


1. NAME OF TIIE MEDICINAL PRODUCT

COVID-19 Vaccine AstraZeneca. solution for mjection in multidose container
COVID-19 Vaccine (ChAJOXI-8 [recombinant])

The vaccine fulfils WHO requirements for COVID-19 vaccine.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One dose (6.5 mb) contains:

COVID-19 Vaccine (ChAdOx1-S" recombinant), not less than 2.5 = 10% infectious wnits {Inf.L),
which corresponds 10 5 x 10" viral particles (vp)

"Recombinant, replication-deficient chintpanzee adenovirus vector encoding the SARS-CoV-2 Spike
(8) glycoprotein. Produced in genetically modified human embrvonic kidney (HEK) 293 cells.

This product contains genetically modificd organisms (GMOs).

For the full list of excipients, see section 6.1,

3. PITARMACEUTICAL FORM
Solution for injection.

The solution is colourless 1o slightly brown, clear to slightly opuque and particte free with a pH of 6.6.

4. CLINICAL PARTICULARS
4.1  Therapeutic indieations

COVID-19 Vaccine AstraZeneca is indicated for active inununisation of individuals =18 vears old for
the prevention of coronavirus diseasc 2019 (COVID-1 9) (see sections 4.4 and 5.1).

The use of the vaccine should be in accordance with official recommendations.
4.2  Posology and method of administration

COVID-19 Vaccine AstraZeneca should be adminisiered by a trained healthcare proftssionai.

Posalogy
The COVID-19 Vaccine AstraZeneca vaccination course consists of two separate doses of 6.5 ml

each, The second dose should be administered between 4 and 12 weeks after the first dose (see
section 5.1).

It is recommended that individuals wha receive a first dose of COVID-19 Vaccine AstraZeneca
complete the vaccination course with COVID-19 Vaccine AstraZeneca (see section 4.3},

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

Paediatric population
The safety and efficacy of COVID-19 Vaccine AsuraZeneca in children and adolescents (aged
<18 years old) have nol vet been established. No data are available.



Method ot administration
COVID-19 Vaccine AstraZeneca is for intramuscular (TM) injection only, preferably in the deftoid
muscle,

For instructions on administration, see section 6.6.
4.3  Contraindications
Hypersensitivity 10 the active substance or to any of the excipicnts listed in section 6. 1.

Patients who have experienced major venous andsor arterial thrombosis in combination with
thrombocytopenia following vaccination with any COVID-19 vaccine,

4.4  Speeial warnings and precautions for use

Traceability
In order 10 improve the traceability of biological medicinal products. the name and the batch number
of the administered product should be clearly recorded.

Hypersensitivity including anaphviaxis

Hypersensitivily reactions including anaphyTaxis and angioedema have occurred following
administration of COVIN-19 Vaccine AstraZeneca.

Appropriate medical treatment and supervision should always be readily available in case of an
anaphylactic event following the administration of the vaccine. Close observation for at Jeast

15 minutes is recommended following vaccination. A second dose of the vaccine should not be given
to those who have experienced a severe hypersensitivity reaction to the first dose of COVID-19
Vaccine AstraZencca.

Concurrent jllness

As with other vaccines, administration of COVID-19 Vaccine AstraZeneca should be postponed in
individuals suffering from an acute severe {ebrile illness. Howcver, the presence of a minor infection,
such as cold, and/or low-grade fever should not delay vaccination.

Thromboembolism and thrombocyiopenia

A very rare and serious combination of thrombosis and thrombocytopenia, in some cases accompanied
by bleeding, has been observed following vaccination with COVID-19 Vaccine AstraZencca during
post-authorisation use. This includes cases presenting as venous thrombaosis, including unusual siges
such as cerebral venous sinus thrombosis, splanchnic vein thrombosis, as well as arterial thrombasis,
concomitant with thrombocytopenia. The majority of the events occurred within the first 14 days
following vaccination and some events had a fatal outcome.

In individuals with risk factors for thromboembolism and/or throntbocytopenia the benefits and
potential risks of vaccination should be considered.

Healthcare professionals should be alett to the signs and symptoms of thrombeembolism and
thrombocytopenia, as well as coagulopathies. Vaccinated individuals should be instructed to seek
immediate medical attention if they develop symptoms such as a severe or persistent lieadaches,
blurred vision, confusion, seizures, shortness of breath, chest pain, leg swelling, feg pain, persistent
abdominal pain or unusuat skin bruising and or petechia a few days after vaccination.

Risk of bleeding with intramuscular administration

As with other intramuscular injections, COVID-19 Vaccine AstraZeneca should be given with cantion
to individuals with thrombocytopenia, any coagulation disorder or to persons on anticoagulation
therapy, because bleeding or bruising may oceur following an intramuscular administration in these
individuals.
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Neuwrological events

Very rare events of demyelinating disorders have been reported following vaccination with COVIN-19
Vaccine AstraZeneca. A causal relationship has not been established.

As with other vaccines, the benefits and potentiaf risks of vaccinating individuals with COVID-19
Vaccine AstraZeneca should be considered.

Immunocompromised individuals

't 15 not known whether individuals with impaired inmune respansiveness, including individuals
receiving immunosuppressant therapy, will elicit the same response as immunocompetent individuals
to the vaccing regimen.

Duration and {evel of protection

The duration of protection has not yet been established.

As with any vaccine, vaccination with COVID-19 Vaccine AstraZeneca may not protect all vaceine
recipients.

Interchangeability
There are no safety, immunogenicity or efficacy data to support interchangeabitity of COVID-19
Vaccine AstraZeneca with other COVID-19 vaccines.

Sodium
This medicinal product contains fess than | mmol sodium (23 mg) per dose, and is considered to be
essentially sodium-frec.

4.5 Interaction with other medicinal products and other forms of interaction

The safety. immunogenicity and efficacy of co-administration of COVID-19 Vaccine AstraZeneca
with other vaccines have not been evaluated.

4.6 Fertility, preguancy and lactation

Pregnancy
There is a fimited amount of data from the use of COVID-19 Vaccine AstraZeneca in pregnant

women, or women who became pregnant after receiving the vaccine. The data are insuffiejent to
inform on vaccine-associated risk.

Animal reproductive toxicity studies have not been cornpleted,

As a precautionary measure, vaccination with COVID-19 Vaccine AstraZeneca is nol recommended
during pregnancy, Use of COVID-19 Vaccine AstraZeneca in pregnant women should be based on an
assessment of whether the benefits of vaccination outweigh the potential risks.

Breastfeeding
There are no or iimited data from the use of COVID-19 Vaccine AstraZeneca in factating women. A

risk to breastfed newborns/infants cannot be excluded.

As a precautionary measure, it is preferable to avoid vaccination with COVID-19 Vaccine
AstraZeneca when breastfeeding,

Fertility
1t is unknown whether COVID-19 Vaccine AstraZeneca may impact fertitity. No data are avajlable.

4.7  Effects on ahility to drive and nse machines
COVID-19 Vaccine AstraZeneca has no or negligible influence on the ability to drive and use

machines. However, some of the adverse reactions mentioned under section 4.8 may temporarily
affeet the ability to drive or use machines.



4.8 Undesirahle effects

Summary ef the safety profike

The overall safety of COVID-19 Vaccine AstraZencea is based on an analysis of pooled data from
four clinicat trials conducted in the United Kingdom, Brazi!. and South Africa. At the time of aualysis,
24,244 participants > 18 years old had been randomised and reccived either COVID-19 Vaccine
AstraZencca or control. Qut of these, 12.282 received at least one dose of COVID-19 Vaccine
AstraZeneca, with a median duration of follow-up of 4.5 months.

Demographic characteristics were generally similar among participants who received COVID-19
Vaccine AstraZeneca and those who received control. Overall, among the participants who recetved
COVID-19 Vaccine AstraZeneca, 89.8% were aged 18 to 64 years and 10.2% were 65 years of ape or
older. The majority of recipients were White (75.5%), 9.8% were Black and 3.7% were Asian: 55.8%
were female and 44.2% male.

The most frequently reported adverse reactlons were injection site tenderness {>60%}; injection site
pain. headache, fatigue (>50%); myalgia, malaise (>40%); pyrexia, chills (=30%); and arthralgia,
nausea {>20%). The majority of adverse reactions were mild to moderate in severity and usually
resolved within a few days of vaccination.

Following vaccination, recipients may experience multiple adverse reactions occurring at the same
time (for example, inyalgia/arthralgia, headache, chills, pyrexia and malaise). If a recipient reports
persistent symptoms, aliernative causes should be considered.

When compared with the first dose, adverse reactions reported afier the second dose were milder and
reported less frequently,

Adverse reactions were generafly milder and reported less frequently in older adulis (265 years old).
Analgesic and/or anti-pyretic medicinal products (e.g. paracetamol-containing products) may be used
to provide symptainatic relief from post-vaccination adverse reactions.

Tabulated list of adverse reactions

Adverse drug reactions (ADRs) are organised by MedDRA System Organ Class (SOC). Within each
SOC, preferred terms are arranged by decreasing frequency and then by decreasing seriousness,
Frequencics of occurrence of adverse reactions are defined as: very commaon (>1/10); common

(= 1100 to <1/10); uncommon (= 1/1.000 to <1/{00); rare (>1/10.600 10 <1/1000); very rare
(+:1/10,000) and not known (cannet be estimalcd from available data).

Table 1 Adverse drug reactions
MedDRA SOC Frequency Adverse Reaetions
Blood and lymphatic system Uncommon Lymphadenopathy*
disorders
Immune system disorders Not known Anaphylactic reaction®
Nervous system disorders Very common Headache
Uncommon Dizziness®
Sonmnolence?
Vascular disorders Very rare Thrombosis in combination with
thrombocylopenia*
Gastrointestinal disorders Very comimon Nausea
Common Vomiting
Diarrhoea®
Uncommon Abdominal pain®




MedDRA SOC Frequeney Adverse Reaetions

Skin and subcutancous tissue Uncommon Hyperhidrosis®
disorders MPruritus®
Rash?
Unticaria®
Not known Angioedema®
Musculoskeletal and connective Very common Myalpia
tissue disorders Arthralgia
Common Pain in extremity®
General disorders and administration Very common Injection site tenderness
site conditions Injection site pain

Injection site warmth
Injection site pruritus
Fatigue

Malaise

Pyrexia®

Chills

Common Injection site swelling
Injection site erythema
Influenza-like illness®

* Unsalicited adverse reactions

® Idemified from post-authorisation experience

¢ Pyrexia includes feveristmess {very common} and fever »38°C (common}

*A very rare and serious combination of thrombosis and thrombocytopenia (with a frequency less than 1/160,000),
in some cases accompanied by bleeding. has been observed. This includes cases presenting as venous thrombaosis,
including unusual sites sich as cerebral venous sinus thrombosis, splanchnic vein thrombosis, as well as arterial
thrombosis. concoinitam with thrombocytopenia (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the bencfitfrisk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting systemn or
WwWw.covax.azeovid-1%.com.

4.9 Overdose

Experience of overdose is limited.

There is no specific freatnient for an vverdose with COVID-19 Vaccine AstraZeneca. In the event of
an overdose, the individual should be monitored and provided with symptomatic treatment as
appropriate,

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmaeodynamie properties

Pharmacotherapeutic group: Vaccine, other viral vaccines, ATC code: JOTBX03

Mechanism of action

COVID-19 Vaccine AstraZeneca is a monovalent vaccine composed of a single recombinant,
replication-deficient chimpanzee adenovirus (ChAdOXx I} vector encoding the S giycoprotein of

SARS-CoV-2. Following administration, the S glycoprotein of SARS-CoV-2 is expressed locally
stimulating neutralizing antibody and cellular immune responses.




Clinical efficacy

Primary unalvsis of pooled data from COVOOI, COVOO2, COTO03, and COTOUS

COVID-19 Vaccine AstraZeneca has been evaluated based on pooled data [rom four on-going
randomised, blinded. controlled trials: a Phase I/1] Study. COVOO1, in healthy adults 18 1a 55 years of
age in the UK; a Phase II/11] Study. COV002. in adults 218 years of age (including the elderly) in the
UK; a Phase 11T Study, COV003. in aduits >18 years of age (including the elderly) in Brazil: and a
Phase I/} study, COV003, in adults aged 18 to 65 vears of age in South Africa. The studies excluded
participants with severe and/or uncontrolled cardiovaseular, gastrointestinal, liver, renal.
endocrine/metabolic disease, and neurologicai illnesses: as well as those with severe
immunosuppression. All participants are planned to be followed for up to 12 months, for assessments
of safety and efficacy against COVID-19 disease.

In the pooled analysis for efficacy, participants 18 years of age received two doses of COVID-19
Vaccine AstraZeneca (N=8,597) or control (tneningococcal vaccine or saline) (N=8.581 ). Participants
randownised to COVID-19 Vaccine AstraZeneca received either two standard doses [SD] (5 x 10 vp
per dose) or one tow dose [1.D] (2.2 x 10" vp) followed by one SD (5 x 10°vp), administered via IM
injection. Overall. the majority of participants {83.8%) received two SD.

Because of logistical constraints, the interval between dose [ and dose 2 ranged from 3 to 28 weeks,
with 77.0% of participants receiving their two doses within the interval of 4 to 12 wecks.

Baselinc demographics were weli balanced across COVID-19 Vaceine AstraZeneca and control
treatment groups. In the pooled anaiysis, among the partieipants who received COVID-19 Vaccine
AstraZeneca, 91.8% of participants were 18 to 64 years old (with 8 2% aged 65 or older): 56.0% of
subjects were female; 74.9% were White. 3.7% were Asian, and -10.1% were Black. A total of 3.056
(35.5%) participants had at least one pre-existing eomorbidity (defined as a BMI >30 kg/m?,
cardiovascular disorder, respiratory disease or diabefes). At the time of primary analysis the median
foltow up time post-dose 1 and post-dose 2 was 4.7 months and 2.7 months, respectively.

Final determination of COVID-19 cases were made by an adjudication committee, who also assigned
disease severity according to the WHO clinical progression scale. A total of 332 participants had
SARS-CoV-2 virologically confirmed COVID-19 occurring =135 days post second dose with ar least
one COVID-19 symptom (objective fever {(defined as >37.8°C), cough. shortness of breath, anosmia,
or ageusia) and wete without evidence of previgus SARS-CoV-2 infection. COVID-19 Vaccine
AstraZeneca significantly decreased the incidence of COVID-19 compared to control (see Table 2).



Tuble 2 COVID-19 Vaccine AstraZeneca efficacy against Covin-19°

COVID-19 Vaecine Control
AstraZeneca Yaccine

Popnlation Number of Number of efficacy %

N COVID-1Y N COVID-19 (95% CI)

cases’, n (%) cases’, n (%)
Primary analysis population
Overall 8,597 84 {0.98) 8.581 248 (2.89) 66.73
(SDSD + LDSD) ’ ) ) T (5741, 74.01)
Licensing regimen
SDSD 7201 74 (1.03) 7,179 9774 | PP (7,531)'8"

N =Number of subjects included in eaeh group; n = Number of subjccts having a confirmed cvent; C1 =
Confidence Interval; LD = Low dose; SD = Standard dose

* Primary study endpoim was based on confirmed COVID-19 cases in subjects aged 18 years and over who were
seronegative af baseling, who had received two doses (SDSD or LDSD) and were on-study >15 dJays post second
dose.

* Virologically confirmed SARS-CoV-2 and at least anc of the following symptorns: objective fever (defined as
237.8°C), cough. shortness of breath, anosmia, or ageusia. Confirmed by adjudication committee.

The levei of protection gained from cne SD of COVID-19 Vaceine AstraZeneca was assessed in an
exploratory anaiysis that included participants who had received one dose of SD. Participants were
censored [rom the analysis at the carliest tinie point of when they received a second dose orat 12
weeks post-dose 1. In this population, vaceine efficacy from 22 days post dose | was 71.42%
(95% C1:51.11; 84.08 [COVID-19 Vaceine AstraZeneca [8/9.335 vs control 63/9,312]).

Exploratory anaiyses showed that increased vaccine elficacy was observed with increasing dose
interval, see Table 3.

Table 3 COVID-19 Vaccine AstraZencca efficacy by dosing interval®
COVID-19 Vaccine Control
AstraZeneca Vaeeine
Dosing interva] Number of Number of efficacy %
N COVID-19 N COVID-19 (95% CI)
cases”, n (%) cases”, n (%)
<6 weeks 3,905 35 (0.90) 3.871 76 (1.96) 2309
) ’ ' (32.99, 69.90)
6-8 weeks 1,124 20 (1.78) 1,023 44 (4.30) 31 é;?ﬁ_zs}
. - 3 (326 72.25
9-11 weeks 1,530 14 (0.92) 1.594 52 (3.26) (49.95. 84.61)
>12 weeks 2,038 15 (0.74) 2.093 76 (3.63) 79.99
- ’ ’ ’ (65.20, 88.50)

N = Number of subjeets included in each group: n= Number of subjects having a confirnned event; Cl =
Confidence Interval; LD = Low dose; SD = Standard dose

* Primary study endpoint was hased on conlirmed COVID-19 eases in subjects aged 18 years and over who were
seronegative af baseling, who had received two doses {SDSD or 1.DSD) and were on-study =15 days post second
dose.

® Virologically confirmed SARS-CoV-2 and a1 teast one of the following symptoms: objective fever (defined as
>37.8°C), eough, shortness of breath, anosmia, or ageusia. Conlirned hy adjudication committee.

Efficacy against COVID-19 hospital admission and severe COVID-19 disease
COVID-19 Vaccine AstraZeneea reduced COVID-19 hospitalisation (WHO Severity grading >4).

In participants who had received two doses of COVID-19 Vaccine AstraZeneca (SI3SD + LDSD, >15
days post-duse 2} as compared to control. there were 0 {(N=8.597) vs 9 (0.10%: N=8.581) cases of




hospitalised COVHI-19. respectively. Corresponding to a vaccine efficacy of 100% (97.5% CI: 50.19;

Not Evaluable}.

In all participants who received $D as a first dose. as from 22 days post dose 1. the vaccine eifficacy
was HIU% (97.5% CI: 69.92: Not Evaluable) with 0 (N-9,333) cases of COVID-19 hospitalisation in
participams who received COVID-19 Vaccine AstraZeneca, when compared to 14 (0.15%, N=0 3 | 2)
cases reported for control. Two of the COVID-19 cases veported for controi (322 days post-dose 1)
were severe {WHO severity grading >6}.

Efficucy against COVID-19 in subgroups

Participants who had one or inore comorbidities had a vaccine efficacy of 62.71% [93% CI; 44.79;
74.821; 34 (1,11%) vs 93 (3.00%) eases of COVID-19 for COVID-19 Vaccine AstraZeneca
(SDSD+LDSD. 15 days post dose 2, N=3,056) and contro! (N=3,102), respectiveiy: which was
similar fo the vaccine efficacy observed in the overall population.

In participants >65 years oid who had received 2 doses of COVID-19 Vaccine AstraZeneca (SDSD +
LDSD, =15 days post-dose 2, N=703). there were 4 cases of COVID-19 compared to 8 cases for
control (N=680), corresponding to a vaccine efficacy of $1.91% [95% CI: -59.98, 85.54]). A large
proportion {86.6%) of older adults received their second dose <6 weeks after their first. In older aduits
(265 years old) who had received SD as a first dose (=22 days post-dose ). there were 6 cases of
COVID-19 for COVID-19 Vaccine AstraZeneca (N=945) compared to 13 for control (N=896), with 0
vs 2 cases in the COVID-19 Vaceine AstraZeneca and control groups, respectively, leading 1o
hospitalisation (WHO severity grading =4).

Immunogenicity

Primary analysis of pooled data from COVOOL. COV002, COVOD3, and COVODS

Following vaccination with COVID-19 Vaccine AstraZeneca, in participants who were seronegative at
baseiine, seroconversion (as measured by a >4-fold increase from baseline in S-binding antibodies)
was detnonstrated in >98% of participants at 28 days after the first dose and >99% at 28 days after the
second. Higher S-binding antibodies were observed with increasing dose interval (Table 4).

Generally similar trends were observed between analyses of neutralising antibodies and S-binding
antibodies. An immunological correlate of protection has not been established; therefore the level of
inunune tesponnse that provides proteciion against COVID-19Y is unknown,

Table 4 SARS CoV-2 8-binding antibody response to COVID-19 Vacclne AstraZeneea
(SDSD)*
Basceline” 28 days after dose 1 28 days after dose 2
Popuiation GMT GMT GMT
(95% CI) (5% CD (95% CI)
(N=1.538) (N=1,466) (N=1,511)
Overall ST 8.358.0 30,599.8
(53.8; 60.6) (7,879.2; 8,866.0) (29.137.1; 32,135.9)
Dose Interval
(N=573) {(N=578) (N=564)
<6 weeks 61.4 B8.184.5 21,384.2
(55.3: 68.0) (7,423.9; 9,023.1) {(19,750.7: 23,152 8 )
(N=339) (N=290) (N=331)
6-8 weeks 56.1 91039 28,764.8
(49.6; 63.3) (8.063.1; 10,279.1) (25.990.8; 31,834.9)
(N=331) (N=309) (N=327)
9-11 weeks 53.6 8.120.9 37,596.1
(47.5; 60.4) {7.100.2; 9.288.4) {34.494.2; 40,976.8)




Baseline” 28 davs after dose | 28 days after dose 2
Population GMT GMT GMT
(95% CI) (95% CI) (95% CI)
(IN=290) (N=289) (N=289)
=[2 weeks 54,3 8,240.7 52,3609
(47.0. 61.9) (7,254.5; 9.381.4) (47,135.2: 58,165.9)

N =Number of subjects included in eacl group; GMT = Geometric mean titre; Cl = Confidence interval; S —
Spike

3 lmnmne response evaluated using a multiplex immunoassay.

® Individuals werc seroncgative at baseline,

The immune response obscrved in participants with one or more comorbidities was consistent with the
overall population.

High scroconversion rates were observed in older adults (65 years) after the first SD (97.3% [N=149,
95% C1: 93.3; 99.3]) and the second SD (100.0% [N=156, 95% CI: 97.7: Not Evaluuble]). The
majority of older adults had a dose interval of <6 weeks. The increase in S-binding antibodies for older
aduits with a dose interval of <6 weeks (28 days after second SD: GMT=18,759.6 [N=126, 95% CI:
15,764.8; 22,523.3] was comparable to all participants who received their second dosc after an interval
of <6 weeks {sec Table 4).

n participants with serological evidence of prior SARS-CoV-2 infection at baseline (GMT=10.979.1
[N=36; 93% CI: 6,452,7; 18,680.5]), S-antibody titres peaked 28 days after dose | (GMT—139,010.4
[N=35; 95% Cl: 95,429.0; 202,495.1]) but did not mcrease further after the sccond duse.

Spike-specific T cell responses as measured by IFN-y enzyme-linked immunospot (I;LISpot) assay are
induced after a (irst dose of COVID-19 Vaccine AstraZeneca, Geonietric mean responses are
generally similar across age strata and regardless of presence of comorbidity. These do not rise further
after a sccond dose. ThI cytokines are induced by COVID-19 Vaccine AstraZeneca with cells
expressing IFN-y, EL-2, and/or TNFa which are generally similar between age categories.

Paediatric population

The safety and efficacy of COVID-19 Vaccine AstraZeneea in children and adolescents {aged
<18 vears old) have not vet been estabiished. No data are avaiiable.

5.2  Ptarmacokinctic properties

Not applicable.

5.3 Preclinical safety data

Toxicity and lecal tolerance studies

Non-clinical data obtained from toxicology and local 10ferance studies with investigational vaccines
utilising the same ChAdOXx | adenoviral vector vaceine technoiogy as COVID 19 Vaccine

AstraZeneca, concluded that the ChAdOx I technotogy was well tolerated in mice and was not
assoctated with any adverse effects,

Mutagenicity and carcinogenicity
COVID-19 Vaccine AstraZenecd is a vaccine, as such, genotoxicity (mutagenicity) and
carcinogenicity studies have net been conducted.




6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

L-Histidine

L-Histidine hydrochloride monohydrate
Magnesium chloride hexahydrate
Polysorbate 80

Ethanol

Sucrose

Sodium chloride

Disodium edetate dihydrate

Water for injections

6.2 Ineompatibilitics
In the absence of compatibility studies, this vaccine must not be mixed with ather medicinal preducts.
6.3  Shelf life

Unopened multidose vial
6 months

Opened multidose vial
Use as soon as practically possible and within 6 hours.
The vaccine should be stored between 2°C and 8°C during the in-use period.

6.4 Speeial precautions for storage

Unopened multidose vial
Store at 2-8°C,

Da not freeze.
Keep vials in outer carton to protect from light.

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

6.5  Nature and contents of eontainer

Multidose vial

3 il of solution in a 10-dose via) (clear type I giass) with stopper {elastomeric with alimminium
overseal). Packs of 10 vials,

Not all pack sizes may be marketed.

6.6 Special preeautions for disposal and other handling

Administration

COVID-19 Vaccine AstraZeneca is a colowiess 10 siightly brown. clear to siightly opaque sclution.
The vaccine should be inspected visually for particulate matter and discolouration prior to
administration. Discard the vial if the solution is discoloured or visible partictes are observed. Do not

shake the vial.

Each vaccine dese of 0.5 m) is withdrawn into a syringe for injection to be administered
intramuscularly. Use a separate sierile needle and syringe for each individual.
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Lach vial contains at least the number of doses stated. It is normal for liquid to remain in the vial alter
withdrawing the final dose. When low dead volumie svringes andior needles are used. the anount
rentaining in the vial may be sufficient for an additional dose. Care should be taken 10 ensure a Tuli
0.5 mi dose is administered. Where 4 [ull 0.5 ml dose cannot be extracted. the remaining voiume
should be discarded. Do not pooi excess vaccine from muitiple vials.

The vaccine docs not contain any prescrvative. After first dose withdrawai, use the vial as soon as
practicaliy possible and within 6 hours (stored at 2¢C 10 8°C). Discard any unused vaccine,

To facilitate the traceability of the vaccine, the nane and the batch nunber of the administered
product should be cleariy recorded for cach recipient.

Disposal
COVID-19 Vaccine AstraZeneca contains genetically modified organisms {GMOs), Any unused

vaccine ar wastc material should be disposed of in accordance with local requirements. Spilis should
be disinfecled with an appropriate antiviral disinfectant.

7. MARKETING AUTHORISATION HOLDER / EMERGENCY USE APPROVAL
HOLDER QR EQUIVAI.ENT
AstraZcneca AR

SE-151 85 Sédertiilje
Sweden

8. MARKETING AUTHORISATION NUMBER(S) EMERGENCY USE APPROVAL OR
EQUIVALENT

9. DATE OF FIRST AUTHORISATION

Date of first authorisation: 15 February 2021

i},  DATE OF REVISION OF THE TEXT

April 2021










































Package leaflet: Information for the user

COVID-19 Vaccine AstraZeneca solution for injection
COVID-19 Vaccine {ChAdOx]-5 [recombinant])

Read all of this leaflet carefully before the vaccine is given beeause it contains iniportant

information for vou.

- Keep this leaflel. You may need to read it again.

. 1f you have any further guestions, ask your doclar, pharmacist or nurse.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effcets not listed in this leaflet. See section 4.

What is in this leaflet

What COVID-19 Vaccine AstraZeneca is and what it is used for

What you need to know befere you receive COVID-19 Vaccine AstraZeneca
How COVID-19 Vaccine AstraZeneca is given

Possible side effects

flow to store COVID-19 Vaccine AstraZeneca

Contents of the pack and other information

O LA e L ) —

1. What COVID-19 Vaccine AstraZencca is and what it is used for

COVID-19 Vaccine AstraZeneca is a vaccine used 1o protect people aged 18 years and older against
COVID-19.

COVID-19 is caused by a virus called coronavirus (SARS-CoV-2).
COVID-19 Vaccine AstraZeneca siiinulales the body's natral defences (immune system). It causes

the body to produee its own protection (antibodies) against the virus, This will help to protect you
against COVID-19 in the future. None of the ingredients in this vaccine can cause COVID-19,

2. What yvou necd to know before you receive COVID-19 Vaccine AstraZeneca

Do not have the vaccine:

) If you have ever had a severe allergie reaction to any of the aetive substanees or any of the other
ingredienis listed in section 6.
. If yoo have had a inajor blood clot occusring at the same lime as having tow fevels of platelets

(thrombocytopenia) after receiving any COVID-19 vaecine.

it you are not sure, talk 1o your doclor, pharmacist or nurse,

Warnings and precautions
Tell your doctor, pliarmacist or nurse before vaccination:

) ff you have ever had a severe allergic reaction after any other vaccine injeetion or after you
were given COVIID-19 Vaccine AstraZeneca in the past;

) If vou currenily have a severe infection with a high temperature (over 38°C);

. 1f you have ever had a blood clot or low blood platelets (thrombocylopenia) in the past;

. if you have a probltem with bleeding or bruising, or if vou are taking a blood thinning medicine

(anticoagulant)






If you miss an injection
if vou forget to po back at the scheduled time. ask your doctor, plrarmacist or nurse tor adviee. [t is
important that you returny Ior vour second injection of COVID-19 Vaceine AstraZeneca.

4. Possible side cffects

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

Major blood clois in combination with low levefs ol blood platelets (thrombocytopenia) have been
observed very rarely (with a frequency less than 1 in {00,000 vaccinated individuals).

Get medical attention immediately if from a few days following vaccination you get any of the
following symptoms:

- cxperience a severe ar persistent headacle, blurred vision, confusion or seizures {[its)
. develop shortness of breath, chest pain, leg swelling, leg pain or persisient abdominal pain
. notice unusuai skin bruising or pinpeint round spots bevond the site of vaeetnation

Get urgent medieal attention if you get symploms of a severe allergic reaction. Such reactions may
include a combination of any of the following symploms:

. feeling faint or Jight-headed

. changes in your heartbeat
. shortness of breatl or wheezing
. swelling of your lips, face, or throat

In clinical studies, most side ¢ffecis were mitd 1o moderate in nature and resolved within a fow davs.
Fewer side effects were reperted after 1he second dose.

Medicines conlaining paraeetamol can be taken if you need relief from side effects such as pain and/or
fever,

After vaccination, you may have more than one side effect at the saine time (for exainple. inuscle/joint
aches, headaches, chills and generally feeling unwell}. If any of your symploms are persistent, please
seek advice from your healthcare provider.

The Toitowing stde effects may ocenr with COViD-tY Vaccine AstraZeneca:

Very Common {may affect mare than | in 10 people)

) lenderness, pain, warmth or itching where the injection is given
. generally feeling unwell

. feeling tired (fatigue)

» ehiffs or feeling feverish

. headache

. feeling sick {nausea)

. joint pain or muscie ache

Common (may affect up to 1 in 10 people)

* swelling or redness where the injection is given

. fever

. being sick {vomiting) or diarrhoca

- pain in legs or arms

) flu-like symptoms, such as high lemperalure, sore throat, runny tose, cough and chills

tIncommon (may affect up to 1 in 100 people)



. sleepitess or feeling dizzy
abdominal pain
enlarged lymph nodes

» excessive sweating, ilchy skin. rash or hives
Very rare
. mwajor biood clots in combination with low levels of blood platelets {thrambocytopenia) have

been observed with a frequency of less than 1 in 100,000 vaccinated individuals

Not known (the frequency cannol be determined from the available data)

. severe altergic reaction (anaphytaxis)
. severe swelling of the lips, mouth, throat (which may cause difficulty in swallowing or
breathing)

Reporting of side effects

If yuu get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. You can also report side effeets directly via the national reperting
sysiem or www.covax.azcovid-192.com. fuctude the vaeeine brand and bateh/Iot number if available.
By reporting side effects you can help provide more infermation on the safety of this medicine.

5. How to store COVID-19 Vaccine AstraZeneca
Keep this medicine out of the sight and reach of children.

Information aboul siorage. expiry. and use and handling are described in the section intended for
heafthcare professionals at the end of the leafiel.

Your doctor, pharmacist or nurse is responsible for stering this vaccine and disposing of any unused
product correctly.

6.  Contents of the pack and other information

What COVID-19 Vaceine AstraZeneea contains

One dose (0.5 mi) contains:

COVID-19 Vaccine {ChAdOx1-8" recombinant), nol less than 2.5 x 10* infactious units {Inf.U),
which corresponds to 5 * 10" viral partieles

‘Recombinant, replication-deficient chimpanzee adenovirus veclor encoding the SARS-CoV-2 Spike
glyeoprotein. Produced in genetically modified human embryonic kidney (HEK) 293 cetis.

This product contains genetically modified orgaotsms (GMOs).

The other excipients are [.-histidine, L-histidine hydrochtoride monohydrate, magnesium ehloride
hexahydrate, polysorbate 80, ethanol, sucrose, sodium chioride, disadium edetate dihvdrate, water for
injections.

What COVID-19 Vaceine AstraZeneca looks like and eontents of the pack
Solution for injection. The solution is colourless to slightly browo, clear to stightly opaque and particle
free.

Pack sizes (not all pack sizes may be marketed):
10 dose vial (5 m}) in packs of 10 vials.

Marketing Authorisation Holder
AstraZeneca AB
SE-151 85 Stdertilje
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Sweden
This leaflet was last revised in 04/2021

Other sources of information

Scan the QR code with a mobile device to get this information in different languages.
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wwy.covax.azcovid-19.com

The following information is intended for healthcare professionals only:

Storage
[o not use COVID-19 Vaccine AstraZeneca after the expiry date whicth is stated on the carton. The
expiry date refers 1o the tasi day of that month,

Stare at 2-8°C,
Do not freeze.
Keep vials in outer carton te protect from light.

The vaccine does not contain any preservative. After first dose withdrawal. use the vial as soon as
praclically possible and within 6 hours {stored at 2°C to 8°C}. Discard any unused vaccine.

Administration

COVID-19 Vaccine AstraZeneea is a colourless to slightty brown, clear to slightly opaque solution,
The vaccine should be inspected visuaily for particulale matter and discolouration prior 1o
administratioo. discard the vial if the solution is diseoloured or visible particles are observed. Do not
shake the vial.

Each vaccine dose of 0.5 mi is withdrawn into a syringe for injection to be administered
intramuscularly. Use a separate slerile needie and syringe for each individual.

Each vial contains at Ieast the number of doses stated. 1t is normal for liquid to remain it the vial after
withdrawing 1he final dose. When low dead volume syringes and/or needles are used. ithe amount
remaining in the vial may be sufficient for an additional dose. Care should be taken to ensure a fuill
0.5 ml dose is administercd. Where a full 0.5 mi dose cannol be extracted, the remaining volume
should be discarded. Do not pool excess vaccine from multiple vials,

To facilitate the traceability of the vaceine, the name and the batch number of the administered
product should be clearly recorded for each recipient.
Instruct individuals to visil www.covax.azeovid-19.com 10 abtain this printed information in other

languages.



Disposal

COVID-19 Vaccine AstraZeneca contains genetically modified organisms {GMOs). Any unused
vaceine or waste material should be disposed of in accordance with focal requirements. Spilts should
be disinfected with an appropriale antivirat disinfectant.
























