs nevirapine and efavirenz.(24-26) A similar increase in HDL-C was seen in a study
in which virologically suppressed patients were switched from NRTI- and Pl-based therapy
to ETR, but this has not been consistently observed in other studies of ETR.(7, 19, 22)
Analysis of fasting insulin and glucose levels in our study showed a modest increase in
HOMA-IR but no change in glycemia compared to baseline. Our study is the first to assess
body fat distribution by DEXA scan in patients initiating therapy with ETR, and found that
total body fat, as well as truncal and limb fat, remained stable after 24 weeks on ETR.
However, our ability to draw clear conclusions about changes in body fat distribution from
the current analysis is limited because we have data only from a single early time-point,
when slowly progressive changes in body fat may not yet be evident. In this study, DEXA
imaging is repeated at Week 96, which will allow for a more definitive assessment of body
fat distribution after initiation of ARV treatment with etravirine.

The absence of a comparator arm prevents us from drawing conclusions about efficacy of
once-daily ETR in ARV-naive patients. However, in this single-arm study, ETR achieved
virologic suppression in 77% of 79 patients by ITT analysis with missing counted as failure.
The occurrence of RAMs in some of the patients who experienced virologic failure, and in
particular the co-emergence of E138K and M184l mutations in 1 patient, does raise concern
about the potential for evolution of resistance if patients experience treatment failure with
this regimen. Given the modest size of our study, it is not possible for us to adequately assess
the likelihood of emergence of these RAMS with use of once-daily etravirine. Interpretation
of results of metabolic assessments are similarly limited by our small sample size of the
substudy, yet our observations regarding lipids and glucose levels are, in general, consistent
with findings in other larger studies.(4, 20, 23)

In summary, in this single-arm study, ETR demonstrated acceptable antiviral activity
through 48 weeks when given at the 400 mg once daily dose together with fixed-dose TDF/
FTC. Etravirine was well-tolerated in this study, with mostly mild to moderate AEs and few
toxicities that led to treatment discontinuation. As such, once daily ETR may be a plausible
option as part of a combination ARV regimen for treatment-naive individuals for whom
other NNRT s are contraindicated.
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N=79 participants *

At Week 24:

74 completed HIV-1 RNA evaluation
5 did not complete HIV-1 RNA evaluation

1 missed visit (incarceration)

4 early study discontinuation
Lost to follow-up (1)
Hospitalized for severe vomiting (1)
Moderate rash (1)
Started chemotherapy (1)

At Week 48:

69 completed HIV-1 RNA evaluation
10 did not complete HIV-1 RNA evaluation

3 missed evaluation
Missed visit, no transportation (1)
Visit conducted, unable to obtain blood (1)
Visit outside of window (1)

7 early study discontinuation
Lost to follow-up (3)
Hospitalized for severe vomiting (1)
Moderate rash (1)
Started chemotherapy (1)
Withdrew consent (1)

|

N=79 included in intention-to-treat analysis

Week 48
69 have HIV-1 RNA evaluation, 10 missing

Figurel.

Participant Disposition

@ n=79 eligible participants; 1 additional individual was determined to be ineligible on the
day of entry due to acute renal failure and was excluded from all analyses.
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Figure2.
Virologic and immunologic response

Proportion of participantswith HIV-1 RNA <50 and <200 copies/mL: Vertical bars are
95% Clopper-Pearson binomial confidence intervals. Intention-to-treat (ITT) analysis
includes all participants regardless of treatment status, with missing HIV-1 RNA counted as
failure. The as-treated denominator excludes participants who permanently discontinued
ETR + TDF/FTC or had a missing HIV-1 RNA result.

Changein CD4+ count from baseline: Estimated median and 95% distribution-free
confidence interval (vertical bars) are plotted at each study week. The intention-to-treat
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(ITT) analysis includes evaluable participants regardless of treatment status. The as-treated
analysis excludes participants who permanently discontinued ETR + TDF/FTC before CD4+
count evaluation.
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Baseline characteristics

Table 1

All Participants
N=79

Male (n, %)
Race/ethnicity (n, %)

Age, years
HIV-1 RNA, log10 copies/mL
HIV-1 RNA category (n, %)

CD4+ cell count, cells/uL

CD4+ cell count category (n, %)

Lipid levels, mg/dLb

Black, non-Hispanic
White, non-Hispanic
Hispanic (of any race)

Other, non-Hispanic?

<100,000 copies/mL
> 100,000 copies/mL

<200 cells/uL
200499 cells/uL
=500 cells/uL
Total cholesterol
LDL-cholesterol
HDL-cholesterol
Triglycerides

71 (90%)

49 (62%)

23 (29%)

5 (6%)

2 (3%)

29 (23, 44)
452 (4.07,5.04)
59 (75%)

20 (25%)

383 (248, 472)
14 (18%)

49 (62%)

16 (20%)

159 (141, 182)
99 (81, 126)
39 (31, 48)

93 (68, 118)

Values are median (Q1, Q3) except where otherwise indicated.

a . . . Lo
Other race or ethnic group: African, Sudanese (n=1), African, Liberian (n=1)

b . - . .
Results are available for total cholesterol and HDL-cholesterol levels for 78 participants and for LDL-cholesterol and triglycerides for 73

participants.
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Table 3

Clinical adverse events and laboratory abnormalities through Week 48

Frequency Percent

N=79

Clinical adverse events

Rash (any grade)?
Any Grade 2 or higher sign/symptom
Individual Grade 2 or higher signs/'symptoms
Psychiatric symptoms
Headache
Nausea/vomiting
Diarrhea

New/worsened Grade 3 or 4 sign/symptom

Grade 3 or 4 sign/symptom at least possibly related to ETR?
Laboratory abnormalities
Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) elevation (Grade 2 or higher)¢
Grade 2 creatinine elevation
New/worsened grade 3 or 4 laboratory abnormalities
Grade 3 or 4 lab abnormalities at least possibly related to ETR?
ETR discontinued dueto toxicity
Grade 2 rash
Grade 2 rash concurrent with Grade 1 AST elevation

Grade 2 elevations in AST, ALT, and total bilirubin

18

oRrNDN

w

e )

6.3

22.8

2.5
25
13
13
12.7
3.8

6.3

25
7.6
3.8

3.8
13
1.3
13

Page 18

Number of participants in each event category (and percent among n=79) is displayed; the 1 participant who never started treatment was excluded.

aAII rashes were Grade 2
bJudged by investigator to be possibly, probably, or definitely related to ETR

CFour participants had Grade 2 AST/ALT elevations, and 1 had Grade 2 and Grade 3 elevations.
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