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BACKGROUND/OBJECTIVES: Frail participants are often
under-represented in randomized trials, raising questions
about outcomes of interventions in real-world settings.
Frailty is strongly associated with vulnerability to illness and
adverse health outcomes. We studied the impact of frailty on
recombinant zoster vaccine (RZV) clinical outcomes.
DESIGN/SETTING: Data from two previously conducted
phase III randomized trials of RZV were pooled. These two
parent trials were conducted concurrently at the same study
sites using the same methods.
PARTICIPANTS/INTERVENTION: In the two parent
studies, participants aged >50 years (ZOE-50 study) and
>70 years (ZOE-70 study), respectively, were randomized
1:1 to receive two doses of RZV or placebo.
MEASUREMENTS: In the current ZOE-Frailty study
(NCT03563183), a frailty index was created using previously
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validated methods. Clinical outcomes assessed by frailty status
included vaccine efficacy, immunogenicity, reactogenicity, and
safety.

RESULTS: Of 29,305 participants from the pooled ZOE-
50 and ZOE-70 total vaccinated cohort, 92% were
included in this study. Mean age was 68.8 years; 58.1%
were women; 45.6% were pre-frail and 11.3% frail. The
percentage of frail participants increased with age from
5.7% aged 50-59 years to 22.7% aged >80 years. RZV
vaccine efficacy against herpes zoster was >90% for all
frailty subgroups (non-frail: 95.8% (95% confidence inter-
val = 91.6-98.2), pre-frail: 90.4% (84.4-94.4), frail: 90.2%
(75.4-97.0)). The RZV group demonstrated robust anti-gE
antibody and gE-specific CD4%* responses, with mean con-
centrations remaining above pre-vaccination levels at least
3 years post-dose two, in all frailty subgroups. In the RZV
group, the percentage of participants reporting solicited
adverse events tended to decrease with increasing frailty.
CONCLUSION: The relatively nonrestrictive inclusion/
exclusion criteria in the parent ZOE studies resulted in a
range of participants that included frail and pre-frail older
adults. RZV significantly reduced the risk of herpes zoster
across all frailty subgroups. J Am Geriatr Soc 69:744-
752, 2021.

Keywords: older adults; frail; herpes zoster; quality of
life; subunit vaccine

INTRODUCTION
I I erpes zoster (HZ), or shingles, which results from the

reactivation of latent varicella zoster virus (VZV),
usually presents as a painful vesicular dermatomal rash.!
VZV cell-mediated immune (CMI) response declines with
age, and this decline correlates with an increase in incidence
and severity of HZ.>? Older adults are at an increased risk
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of having severe pain during the acute phase, and of devel-
oping complications such as postherpetic neuralgia (PHN),*
which can have a devastating impact on quality of life
(QoL).>® Particularly in frail individuals, HZ can lead to an
inability to recover the lifestyle, interests, and level of func-
tional activity that existed before HZ, and may also be
associated with depression.®”

Antiviral therapy can reduce both rash extent and
duration and acute pain severity, if administered within
72 hours of rash onset, but has not been shown to decrease
the incidence of PHN.® Nonsteroidal anti-inflammatory
drugs or acetaminophen or opioids are commonly used for
the treatment of acute pain and PHN associated with HZ.
However, the application of drugs to manage HZ in frail,
co-morbid, and often poly-medicated patients must be care-
fully considered, as frail individuals could be affected more
by treatment-related side effects than non-frail individuals.”

Vaccines against other infections, such as influenza and
pneumococcal disease, are less effective in older or frail indi-
viduals, resulting in less benefit.'®'* Consequently, there is a
paradox, that is, the people in most need of protection may
benefit less from those vaccines. In contrast, a two-dose
adjuvanted recombinant zoster vaccine (RZV; Shingrix,
GSK) demonstrated vaccine efficacy (VE) in preventing HZ
of 97.2% in the pivotal phase Ill ZOE-50 study that enrolled
adults >50 years, and 91.3% in the pooled ZOE-50 and
ZOE-70 analysis, that enrolled adults >70 years.'>'® This
vaccine consists of the VZV glycoprotein E (gE) antigen and
an Adjuvant System (ASO1g).

Frail participants and those with multiple comorbidities
are often under-represented in randomized controlled trials,
raising questions about vaccine efficacy in a real-world set-
ting."” Given these questions and the correlation of frailty
with low immune responses and poor clinical outcomes with
other vaccines, we undertook an additional analysis of data
from the ZOE studies, describing the baseline frailty status
of ZOE study participants and the impact of frailty on RZV
efficacy, immunogenicity, reactogenicity, and safety.

METHODS

Study Design and Participants

This ZOE-Frailty study (NCT03563183), was an interna-
tional, observational, retrospective study designed to assess the
baseline frailty status of participants in the ZOE-50 and the
ZOE-70 studies.!>'® These two parent phase IIl randomized,
observer-blinded, placebo-controlled clinical trials were con-
ducted concurrently at the same study sites using the same
methods with participants aged >70 years randomly assigned
to the ZOE-50 or ZOE-70 study. ZOE study participants
belonging to sites willing to take part in the current study were
included in the ZOE-Frailty study. In the ZOE studies, while
patient reported outcomes (PRO) data were collected from all
participants, encoding of PRO questionnaires (Short Form
Survey-36 (SF-36), EuroQol-5 Dimension (EQ-5D)) was only
performed for participants who developed a suspected HZ epi-
sode during the study. In the ZOE-Frailty study, we encoded
the remaining PRO questionnaires. We linked this data with
the data from the ZOE studies, which allowed us to assess
baseline frailty status and perform the analysis of clinical

outcomes as a function of frailty. The study was conducted in
accordance with the principles of the Declaration of Helsinki
and Good Clinical Practice guidelines.

In the parent studies, vaccine or placebo (0.9% saline
solution) was administered (0.5 mL) intramuscularly at
month 0 and month 2 with 1:1 randomization.'*'¢

Objectives

The primary objective of the ZOE-Frailty study was to eval-
uate the baseline frailty status of participants in the parent
ZOE-50 and ZOE-70 phase III trials. The secondary objec-
tives included the evaluation of VE against HZ, VE against
HZ burden of illness (BOI), humoral and cellular immunoge-
nicity, vaccine reactogenicity, and safety by frailty status.

Assessments

Frailty status was measured using the accumulation of deficits
approach.'®2° The different aspects of frailty composing the
frailty index (FI) were assessed through the medical history
and components of the SF-36 and EQ-5D questionnaires
recorded before dose one, as previously validated.?’ The
SF-36 is a multi-purpose health survey comprising 36 ques-
tions, including scales for physical functioning, role physical,
bodily pain, general health, vitality, social function, role emo-
tional, and mental health.?* EQ-5D is a generic measure of
health status that defines health in terms of mobility, self-care,
usual activities, pain/discomfort, and anxiety/depression.*?
Further details on the deficits assessed and the scoring of the
FI components are provided in the supplemental material
(Supplementary File S1 and Supplementary Tables S1 and
S2). Deficits were coded as 0 = absent to 1 = present. Each
individual’s deficits were summed to generate a total deficit
score. The FI was then calculated by dividing by the number
of possible deficits as follows: FI = (accumulation of deficits)/
(41-nmissQoL), where nmissQoL was the number of missing
components of the 29 items from the SF-36 and EQ-5D ques-
tionnaires. Each study participant was assigned to one of
three subgroups based on the FI as follows: FI <0.08 is classi-
fied as non-frail; FI >0.08 to <0.25 is classified as pre-frail; FI
>0.25 is classified as frail.*® Participants with a missing FI
were classified as unknown.

The Zoster Brief Pain Inventory (ZBPI) questionnaire
severity of illness score was calculated as the area under the
curve of the ZBPI worst pain score from day 0 until day
182.%* The BOI was then estimated by aggregating the sever-
ity of illness scores over all the participants in a group and
dividing by the total number of years of participant follow-
up. Consequently, this composite measure took into account
the incidence of HZ as well as the severity and duration of
pain.?’ Details are presented elsewhere.*®

The total vaccinated cohort (TVC) included all partici-
pants who received at least one dose of RZV or placebo. The
primary cohort for efficacy analyses was the modified vacci-
nated cohort (mTVC), which excluded participants who did
not receive the second dose or who had a confirmed HZ epi-
sode before 1 month post-dose two. VE against HZ was
defined as 1 minus the ratio of HZ incidence of confirmed
cases in the RZV group to that in the placebo group, multi-
plied by 100. The VE in reducing the BOI was similarly
defined and calculated. All statistical tests were performed two
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n=29305
ZOE-50 and ZOE-70 TVC

n=2329

Centers did not participate in ZOE-Frailty

n=26976
ZOE-Frailty TVC

n= 26927
Participants with QoL questionnaires available
* 1=776 QoL questionnaires previously encoded in ZOE-50
and ZOE-70 due to suspected HZ cases
* n=26 151 QoL questionnaires encoded in ZOE-Frailty

n=49
Participants with QoL questionnaires not available
» Participants are included in ZOE-Frailty analysis with frailty
status of “Unknown”

Figure 1. Study population. Abbreviations: HZ, herpes zoster; N, number of participants; QoL, quality of life; TVC, total vacci-

nated cohort; YOA, years of age.

tailed using a .05 significance level. All statistical analyses were
performed with SAS software, version 4.7 (SAS Institute).

The analysis of humoral immunogenicity was performed
based on the according-to-protocol cohort for immunogenic-
ity, at each time point, including all participants who
received both doses, met all the eligibility criteria, complied
with the protocol, and had immunogenicity data available.?”
Serum anti-gE antibody concentrations were measured using
a GSK in-house enzyme-linked immunosorbent assay
(ELISA). gE-specific CMI responses were measured by flow
cytometry to assess the frequency of CD4+ T cells expressing
two or more of the following activation markers (hereafter
termed CD4%*): interferon-gamma (IFN-y), interleukin-2 (IL-
2), tumor necrosis factor-a (TNF-a), and CD40 ligand, fol-
lowing ex vivo stimulation with gE peptides. gE-specific CMI
analysis was limited to a small subset of participants from
the Czech Republic, Japan, and the United States (i.e., CMI
subset, Supplementary Table S4). Details of this selection
and of the immunologic assays are presented elsewhere.”

The humoral response threshold for the calculation of
vaccine response rates (VRR) was defined as a fourfold or
more increase in the anti-gE antibody concentration as
compared to the pre-vaccination concentration (for initially
seropositive participants) or as compared to the anti-gE

antibody cut-off wvalue for seropositivity (97 milli-
International Units (mIU)/mL, for initially seronegative partic-
ipants). The CMl-response threshold was defined as
a twofold or more increase in the frequency of CD4>* T cells,
as compared to pre-vaccination frequencies (for participants
with pre-vaccination CD4** T-cell frequencies above the cut-
off of 320 positive cells per 106 CD4 T cells counted) or
a twofold or more increase above the cut-off (for participants
with pre-vaccination frequencies below the cut-off). Exact
95% Cls were computed at each time point for the percentage
of humoral and CMI responders. Medians with interquartile
ranges were calculated for CD4** T-cell frequencies. The
95% CI for GMCs was computed by anti-log transformation
of the 95% CI for the mean of log-transformed concentra-
tions (which were calculated assuming that log-transformed
values were normally distributed with unknown variance).

In the parent ZOE-50 and ZOE-70 studies, a randomly
selected subgroup of age-stratified participants (i.e., TVC diary
card subset) recorded injection-site reactions (pain, redness,
and swelling) and systemic reactions (fatigue, fever, gastroin-
testinal symptoms, headache, myalgia, and shivering) on diary
cards for 7 days after each injection. Depending on the sever-
ity, solicited adverse events (AEs) were graded from 0 to
3.15:1¢ Unsolicited reports of AEs were recorded for 30 days

Table 1. Frailty Status by Age Group and Overall (Total Vaccinated Cohort)

n (%)

Frailty status 50-59 YOA, N = 6,542 60-69 YOA, N = 4,000

70-79 YOA, N = 12,819

280 YOA, N = 3,615 Total, N = 26,976

Non-frail 4,305 (65.8) 2,102 (52.6)
Pre-frail 1843 (28.2) 1,614 (40.4)
Frail 375 (5.7) 268 (6.7)
Unknown 9 (0.3) 6 (0.4)

4,457 (34.8) 654 (18.1) 11,518 (42.7)

6,719 (52.4) 2,114 (58.5) 12,290 (45.6)

1 575 (12.3) 819 (22.7) 3,037 (11.3)
8 (0.5) 28 (0.8) 131 (0.5)

Notes: “Unknown” refers to participants who could not be assigned a frailty subgroup due to missing data. Percentages are based on the total number of par-

ticipants in each age subgroup of the total vaccinated cohort.

Abbreviations: N, total number of participants in each age group and overall in the total vaccinated cohort; n (%), number (percentage) of participants in

each subgroup by age and overall; YOA, years of age.
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Figure 2. ZBPI burden of illness by vaccine group and frailty
status (modified total vaccinated cohort). Abbreviations: RZV,
adjuvanted recombinant zoster vaccine; ZBPI, Zoster Brief
Painlnventory.  [Color figure can be viewed at
wileyonlinelibrary.com]

after each dose for all participants. Serious AEs (SAEs) were
recorded for all participants for 12 months after the second
dose. Fatal AEs, vaccination-related SAEs and potential
immune-mediated diseases (pIMDs) were recorded in all
participants throughout the trial.

RESULTS

Of the 29,305 participants from the pooled ZOE-50 and
ZOE-70 TVC, 26,976 participants (92%) were included in
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the TVC of ZOE-Frailty (Figure 1, Supplementary Table S4).
Participants mean age at baseline was 68.8 years, 58.1%
were female and 74.6% were Caucasian (Supplementary
Table S5). In the TVC, 42.7% of participants were classified
as non-frail, 45.6% as pre-frail and 11.3% as frail (Table 1).
The percentage of frail participants increased with age from
5.7% of participants aged 50-59 years to 22.7% of partici-
pants aged >80 years. A higher proportion of females were
frail (12.5%) compared with males (9.5%; P < .001).

Vaccine Efficacy

A total of 430 and 31 subjects developed HZ in the Placebo
and RZV groups, respectively. VE against HZ was 95.8% in
non-frail participants, 90.4% in pre-frail participants and
90.2% in frail participants (Supplementary Table S3). The VE
against ZBPI BOI score was 98.6% in non-frail participants,
92.6% in pre-frail participants and 85.2% in frail partici-
pants. The absolute reduction in BOI score between the
Placebo and RZV groups was higher in frail (2.330-0.345
= 1.985) compared with non-frail (1.173-0.017 = 1.156) par-
ticipants (Figure 2).

Vaccine Immunogenicity

VRRs for anti-gE antibody were highest at 1 month post-
dose two in the RZV group for all frailty subgroups: that
is, 98.0%, 97.9%, and 95.7% for non-frail, pre-frail, and
frail, respectively (Figure 3). At 36 months post-dose two,
the VRR for anti-gE antibody in the RZV group remained
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Figure 3. RZV-induced anti-glycoprotein E antibody responses: percentage of responders by frailty status (A), GMCs by frailty sta-
tus (B); and RZV-induced glycoprotein E-specific cell-mediated immunity: percentage of responders by frailty status (C), CD4%**fre-
quencies by frailty status (D). Abbreviations: ELISA, enzyme-linked immunosorbent assay; gE, glycoprotein E; GMC, geometric
mean concentration; IU, international units; N, number of participants with available results in each group; Q1/Q3, first and third

quartiles; RZV, adjuvanted recombinant zoster vaccine.


http://wileyonlinelibrary.com

JAGS

MARCH 2021-VOL. 69, NO. 3

CURRAN ET AL.

748

QUIDEA

191S0Z JUBUIQUIOI3T PAIUBANIPE ‘A7 $90UO ISBI[ I8 JUdAd 3s1dApe ay3 Suntodar syuedonred jo (98eusdiad) saquinu ‘(94) u (dnoad yoes ur syuedodnaed jo ssquunu ‘N £ < 9peID) [[V IUSAS ISIOAPE “JVY SUONRIAIIGQY

(00)0 (00)o (00)o (o) e (20 ¢ (€0) s (z0) v (€0)9 6e<

(00)0 8) 1 (L'p) 61 (€v1) 0L (8'2) 5§ (2'81) 89¢ (972) 2s (z'e2) s9v I
(9,) ainesadwa |

(00) 0 (00)o ('0) e (2¢) 81 (€0)9 (672) LS (z0) ¥ (19) €0t € apein

(91 e (ev1) e (8'8) I+ (921) 98 (¥Q) 201 (e'€2) 651 (G°S) L1 (0'1€) €29 v
Buusniys

(000 (0'0) 0 (92 2t (2'9) 82 ('0) 8 (5'¥) 68 (08 (0'9) 00} € epeln

(L) e (8'€e) s (0'91) s2 (g'se) e/t (G'11) s2e (0'ev) 828 (e'01) 602 (¥'2v) 2s6 v
eibleAp

(00) 0 (000 (12) ot (se) 21 (9°0) 2t (272) €5 (t'0) 8 (2€) v2 € 8pein

(291 e (9'82) 9 (0'61) 68 (1-08) Lyt (8'G1) LiE (ev€) 929 (L'v1) 282 (8'1v) 8e8 v
ayoepesH

(000 (0'0) 0 (Fps (@19 (v'0) 8 (v'1) 82 (S0 Lt (e'1) 9z € apein

(L) e (56) 2 (0'et) 95 (eek) 59 (5'8) 991 (5'91) see (2°2) 25} ('81) 692 v
swoldwAs |eunsajulolisen)

(00) 0 (000 (218 (5v) 2e (6°0) 1 () €6 (2°0) S1 (279) v1L € apein

(222 v (8'¢2) g (5'02) 96 (9'e€) Y91 (e°21) 68C (o'ev) 8v8 (8'¥1) Loe (') 156 v
anbey
8L=N 1Z=N 89% = N 98% = N ¥96°L =N L6L=N ve0Z=N 100°2=N s3y |esauab pajiaijos

(00)0 (000 (000 (t'0) 2 (00)0 (01 61 (00) 0 (@) e 001<

(69) I (9'82) 9 (90) ¢ (6°12) 201 (L1 22 (1-g2) L6¥% (6°0) 81 (2'22) svs v
(wwi) Buyems

(000 (00) 0 (0'0) 0 (g2 2t (00 o (e2) ot (0'0) 0 ('€ s 001<

(00)o (tes) L (¥o)e (272€) 091 (1) 82 (L28) vEL (1) se (1-ov) sos I
(ww) ssaupay

(00)0 8%) 1 (11 s (8°2) 8¢ (€0) 9 (€9) g2t (z0) ¥ (29) SL1 € apein

(69) I (018) LI (601) 1S (8'59) 22e (2°01) L2 (9°52) v61'1 (e'01) 602 (g'28) GS9°tL v
ured
LL=N lZ=N 89% = N 687 =N ¥96°L =N LI6‘L=N ve0‘2=N 100°2=N $3V |e20] papaljos

dnoJb oqaseld dnoJb pzY dnoib ogaaeld dnoab pzY dno.b ogaseld dnoJb pzY dnoab ogaseld dnoub pzY

(%) u ‘umouyun

(%) u ‘neiq

(%) u ‘nesy-aid

(%) u ‘nesy-uoN

(19sqns pIed ATeip 11010 pajeudILA
[e103) smels Aireny Aq juedonied 1od [[eisao pouad uoneumdes-isod (9—( sAep) Aep-/ a3 Suump parrodar sgy [eIoUS pue [0 PIIDI[OS JO DUIPLU] *7 J[qe],




JAGS MARCH 2021-VOL. 69, NO. 3

RZV EFFICACY/SAFETY IN FRAIL INDIVIDUALS 749

high for all frailty subgroups: 81.7%, 74.6%, and 62.0%
for non-frail, pre-frail, and frail, respectively. In frail partici-
pants, geometric mean anti-gE antibody concentrations
increased by approximately 31-fold at 1 month post-dose
two and remained 6-fold over baseline in RZV recipients
36 months post-dose two. The corresponding estimates for
the non-frail subgroup were 42-fold and 10-fold increases
over baseline in RZV recipients at 1 month post-dose two
and 36 months post-dose two. In the CMI subset (Supple-
mentary Table $4), VRRs for gE-specific CD4>* T-cells were
highest at 1 month post-dose two in the RZV group for all
frailty subgroups: 91.7%, 94.2%, and 92.9% in non-frail,
pre-frail, and frail participants, respectively. At 36 months
post-dose two, the CMI VRR in the RZV group was 58.6%,
48.9%, and 33.3% for non-frail, pre-frail, and frail sub-
groups, respectively. In frail participants, median CD4** T-
cell frequencies increased by approximately 21-fold (1 month
post-dose two) and remained sevenfold (36 months post-dose
two) over baseline in RZV recipients. The corresponding esti-
mates for the non-frail subgroup were 22-fold and sevenfold
increases over baseline in RZV recipients at 1 month post-
dose two and 36 months post-dose two.

Reactogenicity

The percentage of participants reporting any solicited AE
was higher in the RZV group than in the placebo group for
all frailty subgroups during the 7-day (days 0-6) post-
vaccination periods following each dose (Supplementary
Table S6). The percentage of participants reporting any
solicited AEs decreased with increasing frailty in the RZV
group (87.3%, 83.4%, and 73.5% for non-frail, pre-frail,
and frail, respectively) and were similar across frailty sub-
groups in the placebo group (32.2%, 33.7%, and 36.1%
for non-frail, pre-frail, and frail, respectively). The percent-
age of participants reporting any grade 3 solicited AEs were
similar across frailty subgroups in the RZV group (17.4%,
14.1%, and 15.3% for non-frail, pre-frail, and frail, respec-
tively) and were higher in the frail than the pre-frail and
non-frail subgroups in the placebo group (1.8%, 2.2%, and
5.1% for non-frail, pre-frail, and frail, respectively).

Pain was the most frequently reported solicited local AE
for each frailty subgroup in both treatment groups (Table 2).
Pain decreased with increasing frailty in the RZV group
(82.5%, 75.6%, and 65.8% for non-frail, pre-frail, and frail,
respectively) and was similar across frailty subgroups in the
placebo group (10.3%, 10.7%, and 10.9% for non-frail, pre-
frail, and frail, respectively). Pain was also the most frequently
reported grade 3 solicited local AE in each frailty subgroup in
both treatment groups. Reporting of grade 3 pain was similar
across frailty subgroups in both the RZV and placebo groups.

Fatigue and myalgia were the most frequently reported
solicited general AEs for each frailty subgroup in both treat-
ment groups. The percentage of participants reporting
fatigue decreased with increasing frailty in the RZV group
(47.4%, 43.0%, and 33.6% for non-frail, pre-frail, and
frail, respectively) and tended to increase with increasing
frailty in the placebo group (14.8%, 17.3%, and 20.5% for
non-frail, pre-frail, and frail, respectively). Similarly, the
percentage of participants reporting myalgia decreased with
increasing frailty in the RZV group (47.4%, 42.0%, and
35.5% for non-frail, pre-frail, and frail, respectively) and

tended to increase with increasing frailty in the placebo
group (10.3%, 11.5%, and 16.0% for non-frail, pre-frail,
and frail, respectively).

Safety

The percentage of participants reporting at least one
unsolicited AE within the 30-day post-vaccination (days
0-29) was similar across frailty subgroups in the RZV group
(51.6%, 49.7%, and 47.9% for non-frail, pre-frail, and frail,
respectively), and tended to increase with increasing frailty in
the placebo group (29.6%, 32.7%, and 35.5% for non-frail,
pre-frail, and frail, respectively (Supplementary Figure S1).
The percentage of participants experiencing at least one
pIMD was 1.3%, 1.3%, and 1.0% in the non-frail, pre-frail,
and frail subgroups of the RZV group, respectively. This was
similar to the percentages observed in the placebo group
(1.2%, 1.4%, and 1.8% in the non-frail, pre-frail, and frail
subgroups, respectively). The percentage of participants
experiencing at least one SAE was 6.2%, 11.5%, and 18.6%
in the non-frail, pre-frail, and frail subgroups of the RZV
group, respectively, and 5.7%, 12.1%, and 22.7% in the
non-frail, pre-frail, and frail subgroups of the placebo group,
respectively. The percentage of participants who died during
the study follow-up (and who were classified per protocol as
experiencing a fatal SAE, independent of relationship to
vaccination) was 2.1%, 4.9%, and 11.1% in the non-frail,
pre-frail, and frail subgroups of the RZV group, respectively,
and 1.9%, 5.5%, and 12.4% in the non-frail, pre-frail, and
frail subgroups of the placebo group, respectively.

DISCUSSION

The ZOE studies included participants across a range of
frailty statuses, with 11.3% considered frail in the overall
study population aged >50 years, increasing to 22.7% in
those over age >80 years. VE against HZ was >90% across
all levels of frailty, and immune responses were robust for
all three frailty subgroups. Reactogenicity tended to
decrease with increasing frailty in the RZV group, and no
safety concerns were identified in any frailty subgroup.

Despite the lack of pre-specified frailty measure in the
parent ZOE studies, it was possible to generate a FI mea-
sure based on data collected at baseline in those clinical tri-
als, using an approach that we previously validated.*'
Indeed, the FI could be calculated for 99.5% of participants
who were included in the present study. In the case of the
ZOE studies, even without specific attempts to recruit frail
participants, use of relatively nonrestrictive in/exclusion
criteria resulted in a broad range of participants. Given
increasing awareness of the importance of frailty for
responses to therapies and vulnerability to outcomes, the
retrospective evaluation of frailty has potential applicability
for analyses of other clinical trials.

In this study, results in the placebo group were consis-
tent with published literature on frailty indices in which
frailty increased with age, was higher in women than men,
and adverse outcomes increased with increasing frailty (for
solicited AEs such as headache, myalgia, fatigue and gastro-
intestinal symptoms, unsolicited AEs, SAEs, and death).
Notably, we found that solicited AEs reports within 7 days,
and unsolicited AE reports within 30 days of vaccination did
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not increase with frailty in the RZV group, whereas they did
increase as expected in the placebo group. This observation is
interesting since, based on literature, one expects to have more
AFEs with increasing frailty, also in the vaccine group. The find-
ing suggests that the rate of AEs is driven by reactogenicity,
and as such decreases with increasing frailty, in line with the
lower observed reactogenicity in frailer participants. This result
is consistent with decreasing vaccine reactogenicity with
increasing age observed in the parent ZOE studies.'>'® Over-
all, occurrence of SAEs, pIMDs, and deaths were similar in the
vaccine and placebo groups in all frailty subgroups. The safety
profile in all subgroups was clinically acceptable and compara-
ble to the known safety profile of RZV vaccine.

RZV VE against HZ and against HZ ZBPI BOI were
>90% and >85%, respectively, in all frailty subgroups. Of
note, in the placebo group, the HZ ZBPI BOI was twice as
high in frail participants compared to non-frail participants;
consequently, although the VE tended to be lower in frail
participants, the absolute decrease in HZ ZBPI BOI was
higher in frail participants compared to pre-frail or non-
frail participants. This suggests that during the course of
the ZOE studies, with a mean follow-up of approximately
4 years, frail individuals may benefit at least as much from
RZV as non-frail individuals. In a previous publication, we
estimated that the HZ ZBPI BOI score was 1.932 in indi-
viduals aged 80 years of age and older in the placebo
group,”® compared with a score of 2.330 in frail partici-
pants in the placebo group in this analysis. This reaffirms
the findings of previous studies, that frailty is a better
predictor of clinical outcomes than chronological age.'®

We identified robust immunogenicity responses to RZV
across frailty subgroups which persisted at least 36 months
post-RZV dose two. Previous studies with other vaccines, for
example, for influenza and pneumococcal disease, demon-
strated a decline in vaccine effectiveness with age and with
frailty.'®'*?% Frailty has been theorized to be associated
with an age-related decline in innate and adaptive humoral
and cell-mediated immunity that impairs the ability to resist
infection and respond to vaccination, contributing to
immunosenescence.”®** However, the persistence of strong
gE-specific CD4 T-cell responses, and the associated VE esti-
mates of >90% in all frailty subgroups, seen with RZV, sug-
gests that the vaccine can overcome immunosenescence to
provide protection against HZ, including in frail individ-
uals.?”% Adjuvants, such as ASO1y present in RZV, have
the potential to improve the efficacy of other vaccines that
are intended for use in older adults and other populations
that may otherwise have a lower response to vaccination.

In conclusion, adjuvanted RZV was highly effective in
reducing the risk of HZ and associated BOI for all frailty
subgroups. There was a trend for reduced reactogenicity
with increasing frailty, and there were no safety concerns in
pre-frail or frail individuals. This study may help inform
older adults, their health care providers, and policy makers
regarding the benefits of vaccination against HZ with the
recombinant zoster vaccine.
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