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Background: The estimated economic cost of Clostridioides difficile infec-
tion (CDI) is $5.4 billion annually, primarily attributed to acute-care costs.
We previously reported data from ECOSPOR III that SER-109, an inves-
tigational oral microbiome therapeutic, was superior to placebo in reduc-
ing recurrent CDI (rCDI) in adults at 8 weeks after treatment, with a 68%
relative risk reduction. Adults with rCDI have more hospitalizations and
emergency room (ER) visits (defined herein as healthcare resource utiliza-
tion, HRU) compared to those without recurrence. Thus, we evaluated
incidence of HRU.Methods:Adults with rCDI (≥3 episodes in 12months)
were screened at 56 US and Canadian sites and were randomized 1:1 to
SER-109 (4 capsules × 3 days) or placebo following resolution of CDI with
standard-of-care CDI antibiotics. The primary end point was rCDI at 8
weeks. Exploratory end points included cumulative incidence of

hospitalizations through 24 weeks after treatment. Here, we report cumu-
lative incidence of all-cause HRU through 8 weeks after treatment.Results:
In total, 281 patients were screened and 182 were randomized (59.9%
female; mean age 65.5 years; 98.9% outpatient). Overall, 31 patients
(17%) had 38 hospitalizations or ER visits through week 8 (11 events in
10 SER-109 patients and 27 events in 21 placebo patients) (Table 1).
The cumulative incidence of HRU was lower in SER-109–treated patients
compared to placebo at both weeks 4 and 8 with most events (65.8%)
recorded within 4 weeks after treatment. The adjusted HRU incidence rate
(by person time, age, sex, and antibiotic use) was also lower in SER-109–
treated patients compared to placebo at weeks 4 and 8 (0.256 [95% CI,
0.096–0.683] versus 0.417 [95% CI, 0.199–0.873], respectively).
Conclusions: SER-109–treated patients had less HRU compared to pla-
cebo patients through 8 weeks after treatment in this mostly outpatient
population. These data suggest a potential benefit of SER-109 in reducing
HRU, thus lowering the healthcare burden of rCDI.
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Background: Central-line–associated bloodstream infections (CLABSIs)
arise from bacteria migrating from the skin along the catheter, by direct
inoculation, or from pathogens that form biofilms on the interior surface
of the catheter. However, given the oxygen-poor environments that obli-
gate anaerobes require, these organisms are unlikely to survive long enough
on the skin or on the catheter after direct inoculation to be the true cause of
a CLABSI. Although some anaerobic CLABSIs may meet the definition for
a mucosal-barrier-injury, laboratory-confirmed, bloodstream infection
(MBI-LCBI), some may be not. We sought to determine the proportion
of CLABSIs attributed to obligate anaerobic bacteria, and we sought to
determine the pathophysiologic source of these infections. Methods: We
performed a retrospective analysis of prospectively collected CLABSI data
at 54 hospitals (academic and community) in the southeastern United
States from January 2015 to December 2020. We performed chart reviews
on a convenient sample for which medical records were available. We cal-
culated the proportion of CLABSIs due to obligate anaerobes, and we have
described a subset of anaerobic CLABSI cases. Results: We identified 60
anaerobic CLABSIs of 2,430 CLABSIs (2.5%). Of the 60 anaerobic
CLABSIs, 7 were polymicrobial with nonanaerobic bacteria. The most
common species we identified were Bacteroides, Clostridium, and
Lactobacillus (Table 1). The proportion of anaerobic CLABSIs per year var-
ied from 1.2% to 3.7% (Fig. 1). Of 60 anaerobic CLABSIs, 29 (48%)
occurred in the only quaternary-care academic medical center in the data-
base. In contrast, an average of 0.6 (SD, 0.6) anaerobic CLABSIs occurred
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in the 53 community hospitals over the 6-year study period. Of these 29
anaerobic CLABSIs, 23 (79%) were clinically consistent with secondary
bloodstream infections (BSIs) due to gastrointestinal or genitourinary
source, but they lacked appropriate documentation to meet NHSN criteria
for secondary BSI or MBI-LCBI based on case reviews by infection preven-
tion physicians. The other 6 anaerobic CLABSIs did not have a clear clini-
cal etiology and did not meet MBI-LCBI criteria. In addition, 27 (93%) of
29 anaerobic CLABSIs occurred in patients who were either solid-organ
transplant recipients, were stem-cell transplant recipients, or were receiv-
ing chemotherapy. Lastly, 27 (93%) of 29 anaerobic CLABSIs were treated
with antibiotics. Conclusions: Anaerobic CLABSIs are uncommon events,
but CLABSI may disproportionately affect large, academic hospitals caring
for a high proportion of medically complex patients. Additional criteria
could be added to the MBI-LCBI to better classify anaerobic BSI.
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Background: Contact tracing alone is often inadequate to determine the
source of healthcare personnel (HCP) COVID-19 when SARS-CoV-2 is
widespread in the community. We combined whole-genome sequencing
(WGS) with traditional epidemiologic analysis to investigate the frequency

with which patients or other HCP with symptomatic COVID-19 acted as
the source of HCP infection at a large tertiary-care center early in the pan-
demic. Methods: Cohort samples were selected from patients and HCP
with PCR-positive SARS-CoV-2 infection from a period with complete
retention of samples (March 14, 2021–April 10, 2020) at Rush
University Medical Center, a 664-bed hospital in Chicago, Illinois.
During this period, testing was limited to symptomatic patients and
HCP. Recommended respiratory equipment for HCP evolved under
guidance, including a 19-day period whenmedical face masks were recom-
mended for COVID-19 care except for aerosol-generating procedures.
Viral RNA was extracted and sequenced (NovaSeq, Illumina) from rem-
nant nasopharyngeal swab samples in M4RT viral transport medium.
Genomes with >90% coverage underwent cluster detection using a
2 single-nucleotide variant genetic distance cutoff. Genomic clusters were
independently evaluated for valid epidemiologic links by 2 infectious dis-
eases physicians (with a third adjudicator) using metadata extracted from
the electronic medical record and according to predetermined criteria
(Table 1). Results: In total, 1,031 SARS-CoV-2 sequences were analyzed,
identifying 49 genomic clusters with HCP (median, 8; range, 2–43 mem-
bers per cluster; total, 268 patients and 115 HCP) (Fig. 1). Also, 20,190
flowsheet activities were documented for cohort HCP and patient inter-
actions, including 686 instances in which a cohort HCP contributed to
a cohort patient’s chart. Most HCP infections were considered not health-
care associated (88 of 115, 76.5%). We did not identify any strong linkages
for patient-to-HCP transmission. Moreover, 13 HCP cases (11.3%) were
attributed to patient source (weak linkage). Also, 14 HCP cases (12.2%)
were attributed to HCP source (11 strong and 3 weak linkages). Weak link-
ages were due to lack of epidemiologic data for HCP location, particularly
nonclinical staff (eg, an environmental service worker who lacked location
documentation to rule out patient-specific contact). Agreement for
epidemiologic linkage between the 2 evaluators was high (κ, 0.91).
Conclusions: Using genomic and epidemiologic data, we found that most
HCP COVID-19 infections were not healthcare associated. We found
weak evidence to support symptomatic patient-to-HCP transmission of
SARS-CoV-2 and stronger evidence for HCP-to-HCP transmission.

Fig. 1.

Fig. 2.
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