HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SHINGRIX safely and effectively. See full prescribing information for
SHINGRIX.

at Month 0 followed by a second dose administered 1 to 2 months later.
(2.4)

---------------------- DOSAGE FORMS AND STRENGTHS------mmmeemmmremmeeme
e Injectable suspension. A single dose is 0.5 mL. (3)

CONTRAINDICATIONS
History of severe allergic reaction (e.g., anaphylaxis) to any component of the
vaccine or after a previous dose of SHINGRIX. (4)

SHINGRIX (Zoster Vaccine Recombinant, Adjuvanted) injectable
suspension, for intramuscular use
Initial U.S. Approval: 2017

RECENT MAJOR CHANGES ----------emeeemeeeeeeem
Dosage and Administration (2.1, 2.2) 7/2025

------------------------ WARNINGS AND PRECAUTIONS --mrmmmmmeemeeemee
e In a postmarketing observational study, an increased risk of

INDICATIONS AND USAGE
SHINGRIX is a vaccine indicated for prevention of herpes zoster (HZ)
(shingles):

e in adults aged 50 years and older.

e in adults aged 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.

Limitations of Use (1):

Guillain-Barré syndrome was observed during the 42 days following
vaccination with SHINGRIX. (5.2, 6.2)

Syncope (fainting) can be associated with the administration of injectable
vaccines, including SHINGRIX. Procedures should be in place to avoid
falling injury and to restore cerebral perfusion following syncope. (5.3)

ADVERSE REACTIONS

Solicited local adverse reactions reported in individuals aged 50 years and

older were pain (78%), redness (38%), and swelling (26%). (6.1)
e Solicited general adverse reactions reported in individuals aged 50 years
and older were myalgia (45%), fatigue (45%), headache (38%), shivering
(27%), fever (21%), and gastrointestinal symptoms (17%). (6.1)
Solicited local adverse reactions reported in autologous hematopoietic
stem cell transplant recipients (aged 18 through 49 and >50 years) were
pain (88% and 83%), redness (30% and 35%), and swelling (21% and
18%). (6.1)
Solicited general adverse reactions reported in autologous hematopoietic
stem cell transplant recipients (aged 18 through 49 and >50 years) were
fatigue (64% and 54%), myalgia (58% and 52%), headache (44% and
30%), gastrointestinal symptoms (21% and 28%), shivering (31% and
25%), and fever (28% and 18%). (6.1)

e SHINGRIX is not indicated for prevention of primary varicella infection
(chickenpox).

For intramuscular use (2). .
SHINGRIX is supplied in two presentations:
Vial and Vial Presentation
The vial and vial presentation includes a vial of Lyophilized gE Antigen
Component and a vial of Adjuvant Suspension Component. Reconstitute the .
Lyophilized gE Antigen Component with the Adjuvant Suspension
Component to form SHINGRIX prior to administration. (2.1)
Prefilled Syringe Presentation
The prefilled syringe contains SHINGRIX and does not require reconstitution
before use. (2.1)
Administer two doses (0.5 mL each) intramuscularly according to the
following schedules:
e A first dose at Month 0 followed by a second dose administered 2 to
6 months later. (2.4)
e For individuals who are or will be immunodeficient or immunosuppressed
and who would benefit from a shorter vaccination schedule: A first dose

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or VAERS at 1-800-822-7967 or
www.vaers.hhs.gov.

See 17 for PATIENT COUNSELING INFORMATION.
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FULL PRESCRIBING INFORMATION: CONTENTS* 11 DESCRIPTION

1 INDICATIONS AND USAGE 12 CLINICAL PHARMACOLOGY

2 DOSAGE AND ADMINISTRATION 12.1 Mechanism of Action
2.1  SHINGRIX Presentations 13 NONCLINICAL TOXICOLOGY
2.2 Preparation 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
2.3 Administration Instructions 14 CLINICAL STUDIES
24  Dose and Schedule 14.1 Efficacy in Subjects Aged 50 Years and Older

3 DOSAGE FORMS AND STRENGTHS 14.2 Efficacy in Subjects Aged 70 Years and Older

4 CONTRAINDICATIONS 14.3  Pooled Efficacy Analyses across Studies 1 and 2

5  WARNINGS AND PRECAUTIONS 14.4 Immunological Evaluation to Support Dosing Schedule
5.1  Preventing and Managing Allergic Vaccine Reactions 14.5 Long-Term Follow-Up Study
5.2 Guillain-Barré Syndrome (GBS) 14.6 Efficacy in Inmunocompromised Adults Aged 18
53  Syncope Years and Older

6 ADVERSE REACTIONS 14.7 Revaccination after Vaccination with ZOSTAVAX
6.1  Clinical Trials Experience (Zoster Vaccine Live)
6.2  Postmarketing Experience 14.8 Concomitant Administration with Other Vaccines

8 USE IN SPECIFIC POPULATIONS 16 HOW SUPPLIED/STORAGE AND HANDLING
8.1  Pregnancy 16.1 SHINGRIX Vial and Vial Presentation
8.2 Lactation 16.2 SHINGRIX Prefilled Syringe Presentation
8.4  Pediatric Use 17 PATIENT COUNSELING INFORMATION

8.5  Geriatric Use

*Sections or subsections omitted from the full prescribing information are not
listed.

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

SHINGRIX is a vaccine indicated for prevention of herpes zoster (HZ) (shingles):
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e in adults aged 50 years and older.

e in adults aged 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.

Limitations of Use:

e SHINGRIX is not indicated for prevention of primary varicella infection (chickenpox).

2 DOSAGE AND ADMINISTRATION

For intramuscular use.

2.1 SHINGRIX Presentations

SHINGRIX is supplied in two presentations, a vial and vial presentation and a prefilled syringe presentation.

Vial and Vial Presentation

The vial and vial presentation includes a vial of Lyophilized gE Antigen Component and a vial of Adjuvant
Suspension Component. Reconstitute the Lyophilized gE Antigen Component with the Adjuvant Suspension
Component to form SHINGRIX prior to administration.

Prefilled Syringe Presentation

The prefilled syringe contains SHINGRIX and does not require reconstitution before use.
2.2 Preparation

Reconstitution Instructions for SHINGRIX Vial and Vial Presentation

Reconstitute the Lyophilized gE Antigen Component (a sterile white powder) with the accompanying Adjuvant
Suspension Component (an opalescent, colorless to pale brownish liquid) to form SHINGRIX. Use only the
supplied Adjuvant Suspension Component for reconstitution. See Figures 1 through 4.
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After reconstitution, administer SHINGRIX immediately or store refrigerated between 2° and 8°C (36° and
46°F) and use within 6 hours. Discard reconstituted vaccine if not used within 6 hours.

Instructions for SHINGRIX Prefilled Syringe Presentation

Attach a sterile needle to the prefilled syringe and administer SHINGRIX intramuscularly.
2.3  Administration Instructions
For intramuscular use.

SHINGRIX is an opalescent, colorless to pale brownish liquid. Parenteral drug products should be inspected
visually for particulate matter and discoloration prior to administration, whenever solution and container permit.
If either of these conditions exists, the vaccine should not be administered.

Administer a single 0.5-mL dose by intramuscular injection. The preferred site for intramuscular injection is the
deltoid region of the upper arm.

24 Dose and Schedule
Administer two doses (0.5 mL each) intramuscularly according to the following schedules:
e A first dose at Month 0 followed by a second dose administered 2 to 6 months later.
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e 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 followed by a second dose administered 1 to 2 months
later.

3 DOSAGE FORMS AND STRENGTHS

SHINGRIX is an injectable suspension.

A single dose is 0.5 mL.

4 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 [see Description (11)].

5 WARNINGS AND PRECAUTIONS

5.1 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.

5.2 Guillain-Barré Syndrome (GBS)

In a postmarketing observational study, an increased risk of GBS was observed during the 42 days following
vaccination with SHINGRIX [see Adverse Reactions (6.2)].

5.3 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.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a vaccine cannot be directly compared with rates in the clinical trials of another vaccine and
may not reflect the rates observed in practice. There is the possibility that broad use of SHINGRIX could reveal
adverse reactions not observed in clinical trials.

Adults Aged 50 Years and Older

Overall, 17,041 adults aged 50 years and older received at least 1 dose of SHINGRIX in 17 clinical studies.

The safety of SHINGRIX was evaluated by pooling data from 2 placebo-controlled clinical studies (Studies 1
and 2) involving 29,305 subjects aged 50 years and older who received at least 1 dose of SHINGRIX

(n = 14,645) or saline placebo (n = 14,660) administered according to a 0- and 2-month schedule. At the time of
vaccination, the mean age of the population was 69 years; 7,286 (25%) subjects were aged 50 through 59 years,
4,488 (15%) subjects were aged 60 through 69 years, and 17,531 (60%) subjects were aged 70 years and older.
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Both studies were conducted in North America, Latin America, Europe, Asia, and Australia. In the overall
population, the majority of subjects were White (74%), followed by Asian (18%), Black (1.4%), and other
racial/ethnic groups (6%); 58% were female.

Solicited Adverse Reactions: In Studies 1 and 2, data on solicited local and general adverse reactions were
collected using standardized diary cards for 7 days following each vaccine dose or placebo (i.e., day of
vaccination and the next 6 days) in a subset of subjects (n = 4,886 receiving SHINGRIX, n = 4,881 receiving
placebo with at least 1 documented dose). Across both studies, the percentages of subjects aged 50 years and
older reporting each solicited local and general adverse reaction following administration of SHINGRIX (both
doses combined) were pain (78%), redness (38%), and swelling (26%); and myalgia (45%), fatigue (45%),
headache (38%), shivering (27%), fever (21%), and gastrointestinal symptoms (17%).

The reported frequencies of specific solicited local adverse reactions and general adverse reactions (overall per
subject), by age group, from the 2 studies are presented in Table 1.



Table 1. Percentage of Subjects with Solicited Local and General Adverse Reactions within 7 Days? of
Vaccination in Adults Aged 50 Through 59 Years, 60 Through 69 Years, and 70 Years and Older® (Total
Vaccinated Cohort with 7-Day Diary Card)

Aged 50 Through 59 Years | Aged 60 Through 69 Years Aged >70 Years
Adverse Reactions SHINGRIX Placebo® SHINGRIX Placebo® SHINGRIX Placebo®
Local Adverse n=1315 n=1312 n=1,311 n = 1,305 n = 2,258 n=2,263
Reactions % % % % % %
Pain 88 14 83 11 69 9
Pain, Grade 3¢ 10 1 7 1 4 0.2
Redness 39 1 38 2 38 1
Redness, >100 mm 3 0 3 0 3 0
Swelling 31 1 27 1 23 1
Swelling, >100 mm 1 0 1 0 1 0
General Adverse n=1315 n=1312 n =1,309 n = 1,305 n=2,252 n=2,264
Reactions % % % % % %
Myalgia 57 15 49 11 35 10
Myalgia, Grade 3¢ 9 1 5 1 3 0.4
Fatigue 57 20 46 17 37 14
Fatigue, Grade 3° 9 2 5 1 4 1
Headache 51 22 40 16 29 12
Headache, Grade 3¢ 6 2 4 0.2 2 0.4
Shivering 36 7 30 6 20 5
Shivering, Grade 3° 7 0.2 5 0.3 2 0.3
Fever 28 3 24 3 14 3
Fever, Grade 3f 0.4 0.2 1 0.2 0.1 0.1
Gl 24 11 17 9 14 8
GI, Grade 3° 2 1 1 1 1 0.4

Total vaccinated cohort for safety included all subjects with at least 1 documented dose (n).

47 days included day of vaccination and the subsequent 6 days.

® Data for subjects aged 50 through 59 years and 60 through 69 years are based on Study 1. Data for subjects
aged 70 years and older are based on pooled data from Study 1: NCT01165177 and Study 2: NCT01165229.

¢ Placebo was a saline solution.

4 Grade 3 pain: Defined as significant pain at rest; prevents normal everyday activities.

¢ Grade 3 myalgia, fatigue, headache, shivering, and GI: Defined as preventing normal activity.

 Fever defined as >37.5°C/99.5°F for oral, axillary, or tympanic route, or >38°C/100.4°F for rectal route;
Grade 3 fever defined as >39.0°C/102.2°F.

¢ GI = Gastrointestinal symptoms including nausea, vomiting, diarrhea, and/or abdominal pain.

The incidence of solicited local and general reactions was lower in subjects aged 70 years and older compared
with those aged 50 through 69 years.

The local and general adverse reactions seen with SHINGRIX had a median duration of 2 to 3 days.



There were no differences in the proportions of subjects reporting any or Grade 3 solicited local reactions
between Dose 1 and Dose 2. Headache and shivering were reported more frequently by subjects after Dose 2
(28% and 21%, respectively) compared with Dose 1 (24% and 14%, respectively). Grade 3 solicited general
adverse reactions (headache, shivering, myalgia, and fatigue) were reported more frequently by subjects after
Dose 2 (2.3%, 3%, 4%, and 4%, respectively) compared with Dose 1 (1.4%, 1.4%, 2.3%, and 2.4%,
respectively).

Unsolicited Adverse Events: Unsolicited adverse events that occurred within 30 days following each
vaccination (Day 0 to 29) were recorded on a diary card by all subjects. In the 2 studies, unsolicited adverse
events occurring within 30 days of vaccination were reported in 51% and 32% of subjects who received
SHINGRIX (n = 14,645) or placebo (n = 14,660), respectively (Total Vaccinated Cohort). Unsolicited adverse
events that occurred in >1% of recipients of SHINGRIX and at a rate at least 1.5-fold higher than placebo
included chills (4% versus 0.2%), injection site pruritus (2.2% versus 0.2%), malaise (1.7% versus 0.3%),
arthralgia (1.7% versus 1.2%), nausea (1.4% versus 0.5%), and dizziness (1.2% versus 0.8%).

Gout (including gouty arthritis) was reported by 0.18% (n =27) versus 0.05% (n = 8) of subjects who received
SHINGRIX or placebo, respectively, within 30 days of vaccination; available information is insufficient to
determine a causal relationship with SHINGRIX.

Serious Adverse Events (SAEs): In the 2 studies, SAEs were reported at similar rates in subjects who received
SHINGRIX (2.3%) or placebo (2.2%) from the first administered dose up to 30 days post-last vaccination.
SAEs were reported for 10.1% of subjects who received SHINGRIX and for 10.4% of subjects who received
placebo from the first administered dose up to 1 year post-last vaccination. One subject (<0.01%) reported
lymphadenitis and 1 subject (<0.01%) reported fever greater than 39°C; there was a basis for a causal
relationship with SHINGRIX.

Optic ischemic neuropathy was reported in 3 subjects (0.02%) who received SHINGRIX (all within 50 days
after vaccination) and 0 subjects who received placebo; available information is insufficient to determine a
causal relationship with SHINGRIX.

Deaths: From the first administered dose up to 30 days post-last vaccination, deaths were reported for 0.04% of
subjects who received SHINGRIX and 0.05% of subjects who received placebo in the 2 studies. From the first
administered dose up to 1 year post-last vaccination, deaths were reported for 0.8% of subjects who received
SHINGRIX and for 0.9% of subjects who received placebo. Causes of death among subjects were consistent
with those generally reported in adult and elderly populations.

Potential Immune-Mediated Diseases: In the 2 studies, new onset potential immune-mediated diseases (pIMDs)
or exacerbation of existing pIMDs were reported for 0.6% of subjects who received SHINGRIX and 0.7% of
subjects who received placebo from the first administered dose up to 1 year post-last vaccination. The most
frequently reported pIMDs occurred with comparable frequencies in the group receiving SHINGRIX and the
placebo group.

Dosing Schedule: In an open-label clinical study, 238 subjects aged 50 years and older received SHINGRIX as
a 0- and 2-month or 0- and 6-month schedule. The safety profile of SHINGRIX was similar when administered
according to a 0- and 2-month or 0- and 6-month schedule and was consistent with that observed in Studies 1
and 2.



Immunocompromised Adults Aged 18 Years and Older

The safety of SHINGRIX was evaluated in 6 placebo-controlled clinical studies that enrolled 3,116 subjects
aged 18 years and older from 5 different immunodeficient or immunosuppressed (referred to as
immunocompromised) populations, in which a total of 1,587 received SHINGRIX. In all studies, subjects
received Doses 1 and 2 of SHINGRIX 1 to 2 months apart. Safety monitoring for these studies was similar to
Studies 1 and 2. In addition, subjects were monitored for events relevant to their specific disease or condition.

At the time of receipt of SHINGRIX or placebo, the mean age of the population was 55 years; 28% subjects
were aged 18 through 49 years and 72% subjects were aged 50 years and older. Each of the studies was
conducted in one or more of the following regions: North America, Latin America, Europe, Asia, Africa, and
Australia/New Zealand. The majority of subjects were White (77%), followed by Asian (17%), Black (2%), and
other racial groups (3%); 4% were of American Hispanic or Latino ethnicity; 37% were female.



Table 2. Clinical Studies with SHINGRIX in Immunocompromised Adults Aged >18 Years

Number of Subjects
Vaccinated
Clinical Studies SHINGRIX | Placebo Study Population Safety Follow-up Period
auHSCT (NCT01610414) 922 924 Autologous 29 months median safety
hematopoietic stem cell follow-up®
transplant recipients®
Hematologic Malignancies 283 279 Hematologic 12 months post last
(NCTO01767467) malignancies®d vaccination
Renal Transplant 132 132 Renal transplant 12 months post last
(NCT02058589) recipients® vaccination
Solid Malignant Tumors 117 115 Solid tumors receiving 12 months post last
(NCT01798056) chemotherapy®® vaccination
HIV (NCT01165203) 74 49 HIV-infected subjects 12 months post last
vaccination
auHSCT (NCT00920218) 59 30 Autologous 12 months post last
hematopoietic stem cell vaccination
transplant recipients®

# The first dose was administered within 50 to 70 days after autologous hematopoietic stem cell transplantation.

b Safety follow-up was driven by HZ case accrual and ranged from a minimum of 12 months post last
vaccination to 4 years at subject level.

¢ For subjects who were vaccinated during a cancer therapy course, each dose was administered with at least
10 days between vaccination and cancer therapy cycles.

4 For subjects who received the vaccination after a full cancer therapy course, the first dose was administered
from 10 days to 6 months after cancer therapy had ended.

¢ The first dose was administered between 4 to 18 months after renal transplantation.

 In the PreChemo group (TVC: SHINGRIX [n = 90], placebo [n = 91]), the first dose was administered a
maximum of 1 month to a minimum of 10 days before the start of a chemotherapy cycle, and the second dose
was administered on the first day of a chemotherapy cycle.

¢ In the OnChemo group (TVC: SHINGRIX [n = 27], placebo [n = 24]), each dose was administered on the first
day of a chemotherapy cycle.

In the auHSCT study (NCT01610414), at the time of receipt of SHINGRIX or placebo, the mean age of the
population was 55 years; 25% of subjects were aged 18 through 49 years and 75% subjects were aged 50 years
and older. The majority of subjects were White (78%), followed by Asian (16%), Black (2%), and other racial
groups (3%); 3% were of American Hispanic or Latino ethnicity; 37% were female.

Solicited Adverse Reactions: Solicited local adverse reactions reported within 7 days following administration
of SHINGRIX (both doses combined) in auHSCT recipients (aged 18 through 49 and >50 years) were pain
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(88% and 83%), redness (30% and 35%), and swelling (21% and 18%). Solicited general adverse reactions
reported within 7 days following administration of SHINGRIX (both doses combined) in auHSCT recipients
(aged 18 through 49 and >50 years) were fatigue (64% and 54%), myalgia (58% and 52%), headache (44% and
30%), gastrointestinal symptoms (21% and 28%), shivering (31% and 25%), and fever (28% and 18%). The
percentages of subjects aged 18 years and older reporting each solicited local and general adverse reaction
following administration of each dose of SHINGRIX or placebo in the auHSCT study (NCT01610414) are
presented in Table 3.
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Table 3. Adult auHSCT Recipients (NCT01610414): Percentage of Subjects with Solicited Local and
General Adverse Reactions within 7 Days? of Vaccination in Adults Aged 18 Through 49 Years and
50 Years and Older by Dose (Total Vaccinated Cohort)

Aged 18 Through 49 Years Aged >50 Years
Adverse Reactions SHINGRIX Placebo® SHINGRIX Placebo”

Dose1 | Dose2 | Dosel | Dose2 | Dosel | Dose2 | Dosel | Dose 2
Local Adverse n=223 | n=205 | n=217 | n=207 | n=673 | n=635 | n=673 | n=627
Reactions % % % % % % % %
Pain 81 82 8 6 75 74 6 5
Pain, Grade 3° 11 11 1 0 5 7 0.3 0
Redness 20 25 0 0 21 28 1 1
Redness, >100 mm 1 2 0 0 1 3 0 0
Swelling 14 17 0 0 10 15 1 1
Swelling, >100 mm 0 2 0 0 0.1 1 0 0
General Adverse n=222 |n=203  n=218 | n=207 | n=674 | n=633 | n=674 | n =628
Reactions % % % % % % % %
Myalgia 41 51 22 21 37 43 18 17
Myalgia, Grade 3¢ 4 8 2 2 2 4 1 1
Fatigue 49 51 34 25 37 46 31 26
Fatigue, Grade 3¢ 6 10 1 2 3 4 2 3
Headache 23 38 17 17 15 25 13 8
Headache, Grade 3¢ 1 5 0 2 0.1 2 0.4 1
Shivering 20 26 12 6 11 21 7 7
Shivering, Grade 3¢ 1 6 0 0 0.4 3 1 0.2
Fever, >37.5°C/99.5°F 9 28 4 2 6 15 3 4
Fever, Grade 3 0 1 0 0 0.1 0.2 0 0.2
>39.5°C/103.1°F
GI° 14 13 13 12 18 18 16 12
GI, Grade 3¢ 1 1 0 1 1 2 1 2

Total vaccinated cohort (TVC) for safety included all subjects with at least 1 documented dose (n).
% = Percentage of subjects reporting the symptom at least once.

87 days included day of vaccination and the subsequent 6 days.

® Placebo was sucrose reconstituted with saline solution.

¢ Grade 3 pain: defined as significant pain at rest preventing normal everyday activities.

4 Grade 3 myalgia, fatigue, headache, shivering, and GI: defined as preventing normal activity.

¢ GI = Gastrointestinal symptoms including nausea, vomiting, diarrhea, and/or abdominal pain.

In general, the reported frequencies of solicited local and general adverse reactions in the other studies in
immunocompromised populations were similar to that in the auHSCT study (NCT01610414). The local and
general adverse reactions seen with SHINGRIX had a median duration of 1 to 3 days across all studies enrolling
immunocompromised subjects.

Unsolicited Adverse Events: Across all 6 studies enrolling immunocompromised subjects, unsolicited adverse
events, including both serious and non-serious events, occurring within 30 days following each vaccination
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were reported in 46% and 44% of subjects who received SHINGRIX or placebo. Adverse events of arthralgia,
infective pneumonia, and influenza-like illness occurred in >1% of recipients of SHINGRIX and at a rate at
least 1.5-fold higher than placebo (1.5% versus 1.0%, 1.5% versus 0.9%, and 1.3% versus 0.6%, respectively).

Serious Adverse Events: Across all 6 studies enrolling immunocompromised subjects, SAEs were reported at
similar rates in subjects who received SHINGRIX (7%) or placebo (8%) from the first administered dose up to
30 days post-last vaccination. SAEs were reported for 26% of subjects who received SHINGRIX and for 27%
of subjects who received placebo from the first administered dose up to 1 year post-last vaccination. SAEs of
infective pneumonia were reported for 21 subjects (1.3%) who received SHINGRIX and for 11 subjects (0.7%)
who received placebo up to 30 days post-last vaccination. Available information is insufficient to determine a
causal relationship to vaccination.

Deaths: Across all 6 studies enrolling immunocompromised subjects, from the first administered dose up to

30 days post-last vaccination, deaths were reported for 2 subjects (0.1%) who received SHINGRIX and 7
subjects (0.5%) who received placebo. From the first administered dose up to 1 year post-last vaccination,
deaths were reported for 6% of subjects who received SHINGRIX and for 6% of subjects who received placebo.
Causes of death among subjects were consistent with those expected in the populations evaluated.

Potential Immune-Mediated Diseases: Across all 6 studies enrolling immunocompromised subjects, new onset
pIMDs or exacerbation of existing pIMDs were reported for 1.3% of subjects who received SHINGRIX and
1.0% of subjects who received placebo from the first administered dose up to 1 year post-last vaccination. There
were no notable imbalances in specific pIMDs between treatment groups.

Other Medically Relevant Events: In the auHSCT study (NCT01610414), relapse or progression was reported
by 315 of 922 subjects (34%) who received at least 1 dose of SHINGRIX and 331 of 924 subjects (36%) who
received placebo from the first vaccination to study end.

In the auHSCT study (NCT00920218), relapse or progression was reported by 17 of 59 subjects (29%) who
received at least 1 dose of SHINGRIX and 8 of 30 subjects (27%) who received placebo from the first
vaccination to study end.

In the hematologic malignancy study, relapse or progression was reported by 45 of 283 subjects (16%) who
received at least 1 dose of SHINGRIX and 58 of 279 subjects (21%) who received placebo from the first
vaccination to study end.

In the renal transplant study, biopsy-confirmed allograft rejection was reported by 4 of 132 (3%) of subjects
who received SHINGRIX and by 7 of 132 (5%) of subjects who received placebo from the first vaccination to
study end (approximately 13 months later). Creatinine as a measure of graft function and changes in
alloimmunity post-vaccination were not systematically evaluated.

In the HIV study, at least 1 event of worsening HIV condition was reported by 9 of 74 (12%) of subjects who
received SHINGRIX and by 5 of 49 (10%) of subjects who received placebo from the first vaccination to study
end.

Concomitant Administration with 23-Valent Pneumococcal Polysaccharide Vaccine

In an open-label clinical study (NCT02045836) in subjects aged 50 years and older, information about solicited
local and systemic adverse reactions was collected using diary cards for 7 days (i.e., day of vaccination and the
next 6 days). When PNEUMOVAX 23 was concomitantly administered with the first dose of SHINGRIX
compared to when the first dose of SHINGRIX was given alone, a greater percentage of subjects reported fever,
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defined as >37.5°C/99.5°F (16% vs. 7%, respectively) and shivering (21% vs. 7%, respectively) [see Clinical
Studies (14.8)].

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of SHINGRIX. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to the vaccine.

General Disorders and Administration Site Conditions

Decreased mobility of the injected arm which may persist for 1 or more weeks.

Immune System Disorders

Hypersensitivity reactions, including angioedema, rash, and urticaria.

Nervous System Disorders

Guillain-Barré syndrome.

Postmarketing Observational Study of the Risk of Guillain-Barré Syndrome following Vaccination with
SHINGRIX

The association between vaccination with SHINGRIX and GBS was evaluated among Medicare beneficiaries
aged 65 years or older. Using Medicare claims data, from October 2017 through February 2020, vaccinations
with SHINGRIX among beneficiaries were identified through National Drug Codes, and potential cases of
hospitalized GBS among recipients of SHINGRIX were identified through International Classification of
Diseases codes.

The risk of GBS following vaccination with SHINGRIX was assessed in self-controlled case series analyses
using a risk window of 1 to 42 days post-vaccination and a control window of 43 to 183 days post-vaccination.
The primary analysis (claims-based, all doses) found an increased risk of GBS during the 42 days following
vaccination with SHINGRIX, with an estimated 3 excess cases of GBS per million doses administered to adults
aged 65 years or older. In secondary analyses, an increased risk of GBS was observed during the 42 days
following the first dose of SHINGRIX, with an estimated 6 excess cases of GBS per million doses administered
to adults aged 65 years or older, and no increased risk of GBS was observed following the second dose of
SHINGRIX. These analyses of GBS diagnoses in claims data were supported by analyses of GBS cases
confirmed by medical record review. While the results of this observational study suggest a causal association
of GBS with SHINGRIX, available evidence is insufficient to establish a causal relationship.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to
4% and 15% to 20%, respectively. The data are insufficient to establish if there is vaccine-associated risk with
SHINGRIX in pregnant women.
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A developmental toxicity study was performed in female rats administered SHINGRIX or the ASO1g adjuvant
alone prior to mating, during gestation, and during lactation. The total dose was 0.2 mL on each occasion (a
single human dose of SHINGRIX is 0.5 mL). This study revealed no adverse effects on fetal or pre-weaning
development due to SHINGRIX (see Data).

Data

Animal Data: In a developmental toxicity study, female rats were administered SHINGRIX or the ASO13
adjuvant alone by intramuscular injection 28 and 14 days prior to mating, on gestation Days 3, 8, 11, and 15,
and on lactation Day 7. The total dose was 0.2 mL on each occasion (a single human dose of SHINGRIX is
0.5 mL). No adverse effects on pre-weaning development up to post-natal Day 25 were observed. There were
no vaccine-related fetal malformations or variations.

8.2 Lactation

Risk Summary
It is not known whether SHINGRIX is excreted in human milk. Data are not available to assess the effects of

SHINGRIX on the breastfed infant or on milk production/excretion.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for SHINGRIX and any potential adverse effects on the breastfed child from SHINGRIX or from the
underlying maternal condition. For preventive vaccines, the underlying maternal condition is susceptibility to
disease prevented by the vaccine.

8.4 Pediatric Use

Safety and effectiveness in individuals younger than 18 years have not been established. SHINGRIX is not
indicated for prevention of primary varicella infection (chickenpox).

8.5 Geriatric Use
Adults Aged 60 Years and Older

Of the total number of subjects who received at least 1 dose of SHINGRIX in Studies 1 and 2 (n = 14,645),
2,243 (15%) were aged 60 through 69 years, 6,837 (47%) were aged 70 through 79 years, and 1,921 (13%) were
aged 80 years and older. There were no clinically meaningful differences in efficacy across the age groups. /See
Clinical Studies (14.1, 14.2, 14.3).]

The frequencies of solicited local and general adverse reactions in subjects aged 70 years and older were lower
than in younger adults (aged 50 through 69 years). [See Adverse Reactions (6.1).]

Of the total number of subjects who received at least 1 dose of SHINGRIX in Studies 1 and 2 and were enrolled
into the long-term follow-up (LTFU) study (n = 7,408), 1,262 (17%) were aged 60 through 69 years, 3,428
(46%) were aged 70 through 79 years, and 642 (9%) were aged 80 years and older at the time of initial
vaccination. From a median of 5.6 years after vaccination to a median of 11.4 years after vaccination, incidence
rates of HZ were higher in older age groups (aged 70 through 79 and >80 years) compared with younger age
groups (aged 50 through 59 and 60 through 69 years). [See Clinical Studies (14.5).]
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Immunocompromised Adults Aged 65 Years and Older

Of the total number of subjects who received at least 1 dose of SHINGRIX in the auHSCT study (n = 922), 172
(18.7%) were aged 65 years and older [see Clinical Studies (14.6)]. There were no clinically meaningful
differences in efficacy between these subjects and younger adults (aged 18 through 64 years).

Of the total number of subjects who received at least 1 dose of SHINGRIX across the 6 studies in
immunocompromised subjects (n = 1,587), 337 (21.2%) were aged 65 years and older. The frequencies of
solicited local and general adverse reactions in subjects aged 65 years and older were generally similar to or
lower than those reported by younger adults (aged 18 through 64 years).

11 DESCRIPTION

SHINGRIX (Zoster Vaccine Recombinant, Adjuvanted) is a sterile injectable suspension for intramuscular use
that contains recombinant varicella zoster virus gE antigen adjuvanted with ASO1g.

The vial and vial presentation is supplied as a vial of lyophilized recombinant varicella zoster virus surface gE
antigen component (Lyophilized gE Antigen Component), which must be reconstituted at the time of use with
the accompanying vial of ASO1g (Adjuvant Suspension Component) to form SHINGRIX.

The SHINGRIX prefilled syringe presentation does not require reconstitution.
SHINGRIX is a sterile, opalescent, colorless to pale brownish liquid.

The gE antigen is obtained by culturing genetically engineered Chinese Hamster Ovary cells, which carry a
truncated gE gene, in media containing amino acids, with no albumin, antibiotics, or animal-derived proteins.
The gE protein is purified by several chromatographic steps and formulated with excipients. The ASO1g
adjuvant is composed of 3-O-desacyl-4’-monophosphoryl lipid A (MPL) derived from Salmonella minnesota
and QS-21, a saponin purified from Quillaja saponaria Molina plant extract, and is combined in a liposomal
formulation. The liposomes are composed of dioleoyl phosphatidylcholine (DOPC) and cholesterol in
phosphate-buffered saline solution containing disodium phosphate anhydrous, potassium dihydrogen phosphate,
sodium chloride, and water for injection.

Each 0.5-mL dose is formulated to contain 50 mcg of the recombinant gE antigen, 50 mcg of MPL, and 50 mcg
of QS-21. Each dose also contains 20 mg of sucrose, 4.385 mg of sodium chloride, 1 mg of DOPC, 0.54 mg of
potassium dihydrogen phosphate, 0.25 mg of cholesterol, 0.160 mg of sodium dihydrogen phosphate dihydrate
(applicable to prefilled syringe presentation only), 0.160 mg of sodium dihydrogen phosphate anhydrous
(applicable to vial and vial presentation only), 0.15 mg of disodium phosphate anhydrous, 0.116 mg of
dipotassium phosphate, and 0.08 mg of polysorbate 80. SHINGRIX does not contain preservatives. Each dose
may also contain residual amounts of host cell proteins (<3.0%) and DNA (<2.1 picograms) from the
manufacturing process.

In the vial and vial presentation, the vial stoppers are not made with natural rubber latex. In the prefilled syringe
presentation, the tip cap and rubber plunger stopper are not made with natural rubber latex.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The risk of developing HZ, which increases with age and with immunosuppression due to disease and/or
therapy, appears to be related to a decline in varicella zoster virus (VZV)-specific immunity. SHINGRIX was
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shown to boost VZV-specific immune response, which is thought to be the mechanism by which it protects
against zoster disease [see Clinical Studies (14)].

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

SHINGRIX has not been evaluated for its carcinogenic or mutagenic potential. Vaccination of female rats with
SHINGRIX had no effect on fertility /see Use in Specific Populations (8.1)]. In a male fertility study, rats were
vaccinated with 0.1 mL of SHINGRIX (a single human dose is 0.5 mL) on 42, 28, and 14 days prior to mating.
There were no effects on male fertility.

14 CLINICAL STUDIES
14.1 Efficacy in Subjects Aged 50 Years and Older

Study 1 was a randomized, placebo-controlled, observer-blind clinical study conducted in 18 countries.
Randomization was stratified (8:5:3:1) by age: 50 through 59 years, 60 through 69 years, 70 through 79 years,
and >80 years. The study excluded, among others, subjects who were immunocompromised, had a history of
previous HZ, were vaccinated against varicella or HZ, and patients whose survival was not expected to be at
least 4 years or with conditions that might interfere with study evaluations. Subjects were followed for the
development of HZ and postherpetic neuralgia (PHN) for a median of 3.1 years (range: 0 to 3.7 years).
Suspected HZ cases were followed prospectively for the development of PHN, an HZ-related complication
defined as HZ-associated pain (rated as 3 or greater on a 0- to 10-point scale by the study subject) occurring or
persisting at least 90 days following the onset of rash in confirmed cases of HZ.

The primary efficacy analysis population (referred to as the modified Total Vaccinated Cohort [mTVC])
included 14,759 subjects aged 50 years and older who received 2 doses (0 and 2 months) of either SHINGRIX
(n=17,344) or placebo (n = 7,415) and did not develop a confirmed case of HZ within 1 month after the second
dose. In the mTVC population, 61% were female; 72% were White, 19% were Asian, 1.7% were Black, and 7%
were of other racial/ethnic groups. The mean age of subjects was 62.3 years.

Confirmed HZ cases were determined by either Polymerase Chain Reaction (PCR) (89.4%) or by a Clinical
Evaluation Committee (10.6%).

Efficacy against Herpes Zoster

Compared with placebo, SHINGRIX significantly reduced the risk of developing HZ by 97.2% (95% CI: 93.7,
99.0) in subjects aged 50 years and older (Table 4).
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Table 4. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Study 1?

(mTVCP)
SHINGRIX Placebo
Incidence Rate of Incidence Rate of
Age Group HZ per 1,000 HZ per 1,000 % Efficacy
(Years) N n Person-Years N n Person-Years 95% CI)

Overall (>50)° | 7,344 6 0.3 7,415 | 210 9.1 97.2
(93.7, 99.0)

50 Through 3,492 3 0.3 3,525 | 87 7.8 96.6
59 (89.6, 99.3)

60 Through 2,141 2 0.3 2,166 | 75 10.8 97.4
69 (90.1, 99.7)

>70 1,711 1 0.2 1,724 | 48 9.4 97.9
(87.9, 100.0)

N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ
episode; HZ = Herpes zoster; CI = Confidence Interval.

4 Study 1: NCTO01165177.

> mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of
either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second
dose.

¢ Primary study endpoint was based on confirmed HZ cases in subjects aged 50 years and older.

In a descriptive analysis, vaccine efficacy against HZ in subjects aged 50 years and older was 93.1%
(95% CI: 81.3, 98.2) in the fourth year post-vaccination.

Occurrence of Postherpetic Neuralgia

Among all subjects aged 50 years or older in the mTVC, no cases of PHN were reported in the vaccine group
compared with 18 cases reported in the placebo group.

14.2 Efficacy in Subjects Aged 70 Years and Older

Study 2 was a randomized, placebo-controlled, observer-blind clinical study conducted in 18 countries.
Randomization was stratified (3:1) by age: 70 through 79 years and >80 years. With the exception of age, the
study exclusion criteria were the same as for Study 1. Subjects were followed for the development of HZ and
PHN for a median of 3.9 years (range: 0 to 4.5 years). Suspected HZ cases were followed prospectively for the
development of PHN as for Study 1.

The primary efficacy analysis population (mTVC) included 13,163 subjects aged 70 years and older who
received 2 doses (0 and 2 months) of either SHINGRIX (n = 6,541) or placebo (n = 6,622) and did not develop
a confirmed case of HZ within 1 month after the second dose. In the mTVC population, 55% were female; 78%
were White, 17% were Asian, 1% were Black, and 4% were of other racial/ethnic groups. The mean age of
subjects was 75.5 years.

Confirmed HZ cases were determined by either PCR (92.3%) or by a Clinical Evaluation Committee (7.7%).

Efficacy against Herpes Zoster

Vaccine efficacy results against HZ in subjects aged 70 years and older are shown in Table 5.
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Table 5. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Study 2?2
(mTVCP)

SHINGRIX Placebo
Incidence Rate Incidence Rate

Age Group of HZ per 1,000 of HZ per 1,000 % Efficacy
(Years) N n Person-Years N n Person-Years 95% CI)

Overall (>70)¢ | 6,541 | 23 0.9 6,622 | 223 9.2 89.8
(84.3,93.7)

70 Through 5114 | 17 0.9 5,189 | 169 8.8 90.0
79 (83.5,94.3)

>80 1,427 | 6 1.2 1,433 | 54 11.0 89.1
(74.7,96.2)

N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ
episode; HZ = Herpes zoster; CI = Confidence Interval.

4 Study 2: NCT01165229.

> mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of
either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second
dose.

¢ Primary study endpoint was based on confirmed HZ cases in subjects aged 70 years and older.

In a descriptive analysis, vaccine efficacy against HZ in subjects aged 70 years and older was 85.1%
(95% CI: 64.5, 94.8) in the fourth year after vaccination.

Efficacy against Postherpetic Neuralgia

Among all subjects aged 70 years or older in the mTVC, 4 cases of PHN were reported in the vaccine group
compared with 28 cases reported in the placebo group. Vaccine efficacy against PHN was 85.5%

(95% CI: [58.5; 96.3]). The benefit of SHINGRIX in the prevention of PHN can be attributed to the effect of
the vaccine on the prevention of HZ.

Reduction of Use of Pain Medication

Among subjects with confirmed HZ, the use of HZ-associated pain medications was reported for 10 of 23
subjects (43.5%) who received SHINGRIX and for 160 of 223 subjects (71.7%) who received placebo.

14.3 Pooled Efficacy Analyses across Studies 1 and 2

The efficacy of SHINGRIX to prevent HZ and PHN in subjects aged 70 years and older was evaluated by
combining the results from Studies 1 and 2 through a pre-specified pooled analysis in the mTVC. A total of
8,250 and 8,346 subjects who received SHINGRIX and placebo, respectively, were included in the pooled
mTVC analysis.

Efficacy against Herpes Zoster

Compared with placebo, SHINGRIX significantly reduced the risk of developing HZ by 91.3% (95% CI: 86.9,
94.5) in subjects aged 70 years and older (Table 6).
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Table 6. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Studies 1 and 2
(Pooled Data®) (mTVCP)

SHINGRIX Placebo
Incidence Rate Incidence Rate
Age Group of HZ per 1,000 of HZ per 1,000 % Efficacy
(Years) N n Person-Years N n Person-Years 95% CI)

Overall (>70)° | 8,250 | 25 0.8 8,346 | 284 9.3 91.3
(86.9, 94.5)

70 Through 6,468 | 19 0.8 6,554 | 216 8.9 91.3
79 (86.0, 94.9)

>80 1,782 | 6 1.0 1,792 | 68 11.1 91.4
(80.2, 96.9)

N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ
episode; HZ = Herpes zoster; CI = Confidence Interval.

4 Pooled data from Study 1: NCTO01165177 (subjects >50 years) and Study 2: NCT01165229 (subjects
>70 years).

> mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of
either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second
dose.

¢ Primary endpoint of pooled analysis was based on confirmed HZ cases in subjects aged 70 years and older.

Efficacy against Postherpetic Neuralgia

Table 7 compares the overall rates of PHN in the vaccine and placebo groups across both studies.
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Table 7. Efficacy of SHINGRIX on Overall Incidence of Postherpetic Neuralgia Compared with Placebo
in Studies 1 and 2 (Pooled Data?) (mTVCP)

SHINGRIX Placebo
Incidence Rate of Incidence Rate of
Age Group PHN¢ per 1,000 PHN per 1,000 % Efficacy
(Years) N n Person-Years N n Person-Years 95% CI)

Overall (>70) | 8,250 | 4 0.1 8,346 | 36 1.2 88.8
(68.7,97.1)

70 Through 6,468 | 2 0.1 6,554 | 29 1.2 93.0
79 (72.5,99.2)

>80 1,782 | 2 0.3 1,792 | 7 1.1 71.2
(-51.5,97.1)

N = Number of subjects included in each group; n = Number of subjects having at least 1 PHN;
CI = Confidence Interval.

4 Pooled data from Study 1: NCTO01165177 (subjects >50 years) and Study 2: NCT01165229 (subjects
>70 years).

> mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of
either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second
dose.

¢ PHN = Postherpetic neuralgia defined as HZ-associated pain rated as 3 or greater (on a 0- to 10-point scale)
occurring or persisting at least 90 days following the onset of rash using Zoster Brief Pain Inventory
questionnaire.

The benefit of SHINGRIX in the prevention of PHN can be attributed to the effect of the vaccine on the
prevention of HZ. The efficacy of SHINGRIX in the prevention of PHN in subjects with confirmed HZ could
not be demonstrated.

14.4 Immunological Evaluation to Support Dosing Schedule

A measure of the immune response that confers protection against HZ is unknown. Anti-gE antibody levels
were measured by anti-gE enzyme-linked immunosorbent assay (gE ELISA) and were used to support the
dosing schedule.

In an open-label clinical study, 238 subjects aged 50 years and older received SHINGRIX on either a 0- and
2-month or 0- and 6-month schedule. Non-inferiority of the 0- and 6-month schedule compared with the 0- and
2-month schedule based on anti-gE ELISA GMCs 1 month after the second dose was demonstrated.

14.5 Long-Term Follow-Up Study

An open-label, LTFU study (NCT02723773) was conducted in subjects aged 50 years and older who received
SHINGRIX in Studies 1 and 2.

The primary analysis population (mTVC) included subjects who received 2 doses of SHINGRIX in Studies 1
and 2 and did not develop a confirmed case of HZ within 1 month after the second dose. The mTVC included
7,273 subjects who were followed for the occurrence of HZ and PHN starting at a median of 5.6 years
post-vaccination in Studies 1 and 2 and ending at a median of 11.4 years post-vaccination. Of the 7,273 subjects
in the mTVC, 2,046 were aged 50 through 59 years (28%), 1,243 (17%) were aged 60 through 69 years, 3,359
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(46%) were aged 70 through 79 years, and 625 (9%) were aged 80 years or older at the time of initial
vaccination. Demographic distribution of subjects (by sex, race, and ethnicity) was similar to Studies 1 and 2.

Of the subjects in the mTVC, 15 subjects who developed HZ in Studies 1 and 2 were excluded from the HZ
analysis (n = 7,258 subjects). Among subjects 50 through 59 years, 60 through 69 years, 70 through 79 years,
and 80 years or older at the time of vaccination, the incidence rates of HZ over the duration of the LTFU study
were 1.0, 1.3, 2.3, and 2.5 per 1,000 person-years, respectively. In the LTFU study, the incidence rates by age
group were higher than the incidence rates of HZ reported by age group in the SHINGRIX groups in Study 1
and in the pooled analysis of Studies 1 and 2 (which were 0.3, 0.3, 0.8, and 1.0 per 1,000 person-years,
respectively [see Tables 4 and 6]). The incidence rates were lower than those reported by age group in the
placebo groups in Study 1 and in the pooled analysis of Studies 1 and 2 (which were 7.8, 10.8, 8.9 and 11.1 per
1,000 person-years, respectively [see Tables 4 and 6]). In Studies 1 and 2, the median follow-up time after
vaccination was 3.1 and 3.9 years, respectively.

Of the subjects in the mTVC, 2 subjects who developed PHN in Studies 1 and 2 were excluded from the PHN
analysis (n = 7,271 subjects). Over the duration of the LTFU study, 4 cases of PHN were reported in the
SHINGRIX group. One case was reported in a subject aged 67 years and 3 cases were reported in subjects 70
years or older at the time of vaccination. The incidence rate of PHN among subjects 70 years or older was 0.1
per 1,000 person-years. This incidence rate is the same as the incidence rate of PHN reported in the SHINGRIX
group and lower than the incidence rate reported in the placebo group in the pooled analysis of Studies 1 and 2
(which was 1.2 per 1,000 person-years [see Table 7]). The benefit of SHINGRIX in the prevention of PHN can
be attributed to the effect of the vaccine on the prevention of HZ.

14.6  Efficacy in Immunocompromised Adults Aged 18 Years and Older

The efficacy of SHINGRIX was evaluated in 1 Phase 3 randomized, placebo-controlled, observer-blind clinical
study in immunocompromised adults aged >18 years who received an auHSCT 50 to 70 days prior to Dose 1
and who were expected to receive prophylactic antiviral therapy for <6 months post-transplant. The efficacy of
SHINGRIX was calculated post-hoc in another randomized, placebo-controlled, observer-blind study in
subjects with hematologic malignancies who received Dose 1 of SHINGRIX or placebo during or within

6 months of completing immunosuppressive chemotherapy. Each of these studies was conducted in the
following regions: North America, Latin America, Europe, Asia, Africa (auHSCT study only), and
Australia/New Zealand.

Efficacy in Subjects Aged 18 Years and Older: auHSCT Recipients

In the auHSCT study, subjects were followed for the development of HZ and PHN for a median of 21 months
(range: 0 to 49.4 months). Suspected HZ cases were followed prospectively for the development of PHN as in
Studies 1 and 2.

The primary efficacy analysis population (mTVC) for the auHSCT study included 1,721 subjects who received
2 doses of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the
second dose. Confirmed HZ cases were determined by either PCR (83.7%) or by a Clinical Evaluation
Committee (16.3%).

Efficacy against Herpes Zoster: Compared with placebo, SHINGRIX significantly reduced the risk of
developing HZ in auHSCT recipients aged 18 years and older (Table 8).
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Table 8. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in

Immunocompromised Adults Aged >18 Years (mTVC?)
SHINGRIX Placebo
Incidence Incidence
Rate of HZ Rate of HZ
Clinical | Age Group per 1,000 per 1,000 % Efficacy
Studies (Years) N n Person-Years N n | Person-Years (95% CI)

auHSCTP Overall 870 49 30.0 851 | 135 943 68.2
(>18)° (55.5,77.6)

18 Through | 213 9 21.5 212 | 29 76.0 71.8
49 (38.7, 88.3)

>50 657 40 33.0 639 | 106 100.9 67.3
(52.6,77.9)

auHSCT = Autologous, hematopoietic, stem cell transplant.

N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ

episode; HZ = Herpes zoster; CI = Confidence Interval.

*mTVC = Modified Total Vaccinated Cohort, defined as subjects who received 2 doses (0 and 1 to 2 months)
of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second
dose. Follow-up was censored at the time of treatment for relapse.

> NCTO01610414.

¢ Primary study endpoint was based on confirmed HZ cases in subjects aged >18 years.

Efficacy in Subjects Aged 18 Years and Older with Hematologic Malignancies

In the study of hematologic malignancies, the mean age was 57 years. The majority of subjects were White
(71%), followed by Asian (25%), Black (0.4%), and other racial groups (4%); 5% were of American Hispanic
or Latino ethnicity; and 41% were female. Subjects were followed for the development of HZ for a median of
11.1 months (range: 0 to 15.6 months). PHN was not assessed as a study endpoint.

In the hematologic malignancy study, the population for the post hoc efficacy analysis included 515 subjects

who received 2 doses of either SHINGRIX or placebo and did not develop a confirmed case of HZ within

1 month after the second dose. Confirmed HZ cases were determined by either PCR (81.3%) or by a Clinical
Evaluation Committee (18.7%). The post hoc analysis showed SHINGRIX was 87.2% (95% CI [44.2; 98.6])
effective against development of HZ. The incidence rate of HZ per 1,000 person-years was 8.5 versus 66.2 in
the SHINGRIX and placebo groups, respectively.

Additional Efficacy Endpoints Evaluated in the auHSCT Study

Efficacy against Postherpetic Neuralgia: In a descriptive analysis, including all subjects aged >18 years in the

mTVC, 1 case of PHN was reported in the vaccine group compared with 9 cases reported in the placebo group.
Vaccine efficacy against PHN was 89.3% (95% CI: [22.5; 99.8]). The benefit of SHINGRIX in the prevention

of PHN can be attributed to the effect of the vaccine on the prevention of HZ.

Herpes Zoster-Associated Pain: Subjects with suspected HZ rated their “worst” HZ-associated pain on a
10-point scale. Among subjects with confirmed HZ, 37 out of 49 subjects (75.5%) receiving SHINGRIX and
120 out of 135 subjects (88.9%) receiving placebo rated their “worst” HZ-associated pain as 3 or greater. In this
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subset of subjects, the median duration of “worst” HZ associated pain was 14 and 24 days, among SHINGRIX
and placebo recipients, respectively.

14.7 Revaccination after Vaccination with ZOSTAVAX (Zoster Vaccine Live)

In an open-label clinical study (NCT02581410), subjects aged 65 years and older, who had been previously
vaccinated with ZOSTAVAX more than 5 years prior to study enrollment (n = 215) or who had never been
vaccinated with ZOSTAVAX (n = 215), received 1 dose of SHINGRIX at Months 0 and 2. Subjects who had
never been vaccinated with ZOSTAVAX were matched to those who had been previously vaccinated with
ZOSTAVAX according to the predefined variables of age (65 through 69, 70 through 79, and >80 years), sex,
race/ethnicity, and medical condition (immune-mediated diseases, diabetes mellitus, depression, pulmonary
conditions, or heart conditions). The mean age was 71 years; 51% were female. All subjects were White and
were not Hispanic or Latino.

The anti-gE antibody (Ab) concentration measured by ELISA 1 month following 2 doses of SHINGRIX in
subjects who had previously been vaccinated with ZOSTAVAX was non-inferior to that of subjects who had
never been vaccinated with ZOSTAVAX. The upper limit (UL) of the 95% confidence interval (CI) was 1.17
(success criterion <1.5) for the anti-gE Ab adjusted geometric mean concentration (GMC) ratio between
subjects who had never been vaccinated with ZOSTAVAX and subjects who had been previously vaccinated
with ZOSTAVAX. There was no evidence for interference in the immune response to SHINGRIX in subjects
previously vaccinated with ZOSTAVAX.

14.8 Concomitant Administration with Other Vaccines

Concomitant Administration with Influenza Vaccine

In an open-label clinical study (NCT01954251), subjects aged 50 years and older received 1 dose each of
SHINGRIX and quadrivalent influenza vaccine (FLUARIX QUADRIVALENT) at Month 0 and 1 dose of
SHINGRIX at Month 2 (n =413), or 1 dose of FLUARIX QUADRIVALENT at Month 0 and 1 dose of
SHINGRIX at Months 2 and 4 (n = 415). The mean age of the population was 63 years; 52% were female. The
majority of subjects were White (92%), followed by Asian (6%), and Black (2%); 0.4% were of American
Hispanic or Latino ethnicity. There was no evidence for interference in the immune response to any of the
antigens contained in SHINGRIX or the coadministered vaccine.

Concomitant Administration with PNEUMOVAX 23 (Pneumococcal Vaccine Polyvalent)

In an open-label clinical study (NCT02045836), subjects aged 50 years and older received 1 dose each of
SHINGRIX and PNEUMOVAX 23 at Month 0 and 1 dose of SHINGRIX at Month 2 (n =432), or 1 dose of
PNEUMOVAX 23 at Month 0 and 1 dose of SHINGRIX at Months 2 and 4 (n = 433). The mean age of the
population was 63 years; 60% were female. The majority of subjects were White (94%), followed by Black
(2%), Asian (2%), and other racial groups (2%); 1% were of American Hispanic or Latino ethnicity.

The immune response to SHINGRIX, based on anti-gE Ab, was measured by ELISA 1 month after
administration of the second dose of SHINGRIX. Immune responses to 12 of the 23 pneumococcal serotypes
contained in PNEUMOVAX 23 were measured by multiplex opsonophagocytosis assay (MOPA) at 1 month
after administration of the single dose of PNEUMOVAX 23. There was no evidence for interference in the
immune response to the antigen contained in SHINGRIX or to the 12 evaluated antigens contained in
PNEUMOVAX 23 when the two vaccines were administered concomitantly.
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Concomitant Administration with PREVNAR 13 (Pneumococcal 13-valent Conjugate Vaccine [Diphtheria
CRM 97 Protein])

In an open-label clinical study (NCT03439657), subjects aged 50 years and older received 1 dose each of
SHINGRIX and PREVNAR 13 at Month 0 and 1 dose of SHINGRIX at Month 2 (n = 449), or 1 dose of
PREVNAR 13 at Month 0 and 1 dose of SHINGRIX at Months 2 and 4 (n = 463). The mean age of the
population was 63 years; 60% were female. The majority of subjects were White (98%), followed by Black
(2%); 0.4% were of American Hispanic or Latino ethnicity.

The immune response to SHINGRIX, based on anti-gE Ab, was measured by ELISA 1 month after
administration of the second dose of SHINGRIX. Immune responses to the pneumococcal serotypes contained
in PREVNAR 13 were measured by MOPA at 1 month after administration of the single dose of

PREVNAR 13. There was no evidence for interference in the immune response to the antigens contained in
SHINGRIX or PREVNAR 13 when the two vaccines were administered concomitantly.

Concomitant Administration with BOOSTRIX (Tetanus Toxoid, Reduced Diphtheria Toxoid and Acellular
Pertussis Vaccine, Adsorbed)

In an open-label clinical study (NCT02052596), subjects aged 50 years and older received 1 dose each of
SHINGRIX and BOOSTRIX at Month 0 and 1 dose of SHINGRIX at Month 2 (n = 412; concomitant
administration group), or 1 dose of BOOSTRIX at Month 0 and 1 dose of SHINGRIX at Months 2 and 4

(n = 418; sequential administration group). The mean age of the population was 63 years; 54% were female.
The majority of subjects were White (87%), followed by Black (11%), and other racial groups; 2% were of
American Hispanic or Latino ethnicity.

The immune response to SHINGRIX, based on anti-gE Ab, was measured by ELISA 1 month after
administration of the second dose of SHINGRIX. The immune response to BOOSTRIX (anti-D, anti-T, and
antibodies to pertussis antigens) was measured 1 month after administration of the single dose of BOOSTRIX.
Concomitant administration showed no evidence for interference in the immune response to the antigen
contained in SHINGRIX or the antigens contained in BOOSTRIX, with the exception of one of the pertussis
antigens (pertactin), which did not meet the non-inferiority criterion: the UL of the 95% CI for the adjusted
GMC ratio (sequential administration group/concomitant administration group) for anti-pertactin antibody was
1.58 (non-inferiority criterion <1.5). The clinical significance of the reduced immune response to pertactin is
unknown.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 SHINGRIX Vial and Vial Presentation

SHINGRIX vial and vial presentation is supplied as 2 components: A single-dose vial of Lyophilized gE
Antigen Component (powder) which must be reconstituted with a single-dose vial of Adjuvant Suspension
Component (liquid) (packaged without syringes or needles).
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Table 9. Vial and Vial Presentation for SHINGRIX

Components
Carton NDC Adjuvant Suspension Lyophilized gE Antigen
Presentation Number Component (liquid) Component (powder)
An outer carton of 1 58160-819-12 Vial 1 of 2 Vial 2 of 2
dose NDC 58160-829-01 NDC 58160-828-01
An outer carton of 10 58160-823-11 10 vials 10 vials
doses NDC 58160-829-03 NDC 58160-828-03

Storage before Reconstitution

Lyophilized gE Antigen Component and Adjuvant Suspension Component vials:
e Store refrigerated between 2°C and 8°C (36°F and 46°F).
e Protect vials from light. Do not freeze. Discard if frozen.

Storage after Reconstitution

e Administer immediately or store refrigerated between 2°C and 8°C (36°F and 46°F) for up to 6 hours prior
to use.

e Discard reconstituted vaccine if not used within 6 hours.

¢ Do not freeze. Discard if frozen.

16.2 SHINGRIX Prefilled Syringe Presentation

SHINGRIX is available as 0.5-mL single-dose, disposable, prefilled TIP-LOK syringes (Luer Lock syringes)
packaged without needles. TIP-LOK syringes are to be used with Luer Lock compatible needles.

Table 10. Prefilled Syringe Presentation for SHINGRIX

Presentation Carton NDC Number SHINGRIX NDC Number

An outer carton of 10 doses 58160-849-52 0.5-mL single-dose, prefilled syringe
NDC 58160-849-43

e Store refrigerated between 2°C and 8°C (36°F and 46°F).
e Protect from light.
e Do not freeze. Discard if frozen.

Administer SHINGRIX as soon as possible after the prefilled syringe is removed from the refrigerator.
SHINGRIX prefilled syringe may be kept for up to 72 hours at temperatures between 8°C and 25°C (46°F and
77°F).

17 PATIENT COUNSELING INFORMATION

e Inform patients of the potential benefits and risks of immunization with SHINGRIX and of the importance
of completing the 2-dose immunization series according to the schedule.
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e Inform patients about the potential for adverse reactions that have been temporally associated with
administration of SHINGRIX.

e Provide the Vaccine Information Statements, which are available free of charge at the Centers for Disease
Control and Prevention (CDC) website (www.cdc.gov/vaccines).

SHINGRIX, BOOSTRIX, FLUARIX QUADRIVALENT, and TIP-LOK are trademarks owned by or licensed
to the GSK group of companies. The other brands listed are trademarks owned by or licensed to their owners
and are not owned by or licensed to the GSK group of companies. The makers of these brands are not affiliated
with and do not endorse the GSK group of companies or its products.

Manufactured by GlaxoSmithKline Biologicals
Rixensart, Belgium, U.S. License 1617, and
Distributed by GlaxoSmithKline

Durham, NC 27701

©2025 GSK group of companies or its licensor.

SHX:10PI
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HIGHLIGHTS OF PRESCRIBING INFORMATION 

These highlights do not include all the information needed to use SHINGRIX safely and effectively. See full prescribing information for SHINGRIX.



[bookmark: _ONS_ISSUE_4f1991ab97614009b663356956a17]SHINGRIX (Zoster Vaccine Recombinant, Adjuvanted) injectable suspension, for intramuscular use

Initial U.S. Approval: 2017

[bookmark: _ONS_ISSUE_c5d100a47b364768a01e4e0132dba]	RECENT MAJOR CHANGES	

		[bookmark: _ONS_ISSUE_b8885e63f90749f99cd520bacbb84][bookmark: _ONS_ISSUE_7347e73f9e9b4672b8eb624d570d3]Dosage and Administration (2.1, 2.2)
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	INDICATIONS AND USAGE	

SHINGRIX is a vaccine indicated for prevention of herpes zoster (HZ) (shingles):

in adults aged 50 years and older.

in adults aged 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.

Limitations of Use (1):

SHINGRIX is not indicated for prevention of primary varicella infection (chickenpox).

	DOSAGE AND ADMINISTRATION	

For intramuscular use (2).

SHINGRIX is supplied in two presentations:

[bookmark: _ONS_ISSUE_94b178c1c9864ee1aede6ab89dbea]Vial and Vial Presentation

The vial and vial presentation includes a vial of Lyophilized gE Antigen Component and a vial of Adjuvant Suspension Component. Reconstitute the Lyophilized gE Antigen Component with the Adjuvant Suspension Component to form SHINGRIX prior to administration. (2.1)

[bookmark: _ONS_ISSUE_942199f491c543ac9e7bc98faca97]Prefilled Syringe Presentation

The prefilled syringe contains SHINGRIX and does not require reconstitution before use. (2.1)

Administer two doses (0.5 mL each) intramuscularly according to the following schedules:

A first dose at Month 0 followed by a second dose administered 2 to 6 months later. (2.4)

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 followed by a second dose administered 1 to 2 months later. (2.4)

	DOSAGE FORMS AND STRENGTHS	

Injectable suspension. A single dose is 0.5 mL. (3)

	CONTRAINDICATIONS	

History of severe allergic reaction (e.g., anaphylaxis) to any component of the vaccine or after a previous dose of SHINGRIX. (4)

	WARNINGS AND PRECAUTIONS	

In a postmarketing observational study, an increased risk of Guillain‑Barré syndrome was observed during the 42 days following vaccination with SHINGRIX. (5.2, 6.2)

Syncope (fainting) can be associated with the administration of injectable vaccines, including SHINGRIX. Procedures should be in place to avoid falling injury and to restore cerebral perfusion following syncope. (5.3)

	ADVERSE REACTIONS	

Solicited local adverse reactions reported in individuals aged 50 years and older were pain (78%), redness (38%), and swelling (26%). (6.1)

Solicited general adverse reactions reported in individuals aged 50 years and older were myalgia (45%), fatigue (45%), headache (38%), shivering (27%), fever (21%), and gastrointestinal symptoms (17%). (6.1)

[bookmark: _ONS_ISSUE_2c6ba45d043842758a25cb81ae721]Solicited local adverse reactions reported in autologous hematopoietic stem cell transplant recipients (aged 18 through 49 and ≥50 years) were pain (88% and 83%), redness (30% and 35%), and swelling (21% and 18%). (6.1)

[bookmark: _ONS_ISSUE_d71cadedd4894ce198fbc296d4098]Solicited general adverse reactions reported in autologous hematopoietic stem cell transplant recipients (aged 18 through 49 and ≥50 years) were fatigue (64% and 54%), myalgia (58% and 52%), headache (44% and 30%), gastrointestinal symptoms (21% and 28%), shivering (31% and 25%), and fever (28% and 18%). (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact GlaxoSmithKline at 1‑888‑825‑5249 or VAERS at 1‑800‑822‑7967 or www.vaers.hhs.gov.

See 17 for PATIENT COUNSELING INFORMATION. 

[bookmark: _ONS_ISSUE_26cc045d33f149febe43c88b31717][bookmark: _ONS_ISSUE_e360c68cdff347aeb19b0db0653ec][bookmark: _ONS_ISSUE_975aabc38ae34408b9e1df8e7633c]Revised: 11/2025
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[bookmark: _Toc36735680][bookmark: _ONS_SD_9ae56fbc206d4f48b8ea209a5fac6d45]FULL PRESCRIBING INFORMATION: CONTENTS* 

1	INDICATIONS AND USAGE

2	DOSAGE AND ADMINISTRATION

2.1	SHINGRIX Presentations

2.2	Preparation

2.3	Administration Instructions

2.4	Dose and Schedule

3	DOSAGE FORMS AND STRENGTHS

4	CONTRAINDICATIONS

5	WARNINGS AND PRECAUTIONS

5.1	Preventing and Managing Allergic Vaccine Reactions

5.2	Guillain‑Barré Syndrome (GBS)

5.3	Syncope

6	ADVERSE REACTIONS

6.1	Clinical Trials Experience

6.2	Postmarketing Experience

8	use in specific populations

8.1	Pregnancy

8.2	Lactation

8.4	Pediatric Use

8.5	Geriatric Use

11	DESCRIPTION

12	CLINICAL PHARMACOLOGY

12.1	Mechanism of Action

13	NONCLINICAL TOXICOLOGY

13.1	Carcinogenesis, Mutagenesis, Impairment of Fertility

14	CLINICAL STUDIES

14.1	Efficacy in Subjects Aged 50 Years and Older

14.2	Efficacy in Subjects Aged 70 Years and Older

14.3	Pooled Efficacy Analyses across Studies 1 and 2

14.4	Immunological Evaluation to Support Dosing Schedule

14.5	Long‑Term Follow‑Up Study

14.6	Efficacy in Immunocompromised Adults Aged 18 Years and Older

14.7	Revaccination after Vaccination with ZOSTAVAX (Zoster Vaccine Live)

14.8	Concomitant Administration with Other Vaccines

16	HOW SUPPLIED/STORAGE AND HANDLING

16.1	SHINGRIX Vial and Vial Presentation

16.2	SHINGRIX Prefilled Syringe Presentation

17	PATIENT COUNSELING INFORMATION
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FULL PRESCRIBING INFORMATION 

[bookmark: _Toc135670348][bookmark: _Toc165373995][bookmark: _Toc196721908]1	INDICATIONS AND USAGE 

SHINGRIX is a vaccine indicated for prevention of herpes zoster (HZ) (shingles):

in adults aged 50 years and older.

in adults aged 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.

[bookmark: _ONS_ISSUE_98001094199c4c0f90e28128e94bc]Limitations of Use:

SHINGRIX is not indicated for prevention of primary varicella infection (chickenpox).

[bookmark: _Toc135670349][bookmark: _Toc165373996][bookmark: _Toc196721909][bookmark: _Toc222203845][bookmark: _Toc325093853][bookmark: _Toc267308874][bookmark: _Toc158013288][bookmark: _Toc160249891]2	DOSAGE AND ADMINISTRATION 

For intramuscular use.

[bookmark: _Toc165373997][bookmark: _Toc196721910]2.1	SHINGRIX Presentations 

SHINGRIX is supplied in two presentations, a vial and vial presentation and a prefilled syringe presentation.

Vial and Vial Presentation

[bookmark: _Hlk178077896]The vial and vial presentation includes a vial of Lyophilized gE Antigen Component and a vial of Adjuvant Suspension Component. Reconstitute the Lyophilized gE Antigen Component with the Adjuvant Suspension Component to form SHINGRIX prior to administration.

Prefilled Syringe Presentation

The prefilled syringe contains SHINGRIX and does not require reconstitution before use.

[bookmark: _Toc196721911]2.2	Preparation 

Reconstitution Instructions for SHINGRIX Vial and Vial Presentation

Reconstitute the Lyophilized gE Antigen Component (a sterile white powder) with the accompanying Adjuvant Suspension Component (an opalescent, colorless to pale brownish liquid) to form SHINGRIX. Use only the supplied Adjuvant Suspension Component for reconstitution. See Figures 1 through 4.

		[bookmark: _ONS_ISSUE_dc90ba89a1834ca28ab705dc89db9][bookmark: _ONS_ISSUE_f734bec9d6e64b1ab919980d8ebbc][image: 0866_Shingrix_illustrations_v6-01_resized] 
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		[bookmark: _ONS_ISSUE_8dd269c1ecce4b17aa71a41541a4f][bookmark: _ONS_ISSUE_e2978ad4ab414261a9c9b1dc15ddf][bookmark: _ONS_ISSUE_8b7cfa5eb2b042bfaac6c072a50c0]

[bookmark: _ONS_ISSUE_45d2e1b286d3442e86d24c6d52da0][bookmark: _ONS_ISSUE_2b2bdd95f3014d4f9ae7cceb9b273][bookmark: _ONS_ISSUE_b70cfefa99e8438badfedba135f1b]
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		[bookmark: _ONS_ISSUE_beb2d4740dc34202840b76803ea4b][bookmark: _ONS_ISSUE_314450df3ac54af29d7cfa67f5f1f][bookmark: _ONS_ISSUE_21ecf8ec295342968b028cdebe725][bookmark: _ONS_ISSUE_4007e353a1b94aa9b99911b5829a5][bookmark: _ONS_ISSUE_305f40110f154ddcb89d9f9a3233b][bookmark: _ONS_ISSUE_59eedcc32f784ebb8e0c4f52fbd32][bookmark: _ONS_ISSUE_dc683670c56d456fa44a289f6111e]Figure 1. Cleanse both vial stoppers. Using a sterile needle appropriate for administering a vaccine intramuscularly and a sterile syringe, withdraw the entire contents of the vial containing the Adjuvant Suspension Component (liquid) by slightly tilting the vial. Vial 1 of 2.

		[bookmark: _ONS_ISSUE_8352e880e2704f4f91db704bda09c][bookmark: _ONS_ISSUE_b839618e5aac4d49940d956deb1a0]Figure 2. Slowly transfer entire contents of syringe into the Lyophilized gE Antigen Component vial (powder). Vial 2 of 2.

		[bookmark: _ONS_ISSUE_aaca528d3edf464899016e700dfb4][bookmark: _ONS_ISSUE_7b0a559e671941bfb4287bc4a054e]Figure 3. Gently swirl the vial until powder is completely dissolved. Do not shake vigorously.

		[bookmark: _ONS_ISSUE_1fe25f9ed6774abeb346df8388cf1][bookmark: _ONS_ISSUE_0599da9488cb4f0d9cb0361046b26]Figure 4. After reconstitution, withdraw 0.5 mL from the vial containing the reconstituted vaccine and administer intramuscularly.





[bookmark: _ONS_ISSUE_e053ab72fe4c4d5f8aaaa3523529f][bookmark: _ONS_ISSUE_1bfd70687b0348f6908cc9f40d800][bookmark: _ONS_ISSUE_8ee618dd3a1b42b291f512de1b295][bookmark: _ONS_ISSUE_92089d3173814fa589381b53bb594]After reconstitution, administer SHINGRIX immediately or store refrigerated between 2° and 8°C (36° and 46°F) and use within 6 hours. Discard reconstituted vaccine if not used within 6 hours.

Instructions for SHINGRIX Prefilled Syringe Presentation

Attach a sterile needle to the prefilled syringe and administer SHINGRIX intramuscularly.

[bookmark: _Toc196721912]2.3	Administration Instructions 

For intramuscular use.

[bookmark: _Toc222203846][bookmark: _Toc325093855][bookmark: _Toc135670352][bookmark: _Toc165373999]SHINGRIX is an opalescent, colorless to pale brownish liquid. Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit. If either of these conditions exists, the vaccine should not be administered.

Administer a single 0.5‑mL dose by intramuscular injection. The preferred site for intramuscular injection is the deltoid region of the upper arm.

[bookmark: _Toc196721913]2.4	Dose and Schedule 

Administer two doses (0.5 mL each) intramuscularly according to the following schedules:

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

[bookmark: _Toc158512433][bookmark: _Toc267308876]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 followed by a second dose administered 1 to 2 months later.

[bookmark: _Toc135670353][bookmark: _Toc165374000][bookmark: _Toc196721914]3	DOSAGE FORMS AND STRENGTHS 

[bookmark: _Toc158512434]SHINGRIX is an injectable suspension.

A single dose is 0.5 mL.

[bookmark: _Toc135670354][bookmark: _Toc165374001][bookmark: _Toc196721915]4	CONTRAINDICATIONS 

[bookmark: OLE_LINK10][bookmark: _ONS_ISSUE_0f40dd9682054e7d9d9313860c8ae]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 [see Description (11)].

[bookmark: _Toc158512437][bookmark: _Toc267308878][bookmark: _Toc135670355][bookmark: _Toc165374002][bookmark: _Toc196721916][bookmark: _Toc127839293][bookmark: _Toc158512443][bookmark: _Toc267308882]5	WARNINGS AND PRECAUTIONS 

[bookmark: _Toc135670356][bookmark: _Toc165374003][bookmark: _Toc196721917][bookmark: _Toc127839292][bookmark: _Toc158512440][bookmark: _Toc158512442][bookmark: _Toc300582938][bookmark: _Toc301169390][bookmark: _Toc343169696]5.1	Preventing and Managing Allergic Vaccine Reactions 

[bookmark: _Toc267308883]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.

[bookmark: _Toc63840961][bookmark: _Toc135670357][bookmark: _Toc165374004][bookmark: _Toc196721918][bookmark: _Toc156109958][bookmark: _Hlk63069905]5.2	Guillain‑Barré Syndrome (GBS) 

[bookmark: _ONS_ISSUE_6e66eed7cacc4e3c82a95f48c908c]In a postmarketing observational study, an increased risk of GBS was observed during the 42 days following vaccination with SHINGRIX [see Adverse Reactions (6.2)].

[bookmark: _Toc458417069][bookmark: _Toc135670358][bookmark: _Toc165374005][bookmark: _Toc196721919]5.3	Syncope 

[bookmark: ChangeLanguage]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.

[bookmark: _Toc135670359][bookmark: _Toc165374006][bookmark: _Toc196721920][bookmark: _Toc158512445][bookmark: _Toc267308885]6	ADVERSE REACTIONS 

[bookmark: _Toc267308886][bookmark: _Toc135670360][bookmark: _Toc165374007][bookmark: _Toc196721921]6.1	Clinical Trials Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a vaccine cannot be directly compared with rates in the clinical trials of another vaccine and may not reflect the rates observed in practice. There is the possibility that broad use of SHINGRIX could reveal adverse reactions not observed in clinical trials.

Adults Aged 50 Years and Older

Overall, 17,041 adults aged 50 years and older received at least 1 dose of SHINGRIX in 17 clinical studies.

The safety of SHINGRIX was evaluated by pooling data from 2 placebo‑controlled clinical studies (Studies 1 and 2) involving 29,305 subjects aged 50 years and older who received at least 1 dose of SHINGRIX (n = 14,645) or saline placebo (n = 14,660) administered according to a 0- and 2‑month schedule. At the time of vaccination, the mean age of the population was 69 years; 7,286 (25%) subjects were aged 50 through 59 years, 4,488 (15%) subjects were aged 60 through 69 years, and 17,531 (60%) subjects were aged 70 years and older. Both studies were conducted in North America, Latin America, Europe, Asia, and Australia. In the overall population, the majority of subjects were White (74%), followed by Asian (18%), Black (1.4%), and other racial/ethnic groups (6%); 58% were female.

Solicited Adverse Reactions: In Studies 1 and 2, data on solicited local and general adverse reactions were collected using standardized diary cards for 7 days following each vaccine dose or placebo (i.e., day of vaccination and the next 6 days) in a subset of subjects (n = 4,886 receiving SHINGRIX, n = 4,881 receiving placebo with at least 1 documented dose). Across both studies, the percentages of subjects aged 50 years and older reporting each solicited local and general adverse reaction following administration of SHINGRIX (both doses combined) were pain (78%), redness (38%), and swelling (26%); and myalgia (45%), fatigue (45%), headache (38%), shivering (27%), fever (21%), and gastrointestinal symptoms (17%).

[bookmark: _ONS_ISSUE_4f15d84f93d34d29ac9400b5527aa]The reported frequencies of specific solicited local adverse reactions and general adverse reactions (overall per subject), by age group, from the 2 studies are presented in Table 1.

Table 1. Percentage of Subjects with Solicited Local and General Adverse Reactions within 7 Daysa of Vaccination in Adults Aged 50 Through 59 Years, 60 Through 69 Years, and 70 Years and Olderb (Total Vaccinated Cohort with 7‑Day Diary Card) 

		[bookmark: _ONS_ISSUE_37e1ba6a1dde4e7392af9b2de8ad6]Adverse Reactions

		[bookmark: _ONS_ISSUE_a4231fe8fea14dd99145c5503111e]Aged 50 Through 59 Years

		[bookmark: _ONS_ISSUE_09afb2b2a7ec425c852d2ca99033f]Aged 60 Through 69 Years

		[bookmark: _ONS_ISSUE_00c5a38b29c1422f8ae1d7db1cd53][bookmark: _ONS_ISSUE_823d1eeec14f4a758bf98bfaa40e9]Aged ≥70 Years
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		Local Adverse Reactions

		n = 1,315

%

		n = 1,312

%

		n = 1,311

%

		n = 1,305

%

		n = 2,258

%

		n = 2,263

%



		Pain

		88

		14

		83

		11

		69

		9



		Pain, Grade 3d

		10

		1

		7

		1

		4

		0.2



		Redness

		39

		1

		38

		2

		38

		1



		[bookmark: _ONS_ISSUE_7f98479aa75245599d58af5cd6186]Redness, >100 mm

		3

		0

		3

		0

		3

		0



		Swelling

		31

		1

		27

		1

		23

		1



		[bookmark: _ONS_ISSUE_8c3fc81be5f24bd8961ba81a4316d]Swelling, >100 mm

		1

		0

		1

		0

		1

		0



		General Adverse Reactions

		n = 1,315

%

		n = 1,312

%

		n = 1,309

%

		n = 1,305

%

		n = 2,252

%

		n = 2,264

%



		Myalgia

		57

		15

		49

		11

		35

		10



		Myalgia, Grade 3e

		9

		1

		5

		1

		3

		0.4



		Fatigue

		57

		20

		46

		17

		37

		14



		Fatigue, Grade 3e

		9

		2

		5

		1

		4

		1



		Headache

		51

		22

		40

		16

		29

		12



		Headache, Grade 3e

		6

		2

		4

		0.2

		2

		0.4



		Shivering

		36

		7

		30

		6

		20

		5



		Shivering, Grade 3e

		7

		0.2

		5

		0.3

		2

		0.3



		Fever 

		28

		3

		24

		3

		14

		3



		Fever, Grade 3f

		0.4

		0.2

		1

		0.2

		0.1

		0.1



		GIg

		24

		11

		17

		9

		14

		8



		GI, Grade 3e

		2

		1

		1

		1

		1

		0.4





Total vaccinated cohort for safety included all subjects with at least 1 documented dose (n).

a	7 days included day of vaccination and the subsequent 6 days.

b	Data for subjects aged 50 through 59 years and 60 through 69 years are based on Study 1. Data for subjects aged 70 years and older are based on pooled data from Study 1: NCT01165177 and Study 2: NCT01165229.

c	Placebo was a saline solution.

d	Grade 3 pain: Defined as significant pain at rest; prevents normal everyday activities.

e	Grade 3 myalgia, fatigue, headache, shivering, and GI: Defined as preventing normal activity.

[bookmark: _ONS_ISSUE_8b5d871767bd42f09880db1a80ac6][bookmark: _ONS_ISSUE_c28987fa8a5a4cbfa959d6b174bb7][bookmark: _ONS_ISSUE_33bbb06eff1544d6a213cc5987a9a][bookmark: _ONS_ISSUE_24ef74dc261b471d990bb4f8b5834][bookmark: _ONS_ISSUE_c6ca179df5a54ca7a23d44745fb60][bookmark: _ONS_ISSUE_b2a748482b2641ee9f4134b3fedf7][bookmark: _ONS_ISSUE_c7b2a5df3eaa4d1bad7b65d5d6864][bookmark: _ONS_ISSUE_d5b3f9f116d84cc7a193de1862df1][bookmark: _ONS_ISSUE_556eaa7d64aa4dae8a3eeb4741b58]f	Fever defined as 37.5°C/99.5°F for oral, axillary, or tympanic route, or 38°C/100.4°F for rectal route; Grade 3 fever defined as >39.0°C/102.2°F.

g	GI = Gastrointestinal symptoms including nausea, vomiting, diarrhea, and/or abdominal pain.

The incidence of solicited local and general reactions was lower in subjects aged 70 years and older compared with those aged 50 through 69 years.

The local and general adverse reactions seen with SHINGRIX had a median duration of 2 to 3 days.

There were no differences in the proportions of subjects reporting any or Grade 3 solicited local reactions between Dose 1 and Dose 2. Headache and shivering were reported more frequently by subjects after Dose 2 (28% and 21%, respectively) compared with Dose 1 (24% and 14%, respectively). Grade 3 solicited general adverse reactions (headache, shivering, myalgia, and fatigue) were reported more frequently by subjects after Dose 2 (2.3%, 3%, 4%, and 4%, respectively) compared with Dose 1 (1.4%, 1.4%, 2.3%, and 2.4%, respectively).

[bookmark: _ONS_ISSUE_4816a64118ef427889626926ba96d][bookmark: _ONS_ISSUE_ef10a839438a482d862fba71d7905][bookmark: _ONS_ISSUE_0c3f3e6754fd4b50aef670434ac62]Unsolicited Adverse Events: Unsolicited adverse events that occurred within 30 days following each vaccination (Day 0 to 29) were recorded on a diary card by all subjects. In the 2 studies, unsolicited adverse events occurring within 30 days of vaccination were reported in 51% and 32% of subjects who received SHINGRIX (n = 14,645) or placebo (n = 14,660), respectively (Total Vaccinated Cohort). Unsolicited adverse events that occurred in 1% of recipients of SHINGRIX and at a rate at least 1.5‑fold higher than placebo included chills (4% versus 0.2%), injection site pruritus (2.2% versus 0.2%), malaise (1.7% versus 0.3%), arthralgia (1.7% versus 1.2%), nausea (1.4% versus 0.5%), and dizziness (1.2% versus 0.8%).

Gout (including gouty arthritis) was reported by 0.18% (n = 27) versus 0.05% (n = 8) of subjects who received SHINGRIX or placebo, respectively, within 30 days of vaccination; available information is insufficient to determine a causal relationship with SHINGRIX.

[bookmark: _ONS_ISSUE_5792bea32bcd4479816bfa1f48fac][bookmark: _ONS_ISSUE_f8aafb2c58a34d928b5c5e99534c1][bookmark: _ONS_ISSUE_4971ed80b9314abc923dc70074c67]Serious Adverse Events (SAEs): In the 2 studies, SAEs were reported at similar rates in subjects who received SHINGRIX (2.3%) or placebo (2.2%) from the first administered dose up to 30 days post‑last vaccination. SAEs were reported for 10.1% of subjects who received SHINGRIX and for 10.4% of subjects who received placebo from the first administered dose up to 1 year post‑last vaccination. One subject (<0.01%) reported lymphadenitis and 1 subject (<0.01%) reported fever greater than 39°C; there was a basis for a causal relationship with SHINGRIX.

Optic ischemic neuropathy was reported in 3 subjects (0.02%) who received SHINGRIX (all within 50 days after vaccination) and 0 subjects who received placebo; available information is insufficient to determine a causal relationship with SHINGRIX.

Deaths: From the first administered dose up to 30 days post‑last vaccination, deaths were reported for 0.04% of subjects who received SHINGRIX and 0.05% of subjects who received placebo in the 2 studies. From the first administered dose up to 1 year post‑last vaccination, deaths were reported for 0.8% of subjects who received SHINGRIX and for 0.9% of subjects who received placebo. Causes of death among subjects were consistent with those generally reported in adult and elderly populations.

Potential Immune‑Mediated Diseases: In the 2 studies, new onset potential immune‑mediated diseases (pIMDs) or exacerbation of existing pIMDs were reported for 0.6% of subjects who received SHINGRIX and 0.7% of subjects who received placebo from the first administered dose up to 1 year post‑last vaccination. The most frequently reported pIMDs occurred with comparable frequencies in the group receiving SHINGRIX and the placebo group.

Dosing Schedule: In an open‑label clinical study, 238 subjects aged 50 years and older received SHINGRIX as a 0- and 2‑month or 0- and 6‑month schedule. The safety profile of SHINGRIX was similar when administered according to a 0- and 2‑month or 0- and 6‑month schedule and was consistent with that observed in Studies 1 and 2.

[bookmark: _Toc525733551][bookmark: _Toc156109960][bookmark: _Toc267308889]Immunocompromised Adults Aged 18 Years and Older

The safety of SHINGRIX was evaluated in 6 placebo‑controlled clinical studies that enrolled 3,116 subjects aged 18 years and older from 5 different immunodeficient or immunosuppressed (referred to as immunocompromised) populations, in which a total of 1,587 received SHINGRIX. In all studies, subjects received Doses 1 and 2 of SHINGRIX 1 to 2 months apart. Safety monitoring for these studies was similar to Studies 1 and 2. In addition, subjects were monitored for events relevant to their specific disease or condition.

At the time of receipt of SHINGRIX or placebo, the mean age of the population was 55 years; 28% subjects were aged 18 through 49 years and 72% subjects were aged 50 years and older. Each of the studies was conducted in one or more of the following regions: North America, Latin America, Europe, Asia, Africa, and Australia/New Zealand. The majority of subjects were White (77%), followed by Asian (17%), Black (2%), and other racial groups (3%); 4% were of American Hispanic or Latino ethnicity; 37% were female.

[bookmark: _ONS_ISSUE_a13df64a4d194e69b8d49c1314113]Table 2. Clinical Studies with SHINGRIX in Immunocompromised Adults Aged ≥18 Years 

		[bookmark: _ONS_ISSUE_16fb38244d604959af7dc2701bf2d]Clinical Studies

		Number of Subjects Vaccinated

		Study Population

		Safety Follow‑up Period



		[bookmark: _ONS_ISSUE_4ec52ed933b145b1950e20f92fe34]

		SHINGRIX

		Placebo

		

		



		auHSCT (NCT01610414)

		922

		924

		Autologous hematopoietic stem cell transplant recipientsa

		29 months median safety follow‑upb



		Hematologic Malignancies (NCT01767467)

		283

		279

		Hematologic malignanciesc,d

		12 months post last vaccination



		Renal Transplant

(NCT02058589)

		132

		132

		Renal transplant recipientse

		12 months post last vaccination



		Solid Malignant Tumors (NCT01798056)

		117

		115

		Solid tumors receiving chemotherapyf,g

		12 months post last vaccination



		HIV (NCT01165203)

		74

		49

		HIV‑infected subjects

		12 months post last vaccination



		auHSCT (NCT00920218)

		59

		30

		Autologous hematopoietic stem cell transplant recipientsa

		12 months post last vaccination





a	The first dose was administered within 50 to 70 days after autologous hematopoietic stem cell transplantation.

b	Safety follow‑up was driven by HZ case accrual and ranged from a minimum of 12 months post last vaccination to 4 years at subject level.

c	For subjects who were vaccinated during a cancer therapy course, each dose was administered with at least 10 days between vaccination and cancer therapy cycles.

d	For subjects who received the vaccination after a full cancer therapy course, the first dose was administered from 10 days to 6 months after cancer therapy had ended.

[bookmark: _ONS_ISSUE_19f4fd36ffaf443bab4e6df37a8db][bookmark: _Hlk76983032][bookmark: _Hlk76982057]e	The first dose was administered between 4 to 18 months after renal transplantation.

[bookmark: _ONS_ISSUE_27c3e5d3236e4642b3d7817208c9d]f	In the PreChemo group (TVC: SHINGRIX [n = 90], placebo [n = 91]), the first dose was administered a maximum of 1 month to a minimum of 10 days before the start of a chemotherapy cycle, and the second dose was administered on the first day of a chemotherapy cycle.

[bookmark: _ONS_ISSUE_1eac786fa0564dceb9d81068c5b72]g	In the OnChemo group (TVC: SHINGRIX [n = 27], placebo [n = 24]), each dose was administered on the first day of a chemotherapy cycle.

In the auHSCT study (NCT01610414), at the time of receipt of SHINGRIX or placebo, the mean age of the population was 55 years; 25% of subjects were aged 18 through 49 years and 75% subjects were aged 50 years and older. The majority of subjects were White (78%), followed by Asian (16%), Black (2%), and other racial groups (3%); 3% were of American Hispanic or Latino ethnicity; 37% were female.

[bookmark: _ONS_ISSUE_2006967378fe4127bcf43891cadae][bookmark: _ONS_ISSUE_2837a2c591634c6a8ce61008e2d36]Solicited Adverse Reactions: Solicited local adverse reactions reported within 7 days following administration of SHINGRIX (both doses combined) in auHSCT recipients (aged 18 through 49 and ≥50 years) were pain (88% and 83%), redness (30% and 35%), and swelling (21% and 18%). Solicited general adverse reactions reported within 7 days following administration of SHINGRIX (both doses combined) in auHSCT recipients (aged 18 through 49 and ≥50 years) were fatigue (64% and 54%), myalgia (58% and 52%), headache (44% and 30%), gastrointestinal symptoms (21% and 28%), shivering (31% and 25%), and fever (28% and 18%). The percentages of subjects aged 18 years and older reporting each solicited local and general adverse reaction following administration of each dose of SHINGRIX or placebo in the auHSCT study (NCT01610414) are presented in Table 3.

[bookmark: _ONS_ISSUE_f67292c37af24ed6ba1fe9663c6dd]Table 3. Adult auHSCT Recipients (NCT01610414): Percentage of Subjects with Solicited Local and General Adverse Reactions within 7 Daysa of Vaccination in Adults Aged 18 Through 49 Years and 50 Years and Older by Dose (Total Vaccinated Cohort) 

		Adverse Reactions

		Aged 18 Through 49 Years

		[bookmark: _ONS_ISSUE_864e7190e92c47c8aeba13503d9a6]Aged ≥50 Years



		

		SHINGRIX

		Placebob

		SHINGRIX

		Placebob



		

		Dose 1

		Dose 2

		Dose 1

		Dose 2

		Dose 1

		Dose 2

		Dose 1

		Dose 2



		Local Adverse Reactions

		n = 223

%

		n = 205

%

		n = 217

%

		n = 207

%

		n = 673

%

		n = 635

%

		n = 673

%

		n = 627

%



		Pain

		81

		82

		8

		6

		75

		74

		6

		5



		Pain, Grade 3c

		11

		11

		1

		0

		5

		7

		0.3

		0



		Redness

		20

		25

		0

		0

		21

		28

		1

		1



		[bookmark: _ONS_ISSUE_bbccbcc800ca4300820b0acf40071]Redness, >100 mm

		1

		2

		0

		0

		1

		3

		0

		0



		Swelling

		14

		17

		0

		0

		10

		15

		1

		1



		[bookmark: _ONS_ISSUE_c962bd9dfdb24050a32529e86d9ef]Swelling, >100 mm

		0

		2

		0

		0

		0.1

		1

		0

		0



		General Adverse Reactions

		n = 222

%

		n = 203

%

		n = 218

%

		n = 207

%

		n = 674

%

		n = 633

%

		n = 674

%

		n = 628

%



		Myalgia

		41

		51

		22

		21

		37

		43

		18

		17



		Myalgia, Grade 3d

		4

		8

		2

		2

		2

		4

		1

		1



		Fatigue

		49

		51

		34

		25

		37

		46

		31

		26



		Fatigue, Grade 3d

		6

		10

		1

		2

		3

		4

		2

		3



		Headache

		23

		38

		17

		17

		15

		25

		13

		8



		Headache, Grade 3d

		1

		5

		0

		2

		0.1

		2

		0.4

		1



		Shivering

		20

		26

		12

		6

		11

		21

		7

		7



		Shivering, Grade 3d

		1

		6

		0

		0

		0.4

		3

		1

		0.2



		[bookmark: _ONS_ISSUE_1127155fa4924b73a0401d0c4efc3]Fever, 37.5°C/99.5°F

		9

		28

		4

		2

		6

		15

		3

		4



		[bookmark: _ONS_ISSUE_d92f7a3cb1974d3fb8aebec00ce09][bookmark: _ONS_ISSUE_e2fbfcb194864c1892c4033d427fd]Fever, Grade 3 >39.5°C/103.1°F

		0

		1

		0

		0

		0.1

		0.2

		0

		0.2



		GIe

		14

		13

		13

		12

		18

		18

		16

		12



		GI, Grade 3d

		1

		1

		0

		1

		1

		2

		1

		2





Total vaccinated cohort (TVC) for safety included all subjects with at least 1 documented dose (n).

% = Percentage of subjects reporting the symptom at least once.

a	7 days included day of vaccination and the subsequent 6 days.

b	Placebo was sucrose reconstituted with saline solution.

c	Grade 3 pain: defined as significant pain at rest preventing normal everyday activities.

d	Grade 3 myalgia, fatigue, headache, shivering, and GI: defined as preventing normal activity.

e	GI = Gastrointestinal symptoms including nausea, vomiting, diarrhea, and/or abdominal pain.

In general, the reported frequencies of solicited local and general adverse reactions in the other studies in immunocompromised populations were similar to that in the auHSCT study (NCT01610414). The local and general adverse reactions seen with SHINGRIX had a median duration of 1 to 3 days across all studies enrolling immunocompromised subjects.

[bookmark: _ONS_ISSUE_a354a45a495c45b6b2bd3d0aefab3]Unsolicited Adverse Events: Across all 6 studies enrolling immunocompromised subjects, unsolicited adverse events, including both serious and non‑serious events, occurring within 30 days following each vaccination were reported in 46% and 44% of subjects who received SHINGRIX or placebo. Adverse events of arthralgia, infective pneumonia, and influenza‑like illness occurred in ≥1% of recipients of SHINGRIX and at a rate at least 1.5‑fold higher than placebo (1.5% versus 1.0%, 1.5% versus 0.9%, and 1.3% versus 0.6%, respectively).

[bookmark: _Hlk23326194][bookmark: _Hlk16067726]Serious Adverse Events: Across all 6 studies enrolling immunocompromised subjects, SAEs were reported at similar rates in subjects who received SHINGRIX (7%) or placebo (8%) from the first administered dose up to 30 days post‑last vaccination. SAEs were reported for 26% of subjects who received SHINGRIX and for 27% of subjects who received placebo from the first administered dose up to 1 year post‑last vaccination. SAEs of infective pneumonia were reported for 21 subjects (1.3%) who received SHINGRIX and for 11 subjects (0.7%) who received placebo up to 30 days post‑last vaccination. Available information is insufficient to determine a causal relationship to vaccination.

Deaths: Across all 6 studies enrolling immunocompromised subjects, from the first administered dose up to 30 days post‑last vaccination, deaths were reported for 2 subjects (0.1%) who received SHINGRIX and 7 subjects (0.5%) who received placebo. From the first administered dose up to 1 year post‑last vaccination, deaths were reported for 6% of subjects who received SHINGRIX and for 6% of subjects who received placebo. Causes of death among subjects were consistent with those expected in the populations evaluated.

Potential Immune‑Mediated Diseases: Across all 6 studies enrolling immunocompromised subjects, new onset pIMDs or exacerbation of existing pIMDs were reported for 1.3% of subjects who received SHINGRIX and 1.0% of subjects who received placebo from the first administered dose up to 1 year post‑last vaccination. There were no notable imbalances in specific pIMDs between treatment groups.

Other Medically Relevant Events: In the auHSCT study (NCT01610414), relapse or progression was reported by 315 of 922 subjects (34%) who received at least 1 dose of SHINGRIX and 331 of 924 subjects (36%) who received placebo from the first vaccination to study end.

In the auHSCT study (NCT00920218), relapse or progression was reported by 17 of 59 subjects (29%) who received at least 1 dose of SHINGRIX and 8 of 30 subjects (27%) who received placebo from the first vaccination to study end.

In the hematologic malignancy study, relapse or progression was reported by 45 of 283 subjects (16%) who received at least 1 dose of SHINGRIX and 58 of 279 subjects (21%) who received placebo from the first vaccination to study end.

In the renal transplant study, biopsy‑confirmed allograft rejection was reported by 4 of 132 (3%) of subjects who received SHINGRIX and by 7 of 132 (5%) of subjects who received placebo from the first vaccination to study end (approximately 13 months later). Creatinine as a measure of graft function and changes in alloimmunity post‑vaccination were not systematically evaluated.

In the HIV study, at least 1 event of worsening HIV condition was reported by 9 of 74 (12%) of subjects who received SHINGRIX and by 5 of 49 (10%) of subjects who received placebo from the first vaccination to study end.

Concomitant Administration with 23‑Valent Pneumococcal Polysaccharide Vaccine

[bookmark: _ONS_ISSUE_6e262b1175a04361bd68f78c0eff4][bookmark: _ONS_ISSUE_e3bd1619bef849698b10e7d323485][bookmark: _ONS_ISSUE_cf5b69ab2635403fb669c2d3c225e]In an open‑label clinical study (NCT02045836) in subjects aged 50 years and older, information about solicited local and systemic adverse reactions was collected using diary cards for 7 days (i.e., day of vaccination and the next 6 days). When PNEUMOVAX 23 was concomitantly administered with the first dose of SHINGRIX compared to when the first dose of SHINGRIX was given alone, a greater percentage of subjects reported fever, defined as ≥37.5°C/99.5°F (16% vs. 7%, respectively) and shivering (21% vs. 7%, respectively) [see Clinical Studies (14.8)].

[bookmark: _Toc135670361][bookmark: _Toc165374008][bookmark: _Toc196721922]6.2	Postmarketing Experience 

The following adverse reactions have been identified during postapproval use of SHINGRIX. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to the vaccine.

General Disorders and Administration Site Conditions

Decreased mobility of the injected arm which may persist for 1 or more weeks.

Immune System Disorders

Hypersensitivity reactions, including angioedema, rash, and urticaria.

Nervous System Disorders

[bookmark: _ONS_ISSUE_4082167a98b140268599803c06a9d][bookmark: _ONS_ISSUE_6243c0a39969419da7b3bdaf58faa]Guillain‑Barré syndrome.

Postmarketing Observational Study of the Risk of Guillain‑Barré Syndrome following Vaccination with SHINGRIX

The association between vaccination with SHINGRIX and GBS was evaluated among Medicare beneficiaries aged 65 years or older. Using Medicare claims data, from October 2017 through February 2020, vaccinations with SHINGRIX among beneficiaries were identified through National Drug Codes, and potential cases of hospitalized GBS among recipients of SHINGRIX were identified through International Classification of Diseases codes.

The risk of GBS following vaccination with SHINGRIX was assessed in self‑controlled case series analyses using a risk window of 1 to 42 days post‑vaccination and a control window of 43 to 183 days post‑vaccination. The primary analysis (claims‑based, all doses) found an increased risk of GBS during the 42 days following vaccination with SHINGRIX, with an estimated 3 excess cases of GBS per million doses administered to adults aged 65 years or older. In secondary analyses, an increased risk of GBS was observed during the 42 days following the first dose of SHINGRIX, with an estimated 6 excess cases of GBS per million doses administered to adults aged 65 years or older, and no increased risk of GBS was observed following the second dose of SHINGRIX. These analyses of GBS diagnoses in claims data were supported by analyses of GBS cases confirmed by medical record review. While the results of this observational study suggest a causal association of GBS with SHINGRIX, available evidence is insufficient to establish a causal relationship.

[bookmark: _Toc267308892][bookmark: _Toc135670362][bookmark: _Toc165374009][bookmark: _Toc196721923]8	use in specific populations 

[bookmark: _Toc158512455][bookmark: _Toc267308893][bookmark: _Toc135670363][bookmark: _Toc165374010][bookmark: _Toc196721924][bookmark: _ONS_ISSUE_0ea5403030ae432ebcfef76ac5fbc][bookmark: _Toc156109962]8.1	Pregnancy 

Risk Summary

All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. The data are insufficient to establish if there is vaccine‑associated risk with SHINGRIX in pregnant women.

[bookmark: _ONS_ISSUE_9efeb80214c048a08d6c99b0d4951][bookmark: _ONS_ISSUE_72d421ed7c8645bb9425a5f2c26f2]A developmental toxicity study was performed in female rats administered SHINGRIX or the AS01B adjuvant alone prior to mating, during gestation, and during lactation. The total dose was 0.2 mL on each occasion (a single human dose of SHINGRIX is 0.5 mL). This study revealed no adverse effects on fetal or pre‑weaning development due to SHINGRIX (see Data).

Data

Animal Data: In a developmental toxicity study, female rats were administered SHINGRIX or the AS01B adjuvant alone by intramuscular injection 28 and 14 days prior to mating, on gestation Days 3, 8, 11, and 15, and on lactation Day 7. The total dose was 0.2 mL on each occasion (a single human dose of SHINGRIX is 0.5 mL). No adverse effects on pre‑weaning development up to post‑natal Day 25 were observed. There were no vaccine‑related fetal malformations or variations.

[bookmark: _Toc156109963][bookmark: _Toc195413763][bookmark: _Toc410315529][bookmark: _Toc135670364][bookmark: _Toc165374011][bookmark: _Toc196721925]8.2	Lactation 

Risk Summary

It is not known whether SHINGRIX is excreted in human milk. Data are not available to assess the effects of SHINGRIX on the breastfed infant or on milk production/excretion.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for SHINGRIX and any potential adverse effects on the breastfed child from SHINGRIX or from the underlying maternal condition. For preventive vaccines, the underlying maternal condition is susceptibility to disease prevented by the vaccine.

[bookmark: _Toc158512457][bookmark: _Toc267308895][bookmark: _Toc135670365][bookmark: _Toc165374012][bookmark: _Toc196721926]8.4	Pediatric Use 

Safety and effectiveness in individuals younger than 18 years have not been established. SHINGRIX is not indicated for prevention of primary varicella infection (chickenpox).

[bookmark: _Toc158512458][bookmark: _Toc267308896][bookmark: _Toc135670366][bookmark: _Toc165374013][bookmark: _Toc196721927]8.5	Geriatric Use 

Adults Aged 60 Years and Older

[bookmark: _ONS_ISSUE_0592def895364e1488b9fd086c740][bookmark: _ONS_ISSUE_7bdb93d468fd4f40ae125e412a563]Of the total number of subjects who received at least 1 dose of SHINGRIX in Studies 1 and 2 (n = 14,645), 2,243 (15%) were aged 60 through 69 years, 6,837 (47%) were aged 70 through 79 years, and 1,921 (13%) were aged 80 years and older. There were no clinically meaningful differences in efficacy across the age groups. [See Clinical Studies (14.1, 14.2, 14.3).]

[bookmark: _ONS_ISSUE_12fca7403f1a4eaa904ff744a48f3]The frequencies of solicited local and general adverse reactions in subjects aged 70 years and older were lower than in younger adults (aged 50 through 69 years). [See Adverse Reactions (6.1).]

[bookmark: _ONS_ISSUE_4982f07736354c49b8e309f0f5b64][bookmark: _ONS_ISSUE_bef825eb777e4ade818815c45e267]Of the total number of subjects who received at least 1 dose of SHINGRIX in Studies 1 and 2 and were enrolled into the long‑term follow‑up (LTFU) study (n = 7,408), 1,262 (17%) were aged 60 through 69 years, 3,428 (46%) were aged 70 through 79 years, and 642 (9%) were aged 80 years and older at the time of initial vaccination. From a median of 5.6 years after vaccination to a median of 11.4 years after vaccination, incidence rates of HZ were higher in older age groups (aged 70 through 79 and ≥80 years) compared with younger age groups (aged 50 through 59 and 60 through 69 years). [See Clinical Studies (14.5).]

[bookmark: _Toc158512459][bookmark: _Toc267308897]Immunocompromised Adults Aged 65 Years and Older

[bookmark: _ONS_ISSUE_51a65cb0d7834c4a8179495bbbc22][bookmark: _ONS_ISSUE_538716e76b1b495e9ba463382151c]Of the total number of subjects who received at least 1 dose of SHINGRIX in the auHSCT study (n = 922), 172 (18.7%) were aged 65 years and older [see Clinical Studies (14.6)]. There were no clinically meaningful differences in efficacy between these subjects and younger adults (aged 18 through 64 years).

[bookmark: _ONS_ISSUE_24fe2cda43e149e783aac36e3383d]Of the total number of subjects who received at least 1 dose of SHINGRIX across the 6 studies in immunocompromised subjects (n = 1,587), 337 (21.2%) were aged 65 years and older. The frequencies of solicited local and general adverse reactions in subjects aged 65 years and older were generally similar to or lower than those reported by younger adults (aged 18 through 64 years).

[bookmark: _Toc135670367][bookmark: _Toc165374014][bookmark: _Toc196721928]11	DESCRIPTION 

SHINGRIX (Zoster Vaccine Recombinant, Adjuvanted) is a sterile injectable suspension for intramuscular use that contains recombinant varicella zoster virus gE antigen adjuvanted with AS01B.

The vial and vial presentation is supplied as a vial of lyophilized recombinant varicella zoster virus surface gE antigen component (Lyophilized gE Antigen Component), which must be reconstituted at the time of use with the accompanying vial of AS01B (Adjuvant Suspension Component) to form SHINGRIX.

The SHINGRIX prefilled syringe presentation does not require reconstitution.

SHINGRIX is a sterile, opalescent, colorless to pale brownish liquid.

[bookmark: _ONS_ISSUE_b512837871f14694b00494404c1f3][bookmark: _ONS_ISSUE_440027c394a749099657b093e4743][bookmark: _ONS_ISSUE_78ec48205223480fb6d68fd8a3560][bookmark: _ONS_ISSUE_80d56cb0eadc42fb947248f8864b8][bookmark: _ONS_ISSUE_9d731f304fcc474ca0209a8c4784a]The gE antigen is obtained by culturing genetically engineered Chinese Hamster Ovary cells, which carry a truncated gE gene, in media containing amino acids, with no albumin, antibiotics, or animal‑derived proteins. The gE protein is purified by several chromatographic steps and formulated with excipients. The AS01B adjuvant is composed of 3‑O‑desacyl‑4’‑monophosphoryl lipid A (MPL) derived from Salmonella minnesota and QS‑21, a saponin purified from Quillaja saponaria Molina plant extract, and is combined in a liposomal formulation. The liposomes are composed of dioleoyl phosphatidylcholine (DOPC) and cholesterol in phosphate‑buffered saline solution containing disodium phosphate anhydrous, potassium dihydrogen phosphate, sodium chloride, and water for injection.

Each 0.5‑mL dose is formulated to contain 50 mcg of the recombinant gE antigen, 50 mcg of MPL, and 50 mcg of QS‑21. Each dose also contains 20 mg of sucrose, 4.385 mg of sodium chloride, 1 mg of DOPC, 0.54 mg of potassium dihydrogen phosphate, 0.25 mg of cholesterol, 0.160 mg of sodium dihydrogen phosphate dihydrate (applicable to prefilled syringe presentation only), 0.160 mg of sodium dihydrogen phosphate anhydrous (applicable to vial and vial presentation only), 0.15 mg of disodium phosphate anhydrous, 0.116 mg of dipotassium phosphate, and 0.08 mg of polysorbate 80. SHINGRIX does not contain preservatives. Each dose may also contain residual amounts of host cell proteins (≤3.0%) and DNA (≤2.1 picograms) from the manufacturing process.

[bookmark: _Toc158512460][bookmark: _Toc267308898][bookmark: _Toc135670368][bookmark: _Toc165374015]In the vial and vial presentation, the vial stoppers are not made with natural rubber latex. In the prefilled syringe presentation, the tip cap and rubber plunger stopper are not made with natural rubber latex.

[bookmark: _Toc196721929]12	CLINICAL PHARMACOLOGY 

[bookmark: _Toc158512461][bookmark: _Toc267308899][bookmark: _Toc135670369][bookmark: _Toc165374016][bookmark: _Toc196721930]12.1	Mechanism of Action 

[bookmark: _ONS_ISSUE_7316147936164eb3a0f9e62783e89]The risk of developing HZ, which increases with age and with immunosuppression due to disease and/or therapy, appears to be related to a decline in varicella zoster virus (VZV)‑specific immunity. SHINGRIX was shown to boost VZV‑specific immune response, which is thought to be the mechanism by which it protects against zoster disease [see Clinical Studies (14)].

[bookmark: _Toc158512462][bookmark: _Toc267308900][bookmark: _Toc135670370][bookmark: _Toc165374017][bookmark: _Toc196721931]13	NONCLINICAL TOXICOLOGY 

[bookmark: _Toc158512463][bookmark: _Toc267308901][bookmark: _Toc135670371][bookmark: _Toc165374018][bookmark: _Toc196721932]13.1	Carcinogenesis, Mutagenesis, Impairment of Fertility 

[bookmark: _ONS_ISSUE_dbcab7f7c6644636b14eb33621d04][bookmark: _ONS_ISSUE_6888d371e5f34089a96c4b429bd2f]SHINGRIX has not been evaluated for its carcinogenic or mutagenic potential. Vaccination of female rats with SHINGRIX had no effect on fertility [see Use in Specific Populations (8.1)]. In a male fertility study, rats were vaccinated with 0.1 mL of SHINGRIX (a single human dose is 0.5 mL) on 42, 28, and 14 days prior to mating. There were no effects on male fertility.

[bookmark: _Toc158512464][bookmark: _Toc267308902][bookmark: _Toc135670372][bookmark: _Toc165374019][bookmark: _Toc196721933]14	CLINICAL STUDIES 

[bookmark: _Toc267308903][bookmark: _Toc135670373][bookmark: _Toc165374020][bookmark: _Toc196721934][bookmark: _Toc158512465]14.1	Efficacy in Subjects Aged 50 Years and Older 

[bookmark: _ONS_ISSUE_ba5772e864d341828f582e9c68064][bookmark: _ONS_ISSUE_c4bdb715552e4e1dbd4b3db463bf6][bookmark: _ONS_ISSUE_6d4bad1d0c8547db9ef1dd136d3f8]Study 1 was a randomized, placebo‑controlled, observer‑blind clinical study conducted in 18 countries. Randomization was stratified (8:5:3:1) by age: 50 through 59 years, 60 through 69 years, 70 through 79 years, and 80 years. The study excluded, among others, subjects who were immunocompromised, had a history of previous HZ, were vaccinated against varicella or HZ, and patients whose survival was not expected to be at least 4 years or with conditions that might interfere with study evaluations. Subjects were followed for the development of HZ and postherpetic neuralgia (PHN) for a median of 3.1 years (range: 0 to 3.7 years). Suspected HZ cases were followed prospectively for the development of PHN, an HZ‑related complication defined as HZ‑associated pain (rated as 3 or greater on a 0- to 10‑point scale by the study subject) occurring or persisting at least 90 days following the onset of rash in confirmed cases of HZ.

The primary efficacy analysis population (referred to as the modified Total Vaccinated Cohort [mTVC]) included 14,759 subjects aged 50 years and older who received 2 doses (0 and 2 months) of either SHINGRIX (n = 7,344) or placebo (n = 7,415) and did not develop a confirmed case of HZ within 1 month after the second dose. In the mTVC population, 61% were female; 72% were White, 19% were Asian, 1.7% were Black, and 7% were of other racial/ethnic groups. The mean age of subjects was 62.3 years.

Confirmed HZ cases were determined by either Polymerase Chain Reaction (PCR) (89.4%) or by a Clinical Evaluation Committee (10.6%).

Efficacy against Herpes Zoster

Compared with placebo, SHINGRIX significantly reduced the risk of developing HZ by 97.2% (95% CI: 93.7, 99.0) in subjects aged 50 years and older (Table 4).

Table 4. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Study 1a (mTVCb) 

		[bookmark: _ONS_ISSUE_58047610dec24ae9ae33e18409ba4]Age Group (Years)

		SHINGRIX

		Placebo

		% Efficacy

(95% CI)



		

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		



		[bookmark: _ONS_ISSUE_b6dcd311ffa34e89bc3873fc082fa]Overall (50)c

		7,344

		6

		0.3

		7,415

		210

		9.1

		97.2

(93.7, 99.0)



		50 Through 59

		3,492

		3

		0.3

		3,525

		87

		7.8

		96.6

(89.6, 99.3)



		60 Through 69

		2,141

		2

		0.3

		2,166

		75

		10.8

		97.4

(90.1, 99.7)



		[bookmark: _ONS_ISSUE_7027ab1435c04fcf98b7739f5b25e]70

		1,711

		1

		0.2

		1,724

		48

		9.4

		97.9

(87.9, 100.0)





N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ episode; HZ = Herpes zoster; CI = Confidence Interval.

a	Study 1: NCT01165177.

b	mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose.

c	Primary study endpoint was based on confirmed HZ cases in subjects aged 50 years and older.

In a descriptive analysis, vaccine efficacy against HZ in subjects aged 50 years and older was 93.1% (95% CI: 81.3, 98.2) in the fourth year post‑vaccination.

Occurrence of Postherpetic Neuralgia

Among all subjects aged 50 years or older in the mTVC, no cases of PHN were reported in the vaccine group compared with 18 cases reported in the placebo group.

[bookmark: _Toc135670374][bookmark: _Toc165374021][bookmark: _Toc196721935]14.2	Efficacy in Subjects Aged 70 Years and Older 

[bookmark: _ONS_ISSUE_e1b5b53e73ce4684a707a2dddcf49][bookmark: _ONS_ISSUE_5f8f1c70b8254946a3f07ca0cefea][bookmark: _ONS_ISSUE_c6f90c329beb495e84cf7ac9c36ff]Study 2 was a randomized, placebo‑controlled, observer‑blind clinical study conducted in 18 countries. Randomization was stratified (3:1) by age: 70 through 79 years and 80 years. With the exception of age, the study exclusion criteria were the same as for Study 1. Subjects were followed for the development of HZ and PHN for a median of 3.9 years (range: 0 to 4.5 years). Suspected HZ cases were followed prospectively for the development of PHN as for Study 1.

The primary efficacy analysis population (mTVC) included 13,163 subjects aged 70 years and older who received 2 doses (0 and 2 months) of either SHINGRIX (n = 6,541) or placebo (n = 6,622) and did not develop a confirmed case of HZ within 1 month after the second dose. In the mTVC population, 55% were female; 78% were White, 17% were Asian, 1% were Black, and 4% were of other racial/ethnic groups. The mean age of subjects was 75.5 years.

Confirmed HZ cases were determined by either PCR (92.3%) or by a Clinical Evaluation Committee (7.7%).

Efficacy against Herpes Zoster

Vaccine efficacy results against HZ in subjects aged 70 years and older are shown in Table 5.

Table 5. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Study 2a (mTVCb) 

		[bookmark: _ONS_ISSUE_386ad1eba0bd479aa951ef208c2f1]Age Group (Years)

		SHINGRIX

		Placebo

		% Efficacy

(95% CI)



		

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		



		[bookmark: _ONS_ISSUE_b5cc1790123a4f9f9041114699f32]Overall (70)c

		6,541

		23

		0.9

		6,622

		223

		9.2

		89.8

(84.3, 93.7)



		70 Through 79

		5,114

		17

		0.9

		5,189

		169

		8.8

		90.0

(83.5, 94.3)



		[bookmark: _ONS_ISSUE_df74bb4bd0684328aebf80fe1261c]80

		1,427

		6

		1.2

		1,433

		54

		11.0

		89.1

(74.7, 96.2)





N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ episode; HZ = Herpes zoster; CI = Confidence Interval.

a	Study 2: NCT01165229.

b	mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose.

c	Primary study endpoint was based on confirmed HZ cases in subjects aged 70 years and older.

In a descriptive analysis, vaccine efficacy against HZ in subjects aged 70 years and older was 85.1% (95% CI: 64.5, 94.8) in the fourth year after vaccination.

Efficacy against Postherpetic Neuralgia

Among all subjects aged 70 years or older in the mTVC, 4 cases of PHN were reported in the vaccine group compared with 28 cases reported in the placebo group. Vaccine efficacy against PHN was 85.5% (95% CI: [58.5; 96.3]). The benefit of SHINGRIX in the prevention of PHN can be attributed to the effect of the vaccine on the prevention of HZ.

Reduction of Use of Pain Medication

Among subjects with confirmed HZ, the use of HZ‑associated pain medications was reported for 10 of 23 subjects (43.5%) who received SHINGRIX and for 160 of 223 subjects (71.7%) who received placebo.

[bookmark: _Toc135670375][bookmark: _Toc165374022][bookmark: _Toc196721936]14.3	Pooled Efficacy Analyses across Studies 1 and 2 

The efficacy of SHINGRIX to prevent HZ and PHN in subjects aged 70 years and older was evaluated by combining the results from Studies 1 and 2 through a pre‑specified pooled analysis in the mTVC. A total of 8,250 and 8,346 subjects who received SHINGRIX and placebo, respectively, were included in the pooled mTVC analysis.

Efficacy against Herpes Zoster

Compared with placebo, SHINGRIX significantly reduced the risk of developing HZ by 91.3% (95% CI: 86.9, 94.5) in subjects aged 70 years and older (Table 6).

Table 6. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Studies 1 and 2 (Pooled Dataa) (mTVCb) 

		[bookmark: _ONS_ISSUE_a1bc57e7b58b408aa69201380cac5]Age Group (Years)

		SHINGRIX

		Placebo

		% Efficacy

(95% CI)



		

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		



		[bookmark: _ONS_ISSUE_a797bd93c1de46988b336bf4eaea4]Overall (70)c

		8,250

		25

		0.8

		8,346

		284

		9.3

		91.3

(86.9, 94.5)



		70 Through 79

		6,468

		19

		0.8

		6,554

		216

		8.9

		91.3

(86.0, 94.9)



		[bookmark: _ONS_ISSUE_4117d0cab0f641dc9715ec423520d]80

		1,782

		6

		1.0

		1,792

		68

		11.1

		91.4

(80.2, 96.9)





N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ episode; HZ = Herpes zoster; CI = Confidence Interval.

[bookmark: _ONS_ISSUE_001166833143436794d1d5ffa8a7d][bookmark: _ONS_ISSUE_2127eaf0365e402c9c47cdd83319e][bookmark: _ONS_ISSUE_dfc807d7f82c43f6b9f2e598f805a][bookmark: _ONS_ISSUE_f8e31e84531c4b1a9290b6937dd60][bookmark: _ONS_ISSUE_f9267275a8e94db3851782d7410bc][bookmark: _ONS_ISSUE_8ecb45ac97474962a8192832ceee3]a	Pooled data from Study 1: NCT01165177 (subjects 50 years) and Study 2: NCT01165229 (subjects 70 years).

b	mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose.

c	Primary endpoint of pooled analysis was based on confirmed HZ cases in subjects aged 70 years and older.

Efficacy against Postherpetic Neuralgia

Table 7 compares the overall rates of PHN in the vaccine and placebo groups across both studies.

Table 7. Efficacy of SHINGRIX on Overall Incidence of Postherpetic Neuralgia Compared with Placebo in Studies 1 and 2 (Pooled Dataa) (mTVCb) 

		[bookmark: _ONS_ISSUE_154ae98817d5471393234b5394f7a][bookmark: _ONS_ISSUE_d7394b7a45554b00ac9d33e50e4a0]Age Group (Years)

		SHINGRIX

		Placebo

		% Efficacy

(95% CI)



		

		N

		n

		Incidence Rate of PHNc per 1,000 Person‑Years

		N

		n

		Incidence Rate of PHN per 1,000 Person‑Years

		



		[bookmark: _ONS_ISSUE_1150888b3b6048ceb1e0ea4173442]Overall (70)

		8,250

		4

		0.1

		8,346

		36

		1.2

		88.8

(68.7, 97.1)



		70 Through 79

		6,468

		2

		0.1

		6,554

		29

		1.2

		93.0

(72.5, 99.2)



		[bookmark: _ONS_ISSUE_01484f810460410bb436bd0123817]80

		1,782

		2

		0.3

		1,792

		7

		1.1

		71.2

(‑51.5, 97.1)





[bookmark: _Hlk152338554]N = Number of subjects included in each group; n = Number of subjects having at least 1 PHN; CI = Confidence Interval.

[bookmark: _ONS_ISSUE_52fd21b013a64bb183de3ab84baed][bookmark: _ONS_ISSUE_c61c8f173001437f8f07cbe67f21d][bookmark: _ONS_ISSUE_5a6a49f69a734e25ba572062d5aa2][bookmark: _ONS_ISSUE_750e31077d9e4e50aea2a949f7b48][bookmark: _ONS_ISSUE_d3ba0c00299648e08cf09da93533a][bookmark: _ONS_ISSUE_43141516b9184f9a8fc49399b1100]a	Pooled data from Study 1: NCT01165177 (subjects 50 years) and Study 2: NCT01165229 (subjects 70 years).

b	mTVC = Modified Total Vaccinated Cohort defined as subjects who received 2 doses (0 and 2 months) of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose.

c	PHN = Postherpetic neuralgia defined as HZ‑associated pain rated as 3 or greater (on a 0- to 10‑point scale) occurring or persisting at least 90 days following the onset of rash using Zoster Brief Pain Inventory questionnaire.

The benefit of SHINGRIX in the prevention of PHN can be attributed to the effect of the vaccine on the prevention of HZ. The efficacy of SHINGRIX in the prevention of PHN in subjects with confirmed HZ could not be demonstrated.

[bookmark: _Toc135670376][bookmark: _Toc165374023][bookmark: _Toc196721937]14.4	Immunological Evaluation to Support Dosing Schedule 

A measure of the immune response that confers protection against HZ is unknown. Anti‑gE antibody levels were measured by anti‑gE enzyme‑linked immunosorbent assay (gE ELISA) and were used to support the dosing schedule.

In an open‑label clinical study, 238 subjects aged 50 years and older received SHINGRIX on either a 0- and 2‑month or 0- and 6‑month schedule. Non‑inferiority of the 0- and 6‑month schedule compared with the 0- and 2‑month schedule based on anti‑gE ELISA GMCs 1 month after the second dose was demonstrated.

[bookmark: _Toc165374024][bookmark: _Toc196721938]14.5	Long‑Term Follow‑Up Study 

An open‑label, LTFU study (NCT02723773) was conducted in subjects aged 50 years and older who received SHINGRIX in Studies 1 and 2.

The primary analysis population (mTVC) included subjects who received 2 doses of SHINGRIX in Studies 1 and 2 and did not develop a confirmed case of HZ within 1 month after the second dose. The mTVC included 7,273 subjects who were followed for the occurrence of HZ and PHN starting at a median of 5.6 years post‑vaccination in Studies 1 and 2 and ending at a median of 11.4 years post‑vaccination. Of the 7,273 subjects in the mTVC, 2,046 were aged 50 through 59 years (28%), 1,243 (17%) were aged 60 through 69 years, 3,359 (46%) were aged 70 through 79 years, and 625 (9%) were aged 80 years or older at the time of initial vaccination. Demographic distribution of subjects (by sex, race, and ethnicity) was similar to Studies 1 and 2.

Of the subjects in the mTVC, 15 subjects who developed HZ in Studies 1 and 2 were excluded from the HZ analysis (n = 7,258 subjects). Among subjects 50 through 59 years, 60 through 69 years, 70 through 79 years, and 80 years or older at the time of vaccination, the incidence rates of HZ over the duration of the LTFU study were 1.0, 1.3, 2.3, and 2.5 per 1,000 person‑years, respectively. In the LTFU study, the incidence rates by age group were higher than the incidence rates of HZ reported by age group in the SHINGRIX groups in Study 1 and in the pooled analysis of Studies 1 and 2 (which were 0.3, 0.3, 0.8, and 1.0 per 1,000 person‑years, respectively [see Tables 4 and 6]). The incidence rates were lower than those reported by age group in the placebo groups in Study 1 and in the pooled analysis of Studies 1 and 2 (which were 7.8, 10.8, 8.9 and 11.1 per 1,000 person‑years, respectively [see Tables 4 and 6]). In Studies 1 and 2, the median follow‑up time after vaccination was 3.1 and 3.9 years, respectively.

Of the subjects in the mTVC, 2 subjects who developed PHN in Studies 1 and 2 were excluded from the PHN analysis (n = 7,271 subjects). Over the duration of the LTFU study, 4 cases of PHN were reported in the SHINGRIX group. One case was reported in a subject aged 67 years and 3 cases were reported in subjects 70 years or older at the time of vaccination. The incidence rate of PHN among subjects 70 years or older was 0.1 per 1,000 person‑years. This incidence rate is the same as the incidence rate of PHN reported in the SHINGRIX group and lower than the incidence rate reported in the placebo group in the pooled analysis of Studies 1 and 2 (which was 1.2 per 1,000 person‑years [see Table 7]). The benefit of SHINGRIX in the prevention of PHN can be attributed to the effect of the vaccine on the prevention of HZ.

[bookmark: _Toc135670377][bookmark: _Toc165374025][bookmark: _Toc196721939][bookmark: _Toc158512467][bookmark: _Toc267308906]14.6	Efficacy in Immunocompromised Adults Aged 18 Years and Older 

[bookmark: _ONS_ISSUE_915d10049cc647ae96525a0504a99][bookmark: _ONS_ISSUE_780a997cbb1f4b9d8aee4aa7d5b1e]The efficacy of SHINGRIX was evaluated in 1 Phase 3 randomized, placebo‑controlled, observer‑blind clinical study in immunocompromised adults aged ≥18 years who received an auHSCT 50 to 70 days prior to Dose 1 and who were expected to receive prophylactic antiviral therapy for ≤6 months post‑transplant. The efficacy of SHINGRIX was calculated post‑hoc in another randomized, placebo‑controlled, observer‑blind study in subjects with hematologic malignancies who received Dose 1 of SHINGRIX or placebo during or within 6 months of completing immunosuppressive chemotherapy. Each of these studies was conducted in the following regions: North America, Latin America, Europe, Asia, Africa (auHSCT study only), and Australia/New Zealand.

Efficacy in Subjects Aged 18 Years and Older: auHSCT Recipients

In the auHSCT study, subjects were followed for the development of HZ and PHN for a median of 21 months (range: 0 to 49.4 months). Suspected HZ cases were followed prospectively for the development of PHN as in Studies 1 and 2.

The primary efficacy analysis population (mTVC) for the auHSCT study included 1,721 subjects who received 2 doses of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose. Confirmed HZ cases were determined by either PCR (83.7%) or by a Clinical Evaluation Committee (16.3%).

Efficacy against Herpes Zoster: Compared with placebo, SHINGRIX significantly reduced the risk of developing HZ in auHSCT recipients aged 18 years and older (Table 8).

[bookmark: _ONS_ISSUE_488f5d1c9f644ec3aeb79f9d2628b]Table 8. Efficacy of SHINGRIX on Incidence of Herpes Zoster Compared with Placebo in Immunocompromised Adults Aged ≥18 Years (mTVCa) 

		[bookmark: _ONS_ISSUE_a67453b0670949fa936e0e7d8eeee]Clinical Studies

		Age Group (Years)

		SHINGRIX

		Placebo

		% Efficacy

(95% CI)



		

		

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		N

		n

		Incidence Rate of HZ per 1,000 Person‑Years

		



		auHSCTb

		[bookmark: _ONS_ISSUE_46dea8ca36af4d6180a60d59b7793]Overall (18)c

		870

		49

		30.0

		851

		135

		94.3

		68.2

(55.5, 77.6)



		

		18 Through 49

		213

		9

		21.5

		212

		29

		76.0

		71.8

(38.7, 88.3)



		

		[bookmark: _ONS_ISSUE_c94f2b5a7b5542c98a7eb47841467]50

		657

		40

		33.0

		639

		106

		100.9

		67.3

(52.6, 77.9)





[bookmark: _Hlk164779068]auHSCT = Autologous, hematopoietic, stem cell transplant.

[bookmark: _ONS_ISSUE_3b36833581704dd288a2a54f7d588]N = Number of subjects included in each group; n = Number of subjects having at least 1 confirmed HZ episode; HZ = Herpes zoster; CI = Confidence Interval.

[bookmark: _ONS_ISSUE_6c7e40c9a2df49158539e18faffdc]a	mTVC = Modified Total Vaccinated Cohort, defined as subjects who received 2 doses (0 and 1 to 2 months) of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose. Follow‑up was censored at the time of treatment for relapse.

b	NCT01610414.

[bookmark: _ONS_ISSUE_9ed13d428ff94885a4c1934a4bff2][bookmark: _ONS_ISSUE_90bdfbedfa8a48fd95b47758cb032]c	Primary study endpoint was based on confirmed HZ cases in subjects aged ≥18 years.

Efficacy in Subjects Aged 18 Years and Older with Hematologic Malignancies

In the study of hematologic malignancies, the mean age was 57 years. The majority of subjects were White (71%), followed by Asian (25%), Black (0.4%), and other racial groups (4%); 5% were of American Hispanic or Latino ethnicity; and 41% were female. Subjects were followed for the development of HZ for a median of 11.1 months (range: 0 to 15.6 months). PHN was not assessed as a study endpoint.

In the hematologic malignancy study, the population for the post hoc efficacy analysis included 515 subjects who received 2 doses of either SHINGRIX or placebo and did not develop a confirmed case of HZ within 1 month after the second dose. Confirmed HZ cases were determined by either PCR (81.3%) or by a Clinical Evaluation Committee (18.7%). The post hoc analysis showed SHINGRIX was 87.2% (95% CI [44.2; 98.6]) effective against development of HZ. The incidence rate of HZ per 1,000 person‑years was 8.5 versus 66.2 in the SHINGRIX and placebo groups, respectively.

Additional Efficacy Endpoints Evaluated in the auHSCT Study

[bookmark: _Hlk18663930][bookmark: _ONS_ISSUE_7cb999f52bda4132b91a1b6f55ff9]Efficacy against Postherpetic Neuralgia: In a descriptive analysis, including all subjects aged ≥18 years in the mTVC, 1 case of PHN was reported in the vaccine group compared with 9 cases reported in the placebo group. Vaccine efficacy against PHN was 89.3% (95% CI: [22.5; 99.8]). The benefit of SHINGRIX in the prevention of PHN can be attributed to the effect of the vaccine on the prevention of HZ.

Herpes Zoster‑Associated Pain: Subjects with suspected HZ rated their “worst” HZ‑associated pain on a 10‑point scale. Among subjects with confirmed HZ, 37 out of 49 subjects (75.5%) receiving SHINGRIX and 120 out of 135 subjects (88.9%) receiving placebo rated their “worst” HZ‑associated pain as 3 or greater. In this subset of subjects, the median duration of “worst” HZ associated pain was 14 and 24 days, among SHINGRIX and placebo recipients, respectively.

[bookmark: _Toc82166848][bookmark: _Toc134104084][bookmark: _Toc135670378][bookmark: _Toc165374026][bookmark: _Toc196721940]14.7	Revaccination after Vaccination with ZOSTAVAX (Zoster Vaccine Live) 

[bookmark: _ONS_ISSUE_7950675cf2bc4adfa10b29baca640][bookmark: _ONS_ISSUE_c6949e61e6674bccb40215d72b0cd]In an open‑label clinical study (NCT02581410), subjects aged 65 years and older, who had been previously vaccinated with ZOSTAVAX more than 5 years prior to study enrollment (n = 215) or who had never been vaccinated with ZOSTAVAX (n = 215), received 1 dose of SHINGRIX at Months 0 and 2. Subjects who had never been vaccinated with ZOSTAVAX were matched to those who had been previously vaccinated with ZOSTAVAX according to the predefined variables of age (65 through 69, 70 through 79, and ≥80 years), sex, race/ethnicity, and medical condition (immune‑mediated diseases, diabetes mellitus, depression, pulmonary conditions, or heart conditions). The mean age was 71 years; 51% were female. All subjects were White and were not Hispanic or Latino.

[bookmark: _ONS_ISSUE_86aef16fd6254ccd8fdb33470ed10]The anti‑gE antibody (Ab) concentration measured by ELISA 1 month following 2 doses of SHINGRIX in subjects who had previously been vaccinated with ZOSTAVAX was non‑inferior to that of subjects who had never been vaccinated with ZOSTAVAX. The upper limit (UL) of the 95% confidence interval (CI) was 1.17 (success criterion <1.5) for the anti‑gE Ab adjusted geometric mean concentration (GMC) ratio between subjects who had never been vaccinated with ZOSTAVAX and subjects who had been previously vaccinated with ZOSTAVAX. There was no evidence for interference in the immune response to SHINGRIX in subjects previously vaccinated with ZOSTAVAX.

[bookmark: _Toc134104085][bookmark: _Toc135670379][bookmark: _Toc165374027][bookmark: _Toc196721941]14.8	Concomitant Administration with Other Vaccines 

Concomitant Administration with Influenza Vaccine

[bookmark: _ONS_ISSUE_392031994b8d472eb1d6067d25633][bookmark: _ONS_ISSUE_e5a43b1c724b4718958e66cce1267][bookmark: _ONS_ISSUE_bf72fe98f0ff4105b9634072474f4][bookmark: _ONS_ISSUE_f5897968d69445649f51d29db5526]In an open‑label clinical study (NCT01954251), subjects aged 50 years and older received 1 dose each of SHINGRIX and quadrivalent influenza vaccine (FLUARIX QUADRIVALENT) at Month 0 and 1 dose of SHINGRIX at Month 2 (n = 413), or 1 dose of FLUARIX QUADRIVALENT at Month 0 and 1 dose of SHINGRIX at Months 2 and 4 (n = 415). The mean age of the population was 63 years; 52% were female. The majority of subjects were White (92%), followed by Asian (6%), and Black (2%); 0.4% were of American Hispanic or Latino ethnicity. There was no evidence for interference in the immune response to any of the antigens contained in SHINGRIX or the coadministered vaccine.

Concomitant Administration with PNEUMOVAX 23 (Pneumococcal Vaccine Polyvalent)

In an open‑label clinical study (NCT02045836), subjects aged 50 years and older received 1 dose each of SHINGRIX and PNEUMOVAX 23 at Month 0 and 1 dose of SHINGRIX at Month 2 (n = 432), or 1 dose of PNEUMOVAX 23 at Month 0 and 1 dose of SHINGRIX at Months 2 and 4 (n = 433). The mean age of the population was 63 years; 60% were female. The majority of subjects were White (94%), followed by Black (2%), Asian (2%), and other racial groups (2%); 1% were of American Hispanic or Latino ethnicity.

The immune response to SHINGRIX, based on anti‑gE Ab, was measured by ELISA 1 month after administration of the second dose of SHINGRIX. Immune responses to 12 of the 23 pneumococcal serotypes contained in PNEUMOVAX 23 were measured by multiplex opsonophagocytosis assay (MOPA) at 1 month after administration of the single dose of PNEUMOVAX 23. There was no evidence for interference in the immune response to the antigen contained in SHINGRIX or to the 12 evaluated antigens contained in PNEUMOVAX 23 when the two vaccines were administered concomitantly.

[bookmark: _Hlk164426552][bookmark: _ONS_ISSUE_674b00340bf64eb6a0058613bea4d]Concomitant Administration with PREVNAR 13 (Pneumococcal 13‑valent Conjugate Vaccine [Diphtheria CRM197 Protein])

In an open‑label clinical study (NCT03439657), subjects aged 50 years and older received 1 dose each of SHINGRIX and PREVNAR 13 at Month 0 and 1 dose of SHINGRIX at Month 2 (n = 449), or 1 dose of PREVNAR 13 at Month 0 and 1 dose of SHINGRIX at Months 2 and 4 (n = 463). The mean age of the population was 63 years; 60% were female. The majority of subjects were White (98%), followed by Black (2%); 0.4% were of American Hispanic or Latino ethnicity.

The immune response to SHINGRIX, based on anti‑gE Ab, was measured by ELISA 1 month after administration of the second dose of SHINGRIX. Immune responses to the pneumococcal serotypes contained in PREVNAR 13 were measured by MOPA at 1 month after administration of the single dose of PREVNAR 13. There was no evidence for interference in the immune response to the antigens contained in SHINGRIX or PREVNAR 13 when the two vaccines were administered concomitantly.

Concomitant Administration with BOOSTRIX (Tetanus Toxoid, Reduced Diphtheria Toxoid and Acellular Pertussis Vaccine, Adsorbed)

In an open‑label clinical study (NCT02052596), subjects aged 50 years and older received 1 dose each of SHINGRIX and BOOSTRIX at Month 0 and 1 dose of SHINGRIX at Month 2 (n = 412; concomitant administration group), or 1 dose of BOOSTRIX at Month 0 and 1 dose of SHINGRIX at Months 2 and 4 (n = 418; sequential administration group). The mean age of the population was 63 years; 54% were female. The majority of subjects were White (87%), followed by Black (11%), and other racial groups; 2% were of American Hispanic or Latino ethnicity.

[bookmark: _ONS_ISSUE_404a3aeb5e9b4043a073bd135bc55]The immune response to SHINGRIX, based on anti‑gE Ab, was measured by ELISA 1 month after administration of the second dose of SHINGRIX. The immune response to BOOSTRIX (anti‑D, anti‑T, and antibodies to pertussis antigens) was measured 1 month after administration of the single dose of BOOSTRIX. Concomitant administration showed no evidence for interference in the immune response to the antigen contained in SHINGRIX or the antigens contained in BOOSTRIX, with the exception of one of the pertussis antigens (pertactin), which did not meet the non‑inferiority criterion: the UL of the 95% CI for the adjusted GMC ratio (sequential administration group/concomitant administration group) for anti‑pertactin antibody was 1.58 (non‑inferiority criterion <1.5). The clinical significance of the reduced immune response to pertactin is unknown.

[bookmark: _Toc135670380][bookmark: _Toc165374028][bookmark: _Toc196721942]16	HOW SUPPLIED/STORAGE AND HANDLING 

[bookmark: _Toc196721943]16.1	SHINGRIX Vial and Vial Presentation 

SHINGRIX vial and vial presentation is supplied as 2 components: A single‑dose vial of Lyophilized gE Antigen Component (powder) which must be reconstituted with a single‑dose vial of Adjuvant Suspension Component (liquid) (packaged without syringes or needles).

Table 9. Vial and Vial Presentation for SHINGRIX 

		[bookmark: _ONS_ISSUE_d1f5d4127d64447e9b41d77ad411c][bookmark: _Toc179610357][bookmark: _Toc194372422][bookmark: _Toc222203873][bookmark: _Toc325093885]Presentation

		Carton NDC Number

		Components



		

		

		Adjuvant Suspension Component (liquid)

		Lyophilized gE Antigen Component (powder)



		An outer carton of 1 dose

		58160‑819‑12

		Vial 1 of 2

NDC 58160‑829‑01

		Vial 2 of 2

NDC 58160‑828‑01



		An outer carton of 10 doses

		58160‑823‑11

		10 vials

NDC 58160‑829‑03

		10 vials

NDC 58160‑828‑03





[bookmark: _Toc135670381][bookmark: _Toc165374029]Storage before Reconstitution

Lyophilized gE Antigen Component and Adjuvant Suspension Component vials:

Store refrigerated between 2°C and 8°C (36°F and 46°F).

Protect vials from light. Do not freeze. Discard if frozen.

Storage after Reconstitution

[bookmark: _ONS_ISSUE_c3c5eb1881324093afb15c8247d0c][bookmark: _ONS_ISSUE_a3746e690b1b4c2e8ba65ddcb83f9][bookmark: _ONS_ISSUE_d04ca689308a4023b304f32958a3a][bookmark: _ONS_ISSUE_27a062f80dff4fd6903a5fc20bd37]Administer immediately or store refrigerated between 2°C and 8°C (36°F and 46°F) for up to 6 hours prior to use.

Discard reconstituted vaccine if not used within 6 hours.

Do not freeze. Discard if frozen.

[bookmark: _Toc196721944]16.2	SHINGRIX Prefilled Syringe Presentation 

SHINGRIX is available as 0.5‑mL single‑dose, disposable, prefilled TIP‑LOK syringes (Luer Lock syringes) packaged without needles. TIP‑LOK syringes are to be used with Luer Lock compatible needles. 

Table 10. Prefilled Syringe Presentation for SHINGRIX

		Presentation

		Carton NDC Number

		SHINGRIX NDC Number



		An outer carton of 10 doses

		58160‑849‑52

		0.5‑mL single‑dose, prefilled syringe

NDC 58160‑849‑43 





[bookmark: _Hlk163651887]Store refrigerated between 2°C and 8°C (36°F and 46°F).

Protect from light.

Do not freeze. Discard if frozen.

Administer SHINGRIX as soon as possible after the prefilled syringe is removed from the refrigerator. SHINGRIX prefilled syringe may be kept for up to 72 hours at temperatures between 8°C and 25°C (46°F and 77°F).

[bookmark: _Toc135670383][bookmark: _Toc165374031][bookmark: _Toc196721945]17	PATIENT COUNSELING INFORMATION 

Inform patients of the potential benefits and risks of immunization with SHINGRIX and of the importance of completing the 2‑dose immunization series according to the schedule.

Inform patients about the potential for adverse reactions that have been temporally associated with administration of SHINGRIX.

Provide the Vaccine Information Statements, which are available free of charge at the Centers for Disease Control and Prevention (CDC) website (www.cdc.gov/vaccines).

[bookmark: _ONS_ISSUE_8f088c53f50347e492439b30cc45d]

[bookmark: _ONS_ISSUE_cb799c60a0834add84d372c0f5dd8][bookmark: _ONS_ISSUE_5f69989af7d941d3a0075df682d29][bookmark: _ONS_ISSUE_6861c9a6369741fbb96fd7c01496d][bookmark: _ONS_ISSUE_90c38cd0000f403aa00e9ce868df5][bookmark: _ONS_ISSUE_ef28eb9a65ee4f229f9ffc37cd88a]SHINGRIX, BOOSTRIX, FLUARIX QUADRIVALENT, and TIP‑LOK are trademarks owned by or licensed to the GSK group of companies. The other brands listed are trademarks owned by or licensed to their owners and are not owned by or licensed to the GSK group of companies. The makers of these brands are not affiliated with and do not endorse the GSK group of companies or its products.

[bookmark: _ONS_ISSUE_1e886def65164d88b0d132cd7a80e]

[bookmark: _ONS_ISSUE_bff7e82fe11f4827b36eb44fb581e]
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[bookmark: _ONS_ISSUE_370bb3c7de6c4397a8f722dc2bcbc]Manufactured by GlaxoSmithKline Biologicals

Rixensart, Belgium, U.S. License 1617, and

[bookmark: _ONS_ISSUE_887df918efb0432db63a70c2aa6a1]Distributed by GlaxoSmithKline

Durham, NC 27701

[bookmark: _ONS_ISSUE_aa825e4800af49199a98c8f8b7a76]

©2025 GSK group of companies or its licensor.

[bookmark: _ONS_ISSUE_2ffafdbeade54da2b447e0d7c901d]
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