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} Shingles and Vaccination

* Disease Overview and
Complications

* Vaccination Rates .

*  Why the change from 60
years of age to 50 years
of age regarding
vaccination

* Shingles Vaccination \

* Strategies for second
dose completion

Image from CDC. Prevention of Herpes Zoster. MMWR June 6, 2008,
57(05);1-30. Available at
http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5705al.htm.
Accessed September 2022
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Herpes Zoster
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Exclusively human alphaherpesvirus
Classic herpes virus structure: icosahedral nucleocapsid, DS DNA, and glycoprotein
studded lipid envelope

Varicella Zoster Virus

/ Glycoprotein spikes

Lipid envelope

Double-Stranded DNA
genome

Nucleocapsid

Tegument

Arvin AM. Clin Microbiol Rev. 1996;9:361-381. doi: 10.1128/cmr.9.3.361
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} Herpes Zoster Pathophysiology

¢ Anyone WhO has had vzv primarginfection: >
natural infection with VZV chicken pox
or had varicella vaccination
can develop HZ?!

* 99.5% of adults in the US
born before 1980 were VZVreactivation b
results in HZ (shingles)

infected with VZV and are i
at risk for developing HZ?

VZV latency

in dorsal root
and cranial
nerve ganglia®?

LJ

HZ = herpes zoster; US = United States; VZV = varicella-zoster virus

1. CDC, 2019. Shingles (herpes zoster): transmission. https://www.cdc.gov/shingles/about/transmission.html; 2. CDC, 2020.

Shingles (herpes zoster): clinical overview. https://www.cdc.gov/shingles/hcp/clinical-overview.html; 3. Weaver BA. J Am Osteopath

Assoc. 2009;109(6 Suppl 2):S2-6; 4. Food and Drug Administration. Vaccines and Related Biological Products Advisory Committee
P briefing document: Shingrix (Zoster Vaccine Recombinant, Adjuvanted). Sponsor Document. September 13, 2017. Available at: 6
w b }\ https://www.fda.gov/media/107553/download. Accessed December 2, 2020.
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p- Varicella Zoster Clinical Presentation: Two Diseases??

Varicella or Chickenpox: Herpes Zoster (HZ) or Shingles:
Occurs shortly after primary VZV infection; viremic Occurs when VZV reactivates from previously established
spread via infected T-cells to ?k'n cahusmg diffuse latency in sensory ganglia; virus migrates back to skin along
cutaneous vesicular ras sensory nerves causing rash in dermatomal distribution

CDC. Public Health Image Library. Image # 6121. Available at: http://phil.cdc.gov/phil/. Accessed August 11, 2016

CDC. Prevention of Herpes Zoster. MMWR June 6, 2008, 57(05);1-30. Available at http://www.cdc.gov/mmwr/preview/mmwrhtml/rr5705al.htm.
Accessed August 11, 2016

VZV = varicella zoster virus

1. Centers for Disease Control and Prevention. Epidemiology and Prevention of Vaccine-Preventable Diseases. 13th ed. 2015; 2. Centers for .

G S K Disease Control and Prevention. Varicella (Chickenpox) and Herpes Zoster (Shingles): Overview of VZV Disease and Vaccination for Healthcare
Professionals. Accessed January 18, 2019.
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People with active herpes zoster lesions can spread varicella zoster virus infection
and cause varicella in people who have never had varicella or never received
varicella vaccine. Once varicella resolves, these people would be at risk of herpes
zoster.

Active herpes zoster lesions are infectious, through direct contact with vesicular fluid,
until they dry and crust over. People with active herpes zoster lesions should cover
their lesions and avoid contact with susceptible peoplet in their household and in
occupational settings until their lesions are dry and crusted.

TFor more information regarding susceptible people please visit the Centers for Disease Control and Prevention People at High Risk for Severe
Varicella available at https://www.cdc.gov/chickenpox/hcp/index.html#high-risk-people

- Centers for Disease Control and Prevention Shingles (Herpes Zoster) Clinical Overview. Available at 8

i https://www.cdc.gov/shingles/hcp/clinical-overview.html. Accessed September 20, 2022. FOR REACTIVE USE ONLY



https://www.cdc.gov/shingles/hcp/clinical-overview.html
https://www.cdc.gov/chickenpox/hcp/index.html#high-risk-people

Postherpetic

} Complications of Herpes Zoster

Herpes Zoster

Cardiovascular
Complications

Other Complications

Neuralgia (PHN)

Most common complication;
more common and severe in
older patients?

Risk of developing PHN ranges
from 6 to 45% across
immunocompromising
conditions?

Occurs when individuals continue
to experience pain in the location
of the rash after it has resolved
(common definition > 90 days)*

Associated with potentially
severe long-term pain (months to
years)?!

Ophthalmicus (HZO)

Occurs when VZV is reactivated in
the ophthalmic division of the
trigeminal nervel?3

Complications may include chronic
ocular inflammation (e.qg., keratitis,
uveitis, optic neuritis), pain, and loss
of vision®3

HZ is associated with increased
short-term risk of cerebrovascular
and cardiac events#6

HZO is associated with even
greater risk of stroke*-6

Bacterial superinfection, hearing
loss, palsy, scarring, and nerve
damage!

Meningoencephalitis, a potentially
fatal inflammation of the brain,
can occur but is rare”

Disseminated HZ: HZ with lesions
involving > 2 dermatomes or any
visceral or central nervous system
invovliement®

HZ = herpes zoster; HZO = herpes zoster ophthalmicus; PHN = postherpetic neuralgia; VZV = varicella-zoster virus.

1. Harpaz R et al. MMWR Recomm Rep. 2008;57:1-30. https://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf; 2. McKay SL et al. Clin Infect Dis. 2020;71:e125-e134. doi: 10.1093/cid/ciz1090;
3. Shaikh S, Ta CN. Am Fam Physician. 2002;66:1723-30. doi: 10.1136/bmj.331.7509.147; 4. Erskine N et al. PLoS One. 2017;12:e0181565. doi: 10.1371/journal.pone.0181565; 5. Liu
X et al. PLoS One. 2016;11:€0165203. doi: 10.1371/journal.pone.0165203; 6. Patterson BJ et al. Mayo Clin Proc. 2019;94:763-75. doi: 10.1016/j.mayocp.2018.12.025; 7. Braun-Falco,
Hoffmann. Int J Dermatol. 2009;48:834-9. doi: 10.1111/j.1365-4632.2008.04023.x; 8. Sahoo F et al. Biol Blood Marrow Transplant. 2017;23:505-11. doi: 10.1016/j.bbmt.2016.12.620.

GSK .
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} Herpes Zoster Incidence Rates

Incidence Rates of HZ in Adult Patients

Bone marrow or stem cell transplant’- | . 30.2 - 95.6
Hematologic malignancies®’ | I 31.4-66.2
Heart transplantg.? | e 31.6-40.0
Renal transplant®.10 | m 244-28
Solid tumorsﬁvllﬂ- I 123-221
Liver transplant® | + 18.3
HIV infection1? | m— 93 17.4
Systemic lupus erythematosusi.14 | e 12.0-17.9
Rheumatoid arthritis15 | s 96-14.3
Inflammatory bowel disease1.16 1 mm 72-121
Multiple sclerosis? | B 71-11
Psoriasis’ | m 6.5-10.9
Immunocompetent (all ages)’ | + 45
0 20 40 60 80 100 120

Incidence rate (per 1,000 person-years)

This figure is not inclusive of all conditions with increased incidence rates of HZ. Data ranges include users and non-users of immunosuppressive therapies.
Solid bars represent ranges of HZ incidence estimates in conditions where multiple studies were cited.
HIV = human immunodeficiency virus; HZ = herpes zoster.

1. Chen SY et al. Infection. 2014;42:325-34; 2. Zhang D et al. Adv Therapy. 2017;34:1610-21; 3. Sahoo F et al. Biol Blood Marrow Transplant.
2017;23:505-11; 4. Winston DJ et al. Lancet. 2018;391:2116-27; 5. Bastidas A et al. JAMA. 2019;322:123-33; 6. Habel LA et al. Cancer Epidemiol
Biomarkers Prev. 2013;22:82-90; 7. Dagnew AF et al. Lancet Infect Dis. 2019;19:988-1000; 8. Koo S et al. Transpl Infect Dis. 2014;16:17-25; 9.
Pergam SA et al. Transpl Infect Dis. 2011;13:15-23; 10. Arness T et al. Transpl Infect Dis. 2008;10:260-8; 11. Mao J et al. Medicine (Baltimore).
G S K 2017;96:e8746; 12. Tseng HF et al. Clin Infect Dis. 2014;59:913-9; 13. Blank LJ et al. J Acquir Inmune Defic Syndr. 2012;61:203-7; 14. 10

Chakravarty EF. Rheum Dis Clin North Am. 2017;43:111-21; 15. Veetil BM et al. Arthritis Care Res (Hoboken). 2013;65:854-61; 16. Khan N et al.
Clin Gastroenterol Hepatol. 2018;16:1919-27.e3; 17. Johnson BH et al. BMC Infect Dis. 2015;15:502; FOR REACTIVE USE ONL




p- EPI-ZOSTER-090 Results

Incidence and adjusted relative risk of herpes zoster diagnosis

aRRs of herpes zoster diagnosis among COVID-19-diagnosed vs non-COVID-19-diaghosed and
COVID-19-hospitalized vs not hospitalized individuals

aRR of herpes zoster

Non-COVID-19- COVID-19- - - o,
diagnosed diagnosed diagnosis (95% Cl)
(n =1,577,346) (n=394,677)
. . COVID-19 1 -1 5 - 1 5% increased risk
Incidence per 1000 Incidence per 1000 diagnosis —e— - of herpes zoster
person-years person-years 107 1.4
(95% Cl) (95% CI) P<0.001
COVID-19 1.21 =21 o, increased risk
Herpes hospitalization ——— of herpes zoster
zoster 6.81 (6.57-7.05) 8.16 (7.63-8.72) 1.2)3_ vos 141
diagnosis T
0 1 2

Decreased risk Increased risk

aRR, adjusted relative risk; Cl, confidence interval; COVID-19, coronavirus disease 2019; n = number of participants in each group.

11

-
| S S K Bhavsar A et al. Open Forum Infect Dis, 2022;, ofac118, https://doi.org/10.1093/ofid/ofac118
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Vaccination Rates

CSK
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} Vaccination Rates by Race/Ethnicity

Estimated Proportion of Adults = 50 Years of Age
Who Ever Received a Shingles Vaccination — Based on the United States 2020 National Health
Interview Survey.

50
— Respondents were asked if they had ever received a
40 herpes zoster vaccine.
vos ma 305 — In this report, persons that identified as White, Black,
L 30 I 4.9 Asian, or Other race are non-Hispanic. Persons
g ' identified as Hispanic might be of any race. Other
S 20 174 . includes American Indian/Alaska Native and persons
g I a ' who identified multiple races. All categories are
10 mutually exclusive.
0
N B4 N X<} O Q‘
‘0 ’(\\ 00 0\ N &
(2 N 2 N
o {Q Q ) &Q'b v )
Q
a P < 0.05 for comparisons with White as the reference.
Error bars indicate 95% confidence intervals.
Estimates are based on household interviews of a sample of civilian, non-institutionalized United States populations.
National Health Interview Survey, 2020
— S Centers for Disease Control and Prevention. Vaccination Coverage among Adults in the United States, National Health Interview Survey, 2019- 13
| e

2020. https://www.cdc.gov/vaccines/imz-managers/coverage/adultvaxview/pubs-resources/vaccination-coverage-adults-2019-2020.html.
Accessed March 10, 2022. FOR REACTlVE USE ON LY



https://www.cdc.gov/vaccines/imz-managers/coverage/adultvaxview/pubs-resources/vaccination-coverage-adults-2019-2020.html

Why and When We Went from Vaccinating Patients 60
Years and older to 50 Years and Older.

CSK
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By age

HZ Incidence Increases With Age?

1 in 3 people in the US will develop HZ
in their lifetime; half of people living until 85
years of age will develop HZ12

el
o R
| I— |
\

* An estimated 1 million people annually
develop HZ in the US?

* The incidence rate of HZ increases with age

V4
and is higher in women than in men3 -O"O

0—

Rate (per 1000 person-years)

OFRP NWAMOU O ®©
1
N\

* 10-year recurrence risk in immunocompetent

patients > 50 years has been estimated at 20 30 40 50 60 70 =80
over 10%?* Age (years)

HZ = herpes zoster; US = United States.

1. CDC, 2020. Shingles (Herpes Zoster): Clinical Overview. https://www.cdc.gov/shingles/hcp/clinical-overview.html; 2.
— Harpaz R et al. MMWR Recomm Rep. 2008;57:1-30. https://www.cdc.gov/mmwr/PDF/rr/rr'5705.pdf; 3. Johnson BH et al. 15

| Segh—J b BMC Infectious Dis. 2015;15:502. doi: 10.1186/s12879-015-1124-4; 4. Tseng HF et al. J Infect Dis. 2020;222:798-806. doi:
10.1093/infdis/jiz652. FOR REACTIVE USE ONLY




} US Population Size 50 Years and Older

* Estimated Population in the US
* 115,435,023 adults 50 years
and older

* 52,362,817 adults 65 years
and older

= United States Census Bureau: 2020 American Community Service 5-year estimates subject tables. Available 16

| e 1) N at https://data.census.gov/cedsci/table?q=age&tid=ACSST5Y2020.50101. Accessed September 22, 2022.
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} Long-term Immunogenicity of Shingrix (Zoster Vaccine Recombinant,
Adjuvanted): Up to 10 Years
Zoster-060: Cellular and Humoral Immune Response

CD4[2+] T-cell frequency

12000 4

10000 1

8000 4

6000 4

4000 A1

2000 4

Cell-mediated immune responses remained

~ 3.5-fold above pre-initial vaccination median
levels (CD4+ T-cell frequencies)

+ Max
- Q3
Huedian
[#3]
+ Min
- il il = =2 O
MO M3 M12 M24 M36 mM4a8 MG0D M72 M108 M120
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Persistence phase

(ATP cohort for persistence)

anti-gE antibody GMC (95% CI)
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Humoral immune responses remained

~ 6-fold above pre-initial vaccination median
levels (anti-gE antibody concentrations)

ﬂmrﬂr"lr‘wmmrﬂr—l

MO M3 Mi2  M24  M36  M48 M&0 M72 M08 M120
N=68 N=66 N=68 N=68 N=68 N=65 N=65 N=65 N=68 N=61

Persistence phase
(ATP cohort for parsistence)

These graphs are reproduced with the permission of Oxford University Press for the Infectious Diseases Society of America. They were first published in the Journal of Infectious Disease.
PRE, before vaccination in the initial study; M, month after the initial vaccination; Y, year after the initial vaccination; N, number of adults with available results; Q1 first quartile; Q3, third

quartile; min, minimum; max, maximum
Hastie A et al. J Infect Dis. 2021 Dec. 15;224(12):2025-2034

GSK
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} ZOE-50: Vaccine Efficacy (VE) Overall and by Age Group?
Modified Total Vaccinated Cohort2 — Final Analysis®

Shingrix group

Placebo group

VE (%)
Age range (years) Rate of HZ Rate of HZ (95% CI)c
HZ cases (Number per 1000 HZ cases (Number per 1000
Person-Years) Person-Years)
6 210 97.2
Ol (B N = 7344 o N = 7415 R (93.7-99.0)
3 87 96.6
50-59 N = 3492 03 N =3525 8 (89.6-99.3)
2 75 97.4
B N = 2141 03 N = 2166 o (90.1-99.7)
1 48 97.9
) N=1711 0.2 N =1724 9.4 (87.9-100)
3 123 97.6
2
SEY N = 3852 0.2 N = 3890 10.2 (92.8-99.5)
Primary Analysis Secondary Analysis Pre-specified sensitivity Analysis

Cl = Confidence interval; HZ = Herpes zoster; P value = Two-sided exact P value conditional to number of cases; VE = Vaccine efficacy (Poisson method)
alncluded all subjects randomized in the study who received a second dose of the vaccine and did not develop a confirmed case of HZ within one month after the second dose
bFinal Analysis data cut-off date: July 1, 2014

P value for all comparisons < 0.0001

GSK

1. Lal H et al. New Engl J Med. 2015;372:2087-96; 2. Data on File. Study 110390. 2016. Available at: https://www.gsk-

studyregister.com.

18
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} Pooled ZOE-70 and ZOE-50: Vaccine Efficacy Against HZ Overall and by
Age Group

Modified Total Vaccinated Cohort (mTVC)?2

Shingrix group Placebo group
Age range VE (%)
Rate of HZ (95% CI)P
(Number per 1000
Person-Years)

(years) Rate of HZ

HZ cases (Number per 1000

Person-Years)

HZ cases

25 284 91.3
>

el B ) N = 8250 08 N = 8346 e (86.8-94.5)
19 216 91.3

S N = 6468 o8 N = 6554 B (86.0-94.9)
6 68 91.4

>

el N = 1782 1.0 N = 1792 i1 (80.2-97.0)

Primary Analysis

Secondary Analysis

Cl = Confidence interval; HZ = Herpes zoster; P value = Two-sided exact P value conditional to number of cases; VE = Vaccine efficacy (Poisson method)
aIncluded all subjects randomized in the study who received a second dose of the vaccine and did not develop a confirmed case of HZ within 1 month after the second dose
P value for all comparisons with placebo < 0.001

19
G s K Cunningham AL et al. New Engl J Med. 2016;375:1019-1032
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RZV [Shingrix] is recommended for the prevention of herpes zoster and related
complications for immunocompetent adults aged 50 years and older.

RZV is recommended for the prevention of herpes zoster and related
complications for immunocompetent adults who previously received Zoster

Vaccine Live (Zostavax, Merck Sharp & Dohme Corp).

Dooling KL, Guo A, Patel M, et al. Recommendations of the Advisory Committee on Immunization Practices for use of herpes zoster vaccines. MMWR Morb Mortal Wkly
Rep 2018;67:103-108. DOI Link: http://dx.doi.org/10.15585/mmwr.mm6703a5

20
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} Zoster-049: Vaccine Efficacy by Year Interim Results

Vaccine efficacy remained > 84% up to 8 years following initial vaccination

I ZOE-50/70 I I Zoster-049 !

2 {l Ye#1 >H Year 2 >” Year 3 >|| Year 4 > || Year 6 >|| Year 7 >|| Year 8° >

0 M3

92.4%

(85.0-96.6)

97.7%

(93.1-99.5)

89.8%

(80.3-95.2)

92.7%

(86.2-96.6)

Figure reproduced from Boutry C et al, 2020. Presented at IDWeek 2020

Analysis performed in the pooled ZOE-50/70 and Zoster-049 populations. ® Only data from those who reached Year 8 up to the data lock point of this interim analysis.
M3, one month post-second RZV dose.

21
G s K Boutry C, et al. Presented at: IDWeek 2020 (virtual event). October 21-25, 2020. Oral Presentation #8. FOR REACTIVE USE ONLY




Zoster-049: Long-term Persistence of Humoral Immune Response, Interim
Results

ATP humoral immunogenicity subset

GSK

20,000
| =
2 18,000
o
S 16,000
(=]
| =4
o
2 14,000
c
m
£
= 12,000
s =
22 10,000
E
o =
S
o 8,000
o
(=]
2 6,000
c
(4]
%o 4,000
2
< 2,000
0

17,296.9 Anti-gE antibody concentrations
i + persisted ~6x above pre-vaccination
i levels up to Year 8 after vaccination.
13,713.9
1 11,524.3
= 8,053.5 8,508.7 8’388,9 8,538.1
— + o+ F
i =~6-fold increase versus pre-vaccination
1,320.5
B - e e e e e e e e e e e m - = —
Pre-vaccination Year 1 Year 2 Year 3 Year 4 Year 5 Year 6 Year 7 Year 8
N=1,455 N=1,415 N=1,366 N=1,301 (No data) N=216 N=806 N=770 N=543

ZOE-50/70 parent studies’ Zoster-049 extension study

Graph reproduced from Hastie A, 2020. Presented at IDWeek 2020

Error bars indicated 95% ClI.
ATP, according-to-protocol; Cl, confidence interval; gE, glycoprotein E; N, number of participants with available results; RZV, recombinant zoster vaccine

1. Cunningham AL, et al. JID. 2018;217:1750-60; 2. Boutry C, et al. Presented at: IDWeek 2020 (virtual event). October 22

21-25, 2020. Oral Presentation #8.
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Shingrix Product Information and Safety Data for
Adults 50 Years and Older

CSK )
FOR REACTIVE USE ONLY




}Shingrix Composition
L2

+ The most abundant VZV
glycoprotein

* Expressed in skin lesions
and ganglia during HZ
episodes

* Important for viral entry into
cells, viral replication and
cell-cell spread

* Target of both humoral and
cellular responses

Vaccine

N

Adjuvant Suspension
AS01g (MPL and QS-21) - 50 mcg each

Antigen
Glycoprotein E (gE) - 50 mcg

Specificity Of The Immune Response Enhances The Immune Response To Vaccine Antigen

Glycoprotein

MPL

Liposome

Saponin QS-212

spikes ([
\{ p ] Salmonella
Lipid envelope minnesota
27 R595 strain

DNA

Phospholipid
bilayer

k Aqueous core

3QS-21: Stimulon® adjuvant licensed from Antigenics Inc, a wholly owned subsidiary of Agenus Inc. (NASDAQ: AGEN)

Nucleocapsid

Tegument

1. Gargon, et al. Understanding Modern Vaccines, Perspectives in Vaccinology, Vol 1, Amsterdam: Elsevier; 2011; chapter 24

4:89-113; 2. Dendouga N, et al. Vaccine 2012;30:3126-35; 3. Grunewald,et al. Science 2003;302:1396-8; 4. Mata-Haro,
FOR REACTIVE USE ONLY

et al. Science 2007;316:1628-32.
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} Shingrix Indication & Dosing

Indication

Shingrix is indicated for prevention of herpes zoster (HZ) in adults 50 years and
older and in adults 18 years and older who are or will be at increased risk of HZ
due to immunodeficiency or immunosuppression caused by known disease or

== = ¢ therapy.
;E SH”:me Limitations of Use
::;\} h -_-'%3,,_.:'.; Shi_ngrix is not indicated for the prevention of primary varicella infection
) :”*:;:di i (chickenpox).
’:‘fi ::.:"'-23' 3 Dosing
,/-______,.":' ::_ Two doses (0.5 mL each) administered intramuscularly according to the following
— schedules:

» A first dose given at Month 0 followed by a second dose 2 to 6 months later.

» For individuals who are or will be immunodeficient or immunosuppressed and
who would benefit from a shorter vaccination schedule: A first dose at Month 0

. _ o followed by a second dose administered 1 to 2 months later.
Prescribing Information for Shingrix

GSK -




} Shingrix Contraindications & Warnings and Precautions

Contraindications

Do not administer Shingrix to anyone with a history of a severe allergic reaction (e.g.,
anaphylaxis) to any component of the vaccine or after a previous dose of Shingrix

Warnings & Precautions

* Preventing and Managing Allergic Vaccine Reactions
Prior to administration, the healthcare provider should review the immunization history for possible vaccine
sensitivity and previous vaccination-related adverse reactions. Appropriate medical treatment and supervision
must be available to manage possible anaphylactic reactions following administration of Shingrix.

* Guillain-Barré Syndrome (GBS)
In a postmarketing observational study, an increased risk of GBS was observed during the 42 days following
vaccination with Shingrix.

* Syncope
Syncope (fainting) can be associated with the administration of injectable vaccines, including Shingrix. Syncope
can be accompanied by transient neurological signs such as visual disturbance, paresthesia, and tonic-clonic
limb movements. Procedures should be in place to avoid falling injury and to restore cerebral perfusion following
syncope.

Prescribing Information for Shingrix

GSK -




} Pooled ZOE-70 and ZOE-50: Overview of SAEs, Fatal SAEs, and pIMDs
within 1 Year Post Last Vaccination

16

14
12

10 -

Percentage (%)

Shingrix Placebo Shingrix Placebo Shingrix Placebo
SAEs Fatal SAEs pIMDs
m Related by investigator's assessment

pIMD = potential Inmune-Mediated disease; SAE = serious adverse event.

Centers for Disease Control and Prevention. Advisory Committee on Immunization Practices, February 2017 Meeting. Available at:
G s K https://www.cdc.gov/vaccines/acip/meetings/meetings-info.html. 27
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} Additional Safety Information

Unsolicited adverse events?

— Unsolicited adverse events that occurred in 21% of recipients of Shingrix vs placebo included: chills (3.5%
vs 0.2%), injection site pruritus (2.2% vs 0.2%), malaise (1.7% vs 0.3%), arthralgia (1.7% vs 1.2%),
nausea (1.4% vs 0.5%), and dizziness (1.2% vs 0.8%).

SAEs, Deaths, and pIMDs

From first administered d_ose_up to 30 From first administered dose
days post last vaccination up to 1 year post last vaccination
Shingrix (%) Placebo (%) Shingrix (%) Placebo (%)
SAEs 10.1 10.4
DeathsP 0.04 0.05 0.8 0.9
pIMDs - - 0.6 0.7

Evaluated by pooling safety data from the 29,305 subjects in Studies 1 and 2 (ZOE-50 and ZOE-70).

a0ccurred at a rate at least 1.5-fold higher than placebo.

bCauses of death among subjects were consistent with those generally reported in adult and elderly populations.
pIMD=potential immune-mediated disease; SAE=serious adverse event.

Prescribing Information for Shingrix.
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} Attributes of Shingrix

DOSING ADMINISTRATION
Given as 2 doses (0.5 mL each) according to

For intramuscular injection only
the following schedules:

A first dose is given at Month 0 followed by a second
dose administered 2 to 6 months later.

For individuals who are or will be immunodeficient or
immunosuppressed and who would benefit from a
shorter vaccination schedule: A first dose at Month O
followed by a second dose 1 to 2 months later.

RECONSTITUTION

Supplied in 2 single-dose vials
for reconstitution:

STORAGE

Should be refrigerated,
DO NOT FREEZE:

Available in single-dose vials of lyophilized gE

Store both components between 2°C and 8°C (36°F
antigen component, accompanied by single-dose and 46°F) before reconstitution (discard if frozen).
vials of adjuvant suspension component. Protect vials from light. After reconstitution, administer
Reconstitute the vial of antigen with the Shingrix immediately or store refrigerated between
accompanying vial of adjuvant suspension.

2°C and 8°C (36°F and 46°F) and use within 6 hours.
Discard reconstituted vaccine if not used within 6
hours. Do not freeze. Discard if vaccine has been
frozen.

EI s K Note: The vial stoppers are not made with natural rubber latex.

29
Prescribing Information for Shingrix.

FOR REACTIVE USE ONLY




How to Have the Discussion with Patients Regarding
Completing the Second Dose

FOR REACTIVE USE ONLY




} ZOE-50: Reactogenicity - Reactogenicity Subgroup
Solicited Local Symptoms Reported During 7 Days Post-Vaccination

100 Any Grade Shingrx Dose 1
Overall median duration of local symptoms:  Shingrix Dose 2
90 — 3 days for Shingrix - (N=4207)
80 — 1 - 3 days for placebo i

= Shingrix Across Doses
(N=4379)

Placebo Dose 1
(N=4361)

# Placebo Dose 2
(N=4224)

Percentage (%)

® Placebo Across Doses
(N=4375)

Pain Redness Swelling

% = Percentage of participants reporting the symptom at least once when the intensity is maximum; Any = Occurrence of any local symptom regardless of
their intensity grade; N = Number of participants with at least 1 documented dose; Placebo = 0.9% saline solution

G s K 1. Lal H et al. New Engl J Med. 2015;372:2087-96; 2. Data on File. Study 110390. 2016. Available at: https://www.gsk- 31

studyregister.com. FOR REACTIVE USE ONLY




} ZOE-50: Reactogenicity - Reactogenicity Subgroup

Solicited Local Symptoms Reported During 7 Days Post-Vaccination

20
g 15
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ht
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0 - .

Grade 3

Shingirx Dose 1
(N=4359)

Overall median duration of Grade 3 local symptoms:
— 1-2 days for Shingrix
— 1 day for pain with placebo (N/A for redness and

swelling)

% Shingrix Dose 2
(N=4207)

m Shingrix Across Doses
(N=4379)
Placebo Dose 1
(N=4361)

& Placebo Dose 2
(N=4224)

m Placebo Across Doses
(N=4375)

Pain Redness

I

Swelling

% = Percentage of participants reporting the symptom at least once when the intensity is maximum; Grade 3 = Redness and swelling at the injection site
were scored as grade 3 for those >100 mm. Pain was scored as 3 for significant pain at rest/prevented normal everyday activities; N = Number of
participants with at least 1 documented dose; N/A = Not applicable; Placebo = 0.9% saline solution

GSK

Data on File. Study 110390. 2016. Available at: https://www.gsk-studyregister.com.
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} ZOE-50: Reactogenicity - Reactogenicity Subgroup
Solicited Systemic Symptoms Reported During 7 Days Post-vaccination

80 Any Grade Shingrix Dose 1
. . . (N=4346)
-0 Overall median dura_tlon_of systemic symptoms: = Shingrix Dose 2
— 1 -2 days for Shingrix and placebo (N=4205)
u Shingrix Across Doses
R 60 (N=4372)
§ = Placebo Dose 1
~ 50 (N=4362)
83 # Placebo Dose 2
S 40 (N=4222)
GCJ u Placebo Across Doses
N=4376
2 30 - ( )
[}
(ol
20 +
10 A
0 -

Fatigue Fever >99.5°F* Gl Headache Myalgia Shivering

% = Percentage of participants reporting the symptom at least once when the intensity is maximum; Any = Occurrence of any general symptoms regardless of their

intensity grade or relationship to vaccination; Gl = Gastrointestinal symptoms (included nausea, vomiting, diarrhea and/or abdominal pain); N = Number of participants
with at least 1 documented dose; Placebo = 0.9% saline solution

aFever was measured orally, axillary, rectally or tympanically
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} ZOE-50: Reactogenicity - Reactogenicity Subgroup
Solicited Systemic Symptoms Reported During 7 Days Post-vaccination

Grade 3

Shingrix Dose 1
20 (N=4346)

Overall median duration of Grade 3 systemic symptoms:  Shingrix Dose 2

— 1 day for Shingrix (N=4205)

— 1 day for placebo (all symptoms, except myalgia, which u Shingrix Across Doses
was 2.5 days) | (N=4372)

Placebo Dose 1
(N=4362)

[EEY
o1

# Placebo Dose 2
(N=4222)

m Placebo Across Doses
(N=4376)

Percentage (%)
[
o

ol

O _ == b s T. T crier] I aakard
T

T z % £ _— b i
Fatigue Fever (>102.2°F) Gl Headache Myalgia Shivering

% = Percentage of participants reporting the symptom at least once when the intensity is maximum; Gl = Gastrointestinal symptoms (included nausea, vomiting, diarrhea
and/or abdominal pain); Grade 3 = Symptoms that prevented normal activity; N = Number of participants with at least 1 documented dose; Placebo = 0.9% saline solution
aFever was measured orally, axillary, rectally or tympanically
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} Herpes Zoster Ophthalmicus

. . Approximately 10%-25% of individuals with HZ
Clinical presentation of HZO develop HZO*

— Periorbital vesicular rash':2

— Conjunctivitis, keratitis, uveitis/iritis, and ocular
cranial-nerve palsies in some patients?-?

— HZO is more common in those aged
> 60 years, with more than half of HZO cases
occurring in this age group?

Chronic complications of HZO?
— Ocular inflammation

— Loss of vision

— Debilitating pain

From: Harpaz R, et al. MMWR Recomm Rep. 2008;57(RR-5).*

HZ = herpes zoster; HZO = herpes zoster ophthalmicus.

1. Shaikh S, Ta CN. Am Fam Physician. 2002;66:1723-30; 2. Yawn BP et al. Mayo Clin Proc. 2013;88:562-70. doi:
G s K 10.1016/.mayocp.2013.03.0143; 3. Chan AY et al. Cornea. 2015;34:535-40. doi: 10.1097/ICO.0000000000000362; 4. Harpaz 35

R et al. MMWR Recomm Rep. 2008;57:1-30. https://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf. FOR REACTIVE USE ONLY




} Complications of Herpes Zoster

Postherpetic

Herpes Zoster

Cardiovascular
Complications

Other Complications

Neuralgia (PHN)

— Most common complication;
more common and severe in
older patients?

— Risk of developing PHN ranges
from 6 to 45% across
immunocompromising
conditions?

— Occurs when individuals continue
to experience pain in the location
of the rash after it has resolved
(common definition > 90 days)*

— Associated with potentially
severe long-term pain (months to
years)?!

Ophthalmicus (HZO)

Occurs when VZV is reactivated in
the ophthalmic division of the
trigeminal nervel?3

Complications may include chronic
ocular inflammation (e.qg., keratitis,
uveitis, optic neuritis), pain, and loss
of vision®3

HZ is associated with increased
short-term risk of cerebrovascular
and cardiac events#6

HZO is associated with even
greater risk of stroke*-6

HZ = herpes zoster; HZO = herpes zoster ophthalmicus; PHN = postherpetic neuralgia VZV = varicella-zoster virus.

1. Harpaz R et al. MMWR Recomm Rep. 2008;57:1-30. https://www.cdc.gov/mmwr/PDF/rr/rr5705.pdf; 2. McKay SL et al. Clin Infect Dis. 2020;71:e125-e134. doi: 10.1093/cid/ciz1090;
3. Shaikh S, Ta CN. Am Fam Physician. 2002;66:1723-30. doi: 10.1136/bmj.331.7509.147; 4. Erskine N et al. PLoS One. 2017;12:e0181565. doi: 10.1371/journal.pone.0181565; 5.
Liu X et al. PLoS One. 2016;11:e0165203. doi: 10.1371/journal.pone.0165203; 6. Patterson BJ et al. Mayo Clin Proc. 2019;94:763-75. doi: 10.1016/j.mayocp.2018.12.025; 7. Braun-
Falco, Hoffmann. Int J Dermatol. 2009;48:834-9. doi: 10.1111/j.1365-4632.2008.04023.x; 8. Sahoo F et al. Biol Blood Marrow Transplant. 2017;23:505-11. doi:

10.1016/j.bbmt.2016.12.620.

GSK

Bacterial superinfection, hearing
loss, palsy, scarring, and nerve
damage!

Meningoencephalitis, a potentially
fatal inflammation of the brain,
can occur but is rare”

Disseminated HZ: HZ with lesions
involving > 2 dermatomes or any
visceral or central nervous system
invovliement®
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Questions?
Thank youl!

CSK
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