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

Whole Virion,
Inactivated Coronavirus
(SARS-CoV-2) Vaccine

COVAXIN

1. NAME AND DESCRIPTION OF THE MEDICINAL PRODUCT:
COVAXIN® (Whole Virion Inactlvaled Coronavirus (SARS CoV 2) Vaccme) is a white to off

white, free from parti 6ug of Whole
Vlnon Inaolwated Coronavirus (SARS-CoV-2) Antigen (slraln NIV 2020-770) that provides
with =110 Mean Titer (GMT).

2. QUALITATIVE AND QUANTITATIVE COMPOSITION:

Each dose of 0.5mL contains:

Whole Virion, Inactivated Coronavirus (SARS-CoV-2) Antigen
(Strain: NIV-2020-770) ..... 6 ug (= 110 Geometric Mean Titer (GMT))

Hydroxide Gel equit Al 0.25mg
TLR7/8 Agonist 15 ug
2-F 25mg

Phosphate Buffered Saling ............ccccc.cooeerivnicnrviinens q.5.t00.5mL
3. PHARMACEUTICAL FORM
Sterile suspension for injection

4. CLINICAL PARTICULARS

4.1 Therapeutic indication

COVAXIN® is indicated for active immunization against SARS-CoV-2 virus infection
forage 218 years as per New drug permission.

The vaccine is also permitted to use for the age group of >12 to 18 years for restricted use in
anemergency situation in public interest.

4.2 Posology and method of administration.

COVAXIN® should be administered as two doses on Day 0 and Day 28.

Method of administration: Intramuscular injection (IM).

Itis recommended that individuals who receive a first dose of COVAXIN® should complete
the vaccination course with second dose of COVAXIN® only.

4.3 Contraindications
 Hypersensitivity to any constituents of the vaccine.

4.4 Special warnings and precautions for use

* Do not administer intravenously, intradermally, or subcutaneously.
o Like all other vaccines, supervision and appropriate medical treatment should
always be available to treat any anaphylactic reactions following immunization.
Concurrent illness: As with other vaccines, administration of COVAXIN® should be
postponed in individuals suffering from an acute severe febrile illness/acute
infection.

Thrombocytopenia and coagulation disorders: As with other intramuscular injections,
COVAXIN® should be given with caution to individuals with thrombocytopenia, any
coagulation disorder or to persons on anl\coagulanon therapy, because bleeding or

4.8 Undesirable effects

Clinical Trial Experience

Safety of the COVAXIN® vaccine was evaluated in the Phase 1, Phase 2 and ongoing
Phase 3 studies.

Phase 1 clinical trial” (Age: 18-55 Years)
The Phase 1 clinical trial was conducted in India among 375 healthy adult volunteers. The
first 50 participants enrolled were monitored for 7 days after vaccination, and on the basis of
the independent data safety monitoring board review of masked safety data, the trial was
allowed to continue with of the into all groups.
Participants were randomly assigned to receive either one of three vaccine formulations &)
Hg with Algel-IMDG, 6 pg with Algel-IMDG, or 6 pg with Algel) or an Algel only control
vaccine group.After both doses, solicited local and systemic adverse reactions were
reported by 17 (17%; 95% CI 10.5-26.1) participants in the 3 g with Algel-IMDG group, 21
(21%; 13.8-30.5) in the 6 pg with Algel-IMDG group, 14 (14%; 8.1-22.7) in the 6 pg with
Algel group, and ten (10%; 6.9-23.6) in the Algel-only group. The most common solicited
adverse events were injection site pain (17 [5%] of 375 participants), headache (13 [3%]),
fatigue (11 [3%]), fever (9 [2%)]), and nausea or vomiting (7 [2%]). All solicited adverse
events were mild (43 [69%] of 62) or moderate (19 [31%]) and were more frequent after the
first dose. One serious adverse event of viral pneumonitis was reported in the 6 pg with
Algel group, unrelated to the vaccine.

Phase 2 clinical trial”(Age: 12-65 years)

The Phase 2 clinical trial was conducted in India among 380 adolescents and healthy adult
volunteers. Participants were randomly assigned (1:1) to receive either 3 ug with Algel-
IMDG or 6 ug with Algel-IMDG. After both doses, the most common solicited adverse
events were injection site pain, reported in 5 (2.6% [95% CI 0.9-6.0)) of 190 participants in
the 3 pg with AigellMDG group and 6 (3.2% [1.2-6.8]) of 190 participants in the 6 g with
Algel-IMDG group. Most adverse events were mild (69 [89%)] of 78 participants) and
resolved within 24 h of onset. At 7 days after the second dose, solicited local and systemic
adverse reactions were reported in 38 (20.0% [14.7-26.5]) of 190 participants in the 3 pg
with Algel-IMDG group and 40 (21.1% [15.6-27.7]) of 190 participants in the 6 pg with
Algel-IMDG group. No association between the dose of vaccine and the number of adverse
events was observed. The most common adverse event n the phase 2 trial was pain at the
injection site, followed by headache, fatigue, and fever. No severe or life-threatening (i.e.,
grade 4 and 5) solicited adverse events were reported. No significant differences in safety
were observed between the two groups.

No significant difference in the proportion of participants who had a solicited local or
systemic adverse reaction in the 3 g with Algel-IMDG group (38 [20.0%; 95% CI
14.7-26.5] of 190) and the 6 g with Aigel-IMDG group (40 [21.1%; 15.5-27.5] of 190) was
observed on days 0-7 and days 28-35; no serious adverse events were reported in the
study.

Phase 3 clinical Trial® (Age: > 18 Years)

Safety

BBV152 an safety and profile in adult's 218 years
of age, including adult's 260 years ofage (including those with comorbidities associated
with an increased risk of progressing to severe/critical COVID-19). In line with other
inactivated vaccines, hypersensitivity reactions following immunization with BBV152 were
rare and usually Severe allergic reactions have not been
reported in BBV152 clinical studies o date.

Atotal of 5959 adverse events (AE's) were reported by 3194 subjects, with a comparable
proportion (12.4%) of subjects experiencing at least one AE in the BBV152 and placebo
groups. The AEs reported in the BBV152 group were mild (11.2%), moderate (0.8%), or
severe (0.3%) and were comparable to the placebo group (mild [10.8%], moderate [1.1%],
and severe [0.4%]). A total of 106 serious adverse events (SAE's) were reported by 99
subjects in the study; 40 events in the BBV152 group and 66 events in the placebo group.
Overall, the placebo group (60 [0.47%] subjects) had a higher incidence of SAE’s as
compared to the BBV152 group (39 [0.30%] subjects). Only one SAE (Immune
thrombocytopema) under the System Organ Class of 'blood and lymphatic disorders' was

bruising may occur following an in these il
. Immunocompromlsed individuals: It is nol known whether |nd|wdua\s with impaired
immune resp , including receiving

therapy, will elicit the same response as immunocompetent individuals to the
vaccine regimen. Immunocompromised individuals may have relatively weaker
immune response to the vaccine regimen.

Interchangeability: No data are available on the use of COVAXIN® in persons that
have previously received partial vaccine series with another COVID-19 vaccine.
Vaccinees should remain under medical supervision for at least 15minutes after
vaccination.

Before administration, the vaccine vial should be shaken well to obtain a uniform, whitish
opalescent suspension. Vial should be visually checked for the presence of any particulate
matter or other colouration, if any, prior to its administration. If in doubt, do not use the
contents of the vial. COVAXIN® should not be mixed with other vaccines.

4.5 Interaction with other medicinal products
No interaction studies have been
with other medicinal products have not been studled.

of COVAXIN®

4.6 Pregnancy and Lactation

Pregnancy

Limited data exists with use of COVAXIN® in pregnant women. For additional information
pleaserefer section 5.3.4.

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

4.7 Effects on ability to drive and use machines

No studies on the effect of COVAXIN® on the ability to drive and use machines have been
performed.However, some of the adverse reactions mentioned under section 4.8 may
temporarily affect the ability to drive or use machines.

related to BBV152 administration. There were 15 deaths in the study, none of
which were considered by the investigators to be related to BBV152 or placebo; 6 deaths
were reported to be related to COVID-19. In the BBV152 group, there were 5 deaths all due
to causes unrelated to vaccination.

These causes included haemorrhagic stroke, metastatic ovarian cancer, cardiac arrest,
COVID-19and sudden cardiac arrest/intracranial haemormage (unconfi irmed). Ten deaths
in the placebo group were due to unrelated and included

failure, cardiac arrest probably due to acute coronary syndrome and with underly\ng
hypertension, COVID-19 (5 subjects), 1 death with unknown cause and symptoms of
headache, and 2 deaths which remain to be determined.

No anaphylactic events were reported.

9% of subjects at least one solicited AE within 7 days post
vaccination; overall incidence rates of solicited AE’s were lower after Dose 2 (4.3%
subjects) than Dose 1 (5.9% subjects) and tended to be slightly higher in the BBV 152 group
than the placebo group. Among the local or systemic solicited AE's, only local injection pain
was reported with an incidence >1% after both dose and an overall combined incidence of
about 4% across groups. Similar proportions of subjects in BBV152 (3.04%) and placebo
(2.78%) groups reported local pain after the first dose, falling to 1.81% and 1.62% subjects
after the second dose, respectively. Other frequently reported local AE's included injection
site erythema, injection site induration, and injection site swelling, reported by < 0.3% of
subjects in any group after either dose.

Solicited systemic AE were reported less frequently in 2.57% and 1.92% subjects after
Dose 1; and in 1.8% and 1.6% subjects after Dose 2 in the BBV152 and placebo groups,
respectively. The most frequent solicited systemic AE overall was headache, followed by
pyrexia, fatigue and myalgia; all with incidences below 1% in both groups. A total of 767
unsolicited AE's was reported from 450 subjects; 1.76% in the BBV152 group and 1.74% in
the placebo group. All unsolicited AE's occurred in <1% of subjects with a comparable
incidence between BBV152 and placebo groups; the most common events were pyrexia,



cough, headache, and oropharyngeal pain. Immediate AE’s within 30 minutes were
observedinonly 0.1 % of subjects post Dose 1 and 0.04% of subjects post Dose 2. Ahigher
number ofimmediate AE’s within 30 minutes post-dose were observed in the placebo group
(29 events, 23 subjects) as compared to the BBV152 group (14 events, 12 subjects); most
of these immediate AE's occurred post Dose1. The proportion of subjects experiencing any
MAAE's and AESI's were comparable between the BBV152 and placebo groups. Adverse
events led to discontinuation of study intervention in overall 19 subjects -13 subjects in the
BBV152 group and 6 subjects in the placebo group. Overall, BBV152 exhibited a good
reactogenicity profile with similar rates of solicited, unsolicited, and serious adverse events,
andAESI'sinBBV152 and placebo groups.

Data on medically attended adverse events (MAAE's), serious adverse events (SAE’s) and
deaths were collected from all 25,798 participants who received a study vaccination and
will continue to be collected for a total of 1 year.

Adverse reactions observed during clinical studies are listed below by the

Most of the adverse effects were mild in nature and resolved. Majority of the adverse
events, about 78.6% resolved within 24 hours. These 374 adverse events were reported in
222 volunteers, which s about 42.2% of the total volunteers

Adverse reactions observed during clinical studies are listed below by the
frequency categories as:
Very common 1 (2110)

Common : (211100 to <1/10)
Uncommon : (21/1000 to <1/100)
Rare : (21/10000 to <1/1000).

Adverse Events observed with BBV152 in Phase 2/3 clinical trial in pediatric age
group (<18 to 22 years of age):

Adverse reactions

A MedDRA System |
frequency categories as: Organ Class AN | <18 to 212 years <12to26years | <6to>2years
Very common :(=110) of age of age of age
Common + (217100 to <1/10) Eye disorders Uncommon | Ocular hyperaemia | Eye pain Ocular hyperaemia
Uncommon : (21/1000 to <1/100)

Rare +(21/10000 to <1/1000). i Common |- Vomiting
disorders Nausea, Abdominal
Adverse Events observed in Phase 3 clinical trial of BBV152: Uncommon | Vomiting, Diarrhoea | discomfort, -
Abdominal pain
MedDRA System Organ Class | Frequency Adverse reactions Very Injection site pain, Injection site pain, | Injection site pain,
Common | Pyrexia Pyrexia Pyrexia
Uncommon Nausea Generaldisorders and | g‘ﬁgﬂaecw Injection site
Gastrointestinal disorders admstaton ste Ste sweling erythema
Uncommon Diarrhoea
Tendemess, Injocton site
Uncommon |- Asthenia, decreased| |10 (O o

Injection site pain, Pyrexia,

Common Fatigue
General disorders and - Injection site erythema, Injection
administration site conditions site induration, Injection site
Uncommon P p
swelling, Injection site pruritus,
Chills
Common Myalgia

Musculoskeletal and connective
tissue disorders

Uncommon Arthralgia

Common Headache
Nervous system disorders

appeil, Fatigue. | eling. Faigue

Common | Arthralgia
Musculoskeletal and
connective tissue
disorders Musculoskeletal
Uncommon | Pain in extrernity stifiness, Pain in
extremity

Very

common Headache

Nervous system
disorders

Common Headache

Uncommon Dizziness

Respiratory, thoracic and Common Cough

mediastinal disorders

Uncommon | Oropharyngeal Pain

Skin and subcutaneous tissue .
disorders Uncommon | Pruritus

Based on a safety review conducted by the National AEFI (Adverse Event Following
Immunization) Committee to the Ministry of Health & Family Welfare, after administration of
6,784,562 doses of BBV152, there were no potential thromboembolic events reported
through the CO-WIN platform.

Phase 2/3 clinical Trial in pediatric age group (<18 to >2 years of age):

Safety:

Atotal of 525 subjects of either gender of ages between <18 to 22 years were vaccinated in
three age groups in age de-escalation manner, 175 in each group. Group 1 (<18 to 212
years ofage), Group 2 (<12 to 26 years of age) and Group 3 (<6 to >2 years of age).

Adverse events after 1" dose:

« Among the subjects who were administered the first dose, a total of 244 adverse
events were reported. Of the 244 adverse events reported, 232 were solicited adverse
eventsand 12 were unsolicited adverse events.

Among the 244 adverse events recorded, 22 adverse events were reported
immediately within 2 hours of vaccination and 222 adverse events were reported
within 7 days of vaccination.

160 adverse events were local and 84 adverse events were systemic.
A total of 240 adverse events were Mild and 4 adverse events were Moderate in
severity.

Adverse events after 2* dose:

« Among the subjects who were administered the second dose, a total of 130 adverse
events were reported. Of the 130 adverse events reported, 127 were solicited adverse
events and 3 were unsolicited adverse events.

Among the 130 adverse events recorded, 10 adverse events were reported
immediately within 2 hours of vaccination and 120 adverse events were reported
within 7 days of vaccination.

100 adverse events were local and 30 adverse events were systemic
A total of 128 adverse events were Mild and 2 adverse events were Moderate in
severity.

« Noserious adverse eventwas reported in the study.

Allthe 374 adverse events were either mild or moderate in severity, and pain at the injection
site was the most commonly reported adverse event. The other common adverse events
that were reported are fever, headache, body pains, redness at injection site, swelling at
injection site, fatigue, vomiting, cough, itching, redness of eye, shoulder pain.

Respiratory, thoracio
and mediastinal Uncommon
disorders

Oropharyngeal pain, | Cough,
Sneezing Nasopharyngitis

Skin and
subcutaneous tissue | Common - Pruritus
disorders

4.9 Overdose:

Thereis no specific treatment for an overdose with COVAXIN®, In the event of an overdose,
the individual should be monitored and provided with symptomatic treatment as
appropriate.

5.PHARMACOLOGICAL PROPERTIES

5.1. Pharmacodynamic properties

COVID-19 disease is caused due to SARS-CoV-2 virus infection. COVAXIN® has been
studied in Phase 1and 2 clinical studies for safety and i icity and found to be safe
and immunogenic. In the ongoing Phase 3 trial, COVAXIN® has been shown to prevent
COVID-19 following 2 doses of vaccine given 4 weeks apart based on the interim analysis
showing vaccine efficacy to be 77.8%. The duration of protection against COVID-19 is
currently unknown.

Immune Response and Efficacy
COVID-19 disease is caused due to SARS-CoV-2 virus infection.

Immunogenicity studies in humans;
Phase 1 clinical trial’
The Phase 1 trial showed seroconversion rates (%) were 91.9% in the 6 ug with Algel-
IMDG post dose 2. Post 28 days second-dose Geometric mean titres (GMTs) were 66.4
[95% Cl1 53.4-82.4] in the 6 ug Algel-IMDG group based on MNT,,. CD4+ and CD8+ T-cell
responses were detected in a subset of 8 participants from 6 pg Algel-IMDG groups.
Additionally, IgG using ELISA assays were determined against spike (S1) glycoprotein,
ptor-binding domain, and id protein of SARS-CoV-2 increased rapidly after
the administration of the two-dose regimen. The mean isotyping ratios (IgG1/lgG4) were
greater than 1 for the vaccinated group, which was indicative of a Th1 bias in immune
response.

Three months after dose two receipts, follow up serum samples were collected from the
Phase 1 study participants. In the 6 pg group, GMTs (MNT,,) at day 104 were 69.5 [95% CI
53.7-90.0]. Seroconversion based on MNT,, was reported in 76 (81.1% [95% CI
71.4-88.1]) participants in the 6 g with Algel-IMDG group. This suggests that GMTs were
maintained after 28 days post dose two and 104 days. T-cell memory responses were also
evaluated and found to be persistent among phase 1 vaccine recipients.

Phase 2 clinical trial”

In the phase 2 trial, for the 6 pg Algel-IMDG group similar results were found with GMTs
plaque reduction neutralization test (PRNT,,) at day 0 of 0.10 [95% CI 0.09-0.11], which
then increased to 1970 (95% Cl 155.6-249.4) at day 56. Seroconversion based on
PRNT,, at day 56 was reported in 174 (98.3% [95% Cl 95.1-99.7]) of 177 participants.
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