same-strain relapse and new-strain reinfection of CDI. We used WGS of paired C. dif-
ficile samples from patients with CDI recurrence in the EXTEND study to assess EPFX
and SV in relation to relapse and reinfection.

Methods. Patients aged 260 years with CDI were randomized (1:1) to receive
either EPFX (fidaxomicin 200 mg tablets, twice daily on Days 1-5 and once daily on
alternate days on Days 7-25) or SV (125 mg capsules, four times daily on Days 1-10).
Paired stool samples were collected from all patients at screening and from patients
with recurrence after test-of-cure (TOC). Recurrence was defined as diarrhoea occur-
ring to a greater extent than the frequency recorded at TOC, and confirmed positive
for C. difficile toxin A/B and requiring further CDI therapy. C. difficile isolates from
paired samples underwent WGS and single nucleotide variant (SNV) difference ana-
lysis. Paired samples with <2 SNV differences were considered relapses, paired samples
with >10 SNV differences were considered reinfection, and those with >2 but <10 SNV
differences (or without WGS) were considered indeterminate.

Results. At Day 90, 11/177 (6%) patients in the EPFX arm and 34/179 (19%)
patients in the SV arm had CDI recurrence. Of these, samples from 7/11 EPFX- and
19/34 SV-treated patients were available for paired WGS analysis. SNV analysis showed
that most CDI recurrences were new-strain reinfections (table).

Conclusion. Most recurrences were reinfections, but small sample sizes limited
definitive conclusions.

Reference

1. Guery et al. (2017). Lancet Inf Dis 18:296-307.

Table. SNV analysis

T arm EPFX sV Total
Patients with CDI recurrence (n/N) 11/177 34/179 45/356
Tested pairs, n (%*) 7 (15.6) 19 (42.2) 26 (57.8)
Relapse (s2 SNV) 1(2.2) 3(6.7) 4(8.9)
Reinfection (>10 SNV) 5(11.1) 15(33.3) 20 (44.4)
Indeterminate (>2 but <10 SNV) 1(2.2) 1(2.2) 2(4.4)
No available SNV results 4(8.9) 15 (33.3) 19 (42.2)

*Calculated over total number of patients with CDI recurrence in both treatment arms
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Background. There is growing evidence supporting the role of influenza vac-

cine in decreasing the risk of cardiovascular (CV) events, including acute myocardial
infarction. The development of vaccines targeting older adults, such as high-dose (HD)

and adjuvanted formulations, offers the promise of enhanced CV protection in this
high-risk group. We evaluated whether a HD trivalent vaccine was associated with a
reduced incidence of acute CV events (ACE) among nursing home (NH) residents,
compared with a standard-dose trivalent vaccine (SD).

Methods. 'This is a secondary analysis of data from a single-blind, pragmatic,
cluster-randomized comparative effectiveness trial. We recruited and randomized
Medicare-certified NHs located within 50 miles of a CDC influenza reporting city to
facility-wide standard of care for the residents to either HD or SD as the vaccine offered
for the 2013-2014 influenza season. Long-stay residents 65 and older in a fee-for-ser-
vice Medicare plan were eligible for the study. Study staff were masked to NH alloca-
tions and raw data access to minimize bias. Outcome data of interest were obtained
from the Centers for Medicare and Medicaid Services (CMS). The primary outcome
was hospitalization for an acute cardiovascular event (ACE), defined as acute myo-
cardial infarction, atrial fibrillation or heart failure between November 2013 and May
2014. Hazard ratios were estimated from cox-proportional hazard models with facility
random effects to account for clustering. We conducted stratified analyses by gender
and baseline cardiovascular disease. All models were adjusted for individual and facil-
ity level baseline characteristics.

Results. A total of 823 facilities with 38,672 eligible residents were randomized
into balanced groups. Facility and resident characteristics were comparable. The in-
cidence of hospitalization for ACE was significantly lower in HD than SD facilities
(10.1% vs. 11.0%; adjusted HR 0.92; 95% CI 0.85-0.95; P-value 0.015). Figure 1 shows
adjusted HR for each outcome; selected subgroups are presented in Figure 2.

Conclusion. High-dose flu vaccine reduces the risk of hospitalization for ACE in
long-term care residents by 8% relative to standard-dose vaccine.

Registration NCT01815268.
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Figure 1. Adjusted hazard ratio by outcome (HD versus SO vaccine; adjusted for age, gender, race, hypertension, diabetes,
dyslipidemia, obesity and toboceo use)
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Figure 2. Adjusted hazord rotio of acute cordioc events outcome by subgroup (HD versus SD vaccine, odjusted for oge, gender,
race, hypertension, diabetes, dysfipidemia, obesity and tobacco use),
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