SUMMARY OF PRODUCT CHARACTERISTICS/ PACKAGE INSERT

SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

1 NAME OF THE MEDICINAL PRODUCT
Trade/Brand Name: COVOVAX™
SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
One dose (0.5 mL) contains 5 micrograms of SARS-CoV-2 spike protein” and is adjuvanted
with Matrix-M1.
Adjuvant Matrix-M1 containing per 0.5 mL dose: Fraction-A (42.5 micrograms) and
Fraction-C (7.5 micrograms) of Quillaja saponaria Molina extract.
* SARS-CoV-2 recombinant spike protein is produced by recombinant DNA technology
using a baculovirus expression system in an insect cell line that is derived from Sf9 cells of
the Spodoptera frugiperda species.
For the full list of excipients, see section 6.1.
Both COVOVAX™ (manufactured by Serum Institute of India Pvt Ltd) and Nuvaxovid
(manufactured by Novavax) are SARS-CoV-2 rS Protein (COVID-19) Nanoparticle
Vaccines.

3 PHARMACEUTICAL FORM
Dispersion for injection (injection).
COVOVAX™ is colourless to slightly yellow, clear to mildly opalescent, free to practically
free from visible particles.
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SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

4.1

4.2

4.3

4.4

CLINICAL PARTICULARS
Therapeutic indications

COVOVAX™ s indicated for active immunization to prevent COVID-19 caused by
SARS-CoV-2 in individuals 18 years of age and older.

The vaccine is approved for restricted use in emergency situation that may prevent COVID-
19 disease.

Posology and method of administration
Posology

Individuals 18 years of age and older

COVOVAX™ is administered intramuscularly as a course of 2 doses of 0.5 mL each. It is
recommended to administer the second dose 3 weeks after the first dose, see section 5.1.

It is recommended that individuals who receive a first dose of COVOVAX™, complete the
vaccination course with COVOVAX™.,

Paediatric population

The safety and efficacy of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine in
children and adolescents aged less than 18 years have not yet been established. No data are
available.

Elderly population
No dose adjustment is required in elderly individuals > 65 years of age.

Method of administration

COVOVAX™ is intended for Intramuscular (IM) injection only, preferably in the deltoid
muscle.
For instructions on administration, see section 6.6.

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Special warnings and precautions for use

Hypersensitivity and anaphylaxis

Events of anaphylaxis have been reported with COVID-19 vaccines. Appropriate medical
treatment and supervision should always be readily available in case of an anaphylactic
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reaction following the administration of the vaccine.

Close observation for at least 15 minutes is recommended following vaccination. A second
dose of the vaccine should not be given to those who have experienced anaphylaxis to the
first dose of COVOVAX™,

Anxiety-related reactions

Anxiety-related reactions, including vasovagal reactions (syncope), hyperventilation, or
stress-related reactions may occur in association with vaccination as a psychogenic response
to the needle injection. It is important that precautions are in place to avoid injury from
fainting.

Concurrent illness

Vaccination should be postponed in individuals suffering from an acute severe febrile illness
or acute infection. The presence of a minor infection and/or low-grade fever should not delay
vaccination.

Thrombocytopenia and coagulation disorders

As with other intramuscular injections, the vaccine should be given with caution in
individuals receiving anticoagulant therapy or those with thrombocytopenia or any
coagulation disorder (such as haemophilia) because bleeding or bruising may occur at the
injection site following an intramuscular administration in these individuals.

Immunocompromised individuals

The efficacy, safety, and immunogenicity of the SARS-CoV-2 rS Protein (COVID-19)
Nanoparticle Vaccine has been assessed in a limited number of immunocompromised
individuals. The efficacy of COVOVAX™ may be lower in immunosuppressed individuals.

Duration of protection
The duration of protection afforded by the vaccine is unknown as it is still being determined
by ongoing clinical trials.

Limitations of vaccine effectiveness
Individuals may not be fully protected until 7 days after their second dose. As with all
vaccines, vaccination with COVOVAX™ may not protect all vaccine recipients.

Excipients

Sodium
This vaccine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially
‘sodium-free’.
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Potassium
This vaccine contains potassium, less than 1 mmol (39 mg) per 0.5mL, that is to say,
essentially ‘potassium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
Co-administration of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine with
inactivated influenza vaccines has been evaluated in a limited number of participants in an
exploratory clinical trial sub-study, see section 4.8 and section 5.1.

The binding antibody response to SARS-CoV-2 was lower when Nuvaxovid was given
concomitantly with inactivated influenza vaccine. The clinical significance of this is
unknown.

Concomitant administration of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine
with other vaccines has not been studied.

4.6 Fertility, pregnancy and lactation
Pregnancy
There is limited experience with use of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle
Vaccine in pregnant women. Animal studies do not indicate direct or indirect harmful effects
with respect to pregnancy, embryo/foetal development, parturition, or post-natal
development, see section 5.3.
Administration of COVOVAX™ in pregnancy should only be considered when the potential
benefits outweigh any potential risks for the mother and foetus.
Breast-feeding
It is unknown whether COVOVAX™ is excreted in human milk.
No effects on the breast-fed newborn/infant are anticipated since the systemic exposure of
the breast-feeding woman to COVOVAX™ is negligible.
Fertilit
Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity, see section 5.3.
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4.7

4.8

Effects on ability to drive and use machines

COVOVAX™ has no or negligible influence on the ability to drive and use
machines. However, some of the effects mentioned under section 4.8 may
temporarily affect the ability to drive or use machines.

Undesirable effects

Overall summary of the safety profile from the Overseas studies:

The safety of Nuvaxovid [Novovax SARS-CoV-2 rS Protein (COVID-19)
Nanoparticle Vaccine] was evaluated from an interim analysis of pooled data from 5
ongoing clinical trials conducted in Australia, South Africa, the United Kingdom,
the United States and Mexico. At the time of the analysis, a total of 49,950
participants age 18 years and older received at least one dose of Nuvaxovid
(n=30,058) or placebo (n=19,892). At the time of vaccination, the median age was
48 years (range 18 to 95 years).

The median duration of follow-up was 70 days post-Dose 2, with 32,993 (66%)
participants completing more than 2 months follow-up post-Dose 2.

Of the pooled reactogenicity data, which includes participants age 18 years and older
enrolled in the two phase 3 studies who received at least one dose of Nuvaxovid (n =
19,898) or placebo (n = 10,454), the most frequent adverse reactions were injection
site tenderness (75%), injection site pain (62%), fatigue (53%), myalgia (51%),
headache (50%), malaise (41%), arthralgia (24%), and nausea or vomiting (15%).
Adverse reactions were usually mild to moderate in severity with a median duration
of less than or equal to 2 days for local events and less than or equal to 1 day for
systemic events following vaccination.

Overall, there was a higher incidence of adverse reactions in younger age groups:
the incidence of injection site tenderness, injection site pain, fatigue, myalgia,
headache, malaise, arthralgia, and nausea or vomiting was higher in adults aged 18
to less than 65 years than in those aged 65 years and above.

Local and systemic adverse reactions were more frequently reported after Dose 2
than after Dose 1.

Licensed inactivated seasonal influenza vaccines were co-administered to
participants on the same day as Dose 1 of Nuvaxovid (n=217) or placebo (n=214) in
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the opposite deltoid muscle of the arm in 431 participants enrolled in an exploratory
Phase 3 (2019nCoV-302) sub-study. The frequency of local and systemic adverse
reactions in the influenza sub-study population was higher than in the main study
population following Dose 1 in both Nuvaxovid and placebo recipients.

Tabulated list of adverse reactions

Very common (> 1/10),

Common (> 1/100 to < 1/10),

Uncommon (> 1/1,000 to < 1/100),

Rare (> 1/10,000 to < 1/1,000),

Very rare (< 1/10,000),

Not known (cannot be estimated from the available data).

Table 1: Adverse reactions from Nuvaxovid Clinical Trials

MedDRA SOC Frequency Adverse reactions

General disorders and Very common Injection site pain?, injection site

administration site tenderness?, fatigue?, malaise®

conditions Common Injection site redness®¢, injection site

swelling?, pyrexia?, chills, pain in extremity

Uncommon Injection site pruritis

Nervous system disorders | Very common Headache

Musculoskeletal and Very common Myalgia?, arthralgia®

connective tissue

disorders

Gastrointestinal system Very common Nausea or vomiting?

disorders

Skin and subcutaneous Uncommon Rash, erythema, pruritus, urticaria

tissue disorders

Blood and lymphatic Uncommon Lymphadenopathy

system disorders

4 Higher frequencies of these events were observed after the second dose.
P This term also included events reported as influenza-like illness.
© This term includes both injection site redness and injection site erythema (common).

Overall summary of the safety profile from the Indian study:

COVOVAX™ was safe and well tolerated in the phase 2/3 clinical trial in India. In the
Phase 2 part (n=200), 200 adults received COVOVAX™ or Placebo in 3:1 ratio. During
14 day follow up post-second dose, there were no causally related serious adverse events
(SAESs) reported. In the Phase 3 part (n=1396), participants received COVOVAX™ or
Novavax SARS-CoV-2 rS Protein Nanoparticle Vaccine (Novavax vaccine) in 3:1 ratio
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4.9

[1046 in COVOVAX™ group and 350 in Novavax SARS-CoV-2 rS Protein Nanoparticle
Vaccine (Novavax vaccine) group]. All 1396 participants received the first dose while
1375 participants received the second dose. An interim analysis included data collected
until Day 36 visit (14 days after second dose) of all 1396 participants.

Demographic characteristics were generally similar among participants across both the
groups.

Overall, the incidence of solicited reactions (injection site reactions: pain, tenderness,
erythema, swelling and induration; and systemic reactions: fever, headache, fatigue,
malaise, arthralgia, myalgia, nausea and vomiting), unsolicited adverse events and serious
adverse events (SAEs) was comparable in the study and control groups.

Among 1396 participants who received the first dose, a total of 5 SAEs in 5 (0.4 %)
participants were reported; in 3 (0.3%) participants in COVOVAX™ group and in 2 (0.6%)
participants in Novavax vaccine group. The SAEs in the COVOVAX™ group included
pyrexia, limb crushing injury, and joint effusion (1 participant each). The SAEs in the
Novavax vaccine group included dengue fever and retinal vein occlusion reported in 1
participant each. All SAEs were assessed as not related to study vaccine. All SAEs resolved
without any sequelae except for event of limb crushing injury which was ongoing at the
time of data cut off.

Table 2: Adverse drug reactions from COVOVAX™ study in India (Data until Day
36 visit)

MedDRA SOC Frequency Adverse reactions
Gastrointestinal disorders Common Nausea
Uncommon \Vomiting
General disorders and Very common | Injection site pain, pyrexia
administration site conditions | Common Injection site tenderness, injection site

erythema, injection site swelling,
injection site induration, fatigue, pain,

malaise
Uncommon Asthenia, chills, injection site pruritus,
injection site rash
Musculoskeletal and Common Myalgia, arthralgia
connective tissue disorders Uncommon Pain in extremity, back pain
Nervous system disorders Very common | Headache
Rare Dizziness, somnolence
Skin and subcutaneous tissue Rare Pruritus
disorders
Overdose

No case of overdose has been reported. In the event of an overdose, monitoring of vital

functions and possible symptomatic treatment is recommended.
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5.1

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties
Pharmacotherapeutic group: Vaccine, other viral vaccines, ATC code: JO7BX03

Mechanism of action

COVOVAX™ is composed of purified full-length SARS-CoV-2 recombinant spike (S)
protein that is stabilised in its prefusion conformation. The addition of the saponin-based
Matrix-M1 adjuvant facilitates activation of the cells of the innate immune system, which
enhances the magnitude of the S protein-specific immune response. The two vaccine
components elicit B- and T-cell immune responses to the S protein, including neutralising
antibodies, which may contribute to protection against COVID-19.

Efficacy data from the Overseas studies:

The clinical efficacy, safety, and immunogenicity of Nuvaxovid [Novovax SARS-CoV-2 rS
Protein (COVID-19) Nanoparticle Vaccine] is being evaluated in two pivotal, placebo-
controlled, Phase 3 studies, Study 1 (2019nCoV-301) conducted in North America and
Study 2 (2019nCoV-302) conducted in the United Kingdom, and a Phase 2a/b study, Study
3, conducted in South Africa.

Study 1 (2019nCoV-301)
Study 1 is an ongoing Phase 3, multicentre, randomised, observer-blinded, placebo-

controlled study in participants 18 years of age and older in United States and Mexico.
Upon enrolment, participants were stratified by age (18 to 64 years and > 65 years) and
assigned in a 2:1 ratio to receive Nuvaxovid or placebo. The study excluded participants
who were significantly immunocompromised due to immunodeficiency disease; active
cancer on chemotherapy; received chronic immunosuppressive therapy or received
immunoglobulin or blood-derived products within 90 days; were pregnant or breastfeeding;
or had a history of laboratory-confirmed diagnosed COVID-19. Participants with clinically
stable underlying comorbidity were included as were participants with well-controlled HIV
infection.

Enrolment of adults completed in February 2021. Participants will be followed for up to
24 months after the second dose for assessments of safety, and efficacy against COVID-19.
Following collection of sufficient safety data to support application for emergency use
authorisation, initial recipients of placebo were invited to receive two injections of
Nuvaxovid 21 days apart and initial recipients of Nuvaxovid to receive two injections of
placebo 21 days apart (“blinded crossover”). All participants were offered the opportunity
to continue to be followed in the study.
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The primary efficacy analysis population (referred to as the Per-Protocol Efficacy [PP-
EFF] analysis set) included 25,452 participants who received either Nuvaxovid (n=17,312)
or placebo (n=8,140), received two doses (Dose 1 on day 0; Dose 2 at days 21, median 21
days[IQR 21-23]. Range 14-60), did not experience an exclusionary protocol deviation,
and did not have evidence of SARS-CoV-2 infection through 7 days after the second dose.

Demographic and baseline characteristics were balanced amongst participants who received
Nuvaxovid and those who received placebo. In the PP-EFF analysis set for participants who
received Nuvaxovid, the median age was 47years (range: 18 to 95 years); 88% (n=15,264)
were 18 to 64 years old and 12% (n=2,048) were aged 65 and older; 48% were female; 94%
were from the United States and 6% were from Mexico; 76% were White, 11% were Black
or African American, 6% were American Indian (including Native Americans) or Alaskan
Native, and 4% were Asian; 22% were Hispanic or Latino. At least one pre-existing
comorbidity or lifestyle characteristic associated with an increased risk of severe COVID-19
was present in 16,493 (95%) participants. Comorbidities included: obesity (body mass
index (BMI) >30 kg/m?); chronic lung disease; diabetes mellitus type 2, cardiovascular
disease; chronic kidney disease; or human immunodeficiency virus (HIV). Other high-risk
characteristics included age >65 years with or without comorbidities or age <65 years with
comorbidities and/or living or working conditions involving known frequent exposure to
SARS-CoV-2 or to densely populated circumstances.

COVID-19 cases were confirmed by polymerase chain reaction (PCR) through a central
laboratory. Vaccine efficacy is presented in Table 3.
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Table 3: Vaccine efficacy against PCR-confirmed COVID-19 with onset from 7 days
after second vaccination® - PP-EFF analysis set; Study 2019nCoV-301

Nuvaxovid Placebo
Incidence Incidence %
Rate Per Rate Per Vaccine
Partici- COVID- Year Per Partici- COVID- | Year Per Efficacy
Subgroup pants 19 cases 1,000 pants 19 cases 1,000
N n (%) ? People? N n(%)? People? (95% ClI)

Primary efficacy endpoint

All 17,312 14 (0.1) 3.26 8,140 63 (0.8) 34.01 90.4%
participants (82.9,
94.6) 34

1 VE evaluated in participants without major protocol deviation who are seronegative (for SARS-CoV-2) at baseline
and do not have a laboratory confirmed current SARS-CoV-2 infection with symptom onset up to 6 days after the second
dose, and who have received the full prescribed regimen of trial vaccine.

2 Mean disease incidence rate per year in 1,000 people.

3 Based on log-linear model of PCR-confirmed COVID-19 infection incidence rate using Poisson regression with
treatment group and age strata as fixed effects and robust error variance, where VE = 100 x (1 — relative risk) (Zou 2004).
4 Met primary efficacy endpoint criterion for success with a lower bound confidence interval (LBCI) > 30% at the
planned primary confirmatory analysis

Vaccine efficacy of Nuvaxovid to prevent the onset of COVID-19 from seven days after
Dose 2 was 90.4% (95% CI 82.9 — 94.6). No cases of severe COVID-19 were reported in
the 17,312 Nuvaxovid participants compared with 4 cases of severe COVID-19 reported in
the 8,140 placebo recipients in the PP-EFF analysis set.

Subgroup analyses of the primary efficacy endpoint showed similar efficacy point
estimates for male and female participants and racial groups, and across participants with
medical comorbidities associated with high risk of severe COVID-19. There were no
meaningful differences in overall vaccine efficacy in participants who were at increased
risk of severe COVID-19 including those with 1 or more comorbidities that increase the
risk of severe COVID-19 (e.g., BMI > 30 kg/m?, chronic lung disease, diabetes mellitus
type 2, cardiovascular disease, and chronic kidney disease).

Efficacy results reflect enrolment that occurred during the time period when strains
classified as Variants of Concern or Variants of Interest were predominantly circulating in
the two countries (US and Mexico) where the study was conducted. Sequencing data were
available for 61 of the 77 endpoint cases (79%). Of these, 48 out of 61 (79%) were
identified as Variants of Concern or Variants of Interest. The most common Variants of
Concern identified were: Alpha with 31/61 cases (51%), Beta (2/61, 4%) and Gamma
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(2/61, 4%), while the most common Variants of Interest were lota with 8/61 cases (13%),
and Epsilon (3/61, 5%).

Study 2 (2019nCoV-302)

Study 2 is an ongoing Phase 3, multicentre, randomised, observer-blinded, placebo-
controlled study in participants 18 to 84 years of age in the United Kingdom. Upon
enrolment, participants were stratified by age (18 to 64 years; 65 to 84 years) to receive
Nuvaxovid or placebo. The study excluded participants who were significantly
immunocompromised due to immunodeficiency disease; current diagnosis or treatment for
cancer; autoimmune disease/condition; received chronic immunosuppressive therapy or
received immunoglobulin or blood-derived products within 90 days; bleeding disorder or
continuous use of anticoagulants; history of allergic reactions and/or anaphylaxis; were
pregnant; or had a history of laboratory-confirmed diagnosed COVID-19. Participants with
clinically stable disease, defined as disease not requiring significant change in therapy or
hospitalisation for worsening disease during the 4 weeks before enrolment were included.
Participants with known stable infection with HIV, hepatitis C virus (HCV), or hepatitis- B
virus (HBV) were not excluded from enrolment

Enrolment was completed in November 2020. Participants are being followed for up to
12 months after the primary vaccination series for assessments of safety and efficacy
against COVID-109.

The primary efficacy analysis set (PP-EEF) included 14,039 participants who received
either Nuvaxovid (n= 7,020) or placebo (n= 7,019), received two doses (Dose 1 on day 0;
Dose 2 at median 21 days), (IQR 21-23), range 16-45, did not experience an exclusionary
protocol deviation, and did not have evidence of SARS-CoV-2 infection through 7 days
after the second dose.

Demographic and baseline characteristics were balanced amongst participants who
received Nuvaxovid and participants who received placebo. In the PP-EFF analysis set for
participants who received Nuvaxovid, median age was 56.0 years (range: 18 to 84 years);
72% (n=5,067) were 18 to 64 years old and 28% (n=1,953) were aged 65 to 84; 49% were
female; 94% were White; 3% were Asian; 1% were multiple races, < 1% were Black or
African American; and < 1% were Hispanic or Latino; and 45% had at least one comorbid
condition.
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Table 4: Vaccine efficacy analysis of PCR-confirmed COVID-19 with onset at least 7 days

after the second vaccination - (PP-EFF population): Study 2 (2019nCoV-302)

Nuvaxovid Placebo
Incidence Incidence

Subgroup Rate Per Rate Per ) .

Partici- | COVID- | Year Per Partici- | COVID- Year Per % Vaccine Efficacy

pants 19 cases 1,000 pants 19 cases | 1,000 Peoplel (95% CI)

N n (%) People! N n (%)
Primary efficacy endpoint
All 89.7% (80.2, 94.6)>
participants 7,020 10(0.2) 6.53 7,019 96 (1.4) 63.43 3
Subgroup analyses of the primary efficacy endpoint
18 to 64
years of 5,067 9(0.2 12.30 5,062 87(1.7) 120.22 89.8% (79.7, 94.9)?
age
65 to 84
88.9%

ears of 1,953 1 (0.10)? 1,957 9(0.9)
de (0.10) ©9) (20.2,99.7)*

1 Mean disease incidence rate per year in 1000 people.
2 Based on Log-linear model of occurrence using modified Poisson regression with logarithmic link function, treatment

group and strata (age-group and pooled region) as fixed effects and robust error variance [Zou 2004].

3 Met primary efficacy endpoint criterion for success with a lower bound confidence interval (LBCI) > 30% efficacy has
been confirmed at the interim analysis.

4 Based on the Clopper-Pearson model (due to few events), 95% Cls calculated using the Clopper-Pearson exact
binomial method adjusted for the total surveillance time.

These results reflect enrolment that occurred during the time period when the B.1.17
(Alpha) variant was circulating in the UK. Identification of the Alpha variant was based on
S gene target failure by PCR. Data were available for 95 of the 106 endpoint cases (90%).
Of these, 66 out of 95 (69%) were identified as the Alpha variant with the other cases
classified as non-Alpha.

No cases of severe COVID-19 were reported in the 7,020 Nuvaxovid participants
compared with 4 cases of severe COVID-19 reported in the 7,019 placebo recipients in the
PP-EFF analysis set.
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Licensed seasonal influenza vaccine co-administration sub-study

Overall, 431 participants were co-vaccinated with inactivated seasonal influenza vaccines;
217 sub-study participants received Nuvaxovid and 214 received placebo. Demographic
and baseline characteristics were balanced amongst participants who received Nuvaxovid
and participants who received placebo. In the per-protocol immunogenicity (PP-IMM)
analysis set for participants who received Nuvaxovid (n = 191), median age was 40 years
(range: 22 to 70 years); 93% (n = 178) were 18 to 64 years old and 7% (n = 13) were aged
65 to 84, 43% were female; 75% were White; 23% were multiracial or from ethnic
minorities; and 27% had at least one comorbid condition. Co-administration resulted in no
change to influenza vaccine immune responses as measured by hemagglutination inhibition
(HAI) assay. A 30% reduction in antibody responses to Nuvaxovid was noted as assessed
by an anti-spike IgG assay with seroconversion rates similar to participants who did not
receive concomitant influenza vaccine. (see section 4.5 and section 4.8).

Study 3 (2019nCoV-501)

Study 3 is an ongoing Phase 2a/b, multicentre, randomised, observer-blinded, placebo-
controlled study in HIV-negative participants 18 to 84 years of age and people living with
HIV (PLWH) 18 to 64 years of age in South Africa. PLWH were medically stable (free of
opportunistic infections), receiving highly active and stable antiretroviral therapy, and
having an HIV-1 viral load of < 1000 copies/mL.

Enrolment was completed in November 2020.

The primary efficacy analysis set (PP-EFF) included 2,770 participants who received either
Nuvaxovid (n = 1,408) or placebo (n = 1,362), received two doses (Dose 1 on day 0; Dose
2 on day 21), did not experience an exclusionary protocol deviation, and did not have
evidence of SARS-CoV-2 infection through 7 days after the second dose.

Demographic and baseline characteristics were balanced amongst participants who
received Nuvaxovid and participants who received placebo. In the PP-EFF analysis set for
participants who received Nuvaxovid, median age was 28 years (range: 18 to 84 years);
40% were female; 91% were Black/African American; 2% were White; 3% were multiple
races, 1% were Asian; and 2% were Hispanic or Latino; and 5.5% were HIV-positive.

These results reflect enrolment that occurred during the time period when the B.1.351 (Beta)
variant was circulating in South Africa.
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Elderly population

Nuvaxovid was assessed in individuals 18 years of age and older. The efficacy of
Nuvaxovid was consistent between elderly (> 65 years) and younger individuals (18 to
64 years).

Immunogenicity data from the Indian study:

Geometric Mean ELISA Units (GMEUS) of IgG antibodies against spike (S) protein were
comparable between the groups at baseline — Day 1. GMEUSs increased significantly after
each dose of vaccine in both the groups and were comparable. There was > 92%
seroconversion in both the groups on Day 36 (14 days after second dose). The
immunogenicity data indicates that COVOVAX™ is comparable in terms of anti-S 1gG
antibody titers and seroconversion rates to Novavax vaccine (see Tables 6 and 7).

Table 5: Summary of Anti-S 1gG antibodies

COVOVAX™ Novavax vaccine
Timepoint Statistic (N=340) (N=110)
n (%) n (%)
Baseline N 340 110
GMEU 2172.3 1708.6
95% ClI (1799.8, 2621.8) (1230.7, 2372.2)
21 (+7) days after Dose 1 N 340 110
GMEU 38350.9 34603.6
95% ClI (33043.7, 44510.4) (26002.6, 46049.5)
14 (+7) days after Dose 2 N 338 109
GMEU 143506.4 152276.9
95% ClI (133203.2, 154606.7) | (132441.4,175083.1)

Table 6: Summary of Proportion of Participants with Seroconversion for Anti-S 1gG
Antibodies

Timepoint Statistic COVOVAX™ Novavax vaccine
(N=340) (N=110)
n (%) n (%)
21 (+7) days after N Evaluated 340 110
Dose 1 Seroconversion, n (%) 281 (82.6) 92 (83.6)
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5.2

5.3

Timepoint Statistic COVOVAX™ Novavax vaccine
(N=340) (N=110)
n (%) n (%)
95% CI (78.2, 86.5) (75.4, 90.0)
14 (+7) days after N Evaluated 338 109
Dose 2 Seroconversion, n (%) 314 (92.9) 105 (96.3)
95% CI (89.6, 95.4) (90.9, 99.0)

Pharmacokinetic properties

Not applicable.

Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of
repeat dose toxicity, local tolerance and reproductive and developmental toxicity.

Genotoxicity and Carcinogenicity:

In vitro genotoxicity studies were conducted with the novel Matrix-M1 adjuvant and the
adjuvant was shown to be non-genotoxic. Carcinogenicity studies were not performed.
Carcinogenicity is not expected.

Reproductive toxicity:

A developmental and reproductive toxicity study was performed in female rats
administered four intramuscular doses (two prior to mating; two during gestation) of 5 ug
SARS-CoV-2 rS protein (approximately 200-fold excess relative to the human dose of 5 ug
on a weight-adjusted basis) with 10 pg Matrix-M1 adjuvant (approximately 40-fold excess
relative to the human dose of 50 ug on a weight-adjusted basis). No vaccine-related
adverse effects on fertility, pregnancy/lactation, or development of the embryo/fetus and
offspring through post-natal Day 21 were observed.
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SUMMARY OF PRODUCT CHARACTERISTICS/ PACKAGE INSERT

SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

6.1

6.2

6.3

6.4

6.5

PHARMACEUTICAL PARTICULARS

List of Excipients

The excipients used in the manufacturing of COVOVAX™ are listed below:
Adjuvant Matrix-M1

Disodium hydrogen phosphate heptahydrate

Sodium dihydrogen phosphate monohydrate

Sodium chloride

Polysorbate 80

Water for Injections

Incompatibilities

In the absence of compatibility studies, this vaccine must not be mixed with other medicinal
products, vaccines or diluted.

Shelf-life

Unopened vial

The expiry date of vaccine is indicated on the label and packaging.

Once opened (first needle puncture) multi-dose vials should be used as soon as practically
possible and within 6 hours when kept between +2°C and +25°C. All opened (punctured)
multidose vials of COVOVAX™ should be discarded at the end of immunization session or
six hours after the first needle puncture, whichever comes first.

Special Precautions for Storage

Store in a refrigerator (+2°C to +8°C). Do not freeze. Keep vials in outer carton to protect
from light.

Opened multidose vial (after the first use)

For storage conditions after the first opening of the medicinal product, see section 6.3.

Nature and Contents of Container

COVOVAX™ is supplied as ready to use liquid in rubber-stoppered single and multidose
vial in below listed presentations

SIIPL
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SUMMARY OF PRODUCT CHARACTERISTICS/ PACKAGE INSERT
SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

1-dose - 0.5 mL per vial
2-doses - 1.0 mL per vial
10-doses - 5.0 mL per vial
20-doses - 10 mL per vial

Not all pack sizes may be marketed.

6.6 Instructions for Use, Handling and Disposal
Administration:

COVOVAX™ is a Colourless to slightly yellow, clear to mildly opalescent, free to
practically free from visible particles. The vaccine should be discarded if particulate matter
or differences in the described appearance are observed.

Do not shake the vial.

Each vaccine dose of 0.5 mL is withdrawn into a syringe for injection to be administered
intramuscularly. Use a separate sterile needle and syringe for each individual. It is normal
for liquid to remain in the vial after withdrawing the final dose. When low dead volume
syringes and/or needles are used, the amount remaining in the vial may be sufficient for an
additional dose. Care should be taken to ensure a full 0.5 mL dose is administered. Where a
full 0.5 mL dose cannot be extracted, the remaining volume should be discarded. Do not
pool excess vaccine from multiple vials.

The vaccine does not contain any preservative. Aseptic technique should be used for
withdrawing the dose for administration.

After the first opening, multi-dose vials should be used as soon as practically possible and
within 6 hours when kept between +2°C and +25°C. Discard any unused vaccine.

To facilitate the traceability of the vaccine, the name and the batch number of the
administered product must be recorded for each recipient.

Disposal

Any unused vaccine or waste material should be disposed of in accordance with local
requirements.
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SUMMARY OF PRODUCT CHARACTERISTICS/ PACKAGE INSERT

SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

MARKETING AUTHORIZATION
Manufactured by:

Serum Institute of India Pvt. Ltd.

212/2, Hadapsar, Pune 411028, India.

Serum Institute of India Pvt. Ltd.

S. No. 105-110, Manjari Bk., Pune 412307, India.

Marketed by:

Serum Institute Life Sciences Pvt. Ltd.

401, Sarosh Bhavan, 16-B/1, Dr. Ambedkar Road, Pune - 411 001, INDIA

MARKETING AUTHORISATION NUMBER (S)

Permission in Form CT-23 (Permission No. MF/B10/21/000138) =» for Manjari premises
Permission in Form CT-23 (Permission No. MF/B10/21/000137) =» for Hadapsar premises

DATE OF FIRST AUTHORISATION/ RENEWAL OF THE AUTHORISATION

28" December 2021

Date Updated: February 2022
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@ FACT SHEET FOR VACCINE RECIPIENT
APPROVED FOR EMERGENCY USE AUTHORIZATION (EUA) OF

SARS-CoV-2 rS Protein (COVID-19) recombinant
spike protein Nanoparticle Vaccine

COVOVAX"®

This vaccine has been given emergency use authorization for prevention of COVID-19. It does not have a
marketing authorization, however, this approval for the restricted use in emergency situation grants permission
for the vaccine to be used for active immunization of individuals aged 18 years and older for the prevention of
coronavirus disease 2019 (COVID-19) caused by SARS-CoV-2 in individuals 18 years of age and older.

Reporting of side effects
As with any new medicine, this vaccine will be closely monitored to allow quick identification of new safety
information. You can help by reporting any side effects, you may get after vaccination to the Serum Institute of
India Pvt. Ltd. who is the manufacturer of COVOVAX™ vaccine on 24 x 7 Toll-Free Number: 1800 1200124 or at
pharmacovigilance@seruminstitute.com.
For more information read this fact sheet carefully.

You are being offered the Serum Institute of India Pvt. Ltd. (SIIPL) COVOVAX™ Vaccine to prevent Coronavirus
Disease 2019 (COVID-19) caused by SARS-CoV-2. This Fact Sheet contains information to help you understand the
risks and benefits of the COVOVAX™ Vaccine, which you may receive because there is currently a pandemic of
COVID-19.

The COVOVAXTMis a vaccine and may prevent you from getting COVID-19 disease.

Read this Fact Sheet for information about the COVOVAX™ Vaccine. Talk to the healthcare provider / doctor if you
have questions. It is your choice to receive the COVOVAX™Vaccine.

The COVOVAX™ vaccination course consists of two separate doses of 0.5 ml each. The second dose should be
administered at 3 weeks after the first dose.

For intramuscular (IM) injection only.
The COVOVAX™ may not protect everyone.

WHAT YOU NEED TO KNOW BEFORE YOU GET THIS VACCINE

WHAT IS COVID-19 ?

COVID-19 disease is caused by a coronavirus called SARS-CoV-2. This type of coronavirus has not been seen before.
You can get COVID-19 through contact with another person who has the virus. It is predominantly a respiratory
illness that can affect other organs. People with COVID-19 have had a wide range of symptoms reported, ranging
from mild symptoms to severe illness. Symptoms may appear 2 to 14 days after exposure to the virus. Symptoms may
include: fever or chills; cough; shortness of breath; fatigue; muscle or body aches; headache; new loss of taste or
smell; sore throat; congestion or runny nose; nausea or vomiting; diarrhea.

WHAT IS THE SIIPL COVOVAX™VACCINE ?

The COVOVAX™vaccine is approved for restricted use in emergency situation that may prevent COVID-19 caused by
acoronavirus called SARS-CoV-2 in individuals 18 years of age and older.

WHAT SHOULD YOU MENTION TO YOUR HEALTHCARE PROVIDER / DOCTOR BEFORE YOU GET COVOVAX™
VACCINE ?

Tell the healthcare provider / doctor about all of your medical conditions, including:

« If you have ever had a severe allergic reaction (anaphylaxis) after any drug, food, any vaccine or any ingredients
of COVOVAX™vaccine

If you have fever

If you have a problem with bleeding or bruising, or if you are taking a blood thinning medicines (anticoagulant)

If you have a problem with liver related disorder and/or inflammation of the gall bladder

If your immune system does not work properly (immunodeficiency) or you are taking medicines that weaken the
immune system (such as high-dose corticosteroids, immunosuppressants or cancer medicines)

« Ifyouare pregnant or plan to become pregnant

« Ifyouarebreastfeeding

« If you have received another COVID-19 vaccine

If you have any of the above conditions, you should consult your healthcare provider / doctor before deciding to
take the vaccine.

Vaccination in patients with bleeding disorders or receiving a blood thinning medicine (anticoagulants):

As with other intramuscular injections, COVOVAX™ should be given with caution to individuals with a problem with
bleeding or bruising, or those taking a blood thinning medicine (anticoagulant) because bleeding or bruising may
occur following an intramuscular injection in these individuals.

Afine-gauge needle (23-gauge or smaller caliber) should be used for the vaccination in such individuals, followed by
firm pressure on the injection site, without rubbing, for at least 2 minutes. If possible, vaccination could be
scheduled prior to the use of these medications, so that the patients’ risk of bleeding is not increased by their
therapeutic action.

Patients with weak immune system or receiving immunosuppressive medicines:

Currently limited amount of data are available in individuals with a weakened immune system or who are taking
chronic treatment that suppresses or prevents immune responses. People with weakened immune systems due to
other illnesses or medications might be at increased risk for severe COVID -19. They may receive COVOVAXTM,
However, people with weakened immune systems should also be aware of the potential for reduced immune
responses to COVOVAX™, as well as the need to continue following all current guidance to protect themselves
against COVID-19 (see below).

WHO SHOULD GET THE COVOVAX™VACCINE ?

COVOVAX™ Vaccine has been authorized for emergency use in individuals 18 years of age and older caused by
SARS-CoV-2.

WHO SHOULD NOT GET THE COVOVAX™ VACCINE ?

You should not get the COVOVAX™ Vaccine if you have ever had a serious allergic reaction (including anaphylaxis)
to:

« aprevious dose of COVOVAX™

« anyingredient of COVOVAX™ (listed below)

If you are not sure, talk to your doctor, pharmacist or nurse.

Signs of an allergic reaction may include pain at injection site and/or tenderness, fatigue, malaise, swelling at
injection site, pyrexia, chills, headache, nausea or vomiting. Contact your doctor or healthcare professional
immediately or go to the nearest hospital emergency room right away if you have an allergic reaction. It might get
worsen if not treated immediately.

People with a history of severe allergic reactions not related to vaccines or injectable medications such as food,
pets, environmental, or latex allergies may get vaccinated. People with a history of allergies to oral medications or
afamily history of severe allergic reactions may also get vaccinated.

WHAT ARE THE INGREDIENTS IN THE COVOVAXT™VACCINE ?
The COVOVAX™Vaccine includes the following ingredients:
SARS-CoV-2rS Protein DS

Adjuvant Matrix-M1

Disodium hydrogen phosphate heptahydrate

Sodium dihydrogen phosphate monohydrate

Sodium chloride

Polysorbate 80

Water for injections

HOW IS THE COVOVAX™GIVEN ?

The COVOVAX™ Vaccine will be given to you as an intramuscular (IM) injection only, preferably in the
deltoid muscle.

The COVOVAX™vaccination course consists of two separate doses of 0.5 ml each.
If you receive one dose of the COVOVAX™ vaccine, then the second dose should be administered at 3 weeks after
the first dose.

If you miss your second dose
If you forget to go back at the scheduled time, ask your healthcare provider / doctor for advice. It is important that
you return for your second dose of COVOVAX™vaccine.

HAS THE COVOVAXTMVACCINE BEEN USED BEFORE ?
The COVOVAXTMis used in clinical trials, a large number of participants received two doses in clinical studies.

WHAT ARE THE BENEFITS OF THE COVOVAX™VACCINE ?

In ongoing clinical trials, the COVOVAX™ Vaccine has been shown to prevent COVID-19 following 2 doses given
between 3 weeks apart. The duration of protection against COVID-19 disease is currently unknown.

Protection against COVID-19 starts from approximately 7 days after the second dose of COVOVAXTM, Individuals may
not be fully protected until 7 days after the second dose is administered. However, please note that as with any
vaccine, COVOVAX™ may not protect everyone who is vaccinated from COVID-19.

WHAT ARE THE RISKS OF THE COVOVAX™VACCINE ?

Like all medicines, this vaccine can cause side effects, although not everybody gets them.

Get urgent medical attention from your doctor if you get symptoms of a severe allergic reaction. Such reactions may
include a combination of any of the following symptoms:

« feeling faint or light-headed

« paininamuscle or group of muscles

« physical discomfort

« swelling and extreme pain at injection site

After vaccination, you may have more than one side effect at the same time. If any of your symptoms are persistent,
please seek advice from your healthcare provider / doctor.

Side effects that have been reported with the COVOVAX™ Vaccine include:

Very Common (may affect more than 1in 10 people)

« Injectionsite pain

« Injection site tenderness
« Feelingtired (fatigue)

« Malaise

« Headache

Fever

Soreness of muscles

Joint pain

Nausea or vomiting
Common (may affect up to 11in 10 people)
Chills
Injection site redness
Injection site swelling
Injection site induration (hardness)
Pain in extremity (legs or arms)
Body ache

Uncommon (may affect up to 1in 100 people)
« Asthenia (weakness or lack of energy)
« Injection site pruritus (itching)

« Injectionsite rash

« Rash

« Skinredness

« ltching

« Hives
R

Enlarged lymph nodes

Back pain
are

Dizziness (feeling dizzy)

Sleepiness
Adverse reactions were usually mild to moderate in severity with a median duration of less than or equal to 2 days
for local injection site reactions and less than or equal to 1 day for systemic reactions following vaccination.
When compared with Dose 1, local and systemic adverse reactions were more frequently reported after Dose 2.
In case you need medical advice, kindly consult your healthcare provider / doctor.
These may not be all the possible side effects of the COVOVAX™ Vaccine. Serious and unexpected side effects may
occur. If you notice any side effects not mentioned in this leaflet, please inform your healthcare provider / doctor.
If you experience unusually high or prolonged fever, or other symptoms, alternative causes should be considered
and contact your healthcare provider / doctor to seek further medical advice.

WHAT SHOULD | DO ABOUT SIDE EFFECTS ?

If you experience a severe allergic reaction, call or go to the nearest hospital.

Call the healthcare provider / doctor if you have any side effects that bother you or do not go away.

In addition, you can report side effects after vaccination to Serum Institute of India Pvt. Ltd. who is the
manufacturer of COVOVAX™vaccine as below:

« 24x7 Call Center Toll-Free Number (For Reporting of Adverse Events Only): 1800 1200124
« pharmacovigilance@seruminstitute.com

WHAT IF I DECIDE NOT TO GET THE COVOVAX™VACCINE ?

It is your choice to receive or not receive the COVOVAX™ Vaccine. You may prefer to consult your healthcare
provider / doctor.

CAN I RECEIVE THE COVOVAX™VACCINE WITH OTHER VACCINES ?
There is no information on the use of the COVOVAX™ Vaccine with other vaccines.

WHAT IF | AM PREGNANT OR BREASTFEEDING?
You may discuss your options with the healthcare provider / doctor.

WILL THE COVOVAX™VACCINE GIVE ME COVID-19 INFECTION ?

No. The COVOVAX™ is spike protein based COVID-19 Vaccine, does not contain SARS-CoV-2 and cannot give you
COVID-19 infection.

KEEP YOUR VACCINATION CARD

When you get your dose, please discuss with your healthcare provider / doctor regarding the option of your
vaccination record on digital platform, if available.

AFTER VACCINATION, DO I NEED TO CONTINUE TAKING PRECAUTIONS TO PREVENT COVID-19 INFECTION ?

People who get vaccinated should continue to follow all current guidance to protect themselves against COVID-19
after they are vaccinated.

That means:

«  Wearingamask

« Staying at least six feet away from others

« Avoiding crowds

« Washing hands with soap and water or using hand sanitizer

HOW CAN | LEARN MORE ?
« Askthe healthcare provider / doctor.
« Contact your local or state public health department.

Prepared: 31 December 2021

Manufactured by:

SERUM INSTITUTE OF INDIA PVT. LTD.
S. No. 105 - 110, Manjari Bk., Pune 412 307, INDIA

Marketed by:

SERUM INSTITUTE LIFE SCIENCES PVT. LTD.
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() Trademark under registration 20017863/0




aimure fRufer & W ($9¢) B & forg srgwifea
SARS-CoV-2 S Protein (PIfdS-19) T:HIISTH

WIsP M AuIdHd NP1 U H31 I
fed & fore 9w o7 (Thae 2hie)

Tg BT BITS-19 Bl AU F oY mure R & it et & o srgiferd 81 39 e & fauor &vl oot srgafal et g,
A srorafufar & Hiferd a3 forg srgrifed ag ot 18 af oik ITH oifie I & T SARS-COV-2 & HRUIGH ard
PHRIFT AT T 2019 (HITS-19) B AU 7 18 T TR I 31fIes IH P T & Wik TbTHRUN I & (7T ST

fPmrTasarg|

yfrpe wural @ Raifén
ST TR TRl e & T BNl §, 39 N & e F gRe et Tt TR R @R U 3 Ua 351 o 6, b Bt et &
R S| FRe $fReege sift Sfsarueae s grifAffa wiataed 3 Aeieu & a1 e R uRiga mua st
FETEH 24 x 7 SIA-TBT TER: 1800 1200124 T pharmacovigilance@seruminstitute.com TR 3&R Y G HRUBAG |
AR TSR & RU ST T = B A AU |

IR IR SREe 3Tt SfgaTugde it s (Tusnganshiue) o1 diaidaa™ <o &) URIH B ST TET § SARS-CoV-2 3 BRI
B AT BRIAT a8 AT 2019 (BIIS-19) B ABUM B b o171 3 72 U H Platdaq™ b b SIRIAT R arHl bl awg@ 7
qumeﬁwﬁﬂgmﬂmlﬁ TS B | HIfaS-19 TRTHRY & HROT 30! 78 ST fear s aebarg |

HrAIARI™ T b1 ¢ o ST HIIS-19 AT ARSI AT THA 8 |

Frade™ A5 & TR H THGRI U B P 70 39 T T I UG | SR D! & YS1 ¢ o W a1 eTdT / SiaeR J a1
Y| T8 AP FBIR MR a1 5 sy wraraea a a1t

FIAdR™ b B B H 0.5 ml BTG ST ST GRIF & | TR TRIP U = & 3 TG GR 81 TR G QR S o1 anfg|
Tg B AU SolaRH (M TH) S TUH gl fearsmraneu|

B HHT 2 b PIAIdTT™ Th] GReT T TG Y|

T R ST ST g a1 T 390 A% &1 Hred S A ugat

Fifds-19FTE?

FIAS-19 T TR T SARS-CoV-2 ATHD HRIFT ARG A I 2 | T YHR BT BRI IR Uget ol el g oT | S fopefl
FHITS-19 Y NS fed F WU H M7 Y T AT 81 Wbl § | TR T Y T 4T o T T § i 34 ST bl G1fad I Gebar g1
PITS-19 RS AT A AT THR B 0T TR 31T &, AN q&/01T T e 1R Te0 aeh | a19R & e B 3 H 29 14
oAt & iR 78 T TOR ST EHA S| I A& S & Wabdl & TR T HUHU; Wi, T HaT, Yot iR a1 SRR H 3,
TR, BT &1 e 11 T HEGH BT, 10t T GRIRT, §¢ AT AT 98l -1, It 31a1 Haa G|

W 31S 3m$ N Ta piaaea™ Sprane ?
Frardea™ T 18 IH SR I 31fifs 3H & AT H SARS-CoV-2 | B dTet Bifds-19 37 P Ay & g s Rt &
Wity ST fere srgAifea frarman g

PraldeT™ T A= A UgS SATUD| 3T WA USTdT / S1ex P FI T AT ?

Wm/maﬁMWW?ﬂmﬁamﬁﬁmwm [EGERIIEC R
SR ST el o, @ ey, fareht o an drratdaa™ a3 ot oft et o T iR sl (dfiaenfan g8 81

.+ R AUHI AR

« 3R 3T GG T I TS P THRT Y, A1 R 30 G Ul - b1 gl (Wfeahligeie) T g

. gt IR NR T IS PR e 3R /AT Tt serex A ST 8Y

. Tl Ut UfeRen 7 S | T el Brar RITerd-uaftdn) a1 fthr g U gand od & ot ufRer 7 B BHwR Bl §
(SR P IE GRS & DlichIRRRISSY, SRIANTINE AT HER & ferg gany)

. IR IMUMT E AT YRUTFRA S IR A WA E

. 3R ST U BN E

. 3R 3TH! HIAS-19% AT IS i el T gH1Y

gfe IR Ul HH HIS 1t STI R ARLENA &, T 50 1o 1 o U 31T ST TR TeTell sTdcwstwNH'wuszfmél

U A o1 AT ur 78 Yo & 981 A Haflid AR ¢ ISl ved TaaT R Sl eara e & (@

3 HERTE oM P aRE, mmaﬁmmm:ﬁau@ﬁaﬁmﬁ?ﬁ%mmwmaﬁaﬁémé@a
(Efepirgdie), 31 AN &l PHIaTded™ ST AT THY UgTadTd axdT ST e Fiifes U8 dl A So/aRH e & BRuT
I 9 Hahl & 1 AT IS FH T B |

T T T CTBTHROT R & FeTT Tgel &1 TR T (23-7157 T I HH BIeTaR ) BT VAT 3T ST AT, SR ST T 6 a1
TG T I 1 o o 17 § 07 2 e e ST X TR T AR SFR UG B Al CehTehvl 39 YR 1 gald o 3 Ugt
farar ST aney, ford A & gar s v A 3ad & Fg proNfaH ag oMl

HUSIR YR o1 ara I 1 SR RIS garg A ara Rt

T AT o1 TfReN eraT S B 3T S TR &M &7dT $H R dTel] SUIR UG iadl 1 g 8, fhaeTe 39 & R & SHeR! Wit g1
o EiriY T o SR & RO T ST 3 PRI TfREN & & 8, 3% TR HIIS-19 8 HT QI @R 8 1 I Prardaa™
T ST el § | Al 8 TR a ara i o1 g o g1 afet fos sratae™ & SiaTau a5 R 3R $ifds-19d
TfeRET SART B I H B 8 Tahell & SR 3T 31T Bl I F FRFEfd Y@ & forw 3¢ hifdrs- 19 Taeht welt o -t oot

UTeH R I AR | (1 o)

fradr & Brade™ deraaraee?
Fiaraaa™ EHT 18 TH SR ITH T IH I TT & foTT SARS-CoV-2 P HRUTEIH aTel I & GRI& R & fore e fRufrat
At ST & forg srgehfe fbar a1

e Pl Prarde™ deradl farsramgy?
ST BIaTaRT™ EIHT 8] o1 AR 3R SHTe ! Ugd it Frafiied & srRuriR sreff dowfear afzd) g &
. P H RS @S
. g S A e e ol (e Eies fearman )
gfe; s Afd TE E d oruA Slae, qaraa T A A B |
STl o THTAT B A § - SO T & RIF TR &3, 3R/ 1@ W 8, YT, ST, SIaRT T o R TR I, TSGR,
FUGR, WRed, A a1 Iaet| Wmaﬂ&mﬁm%aﬁwmmmwé@wmﬁw&www%
ST o STUTd h &l HTTIqu SR QID] g{d SUdR '15| ICf’Lll i, ?‘ﬁ% [ENERSCI]
ﬁ?@ﬁaﬁqﬁ%@ﬁ,maa,tmpﬁ,wcrhwﬁqmé%aq%&aﬁ%’f%iﬂ%ms@aﬁaﬁaﬁaﬁmﬁmqﬁﬁ%
A1 e asdrg | R Il o A/ e arel garsit R rersif 81 a3+ URaR H 1R Sraif e d1uargl, 4 i Sieraur
AT
Fralde™ A% A AR wEE?
Frarde™ o 7 Fofad e E:

SARS-CoV-2 ST DS

TR AT -M1

SISHITSTH g3 g oM hIEhe PR ST

TIfSTH SEERgIoH hihe HHERSe

DT FIRES

giferdTse 80

o & e art
Fraldea™ AbTHd fearwmarg ?
PrAIdRT™ Ao paa AT SoaeH(SETH) b ST & A=y, e wud Sweiss A d|
FradT™ b S B H 0.5 ml BT &1 ST TGRS 5|
SR U PHIaaaRT™ B Ugh GRIP ol oIl e ! &, T/ GRTeh T o 3 3 e T 81 IR G I & oIl a1feu |
SR 3T g GRT AT Y& o1 &
SR 3T e T TR gt GRS A1 4 14 2, 1 3107 TR e/ S TR § UalTg o | et § fo oy praraerr™ 1% ot gadt
RIS A 1o 31U |
FHIGNF™ P $T U TRATT G ?
DA™ BT TaNT Tel-e Tdteui # fpar Tar g, HTot oSt G W i b drarde™ o) & gRTeh SIS off |

Flardea™ A HFTATYE?

ST e Tteroit A 3 T & o wrataa™ e A hifas-19 T B e B € 916l 3 TCTE 3 ST TR 2 TR T oel B
PITS-19 Y YREM B AT S IR H {PeRTd BRI T8 |

FraldTT™ P O G T T F TTHT 7 R 916 A HIfde-19 A Wen ver Sl 81 g8 Wi fau oM & yeiral 7 A b
e QUi 0 & QR T S8 1 At s & b febelt ot oy A1 b1 ik, prataara™ A guft il bt qRen GG e @bt o

Tl g, oI Bifds - 19 & Raar S g |

Frarde™ e A FaREaTsifeng?
Tt eareli # e, 39 A S W uliga e gl e €, graifes @t # ag uiiga uHa ToR e o |
Tfe M B TR i THTa P TE0T TOR ST &, N gR S SiaeR I Fftrei wame o | Faferiad & & v a1 39 siftie yuma
TR HTTHAT :
. SERN A e ST AT gEHR ST
. i ue Ao o HeaRE Fed
. MR et
+ SR NG S o I TR G SR Tgd S &6
APTHN & TTE T & THT W UH TP § TG Uil TG e Hard €1 R Mo 34 8 Y $1S 2 @eior o9 38 &, i oo
W T YTl / Slael d Jelle |
T e I 9 Ufarpa gTa ot Ui fpu e 8, S mftra g

agam%@mﬂﬁﬁaf%mﬁaﬂumﬁam%)

RATH S VAT
. TRATH S RIF S @A REE

. Wl
. W
. mauRmE e
. SgiAed
.« HadarIAc

arm%(ﬁﬁmﬁmsqﬁawﬁumﬁﬁmﬁ%)

. sﬁa&ma@%wwaﬁm
. s@waﬁﬁswﬁw
SR T & RIF R $S2b~£l'1 (PhSTy)

: mﬁﬁzﬁaﬁa‘q‘msﬁ"\rgwaﬁﬁ)

ast‘l%(Trﬁmoﬁm B TR I D)
+ g (PHARI TGS A el

. SORF A & I H 3ge goral

- NRATHSRIAATH
T

. E e
. foct
. ggafierud (forms Frgw)
. died,
ﬁﬂﬁﬁ%
RR A =@ o
BEEICiEE |
BTHRON & TTe G aTet Tfrpet TTa ot TRl SIHaR TR g § med off 8Tk SO v & RIF R THTd 3iga 2 famrar
I GHI 31 81 7S 3R e THEN 3ia 1 A a1 ST pH A SB ITS |
GRIP 1 B T B GRIP 2 3 a1 WA U Fa i gfiger e sarer Rre fu e
TS ST ferfer el TeTes | TRevd 8, T HUdT ST TR S HT Sl / STdey 3 g8 o |
SR UG d THTa HlatdeT™ & Faiid a ufage wHTa o1 o et =me gt g 1 71R ok srenfd vfaga e gl asd 81
IR SHTUHT T IS+ Ui et THTE ToR 31Tl & S 39 Uofeb o IMMHeT -1 &, A U S0 T YaT Ueldl/ Siaex &1 g b |

Tfe HIE A SRR T Y O R I1 A GG 7P G, T 37 A0 1 RUIE HRefl 3, AN 37 HRUN R faaR fan st anfew
IR 3T TR AT Vel / Saer § ffer i were ot i =nfeu)

UG TUTE & IR g9 RTHAT ALY 2

IR B TR 1ol Bielt 2, A Tordient SRudTer &1 et e a1 dgT |

WA VST / STaex | A HY SR B1s W UIIGe THT SITUS U HReT § U1 ISP dral HH TS gIve1 811

P Sl 3T AP & a1e B a1 Ul a UHTdl B STHBR Patdea™ ¢ & Fafar SRa sReeye oif sfearmsace fafies
PR S I Tha e

. 24x7aﬂa®aaﬂaauﬁm?(muﬁwumaﬁﬁtﬁﬁn$m1z) 1800 1200124

« pharmacovig ser com

FATENT SR A FIgIdea™ b1 181 A o1 Fofa deng 2
T TP 3BT R AR BT & Sy prarae™ e o ar el | 3T 30 W TeTdT /STdel 4 39% IR A RS A gdha g |

FTH I BT S A HIGIdad™ APT A THTE 2
PrardFE™ b BT 30 ! &b 1Y RIUST B IR H 3l dieb 1S SR Hiele TaT 8 |

SR AT T Tu SR gt T2
ST T Tl faaed & TR & S{0- TR YaTdl/STaes § I ay |

FTHIGAR™ P A G BIfAS-19 THAU I AT e?

T | HIaTae™ WSS U MR HIfds-19 A & R SARS-Cov-2 HiIvE eI T iR 3T HIIS- 19 THAUI el eI aael|
AT BTHRUTBTS ST TR ¥

R ST Qe R BTHRuI DTS BT faded STTTe g1l od 3T GRS ¢ 31 ST, il 30 W YeTdl/Slaer § 5% AR
A

FBTHUIF T1G, HIAS- 19 F WHHT A YRIE 767 & Fore a1 g3 v forara sra=m sk} g g2

BRI & T1E G B HIIS-19 Y YRI&T ¥ & ferg gl actar ferm-Fg =i &1 ure s s x@mr |
SHHTHATT &:

. TR UgT

- TRV FAIGHS: BIT B gl T TG

. WS AR

. G SR U BT T S VTSR BT HAT|

T TS IR H IR TSR a1 A forer Tavell 82
. SR TR YETAl/STaeR Y U |
. U RITHIG AT IS & O TR [IURT & W0 3 |

AIR B B ARG 31 RFR 2021

foAtar: T
& SERUM INSTITUTE OF INDIA PVT. LTD. SERUM INSTITUTE LIFE SCIENCES PVT. LTD.
S. No. 105 - 110, Manjari Bk., Pune 412 307, INDIA 401, Sarosh Bhavan, 16-B/1, Dr. Ambedkar Road,

] Pune - 411 001, INDIA
@) ST & A LSATH




>
o

4.2

4.3

4.4

4.5

4.6

4.7

4.8

4.9

w
=

For the use only of a Registered Medical Practitioner or a Hospital or a Laboratory.

SARS-CoV-2 rS Protein
(COVID-19) recombinant spike
protein Nanoparticle Vaccine

COVOVAX®

NAME OF THE MEDICINAL PRODUCT
Trade/Brand Name: COVOVAX™
SARS-CoV-2 rS Protein (COVID-19) recombinant spike protein Nanoparticle Vaccine

QUALITATIVE AND QUANTITATIVE COMPOSITION

One dose (0.5 ml) contains 5 micrograms of SARS-CoV-2 spike protein* and is adjuvanted with Matrix-M1.
Adjuvant Matrix-M1 containing per 0.5 ml dose: Fraction-A (42.5 micrograms) and Fraction-C (7.5 micrograms) of
Quillaja saponaria Molina extract.

*SARS-CoV-2 recombinant spike protein is produced by recombinant DNA technology using a baculovirus
expression system in an insect cell line that is derived from Sf9 cells of the Spodoptera frugiperda species.

For the full list of excipients, see section 6.1.

Both COVOVAX™ (manufactured by Serum Institute of India Pvt Ltd) and Nuvaxovid (manufactured by Novavax)
are SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccines.

PHARMACEUTICAL FORM

Dispersion for injection (injection).

COVOVAX™ s colourless to slightly yellow, clear to mildly opalescent, free to practically free from
visible particles.

CLINICAL PARTICULARS

Therapeutic indications

COVOVAX™ is indicated for active immunization to prevent COVID-19 caused by SARS-CoV-2 in individuals
18 years of age and older.

The vaccine is approved for restricted use in emergency situation that may prevent COVID-19 disease.

Posology and method of administration

Posology

Individuals 18 years of age and older

COVOVAX™ is administered intramuscularly as a course of 2 doses of 0.5 ml each. It is recommended to
administer the second dose 3 weeks after the first dose, see section 5.1.

It is recommended that individuals who receive a first dose of COVOVAX™, complete the vaccination course with
COVOVAX™,

Paediatric population

The safety and efficacy of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine in children and adolescents
aged less than 18 years have not yet been established. No data are available.

Elderly population

No dose adjustment is required in elderly individuals > 65 years of age.

Method of administration

COVOVAX™ is intended for Intramuscular (IM) injection only, preferably in the deltoid muscle.

For instructions on administration, see section 6.6.

Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Special warnings and precautions for use

Hypersensitivity and anaphylaxis

Events of anaphylaxis have been reported with COVID-19 vaccines. Appropriate medical treatment and
supervision should always be readily available in case of an anaphylactic reaction following the administration of
the vaccine.

Close observation for at least 15 minutes is recommended following vaccination. A second dose of the vaccine
should not be given to those who have experienced anaphylaxis to the first dose of COVOVAX.TM

Anxiety-related reactions

Anxiety-related reactions, including vasovagal reactions (syncope), hyperventilation, or stress-related reactions
may occur in association with vaccination as a psychogenic response to the needle injection. It is important that
precautions are in place to avoid injury from fainting.

Concurrent illness

Vaccination should be postponed in individuals suffering from an acute severe febrile illness or acute infection.
The presence of a minor infection and/or low-grade fever should not delay vaccination.

Thrombocytopenia and coagulation disorders

As with other intramuscular injections, the vaccine should be given with caution in individuals receiving
anticoagulant therapy or those with thrombocytopenia or any coagulation disorder (such as haemophilia)
because bleeding or bruising may occur at the injection site following an intramuscular administration in these
individuals.

Immunocompromised individuals

The efficacy, safety and immunogenicity of the SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine has been
assessed in a limited number of immunocompromised individuals. The efficacy of COVOVAX™ may be lower in
immunosuppressed individuals.

Duration of protection

The duration of protection afforded by the vaccine is unknown as it is still being determined by ongoing
clinical trials.

Limitations of vaccine effectiveness

Individuals may not be fully protected until 7 days after their second dose. As with all vaccines, vaccination with
COVOVAX™ may not protect all vaccine recipients.

Excipients

Sodium

This vaccine contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially ‘sodium-free'.

Potassium

This vaccine contains potassium, less than 1 mmol (39 mg) per 0.5 ml, that is to say, essentially
‘potassium-free'.

Interaction with other medicinal products and other forms of interaction

Co-administration of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine with inactivated influenza vaccines
has been evaluated in a limited number of participants in an exploratory clinical trial sub-study, see section 4.8
andsection5.1.

The binding antibody response to SARS-CoV-2 was lower when Nuvaxovid was given concomitantly with
inactivated influenza vaccine. The clinical significance of this is unknown.

Concomitant administration of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine with other vaccines has
not been studied.

Fertility, pregnancy and lactation

Pregnancy

There is limited experience with use of SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine in pregnant
women. Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,
embryo/foetal development, parturition, or post-natal development, see section 5.3.

Administration of COVOVAX™ in pregnancy should only be considered when the potential benefits outweigh any
potential risks for the mother and foetus.

Breast-feeding

It is unknown whether COVOVAX™ is excreted in human milk.

No effects on the breast-fed newborn/infant are anticipated since the systemic exposure of the breast-
feeding woman to COVOVAX™ is negligible.

Fertility

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity, see
section5.3.

Effects on ability to drive and use machines
COVOVAX™ has no or negligible influence on the ability to drive and use machines. However, some of the
effects mentioned under section 4.8 may temporarily affect the ability to drive or use machines.

Undesirable effects

Overall summary of the safety profile from the Overseas studies:

The safety of Nuvaxovid [Novovax SARS-CoV-2 rS Protein (COVID-19) Nanoparticle Vaccine] was evaluated from
an interim analysis of pooled data from 5 ongoing clinical trials conducted in Australia, South Africa, the United
Kingdom, the United States and Mexico. At the time of the analysis, a total of 49,950 participants age 18 years
and older received at least one dose of Nuvaxovid (n=30,058) or placebo (n=19,892). At the time of vaccination,
the median age was 48 years (range 18 to 95 years).

The median duration of follow-up was 70 days post-Dose 2, with 32,993 (66%) participants completing more than
2 months follow-up post-Dose 2.

Of the pooled reactogenicity data, which includes participants age 18 years and older enrolled in the two phase 3
studies who received at least one dose of Nuvaxovid (n = 19,898) or placebo (n = 10,454), the most frequent
adverse reactions were injection site tenderness (75%), injection site pain (62%), fatigue (53%), myalgia (51%),
headache (50%), malaise (41%), arthralgia (24%), and nausea or vomiting (15%). Adverse reactions were usually
mild to moderate in severity with a median duration of less than or equal to 2 days for local events and less than
or equal to 1 day for systemic events following vaccination.

Overall, there was a higher incidence of adverse reactions in younger age groups: the incidence of injection site
tenderness, injection site pain, fatigue, myalgia, headache, malaise, arthralgia, and nausea or vomiting was
higher in adults aged 18 to less than 65 years than in those aged 65 years and above.

Local and systemic adverse reactions were more frequently reported after Dose 2 than after Dose 1.

Licensed inactivated seasonal influenza vaccines were co-administered to participants on the same day as Dose 1
of Nuvaxovid (n=217) or placebo (n=214) in the opposite deltoid muscle of the arm in 431 participants enrolled in
an exploratory Phase 3 (2019nCoV-302) sub-study. The frequency of local and systemic adverse reactions in the
influenza sub-study population was higher than in the main study population following Dose 1 in both Nuvaxovid
and placebo recipients.

Tabulated list of adverse reactions

Very common (= 1/10),

Common (>1/100to < 1/10),

Uncommon (= 1/1,000 to < 1/100),

Rare (= 1/10,000 to < 1/1,000),

Very rare (< 1/10,000),

Not known (cannot be estimated from the available data).

Table 1: Adverse reactions from Nuvaxovid Clinical Trials

MedDRA SOC Frequency Adverse reactions
General disorders and Very common Injection site paina, injection site tendernessa,
administration site conditions fatiguea, malaise?
Common Injection site redness ¢, injection site swellinga,
pyrexia3, chills, pain in extremity
Uncommon Injection site pruritis

Nervous system disorders Very common Headache

Musculoskeletal and connective
tissue disorders

Very common Myalgia?, arthralgia2

Gastrointestinal system disorders Very common Nausea or vomiting?

Skin and subcutaneous tissue disorders Uncommon Rash, erythema, pruritus, urticaria

Blood and lymphatic system disorders Uncommon Lymphadenopathy

a Higher frequencies of these events were observed after the second dose.

b This term also included events reported as influenza-like illness.

€ This term includes both injection site redness and injection site erythema (common).

Overall summary of the safety profile from the Indian study

COVOVAX™was safe and well tolerated in the phase 2/3 clinical trial in India. In the Phase 2 part (n=200), 200
adults received COVOVAX™ or Placebo in 3:1 ratio. During 14 day follow up post-second dose, there were no
causally related serious adverse events (SAEs) reported. In the Phase 3 part (n=1396), participants received
COVOVAX™ or Novavax SARS-CoV-2 rS Protein Nanoparticle Vaccine (Novavax vaccine) in 3:1 ratio [1046 in
COVOVAX™ group and 350 in Novavax SARS-CoV-2 rS Protein Nanoparticle Vaccine (Novavax vaccine) group]. All
1396 participants received the first dose while 1375 participants received the second dose. An interim analysis
included data collected until Day 36 visit (14 days after second dose) of all 1396 participants.

Demographic characteristics were generally similar among participants across both the groups.

Overall, the incidence of solicited reactions (injection site reactions: pain, tenderness, erythema, swelling and
induration; and systemic reactions: fever, headache, fatigue, malaise, arthralgia, myalgia, nausea and
vomiting), unsolicited adverse events and serious adverse events (SAEs) was comparable in the study and control
groups.

Among 1396 participants who received the first dose, a total of 5 SAEs in 5 (0.4 %) participants were reported; in
3 (0.3%) participants in COVOVAX ™group and in 2 (0.6%) participants in Novavax vaccine group. The SAEs in the
COVOVAX™group included pyrexia, limb crushing injury, and joint effusion (1 participant each). The SAEs in the
Novavax vaccine group included dengue fever and retinal vein occlusion reported in 1 participant each. All SAEs
were assessed as not related to study vaccine. All SAEs resolved without any sequelae except for event of limb
crushing injury which was ongoing at the time of data cut off.

Table 2: Adverse drug reactions from COVOVAX™ study in India (Data until Day 36 visit)

MedDRA SOC Frequency Adverse reactions
Gastrointestinal disorders Common Nausea
Uncommon Vomiting

General disorders and

='e . 3 " Very common
administration site conditions

Injection site pain, pyrexia

Common Injection site tenderness, injection site erythema,
injection site swelling, injection site induration,
fatigue, pain, malaise
Uncommon Asthenia, chills, injection site pruritus, injection site rash
Musculoskeletal and Common Myalgia, arthralgia
connective tissue disorders . - N
Uncommon Pain in extremity, back pain

Nervous system disorders Very common Headache

Rare Dizziness, somnolence

Skin and subcutaneous
tissue disorders

Rare Pruritus

Overdose
No case of overdose has been reported. In the event of an overdose, monitoring of vital functions and possible
symptomatic treatment is recommended.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Other viral vaccines, ATC code: JO7BX03

Mechanism of action

COVOVAX™is composed of purified full-length SARS-CoV-2 recombinant spike (S) protein that is stabilised in its
prefusion conformation. The addition of the saponin-based Matrix-M1 adjuvant facilitates activation of the cells
of the innate immune system, which enhances the magnitude of the S protein-specific immune response. The
two vaccine components elicit B- and T-cell immune responses to the S protein, including neutralising
antibodies, which protect against COVID-19.

Efficacy data from the Overseas studies:
The clinical efficacy, safety, and immunogenicity of Nuvaxovid [Novovax SARS-CoV-2 rS Protein (COVID-19)

Nanoparticle Vaccine] is being evaluated in two pivotal, placebo-controlled, Phase 3 studies, Study 1 (2019nCoV-
301) conducted in North America and Study 2 (2019nCoV-302) conducted in the United Kingdom, and a Phase
2a/b study, Study 3, conducted in South Africa.

Study 1(2019nCoV-301)

Study 1 is an ongoing Phase 3, multicentre, randomised, observer-blinded, placebo-controlled study in
participants 18 years of age and older in United States and Mexico. Upon enrolment, participants were stratified
by age (18 to 64 years and = 65 years) and assigned in a 2:1 ratio to receive Nuvaxovid or placebo. The study
excluded participants who were significantly immunocompromised due to immunodeficiency disease; active
cancer on chemotherapy; received chronic immunosuppressive therapy or received immunoglobulin or blood-
derived products within 90 days; were pregnant; or breastfeeding; or or had a history of laboratory-confirmed
diagnosed COVID-19. Participants with clinically stable underlying comorbidity were included as were
participants with well- controlled HIV infection.

Enrolment of adults completed in February 2021. Participants will be followed for up to 24 months after the
second dose for assessments of safety, and efficacy against COVID-19.

Following collection of sufficient safety data to support application for emergency use authorisation, initial
recipients of placebo were invited to receive two injections of Nuvaxovid 21 days apart and initial recipients of
Nuvaxovid to receive two injections of placebo 21 days apart (“blinded crossover”). All participants were offered
the opportunity to continue to be followed in the study.

The primary efficacy analysis population (referred to as the Per-Protocol Efficacy [PP-EFF] analysis set) included
25,452 participants who received either Nuvaxovid (n=17,312) or placebo (n=8,140), received two doses (Dose 1
on day 0; Dose 2 at days 21, median 21 days [IQR 21-23]. Range 14-60), did not experience an exclusionary
protocol deviation, and did not have

evidence of SARS-CoV-2 infection through 7 days after the second dose.

Demographic and baseline characteristics were balanced amongst participants who received Nuvaxovid and
those who received placebo. In the PP-EFF analysis set for participants who received Nuvaxovid, the median age
was 47years (range: 18 to 95 years); 88% (n=15,264) were 18 to 64 years old and 12% (n=2,048) were aged 65 and
older; 48% were female; 94% were from the United States and 6% were from Mexico; 76% were White, 11% were
Black or African American, 6% were American Indian (including Native Americans) or Alaskan Native, and 4% were
Asian; 22% were Hispanic or Latino. At least one pre-existing comorbidity or lifestyle characteristic associated
with an increased risk of severe COVID-19 was present in 16,493 (95%) participants. Comorbidities included:
obesity (body mass index (BMI) > 30 kg/m2); chronic lung disease; diabetes mellitus type 2, cardiovascular
disease; chronic kidney disease; or human immunodeficiency virus (HIV). Other high-risk characteristics
included age 265 years with or without comorbidities or age <65 years with comorbidities and/or living or
working conditions involving known frequent exposure to SARS-CoV-2 or to densely populated circumstances.
COVID-19 cases were confirmed by polymerase chain reaction (PCR) through a central laboratory. Vaccine
efficacy is presented in Table 3.

Table 3: Vaccine efficacy against PCR-confirmed COVID-19 with onset from 7 days after second
vaccination- PP-EFF analysis set; Study 2019nCoV-301

Nuvaxovid Placebo
Subgroup Participants | COVID-19 | Incidence | Participants | COVID-19 | Incidence % Vaccine
N cases Rate Per N cases Rate Per Efficacy
n (%)2 Year Per n (%)3 Year Per (95% Cl)
1,000 1,000
People? People2
Primary efficacy endpoint
All 90.4%
participants 17,312 14 (0.1) 3.26 ‘ 8,140 63 (0.8) 34.01 (82.9, 94.6)34

1 VE evaluated in participants without major protocol deviation who are seronegative (for SARS-CoV-2) at baseline and do not have a laboratory
confirmed current SARS-CoV-2 infection with symptom onset up to 6 days after the second dose, and who have received the full prescribed regimen
of trial vaccine.

2 Mean disease incidence rate per year in 1,000 people.

3 Based on log-linear model of PCR-confirmed COVID-19 infection incidence rate using Poisson regression with treatment group and age strata as
fixed effects and robust error variance, where VE = 100 x (1 - relative risk) (Zou 2004).

4 Met primary efficacy endpoint criterion for success with a lower bound confidence interval (LBCl) > 30% at the planned primary confirmatory analysis

Vaccine efficacy of Nuvaxovid to prevent the onset of COVID-19 from seven days after Dose 2 was 90.4%
(95% C182.9 - 94.6). No cases of severe COVID-19 were reported in the 17,312 Nuvaxovid participants compared
with 4 cases of severe COVID-19 reported in the 8,140 placebo recipients in the PP-EFF analysis set.

Subgroup analyses of the primary efficacy endpoint showed similar efficacy point estimates for male and female
participants and racial groups, and across participants with medical comorbidities associated with high risk of
severe COVID-19. There were no meaningful differences in overall vaccine efficacy in participants who were at
increased risk of severe COVID-19 including those with 1 or more comorbidities that increase the risk of severe
COVID-19 (e.g., BMI > 30 kg/m2, chronic lung disease, diabetes mellitus type 2, cardiovascular disease, and
chronic kidney disease).

Efficacy results reflect enrolment that occurred during the time period when strains classified as Variants of
Concern or Variants of Interest were predominantly circulating in the two countries (US and Mexico) where the
study was conducted. Sequencing data were available for 61 of the 77 endpoint cases (79%). Of these, 48 out of
61 (79%) were identified as Variants of Concern or Variants of Interest. The most common Variants of Concern
identified were: Alpha with 31/61 cases (51%), Beta (2/61, 4%) and Gamma (2/61, 4%), while the most common
Variants of Interest were lota with 8/61 cases (13%), and Epsilon (3/61, 5%).

Study 2 (2019nCoV-302)

Study 2 is an ongoing Phase 3, multicentre, randomised, observer-blinded, placebo-controlled study in
participants 18 to 84 years of age in the United Kingdom. Upon enrolment, participants were stratified by age
(18 to 64 years; 65 to 84 years) to receive Nuvaxovid or placebo. The study excluded participants who were
significantly immunocompromised due to immunodeficiency disease; current diagnosis or treatment for cancer;
autoimmune disease/condition; received chronic immunosuppressive therapy or received immunoglobulin or
blood-derived products within 90 days; bleeding disorder or continuous use of anticoagulants; history of allergic
reactions and/or anaphylaxis; were pregnant; or had a history of laboratory-confirmed diagnosed COVID-19.
Participants with clinically stable disease, defined as disease not requiring significant change in therapy or
hospitalisation for worsening disease during the 4 weeks before enrolment were included. Participants with
known stable infection with HIV, hepatitis C virus (HCV), or hepatitis- B virus (HBV) were not excluded from
enrolment.

Enrolment was completed in November 2020. Participants are being followed for up to 12 months after the
primary vaccination series for assessments of safety and efficacy against COVID-19.

The primary efficacy analysis set (PP-EEF) included 14,039 participants who received either Nuvaxovid
(n=7,020) or placebo (n=7,019), received two doses (Dose 1 on day 0; Dose 2 at median 21 days), (IQR 21-23),
range 16-45, did not experience an exclusionary protocol deviation, and did not have evidence of SARS-CoV-2
infection through 7 days after the second dose.

Demographic and baseline characteristics were balanced amongst participants who received Nuvaxovid and
participants who received placebo. In the PP-EFF analysis set for participants who received Nuvaxovid,
median age was 56.0 years (range: 18 to 84 years); 72% (n=5,067) were 18 to 64 years old and 28% (n=1,953) were
aged 65 to 84; 49% were female; 94% were White; 3% were Asian; 1% were multiple races, < 1% were Black or
African American; and < 1% were Hispanic or Latino; and 45% had at least one comorbid condition.

Table 4: Vaccine efficacy analysis of PCR-confirmed COVID-19 with onset at least 7 days after the second
vaccination - (PP-EFF population): Study 2 (2019nCoV-302)

Nuvaxovid Placebo
Subgroup Participants | COVID-19 | Incidence Participants | COVID-19 | Incidence % Vaccine
N cases Rate Per N cases Rate Per Efficacy
n (%) Year Per n (%) Year Per (95% Cl)
1,000 1,000
People! People!
Primary efficacy endpoint
All 89.7%
participants 7,020 10 (0.1) 6.53 ‘ 7,019 96 (1.4) ‘ 63.43 ‘ (80.2, 94.6)23
Subgroup analyses of the primary efficacy endpoint
18 to 64 89.8%
years of age 5,067 9(0.2) 12.30 5,062 87 (1.7) 120.22 (79.7, 94.9)2
65 to 84 88.9%
2 2
years of age 1,953 1(0.10) 1,957 9(0.9) (20.2, 99.7)4

1 Mean disease incidence rate per year in 1000 people.
2 Based on Log-linear model of occurrence using modified Poisson regression with logarithmic link function, treatment group and strata

(age-group and pooled region) as fixed effects and robust error variance [Zou 2004].
3 Met primary efficacy endpoint criterion for success with a lower bound confidence interval (LBCI) > 30% efficacy has been confirmed

at the interim analysis.
4 Based on the Clopper-Pearson model (due to few events), 95% Cls calculated using the Clopper-Pearson exact binomial method adjusted

for the total surveillance time.
These results reflect enrolment that occurred during the time period when the B.1.17 (Alpha) variant was
circulating in the UK. Identification of the Alpha variant was based on S gene target failure by PCR. Data were
available for 95 of the 106 endpoint cases (90%). Of these, 66 out of 95 (69%) were identified as the Alpha variant
with the other cases classified as non-Alpha.
No cases of severe COVID-19 were reported in the 7,020 Nuvaxovid participants compared with 4 cases of severe
COVID-19 reported in the 7,019 placebo recipients in the PP-EFF analysis set.
Licensed seasonal influenza vaccine co-administration sub-study
Overall, 431 participants were co-vaccinated with inactivated seasonal influenza vaccines; 217 sub-study
participants received Nuvaxovid and 214 received placebo. Demographic and baseline characteristics were
balanced amongst participants who received Nuvaxovid and participants who received placebo. In the per-
protocol immunogenicity (PP-IMM) analysis set for participants who received Nuvaxovid (n = 191), median age
was 40 years (range: 22 to 70 years); 93% (n = 178) were 18 to 64 years old and 7% (n = 13) were aged 65 to 84, 43%
were female; 75% were White; 23% were multiracial or from ethnic minorities; and 27% had at least one
comorbid condition. Co-administration resulted in no change to influenza vaccine immune responses as
measured by hemagglutination inhibition (HAI) assay. A 30% reduction in antibody responses to Nuvaxovid was
noted as assessed by an anti-spike IgG assay with seroconversion rates similar to participants who did not receive
concomitant influenza vaccine. (seesection4.5and section4.8).
Study 3 (2019nCoV-501)
Study 3 is an ongoing Phase 2a/b, multicentre, randomised, observer-blinded, placebo-controlled study in HIV-
negative participants 18 to 84 years of age and people living with HIV (PLWH) 18 to 64 years of age in South Africa.
PLWH were medically stable (free of opportunistic infections), receiving highly active and stable antiretroviral
therapy, and having an HIV-1 viral load of < 1000 copies/ml.
Enrolment was completed in November 2020.
The primary efficacy analysis set (PP-EFF) included 2,770 participants who received either Nuvaxovid (n = 1,408)
or placebo (n = 1,362), received two doses (Dose 1 on day 0; Dose 2 on day 21), did not experience an
exclusionary protocol deviation, and did not have evidence of SARS-CoV-2 infection through 7 days after the
second dose.
Demographic and baseline characteristics were balanced amongst participants who received Nuvaxovid and
participants who received placebo. In the PP-EFF analysis set for participants who received Nuvaxovid, median
age was 28 years (range: 18 to 84 years); 40% were female; 91% were Black/African American; 2% were White;
3% were multiple races, 1% were Asian; and 2% were Hispanic or Latino and 5.5% were HIV-positive.
These results reflect enrolment that occurred during the time period when the B.1.351 (Beta) variant was
circulating in South Africa.
Elderly population
Nuvaxovid was assessed in individuals 18 years of age and older. The efficacy of Nuvaxovid was consistent
between elderly (> 65 years) and younger individuals (18 to 64 years).

Immunogenicity data from the Indian study:

Geometric Mean ELISA Units (GMEUs) of 1gG antibodies against spike (S) protein were comparable between the
groups at baseline - Day 1. GMEUs increased significantly after each dose of vaccine in both the groups and were
comparable. There was > 92% seroconversion in both the groups on Day 36 (14 days after second dose). The
immunogenicity data indicates that COVOVAX™ is comparable in terms of anti-S IgG antibody titers and
seroconversion rates to Novavax vaccine (see Tables 5and 6).

Table 5 Summary of Anti-S IgG antibodies

Timepoint Statistic COVOVAX™ Novavax vaccine
(N=340) (N=110)
n (%) n (%)
Baseline N 340 110
GMEU 2172.3 1708.6
95% Cl (1799.8, 2621.8) (1230.7, 2372.2)
21 (+7) days after Dose 1 N 340 110
GMEU 38350.9 34603.6
95% Cl (33043.7, 44510.4) (26002.6, 46049.5)
14 (+7) days after Dose 2 N 338 109
GMEU 143506.4 152276.9
95% CI (133203.2, 154606.7) | (132441.4, 175083.1)

Table 6 Summary of Proportion of Participants with Seroconversion for Anti-S IgG Antibodies

Timepoint Statistic COVOVAX™ Novavax vaccine
(N=340) (N=110)
n (%) n (%)
21 (+7) days after Dose 1 N Evaluated 340 110
Seroconversion, n (%) 281 (82.6) 92 (83.6)
95% Cl (78.2, 86.5) (75.4, 90.0)
14 (+7) days after Dose 2 N Evaluated 338 109
Seroconversion, n (%) 314 (92.9) 105 (96.3)
95% Cl (89.6, 95.4) (90.9, 99.0)

5.2 Pharmacokinetic properties
Not applicable.

5.3 Preclinical safety data
Non-clinical data reveal no special hazards for humans based on conventional studies of repeat dose toxicity,
local tolerance and reproductive and developmental toxicity.
Genotoxicity and Carcinogenicity:
In vitro genotoxicity studies were conducted with the novel Matrix-M1 adjuvant and the adjuvant was shown to
be non-genotoxic. Carcinogenicity studies were not performed. Carcinogenicity is not expected.

Reproductive toxicity:

Adevelopmental and reproductive toxicity study was performed in female rats administered four intramuscular
doses (two prior to mating; two during gestation) of 5 ug SARS-CoV-2 rS protein (approximately 200-fold excess
relative to the human dose of 5 pg on a weight-adjusted basis) with 10 pug Matrix-M1 adjuvant (approximately 40-
fold excess relative to the human dose of 50 pg on a weight-adjusted basis). No vaccine-related adverse effects
on fertility, pregnancy/lactation, or development of the embryo/fetus and offspring through post-natal Day 21
were observed.

6 PHARMACEUTICAL PARTICULARS

List of Excipients

The excipients used in the manufacturing of COVOVAX™ are listed below:
Adjuvant Matrix-m1

Disodium hydrogen phosphate heptahydrate

Sodium dihydrogen phosphate monohydrate

Sodium chloride

Polysorbate 80

Water for Injections

o
N

6.2 Incompatibilities
In the absence of compatibility studies, this vaccine must not be mixed with other medicinal products, vaccines
ordiluted.

6.3 Shelf-life
The expiry date of vaccine is indicated on the label and packaging.
Once opened (first needle puncture) multi-dose vials should be used as soon as practically possible and within
6 hours when kept between +2°C and +25°C. All opened (punctured) multidose vials of COVOVAX™ should be
discarded at the end of immunization session or six hours after the first needle puncture, whichever comes first.

6.4 Special Precautions for Storage
Store in a refrigerator (+2°C to +8°C). Do not freeze. Keep vials in outer carton to protect from light.
Discard if vaccine has been frozen.

Opened multidose vial (after the first use)
For storage conditions after the first opening of the medicinal product, see section 6.3.

6.5 Nature and Contents of Container
COVOVAX™ is supplied as ready to use liquid in rubber-stoppered single and multidose vial in below listed
presentations
1 dose - 0.5 ml per vial
2 dose - 1 ml per vial
10doses - 5 ml per vial
20 doses - 10 ml per vial
Not all pack sizes may be marketed.

6.6 Instructions for Use, Handling and Disposal
Administration:
COVOVAX™ s a Colourless to slightly yellow, clear to mildly opalescent, free to practically free from visible
particles. The vaccine should be discarded if particulate matter or differences in the described appearance are
observed.
Do not shake the vial.
Each vaccine dose of 0.5 ml is withdrawn into a syringe for injection to be administered intramuscularly. Use a
separate sterile needle and syringe for each individual. It is normal for liquid to remain in the vial after
withdrawing the final dose. When low dead volume syringes and/or needles are used, the amount remaining in
the vial may be sufficient for an additional dose. Care should be taken to ensure a full 0.5 ml dose is
administered. Where a full 0.5 ml dose cannot be extracted, the remaining volume should be discarded. Do not
pool excess vaccine from multiple vials.
The vaccine does not contain any preservative. Aseptic technique should be used for withdrawing the dose for
administration.
After the first opening, multi-dose vials should be used as soon as practically possible and within 6 hours when
kept between +2°C and +25°C. Discard any unused vaccine.
To facilitate the traceability of the vaccine, the name and the batch number of the administered product must
be recorded for each recipient.
Disposal
Any unused vaccine or waste material should be disposed off in accordance with local requirements.
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