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Background. Respiratory syncytial virus (RSV) can cause serious lower respira-
tory tract disease (LRTD) in older adults. Despite a high burden of disease, there is 
currently no licensed vaccine for RSV. Here, we report the primary efficacy and im-
munogenicity results from a Phase 2b proof-of-concept trial of an Ad26.RSV.preF-
based vaccine for the prevention of RSV-mediated LRTD in adults aged ≥65 years.

Methods. CYPRESS (NCT03982199) is a randomized, double-blind, place-
bo-controlled Phase 2b trial. Adults ≥65 years of age were randomized 1:1 prior to 
the RSV season to receive an Ad26.RSV.preF-based vaccine or placebo. Symptoms of 
acute respiratory infection (ARI) were collected through an RSV-specific patient-re-
ported Respiratory Infection Intensity and Impact Questionnaire (RiiQ) and/or by a 
clinician assessment until the end of the RSV season. The primary endpoint was the 
first occurrence of RT-PCR-confirmed RSV-mediated LRTD according to any of 3 case 
definitions: (1) ≥3 symptoms of lower respiratory tract infection (LRTI), (2) ≥2 symp-
toms of LRTI, or (3) ≥2 symptoms of LRTI or ≥1 symptom of LRTI with ≥1 systemic 
symptom. The secondary endpoint was the first occurrence of any RT-PCR-confirmed 
RSV-mediated ARI. Immunogenicity assessments were performed in a subset of ap-
proximately 200 participants.

Results. A total of 5782 participants (2891 in each study arm) received study 
treatment (92.5% white, 57.7% female, median age 71 years). Vaccine efficacy was 80% 
(94.2% CI, 52.2–92.9%), 75% (50.1–88.5%), and 69.8% (43.7–84.7%) for case defin-
ition 1, 2, and 3, respectively (all P values < 0.001). Efficacy for any RSV-mediated ARI 
was 69.8% (95% CI, 42.7–85.1%). In the vaccine arm of the immunogenicity subset, 
geometric mean fold increase in antibody titers 14 days after vaccination was 13.5 for 
RSV neutralizing antibodies and 8.6 for RSV prefusion F-specific binding antibodies. 
Median frequency of RSV-F-specific INFγ T-cells increased from 34 to 444 SFC/106 
PBMC 14 days after vaccination in the vaccine arm; no relevant changes were observed 
in the placebo arm.

Conclusion. In CYPRESS, the Ad26.RSV.preF-based vaccine was highly effective 
against RSV-mediated LRTD through the first RSV season and elicited robust humoral 
and cellular immune responses in adults aged ≥65 years.
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Background. The gastrointestinal microbiota is the first line of defense against 
colonization with antimicrobial resistant (AR) bacteria, particularly in vulnerable 
hosts with frequent antibiotic exposure. In a double-blind Phase 3 trial of rCDI 
patients, SER-109, an orally formulated consortia of purified Firmicutes spores, was 
superior to placebo in reducing CDI recurrence at week 8 post clinical resolution on 
standard-of-care (SoC) antibiotics. Overall recurrence rates were lower in SER-109 vs 
placebo (12.4% vs 39.8%, respectively) relative risk, 0.32 [95% CI, 0.18–0.58; p< 0.001 
for RR< 1.0; p< 0.001 for RR< 0.833]. This is a post-hoc analysis examining the im-
pact of SER-109 on antimicrobial resistance genes (ARGs) abundance in the intestinal 
microbiota compared to placebo.

Methods. Subjects with rCDI received SoC antibiotics, then were randomized 1:1 
to SER-109 or placebo at baseline. Of 182 subjects, 140 who had paired stool samples 
at baseline and 1-week post-treatment were included in this analysis. ARG abundances 
and taxonomic profiles were generated from whole metagenomic shotgun sequencing. 
t-tests were used to compare changes in ARG abundance from baseline; mixed linear 
models were used to associate ARG and taxon abundances across time points.

Results. ARG abundance was reduced overall by week 1, with a significantly 
greater decrease in SER-109 subjects vs. placebo at week 1 (Fig. 1). Proteobacteria rela-
tive abundance were positively correlated with ARG abundance across all samples (Fig. 
2), with the Enterobacteriaceae family associated with the abundance of 95 ARGs (all 
p < 0.05). Enterococcaceae relative abundance was associated with glycopeptide AR 
abundance (p < 0.001). At week 1, Proteobacteria relative abundance was significantly 
decreased from baseline in SER-109 subjects vs. placebo (p < 0.001). Enterobacteriaceae 
and Enterococcaceae relative abundances were also decreased from baseline in SER-109 
subjects vs. placebo (p < 0.001 and p = 0.007, respectively).

Figure 1. Significant reduction in ARG abundance at week 1 from baseline in SER-109 
treatment compared to placebo.


