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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 LRTIL or (3) >2 symptoms of LRTT 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 INFy T-cells increased from 34 to 444 SFC/10°
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.

Disclosures. Ann R. Falsey, MD, AstraZeneca (Individual(s) Involved: Self):
Grant/Research Support; BioFire Diagnostics (Individual(s) Involved: Self): Grant/
Research Support; Janssen (Individual(s) Involved: Self): Grant/Research Support;
Merck, Sharpe and Dohme (Individual(s) Involved: Self): Grant/Research Support;
Novavax (Individual(s) Involved: Self): Other Financial or Material Support, Paid
DSMB member; Pfizer (Individual(s) Involved: Self): Grant/Research Support Kristi
Williams, PhD, Janssen R&D US (Employee) Efi Gymnopoulou, MSc, Janssen
Infectious Diseases BV (Employee) Arangassery Rosemary Bastian, PhD, Janssen
Vaccines & Prevention BV (Employee) Joris Menten, n/a, Janssen Infectious Diseases
BV (Employee) Els De Paepe, MSc, Janssen Infectious Diseases BV (Employee)
Hilde de Boer, MSc, Janssen-Cilag (Employee) Sjoukje Vandenberghe, n/a, Janssen
Infectious Diseases BV (Employee) Eric Chan, PhD, Janssen Global Services, LLC
(Employee) Jerald Sadoff, MD, Johnson & Johnson (Employee, Shareholder) Macaya
Douoguih, MD, MPH, Janssen (Employee) Benoit Callendret, PhD, Janssen Vaccines
& Prevention BV (Employee) Christy Comeaux, MD, Janssen Vaccines & Prevention
BV (Employee) Esther Heijnen, MD, Janssen Vaccines & Prevention BV (Employee)

LB15. SER-109, an Investigational Microbiome Therapeutic, Reduces Abundance
of Antimicrobial Resistance Genes in Patients with Recurrent Clostridioides
difficile Infection (rCDI) after Standard-of-Care Antibiotics

Timothy J. Straub, MS'; Liyang Diao, PhD'; Christopher Ford, PhD?

Matthew Sims, MD, PhD?; Thomas J. Louie, MD*; Charles Berenson, MD’;

Colleen S. Kraft, MD, MSc®; Stuart H. Cohen, MD’;

Stuart H. Cohen, MD’; Alla Paskovaty, PharmD'; Mary-Jane Lombardo, PhD*
Barbara McGovern, MD?%; Lisa von Moltke, MD'; Matt Henn, PhD?; 'Seres
Therapeutics, Cambridge, MA; *Seres Therapeutics, Inc, Cambridge, MA; *Beaumont
Health, Royal Oak, Michigan; *Cumming School of Medicine, University of Calgary,
Calgary, Canada, Calgary, Alberta, Canada; SState University of New York at Buffalo,
Buffalo, New York; *Emory University, Atlanta, GA; "University of California, Davis,
Sacramento, California; *Seres Therapeutics, Inc., Cambridge, MA

Session: 132. Late Breaker Abstracts
Saturday, October 2, 2021: 1:15 PM

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.
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y-axis: Loga fold change of ARG abundance at week 1, compared to baseline, for subjects
receiving SER-109 and placebo. Dotted line indicates no change from baseline. t-test used to
compare log: FC distributions between SER-109 and placebo.
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