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Background

The pivotal phase 3 ZOE-50"2 (adults aged 250 years) and ZOE-7023 (adults aged =70
years) trials reported efficacy of adjuvanted recombinant zoster vaccine (RZV) against herpes
zoster (HZ) >90%

Since the publication of the ZOE trials, the breadth of available evidence regarding RZV now
includes long-term follow-up data, patient-reported outcomes and clinical data in other at-risk
patient populations, including immunocompromised individuals

Aim

To review published RZV clinical trial data since publication of the original ZOE trials’*

—J]| Methods
Eg A literature review was performed in November 2021 using PubMed

Search string: ‘vaccine’ AND ‘zoster’ AND (‘efficacy’ OR ‘immunogenicity’) AND (‘adjuvant’ OR
‘recombinant’) AND (‘study’ OR ‘“trial’) AND ‘GSK’

Year range: 2015-2021

58 articles identified in PubMed

A review of RZV clinical

studies since publication
of the ZOE trials:

i 34 articles included®°

24 excluded as deemed not relevant or
not matching review objectives

34 RZV clinical studies since publication of the ZOE trials

Adults aged 250 years:

Safety, reactogenicity and immunogenicity with standard RZV administration B B B B B B o6 studies*?®
Efficacy against HZ, PHN, non-PHN complications™ W B P 4 studies®0-12
Long-term efficacy, immunogenicity and/or safety? W B BB B 4 studies™
Impact on quality of life (QoL) W B B 3 studies'?
Co-administration with another vaccine B B B 3 studies?-2
Different schedules; different routes of administration B B 2 studies®?
Individuals with prior ZVL vaccination B B 2 studies?26
Individuals with prior history of HZ W 1 study?

Frail individuals B 1 study?

Individuals with pre-existing potential immune-mediated diseases (pIMDs) o 1 study?®®

Individuals with pre-existing comorbidities 1 study®
Immunocompromised adults aged 218 years:

Autologous haematopoietic stem cell transplantation (aHSCT) recipients o B B 3 studies’™™?
Solid tumours & 1 study”

Renal transplant & 1 study®

Haematological malignancies W 1 study®

Efficacy of RZV

Adults aged 250 years:
@ Sex'? _[ Female 95.97
Male o |
Europe 96.597
. Asia/Australia o
12
Region North America 26
Latin America »26
European »20
Asian 099 400
Ethnicity*'? African S
Hispanic »88
Other a2 093
Long term (5—7 years post-dose 2)" o o4
Non-PHN complications**"
Frail individuals2? .951
Pre-existing pIMDs#° o 95
Pre-existing comorbidities™° o
Immunocompromised adults aged 218 years:
aHSCT recipients**’ +68
Haematological malignancies*** | | oS/ |
50 75 100

Vaccine efficacy (% * 95% CI)

Conclusion: RZV is efficacious in adults aged 250 years under different settings and in at-risk
patients aged 218 years; efficacy persists long-term in adults aged 250 years

Immunogenicity of RZV

\ # Humoral immunity:

'I LTFU in adults aged 260 years' ——w—' 7,384
Prior history of HZ? ,—23984 47,759
Prior ZVL vaccination2® *84,% 49 327
Renal transplant?3 *ﬁ—l 19,164
Solid tumours234 *105,0_' 18,292
Haematological malignancies? ._.—979—' 13,371
aHSCT recipients?? —763 112,753 “ 1 month
| | | post-dose 2
100 1,000 10,000 100,000  (or 10 years
_ _ _ Anti-gE GMC (mIU/mL) (geometric mean * 95% ClI) post-dose 1
Cellular-mediated immunity: in LTFU")

P

LTFU in adults aged 260 years's [ 1402

Prior Z\VL vaCCination?28 | ———— 2 312

Pre-vaccination

Renal transplant?3? | —— 2,149

SOIId tumourSiiZ,34 ——I 779

127
Haematological malignancies23® —78 13,082
aHSCT recipients23! 4—9 16,645

10

|
100

I I I
1,000 10,000 100,000

Frequency of gE-specific CD4* T-cells (median * IQR)

Conclusion: RZV elicits strong humoral and cellular immune responses in adults aged 250 years and

in a range of at-risk patient populations; immune responses persist long-term in adults aged 260 years

Reactogenicity and safety of RZV

In the ZOE trials, the most frequently reported solicited local adverse events (AEs) were injection site pain, redness and swelling; the most frequently reported solicited
general AEs were myalgia, fatigue and headache®

Serious adverse events (SAEs, shown below) were well-balanced between RZV and placebo/control groups in the patient populations assessed.
2 SAEs (<1%) were reported in the long-term follow-up of 7,294 ZOE participants (5—7 years post-dose 2)"

/\\\ Adults aged 250 years:
@/ Placebo crossover of ZOE trials participants® 8%
N Frail individuals?® 23%
Pre-existing pIMDs?° . 15%,
Pre-existing comorbidities3° 7"/5)3 &
Prior history of HZ#’ 3%
Prior ZVL vaccination® 10%

8%
7%, B Placebo/control arm

Co-administration with PPSV2320 30/?%

Co-administration with Tdap??

5%

Co-administration with inactivated influenza vaccine?’ ]g%
Subcutaneous vs intramuscular administration®* 37 70/, B RZV arm
0—-6-months vs 0—2-months schedule? 4/ 8%,
. Immunocompromised adults aged 218 years:
N " 26%
\ﬁ } aHSCT recipients® Sam 990/,
L Haematological malignancies® 230, 29%
Solid tumour¥#34 m 2l
Renal transplant®® 20% 25%

I I [ I I
0 10 20 30 40

% of adults reporting 21 SAEs (1 year post-dose 2)

Conclusion: RZV has a clinically acceptable safety profile in a range of at-risk

patient populations, including adults aged 250 years

Impact of RZV on quality of life

Not only is RZV 68% efficacious in preventing HZ in aHSCT recipients,%°" but it also reduces the impact of HZ on the QoL in breakthrough cases in both aHSCT
recipients®? and adults aged 270 years'’

gax Adults aged 250 years: 97
@ ZOE participants — Aged 270 years™’ e
. Immunocompromised adults aged 218 years: 43 Burden of
‘\ ) aHSCT recipients — Aged 18—49 years®? | 8.2 "| HZ illness$s
4 aHSCT recipients — Aged =50 years?? | °
aHSCT recipients — Total?2 : .83 .
aHSCT recipients — Aged 18—49 years® = 80 = P‘:rffe" of
aHSCT recipients — Aged 250 years® ! 534 ’ :)nneac:irvei;\ice:z
aHSCT recipients — Total* | | | ° | - of daily living"
50 75 100

Vaccine efficacy (% * 95% CI)

Conclusion: RZV significantly reduces the impact of HZ on the quality of life of adults
aged 270 years and aHSCT recipients aged 218 years

Conclusions

RZV was developed for the prevention of HZ and its complications in adults aged =50 years with age-related decline in immunity, as well as in adults aged 218 years at higher risk of HZ, for instance due to

Immunosuppressive treatments or diseases

The results of this review demonstrate that:

 RZV immunogenicity and efficacy are maintained in a broad range of patient populations, and remains sustained over time in adults aged 250 years
« RZV safety profile appears clinically acceptable across populations
 RZV significantly reduces the impact of HZ on the quality of life of adults aged =270 years and aHSCT recipients aged 218 years

There are no head-to-head comparisons (each population evaluated in a separate referenced study). *Participants aged =70 years from the pooled ZOE-50/70 analysis; **Non-PHN complications: HZ vasculitis, disseminated HZ, stroke, ophthalmic, neurologic, and visceral diseases; 15-10 years post-dose 1 or 2; "TPresenting 1 comorbidity at enrolment; *Post hoc efficacy analysis; #On-chemo group (1%t dose administered 8—30 days before chemotherapy and 2" dose on the day of chemotherapy); SSAEs reported from 30 days post-dose 2 to 1 year post-dose 2. From dose 1 to 30 days post-dose 2: 13.7% SAEs

in RZV arm, 12.2% SAEs in placebo arm; $3Based on Zoster Brief Pain Inventory (ZBPI) worst pain score; "'Based on ZBPI activities of daily living (ADL) scores.
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