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Session: O-2. Adult Vaccines

Background. Herpes zoster can negatively impact older adults’ health and quality
of life. An adjuvanted recombinant zoster vaccine (RZV) has excellent vaccine efficacy
(VE), including in older adults. Given that frailty is strongly associated with vulner-
ability to illness and adverse health outcomes, we studied how frailty impacts RZV VE,
immunogenicity, reactogenicity, and safety.

Methods. In the ZOE-50 and ZOE-70 pivotal Phase 3 efficacy studies of RZV,
29,305 participants aged 50-96 received 2 doses of RZV vs. placebo in 1:1 random-
ization. In this secondary analysis (NCT03563183), a baseline frailty index (FI)
was created retrospectively following previously validated methods using pre-ex-
isting comorbidities and patient reported outcomes. Participants were categorized
as non-frail (FI< 0.08), pre-frail (FI=0.08-0.25) or frail (FI> 0.25) for stratified
analyses.

Results.  FI was calculated for 99.8% of participants included in this secondary
analysis (n=26,976), and was balanced between RZV and placebo groups. 45.6% were
pre-frail and 11.3% were frail. Mean age was 68.8 years; 58.1% were women. RZV
VE against HZ was consistently above 90% for all frailty categories [non-frail: 95.8%
(95%CI: 91.6-98.2), pre-frail: 90.4% (84.4-94.4), frail: 90.2% (75.4-97.0)]. The RZV
group demonstrated robust antibody responses post-dose 2 across frailty categories.
In the RZV group, the percentage of participants reporting solicited adverse events
decreased with increasing frailty. Unsolicited medically attended visits and serious
adverse events increased with frailty and were balanced between placebo and RZV
groups.

Conclusion. 'The ZOE studies included older adults who were frail and pre-frail,
and VE was high across frailty categories. Reactogenicity decreased with increasing
frailty, and no safety concerns were identified in any frailty group.
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Background. In the 2018-19 influenza season, influenza resulted in almost
280,000 hospitalizations and over 25,000 deaths in U.S. adults > 65 years. This study
aimed to evaluate the relative vaccine effectiveness (rVE) of adjuvant trivalent influ-
enza vaccine (aTIV) compared to high-dose trivalent influenza vaccine (TIV-HD),
against influenza-related hospitalizations/emergency room (ER) visits, office visits and
hospitalization/ER visit for cardio-respiratory disease (CRD) among older adults for
the 2018-19 flu season.

Methods. A retrospective cohort analysis of older adults (> 65 years) was con-
ducted using professional fee, prescription claims and hospital charge master data in
the U.S. Baseline characteristics included age, gender, payer type, region, Charlson
Comorbidity Index (CCI), comorbidities, indicators of frail health status, and pre-in-
dex hospitalization rates. Adjusted analyses were conducted through inverse prob-
ability of treatment weighting (IPTW) to control for selection bias. Poisson regression
was used to estimate the adjusted pairwise rVE against influenza-related hospitaliza-
tions/ER visits and office visits and any hospitalization/ER visit for CRD (based on
diagnoses codes). An unrelated outcome, urinary tract infection (UTI) hospitalization,
was assessed.

Results.  During 2018-19 flu season, following IPTW analyses, 561,315 recipi-
ents of aTIV and 1,672,779 of TIV-HD were identified. After IPTW adjustment and

Poisson regression, aTTV was more effective in reducing influenza-related office visits
compared to TIV-HD (6.6%; 95% CI: 2.8%-10.3%). aTIV was statistically comparable
to TIV-HD (2.0%; 95% CI: -3.7%-7.3%) for prevention of influenza-related hospitaliza-
tions/ER visits but more effective than TIV-HD (2.6%; 95% CI: 2.0%-3.2%) in reducing
hospitalizations/ER visits for CRD. No treatment effect was identified for control con-
dition (UTT hospitalization).

Conclusion. In adjusted analyses, aTIV reduced influenza-related office visits
and CRD hospitalizations/ER visits compared to TIV-HD. aTIV and TIV-HD demon-
strated comparable reductions in influenza-related hospitalizations/ER visits.
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Background. Older and immunocompromised adults are at increased risk for
herpes zoster (HZ) and often experience persistent, severe HZ-related pain, impact-
ing their quality of life and activities of daily living. High vaccine efficacy (VE) of the
adjuvanted recombinant zoster vaccine (RZV) in preventing HZ and reducing severe
and clinically significant HZ-related pain has been shown in adults > 50 years of age
(YOA; ZOE-50 study; NCT01165177), > 70 YOA (ZOE-70; NCT01165229) and > 18
YOA undergoing autologous hematopoietic stem cell transplantation (ZOE-HSCT;
NCT01610414).

Methods. In patients with confirmed HZ from the above phase III, randomized,
placebo-controlled studies, we analyzed VE of RZV in reducing the duration of clin-
ically significant HZ-related pain and in reducing the use and duration of HZ-related
pain medication. Pain was assessed by the Zoster Brief Pain Inventory (ZBPI). Use of
all HZ-related medication was recorded.

Results. VE in reducing the duration of clinically significant HZ-related
pain (ZBPI pain score >3) during HZ episodes was 38.5% (p-value: 0.0099)
in RZV-vaccinated patients from the ZOE-HSCT study compared to placebo.
A similar trend (not statistically significant) was observed in the ZOE-50 (VE:
26.9%; p-value: 0.4318) and ZOE-70 (VE: 28.4%; p-value: 0.1877) studies. VE in
reducing the use (Table 1) and duration (Table 2) of HZ-related pain medica-
tion was 39.6% (p-value: 0.0083) and 49.3%(p-value: 0.0404), respectively, in the
ZOE-70 study; corresponding positive VE estimates were also seen in the ZOE-
50 and ZOE-HSCT studies. Non-opioids were used by 61.2%, 44.3% and 22.1%
of patients in the ZOE-50, ZOE-70 and ZOE-HSCT studies, respectively; weak
opioids by 18.6%, 13.0% and 10.8% of patients, and strong opioids by 8.0%, 2.0%
and 5.3% of patients (Table 3).

Table 1. Reduction in the use of HZ-related pain medication in patients with
confirmed HZ

Placebo

Pain
5% Cl no Ml sk b Pg

use (%) (%) 95%Cl _value
Z0E-50 6 6667 (29.93,9251) 254 529 190 74.80 (69.00,80.02)  11.69 (-19.40,53.58) 0.6972
ZOE-70 23 31 10 4348 (23.19,65.51)

223 631 160 71.75 (65.35,77.56) 39.60 (10.79, 64.75) 0.0083
ZOE-HSCT* 49 65 32 6531 (50.36,78.33) 135 262 94 69.63 (61.13,77.24) 6.21 (-15.84,27.82) 0.5937

*This analysis excluded pain medication linked to a confirmed HZ case after the start of relapse treatment; CI, confidence interval; med,
medication; HZ, herpes zoster; N, number of patients with at least one confirmed HZ episode; n+, number of pain medications in each group (all
confirmed HZ episodes considered); n, number of patients with at least one pain medication in each group (all confirmed HZ episodes

R2V, i accine; VE, vaccine efficacy (adjusted by age strata in the ZOE-50 and ZOE-70 studies).

Table 2. Reduction in the duration of HZ-related pain medication use in patients
with confirmed HZ

Rzv Placeb:
Study N n T(as) N n T(days)  VE(%) 95% Cl p-value
ZOE-50 9 6 159 254 190 14524 2472 (73.67,67.37) 05056
Z0E-70 23 10 1108 223 160 31949 49.25 (2.92,73.47) 0.0404
ZOE-HSCT* 49 32 1917 135 94 15465 2245  (15.85,4809) 02144

*This analysis excluded pain medication linked to a confirmed HZ case after the start of relapse treatment; Cl, confidence
interval; HZ, herpes zoster; N, number of patients with at least one confirmed HZ episode; n, number of patients with at
least one day of HZ-related pain medication use; RZV, recombinant zoster vaccine; T, sum of follow-up period (for subjects
without clinically significant pain T is 1, for subjects with clinically significant pain T is the duration of clinically significant
pain); VE, vaccine efficacy (adjusted by age strata and region in the ZOE-50 and ZOE-70 studies).
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