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Background:  VIR-2482 is a fully human immunoglobulin G1(IgG) mono-
clonal antibody (mAb) directed against a highly-conserved epitope in the influenza 
A hemagglutinin stem region and is in clinical development for the prevention of 
influenza A  illness. The Fc region of VIR-2482 has been modified to provide an 
extended half-life.

Methods:  This is a randomized, placebo-controlled, Phase 1/2 study of VIR-2482 
administered intramuscularly (IM) to healthy adult volunteers aged 18-64 years old 
who have not received a current influenza vaccine. The Phase 1 portion of the study 
will evaluate the safety, tolerability, pharmacokinetic (PK), and immunogenicity pro-
file of VIR-2482 following single (Part A) or multiple doses (Part B). The Phase 2 study 
will evaluate the efficacy of VIR-2482 in the prevention of influenza A illness as well as 
safety, tolerability, and PK. Part A is ongoing and consists of four single dose cohorts 
(N=25/cohort) randomized (4:1) to a single dose of VIR-2482 or placebo at 60, 300, 
1200, or 1800 mg. Safety, tolerability, PK and immunogenicity will be evaluated for at 
least 52 weeks post-dose.

Results:  In Part A, all 100 subjects received a single dose of VIR-2482 (N=80) 
or placebo (N=20). Preliminary blinded safety data for all cohorts and PK data for the 
300 and 1200 mg cohorts are reported here. Dosing was well tolerated; 6% (6/100) of 
subjects experienced mild injection site reactions, which generally resolved within 48 
hrs. Through 12 weeks post-dosing, the majority (124/126; 98.4%) of adverse events 
(AEs) were mild to moderate in nature, no serious AEs were reported, and no subjects 
discontinued due to an AE. Based on available data, exposure (Cmax and AUC) between 
300 and 1200 mg of VIR-2482 increased in a dose proportional manner. The PK profile 
of VIR-2482 is consistent with a half-life extended IgG.

Conclusion:  Based on available data, VIR-2482 has been well tolerated fol-
lowing single IM doses of up to 1800 mg in healthy subjects. The preliminary PK 
profile of VIR-2482 enables once per season dosing. Overall, these data support 
initiation of a Phase 2 study to evaluate efficacy of VIR-2482 for the prevention of 
influenza A illness.
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Background:  Travelers’ diarrhea (TD) is a leading threat to military readiness. 
Most trials of rifaximin chemoprophylaxis involve civilians or short-duration travel, 
whereas military travelers are exposed for longer periods at austere locations and are 
often physically taxed. We sought to assess efficacy of two regimens among military 
personnel deployed overseas.

Methods:  This was a multi-site, double-blind, placebo-controlled trial of 
deployed military, randomized to placebo, rifaximin 550 mg daily, or rifaximin 550 mg 
twice-daily, for up to 42 days (1:1:1; 6 randomizations/block). Diaries were reviewed 
with subjects on return. Primary endpoint was time to first unformed stool (TFUS) in 
a TD episode. Other endpoints were assessed by intention to treat (ITT) and subgroups 
included incidence of any loose stool, meeting criteria for TD, safety, efficacy, adher-
ence and impact to activity endpoints.

Results:  343 subjects were included in the ITT population. All UK travelers 
deployed to a single-site in Kenya; US travelers mostly deployed to various Asia-Pacific 
locations. Of 73 (21.2%) subjects reporting diarrhea, 42 (57.5%) met TD criteria. 
Among rifaximin-treated subjects, 15.9% (n=17) reported diarrhea in the twice-daily 
arm, 20.7% (n=25) in the daily arm, vs. 27.0% (n=31) of placebo recipients; p=.04 and 
0.26 respectively. TD was reported by 10.3% (n=11) and 10.7% (n=13) in the daily 
and twice-daily arms, vs. 15.7% (n=18) among placebo recipients; p=0.24 vs. 0.26 re-
spectively. Among UK personnel, a twice-daily regimen vs. placebo resulted in sig-
nificantly fewer TD episodes (1.6% vs. 11.9%; p=0.03). Adverse events were similar 
between groups.

Table 1: Demographics, endpoints, and adverse events (Comparisons are across 
placebo vs. each dosing regimen. Intent-to-treat [ITT] population defined as sub-
jects enrolled into the study, randomized, travelled and had follow-up. p-values 
calculated from chi-square or Fisher’s exact test [categorical variables] and Wilcoxon-
Mann-Whitney test [continuous variables]. Analyses performed on SAS v9.4. BID: 
twice-daily)

Conclusion:  This is the first trial comparing two high-dose regimens of rifax-
imin prophylaxis in deployed personnel. Unlike prior reports, neither regimen was 
associated with an overall significant decrease in TD, potentially due to low overall 
TD incidence. However, the twice-daily regimen was associated with a numerically 
lower incidence of diarrheal stool, and in the UK subject group, there was a significant 
decrease of both TD and diarrheal stool. The impact of variability in regional TD risk, 
pathogen distribution and adherence in austere deployment environments on efficacy 
will be reviewed.
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Background:  Pre-existing drug resistance can affect the efficacy of antiretro-
viral therapy. Studies in treatment-naïve and virologically suppressed participants 
have demonstrated safety and efficacy of B/F/TAF, including in patients with M184V/I 
mutations. In this pooled analysis, we investigated virologic outcomes after 48 weeks of 
B/F/TAF treatment in individuals with pre-existing integrase strand transfer inhibitor 
resistance (INSTI-R).

Methods:  Although INSTI-R was prohibited per study entry criteria, pre-exist-
ing INSTI-R (T66A/I/K, E92G/Q, F121Y, Y143C/H/R, S147G, Q148H/K/R, N155H/S, 
R263K) was evaluated in participants from studies 1489, 1490, 1844, 1878, 4030. 
INSTI-R was assessed by historical genotypes and/or retrospective deepType HIV 
assay (Seq-IT, Germany), GenoSure IN, GenoSure Archive (Monogram Biosciences). 
Virologic outcomes were defined by last on-treatment observation carried forward 
(LOCF) method.

Results:  Pre-existing primary INSTI-R substitutions were detected in 20/1907 
participants (1.0%) after enrolment. Of the 20, 75% were male, 30% white, and 85% 
had HIV-1 subtype B, baseline median CD4 counts of 594 (IQR 517, 700), and median 
age of 52 (43, 59) years. One participant was treatment-naïve with a baseline viral load 
of 30,000 copies/ml and had Q148H (+ G140S on plasma RNA genotype) and was 
sensitive to bictegravir (< 2.5-fold change). The other 19 participants were virologically 
suppressed and had E92G (n=3), Y143C (n=2), Y143H (n=4), S147G (n=2), N155S 
(n=1), Q148H (n=3), Q148K (n=1), Q148R (n=1), or R263K (n=2) INSTI-R muta-
tions by DNA genotype. The treatment-naïve individual was suppressed by Week 4 and 
maintained viral loads of < 50 copies/mL through Week 48. All suppressed participants 
had HIV RNA < 50 copies/mL throughout Week 48. All study participants had viro-
logic success by LOCF (< 50 copies/mL) at Week 48.

Conclusion:  Participants with primary INSTI-R substitutions had or maintained 
virologic suppression through 48 weeks of B/F/TAF treatment. Consistent with the 
potent in vitro activity of bictegravir against many INSTI-R mutations, these virologic 
outcomes suggest that B/F/TAF may have potential as a treatment option for some 
patients with pre-existing INSTI-R, if confirmed by further studies.
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Background:  Chronic obstructive pulmonary disease (COPD) is a progressive, 
inflammatory lung disease with few available disease-modifying therapies. Acute exac-
erbations of COPD (AECOPD) increase morbidity and mortality, and their occurrence 
coincides with sputum and oral microbiota dysbiosis. The oral microbiota also serves 
as the source of the lower airway microbiota. Chlorhexidine oral rinses are known 
to alter the oral microbiota. We hypothesized that subjects randomized to 8 weeks of 
chlorhexidine oral rinses (vs. placebo) will demonstrate decreased microbiota biomass 
compared to baseline and those on placebo.

Methods:  We performed a randomized, double-blind, placebo-controlled, 
8-week study of the effects of twice-daily chlorhexidine oral rinses on 44 subjects with 
COPD. Baseline and post-treatment data were obtained evaluating oral and sputum 
microbiota biomass and composition, systemic inflammation (CRP, fibrinogen, and 
WBC count), and respiratory symptoms (Breathlessness, Cough, and Sputum Scale 
[BCSS], St. George’s Respiratory Questionnaire [SGRQ], and AECOPD assessment). 
All analyses were prespecified.

Results:  Forty of 44 participants completed the study. The primary analysis of the 
mean differences in oral and sputum microbiota biomass between treatment groups 
was not significant. Chlorhexidine use was associated with a decrease in oral and 
sputum microbiota alpha diversity compared with placebo (Shannon diversity index 
change [standard error]: -0.349 [0.091] and -0.622 [0.169] respectively; padj=0.001 for 
both). There was no significant change in CRP, fibrinogen, WBC count, or BCSS score 
between treatment groups over the study period. Chlorhexidine use was associated 
with a significant improvement in SGRQ score when compared to the placebo (mean 
change ± standard deviation: chlorhexidine -4.7 ± 8.0 vs. placebo 1.7 ± 8.9, p=0.011; 
minimal clinically important difference in SGRQ score -4). Few adverse events were 
reported.

Conclusion:  Among those with COPD, use of twice-daily chlorhexidine 
oral rinses resulted in decreased oral and sputum microbiota alpha diversity and 
clinically significant improvement in COPD symptoms. Chlorhexidine use did 
not result in decreased oral or sputum microbiota biomass or decreased systemic 
inflammation.
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