














(h1akoHy nPOTAToM 6 roguH (36epirath npu Temnepatypi 2-8 °C). Bynb-ska HeBMKOPHCTaHA BAKIMHA
niangrae yrunizauii.

BregeHHd Bakipibm

Baxuuna Acrpa3erexa npotut COVID-19 — e Oe3bapruuit aGo 3nerka xopuuHeruil, nposopui abo
31€rKa OnaNeCUEHTHHE PO3unH, Tlepea 3acTOCYBRHHAIM BAKIIMHH HeoBXi1HO ROHEPEAHBO NIPOBECTH
BI3yaNbHUHA OTNSI JUTA BHSBNIEHHA CTOPOHHIX HaCTOK i 3MIHA KONBOPY PO3YNHY. AKILO po3uHH Mae
3MiHeHHH xomip afo B Kbomy nomiThi CTOPOHHI HaCTRM, (TAKOH €I yTHIisyRaTw. He CTPYLIVATE
(raxowu.

Koxny nosy raxkunnn 0,5 ma aas BHYTPIWHBOM 43080T0O BBEACHHS HaOMpaloTs ¥ wnpun 314
iH’ekLik. s KOKHOT 0COBN BUKOPHCTORYIOTE OKpEMY CTEPHITbHY TOJIKY Ta LIMPHLL,

Koxen dnaxor MicTHTE K MiHiMym 323HAYUEHY KLTBKICTb J03. 32NULIOK PIAMKE Y GITaKOKi TTics
HabHPaHH 0CTAHHBOT 03K — HOPMANTBHE SBHLIe, Y Pa3i BUKOpuCTAHNR WNPpHUiB Ta/aBo roNoK i3
HH3BKUM &MEPTBUMY 06°€MOM, 3AHILKOBOT KINbKOCTI PO3HHHY ¥ rakoni Moxe OyTu NocTaTHRO Ais
Acpatkorol 1034. CAil BKNTH YCIX HEOBXIAHHX 3aX00iB, W06 3a6e3neupTy BBEIeHIA TIOEHO] 103H

(0,5 mn). Slxuio e Boanocs Habpars moBHy a03y 0.5 M1, 3annwox pinnee y duraxoni ciin VTUINI3YRATH,
He ob’eanyiite sanmuxu sakumen 3 pisanx th1akoHis.

Llo6 noneruuTy BIICTEKEHHS BAKLUHH 215 KOKHO] ocobH, fAKka OTpHMANA 103y RaKUMHH, HeoBXiaHO
YiTKO 3a3HauaTH HA3BY Ta HOMEP cepii NikapceKoro 3acoby, 1o 3acTocorysasca. g oTpumanns wici
iHGopMaIlil iHITHME MOBAMH Y APYKOBAHOMY BUTJISA! HAMTPABASHTE MaLIEHTIE Ha BebcaiT
www.covax.azcovid-19.com.

YrHaizaiis

Baxunna Actpa3eunexa npote COVID-19 MicTiTs reHeTHYHO MoaudikoBari oprauismu (TMO).
HerukopucTany Bakuuny abo sigxoaw caia YTHRIZYBaTH BIAMOBINHO A0 MiCLEBHX BHMOT., Poanuty
BAKLIWHY CJI REAKTHUBYBATH BIATIORIIHHM MPOTHEIPYCHNM A€3iHDIKYIONHM 3aC0B0M.



























Bucoxi noka3nHKH CepOKORBEpCiT CHOCTEPIraIuch y A0pocIuX 0¢ib noxunoro Bixy (2 65 pokrie) hicas
nepwor CH (97,8 % [N=136, 95% [i: 93,7 - 99,5]} i npyroi CJT(100,0 % [IN=111.95% HI: 96,7 -
NE]). 36inkwmens koHUeHTpanii aHTUTL, Lo 38 A3VIOTLES 3 S-rnikoupoTteiHoM, Hylo uncensHo
HIXXYHM B YUECHHKIB BIKOM >65 pokis (28 aunis nicns apyroi CA: GMT=20 727,02 [N=116, 95 % MI:
17 646,6 - 24 345,2() y nopisnanni 3 yyacuukamu Bikosm 18-64 poxie (28 auis micas apyroi CII:
GMT=30 695,30 [N=703, 95 % AI: 28 496,2 - 33 064,1]). Y GinbwocTi yuacyukia =65 pokis inTepsan
MDK BBEIEHHAM /103 CTAHOBHB <0 THKHIB, LU0, MOXCTABO, CTANTO APMYMHOK YHCENbHO HIXIOI0 PIBHA
THTPIB AHTHTIN.

Cepea yuacHHKIR 13 BUXiNMHMA CEPOTOTIYHUMH 03HaKaMH HasBHocTi indexknil SARS-CoV-2 B
anamuezi (GMT=13 [37,97 [N=29; 95% JII: 7441,8 - 23 194,1]), THTpH aHTHTIN, LU0 3B A3YIOThCS 3 S-
[IKOHPOTEeTHOM, NOCATIIH MAKCHMYMY Hepes 28 nuie nicns sseaenns nepwoi nosu (GMT=175 120,84
[N=28; 95% Hl: 120 096,9 - 255 354,8]).

Bignopias T-niMGoUMTIR, sKa € caewrdivHo 10 cnalikoBoro Bika Ta BAMIPHOBATaCh METOAOM
imynodepmenTroro cnot-ananisy 1FN-y (ELISpot), innykyBanacsa uicns Beeaerus nepmioi 103
Bakunuu Actpa3eHeka npori COVID-19. La sinuoeias ue 36inbuyBanacs nicios BBeACHHA APYTOl
JO3H.

Hitu

Beaneka Ta edekTHBHICTS 3acTOCYRAHMS Bakuuuu Actpa3edexa npoth COVID-19 y aiTedi Ta
HiAniTKIB (BikoM a0 18 pokie) Hapast He seraHoBReni. Jlani BiacyTHi.

52 ®@apmaxoxlmernuui BIacTHROCTI
He 3actocosyetbesd.
5.3 Josninlumi nani 3 Oesnekn

HocipkeHHA TOKCHYHOCTI Ta MicUeBOl NepeHOCHMOCTI

Horniniuni JaHi, OTpUMaRi B pe3yIbTATi TOKCHKOAOTiYHMX A0CHiIKeHs Ta gocainxens Micuesol
HEPEMOCHMOET] ROCNLIKYBAHHX BAKUHH, BUPOBAEHNX 38 aHANOTIYHOIO TEXHOIOTIEC AeHOBIPYCHIX
BekTopuix BakLMHd ChAdOxI, ax 1 Bakuuna Actpa3enexa npotn COVID-19, caiguats Hpo Te, Lo
Texuonoria ChAdOx1 robpe nepenocHThCa MULIAMH Ta HE ACOUIKOETEES 3 Oyab-AKUMU TOBIYHHMH
peakiamMH,

MyTareHHicTh Ta KaHUEPOreHHICTh
Bakumna Actpa3eneka apot COVID-19 — ue 8akuika, TOMY AOCNIAKEHHS it FéHOTOKCHUHOCTI
(MYTareHnocTi) Ta KAHIEPOreHHOETI He APOBOAKITHCh.

6. @APMAINEBTHYHA IHOOPMAIILA
6.1 Jlonomixal peuornnrA

L-ricTrann

L-ricTHANHY MIPOXTOPHIY MOHOTEIPAT
Maruiw xnopuny rexcariapat
Tonicopfar 80

Eranon

Caxapoza

Harpito xnopua

HuuaTpilo eaerary nurinpar

Bopaa nna iv ekyii






YTunisaiia
Bakuuna Actpa3encka npotn COViD-19 MictuTs rencTHino Momudikosaui opranismu (TMO).

Heenkopucrany BakumHy a6o Biaxonu ciin YTHNI3YBaTH BIANOBIAHO 10 MICLIEBHX BUMOT. Pozauty
BaKLUWHY CAifl 1eaKTHBYBATH BiAHOBLIHUM NPOTHEIPYCHAM Ae3iHGIKYOYUM 3ac06oM.

7. BJACHHMK PEECTPAIIAHOIO ITIOCBIIYEHHS / BJACHHK AO3BOJIY HA
EKCTFEHE 3ACTOCYBAHHSA ABO AHAJIOITYHHX A03BOJIIB

Acrpa3enexa AB (AstraZeneca AB)
SE-151 85 Cogepran’e, Ilpeuis
(SE-151 85 Sodertalje, Sweden)

8. HOMEP (-M) PEECTPAIIIIHOI'O HOCBIAYEHHS / HOMEP (-H) JO3BOJY HA
EXCTPEHE 3ACTOCYBAHHSI ABO AHAJIOITHHHX /103BO.IIB

9. JATA HEPIIOI PEECTPAIN JHKAPCEKOI'O 3ACOBY

Hara nepuici peecrpawi nikapebkoro 3acoby: 15 nToro 2021 p.

10. JATA OCTAHHBOT'O HEPETJISITY
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L. NAME OF THE MEDICINAL PRODUCT

COVID-19 Vaccine AstraZeneca, solution for injection in multidose container
COVID-19 Vaccine (ChAdOx1-8 {recombinant])

The vaccine fulfils WHO requirements for COVID-19 vaccine.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITLON

One dose (0.5 m}) contains:

COVID-19 Vaccine (ChAdOx1-8™ recombinant), not less than 2.5 x [0 infectious wuits (Inf.),
which corresponds to 5 x 10" vira! particles (vp)

“Recombinant, replication-deficient chimpanzee adenovirus vector encoding the SARS-CoV-2 Spike
(5) giycoprotein. Produced in genetically modified human embryonic kidney (HEK) 293 cells.

This praduct contains genetically modified organisms (GMOs).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection.

The solution is colourtess to slightly brown, clear to slightly opaque and particle free with a pHof 6.6.

4, CLINICAL PARTICULARS
4.1 Therapeuiic indications

COVID-19 Vaccine AstraZeneca is indicated for active immunisation of individuals >[8 years old for
the prevention of coronavirus disease 2019 (COVID-19) (see sections 4.4 and 31

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

COVID-19 Vaccine AstraZeneca should be administered by a trained healthcare professional,

Posclogy
The COVID-19 Vaccine AstraZeneca vaccination course consists of two separate doses of 0.5 ml

each. The second dose should be administered between 4 and 12 weeks afier the first dose {see
section 5.1).

It is recommended that individuats who receive a first dose of COVID-19 Vaceine AstraZeneca
complete the vaccination course with COVID-19 Vaceine AstraZeneca (see section 4.4).

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

Paediatric popularion
The safety and efficacy of COVID-19 Vaccine AstraZeneca in children and adolescents (aged
<]8 ycars old) have not vet been established. No data are avaitable.



Method of administration
COVID-19 Vaccine AstraZenecs is for intramuscular (1M) injection only, preferably in the deltoid
muscle.

For instructions on administration, see section 6.6,

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6. 1.
4.4 Special warnings and precautions for nse

Traceability

[n order to improve the traceability of biologicai medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Hypersensitivity

As with all injectable vaccines, appropriate medical treatment and supervision should always be
readily available in case of an anaphylactic event following the administration af the vaccine. Close
observation for at least 15 minutes is recommended following vaccination. A second dose of the
vaccine shoutd not be given to those who have experienced anaphylaxis to the first dose of COVID-19
Vaccine AstraZeneca.

Concurrent illness

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

Thrombocytopenia and coagulation disorders
As with other intramuscular injections, COVID-19 Vaccine AstraZeneca should be given with caution

to individuals with thrombocytopenia, any coaguiation disorder or 1o persons on anticoagulation
therapy, because bleeding or bruising may occur following an intramuscular administration in these
individuals.

Neurological events

Very rare events of demyetinating disorders have been reported foltowing vaccination with COVID-19
Vaccine AstraZeneca, A causal retationship has not been established.

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

Immunocompremised individuals
It is not known whether individuals with impaired immune responsiveness, including individuals

receiving immunosuppressant therapy, will elicit the same response as immunocompetent individuais
to the vaccine regimen.

Duration and level of protection

The duration of protection has not et been established.

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

Interchangeability
There are no safety, immunogenicity or efficacy data to suppert interchangeabitity of COVID-19

Vaccine AstraZeneca with other COVID-19 vacciues.

Soditm
This medicinal product contains fess than 1 mmol sodium (23 mg) per dose, and is considered to be
essentially sodium-free.



4.5 Intcraction with other medicinal prodncts 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, pregnancy and lactation

Pregnancy
There is 2 limited amount of data from the use of COVID-19 Vaccine AstraZeneca in pregnant

womern, or women whe became pregnant after receiving the vaccine. The data are iusufiicient to
inform on vaccine associaled risk.

Animal reproductive toxicity studies have not been completed.

As a precautionary measure, vaccination with COVID- |9 Vaccine AstraZeneca is not recommended
during pregnancy. Use of COVID-19 Vaccine AstraZencea in pregnant women should be based on an
assessment of whether the benefits of vaccination outweigh the potential risks.

Breastfeeding
There are na or timited data from the use of COVID-19 Vaccine AsiraZeneca in lactating women. A

risk 1o breastfed newboms/infants cannot be excluded.

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

Fertility
It is unknown whether COVID-19 Vaccine AsiraZeueca may impact fertility. No data are available.

4.7 Effccts on abilily 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
affect the ability to drive or use machines,

4,8 Undesirahle effects

Sumtmary of the safety profile
The overall safety of COVID-19 Vaccine AstraZeneca is based on an interini analysis of peoled dala

from four ctinical trials conduected in the United Kingdom, Brazil, and South Africa. At the time of
analysis, 23,743 participants >18 years old had been randomised and received either COVID-19
Vaceine AstraZeneca or control. Out of these, 12,021 received at least one dose of COVID-19 Vaccine
AstraZencca,

Demographic characteristics were generally similar among participants who received COVID-19
Vaccine AstraZeneca and those who received control. Overall, among the participants who received
COVID-19 Vaccine AstraZeneca, 90.3% were aged 18 to 64 years and 9.7% were 65 years of age or
older. The majority of recipients were White (75.5%), 10.[% were Black and 3.5% were Asian; 35.8%
were female and 44.2% male.

The most frequently reported adverse reactions were injection site tenderness (>60%); injection site
pain, headache, fatigue (>50%); myalgia, malaise (>-40%); pyrexia, chills (>30%}); aud arthralgia,
nausea (>-20%). The majority of adverse reactions were mild to moderate in severity and usually
resolved within a few days of vaccination. When compared with the first dose, adverse reactions
reported after the second dose were mitder and reported less frequently.

Adversc reactions were generally mitder and reported [ess frequently in older adults (=65 years old).

4



Analgesic and/or anti-pyretic medicinal products (e.g, paracetamol-containing products) may be used
to provide symptomatic 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 scriousness.
Frequencies of occurrence of adverse reactions are defined as: very common (=[/10); common
(=1/160 10 <1/10); uncommon (=1/1,000 to <1/100); rare (=1/10,000 to <] /1000); very rare
(<1/10,000) and not known (cannot be estimated from available data).

Table | Adverse drug reactions

MedDRA SOC Frequency Adverse Reaetious

Nervous system disorders Very common Headache

Gastrointestinal disorders Very common Nausea

Musculoskeletal and connective Very common Myalgia, arthralgia

tissue disorders

General disorders and administration | Very common Injection site tenderness, injection

site conditions site pain, injection site warmth,
mjection site pruritus, fatigue,
malaise, pyrexia®, chills

Common Injection site swelling, injection

site erythema

* Pyrexia includes feverishness (very common) and fever >38°C (common)

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the inedicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal preduct. Healthcare
professionals are asked to report any suspected adverse reactions via tlie national reporting svstem or
www.covax areavid-19.com.

4.9 Overdose

Experience of overdose is limited.

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

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamie properties
Pharmacotherapeutic group: Vaceine, other virai vaccines, ATC code: JO7BX03

Mechanism of action

COVID-19 Vaceine AstraZeneca is a monovalent vaccine composed of a single recombinant,
replication-deficient chimpanzee adenovirus (ChAJdOx 1) vector encoding the S glycoprotein of
SARS-CoV-2. Following adminisiration, the § glycoprotein of SARS-CoV-2 is expressed localiy
stimulating neutralizing antibody and cellular immune responses,

Clinical efficacy
Interim analysis of pooled dara from COVOOI, COVDO2, COVOO3, and COVOOS

COVID-19 Vaccine AstraZeneca has been evaluated based on an interim analysis of pooled data from
four on-going randomised, blinded, controlled trials: a Phase 1/11 Study, COV001, in healthy adults

18 10 55 years of age in the UK; a Phase I1/11T Study, COV002, in adults =18 years of age (inciuding
the elderly) in the UK; a Phase 111 Study, COV003, in adulis >18 years of age (including the elderly)
in Brazil; and a Phase M study, COV00S5, in aduits aged 18 to 65 years of age in South Afiica. The
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stndies excluded participants with severe and/or uncontrolled cardiovascular, gastrointestinal, liver,
renal, endocrine/metabolic disease, and neurological ilinesses; as well as those with severe
immunosuppression. All participants are planned to be followed for up to 12 months, {or assessments
of safety and efficacy against COVID-19 disease.

Based on the pre-delined criteria for interim efficacy analysis, COV002 and COV003 exceeded the
threshoid of =5 virologically confirmed COVID-19 cases per study and therefore contributed to the
efficacy analysis; COV00! and COV0035 were excluded.

In the peoled analysis for efficacy (COV002 and COV003), participants =18 years of age recefved two
doses of COVID-19 Vaccine AstraZencca {N=5,807) or control (meningococcal vaccine or saline)
(N=5,829). Participants randomised to COVID-19 Vaccine AstraZeneca received either two standard
doses [SD] (5 = 10'° vp per dose) or one low dose [LD] (2.2 x 10" vp) foilowed by one SD

(5 % 10" vp), administered via IM injection.

Because of logistical constraints, the interval between dose 1 and dose 2 ranged from 4 to 26 weeks,
The interval between the deses was longer in the LDSD group as compared to the SDSD group (71%
vs 25% of participants receiving the second dose after >12 weeks, for LDSD and SDSD respectively).

Baseline demographics were weil balanced across COVID-19 Vaccine AstraZeneca and control
{reatment groups, In the pooled analysis, among the participants who received COVID-19 Vaccine
AstraZeneca, 94. 1% of participants were 18 to 64 years old (with 5.9% aged 65 or older); 60.7% ol
subjects were female; 82.8% were White, 4.6% were Asian, and 4.4% were Black. A totai of

2,070 (35.6%) participants had at least one pre-existing comorbidity (defined as 2 BM1 >30 kg/m’,
cardiovascular disorder, respiratory disease or diabetes), At the time of interini analysis the median
follow up time post-dose | and post-dose 2 was 4.7 months and 2.2 months, respectively.

Fina! determination of COVID-!9 cases were made by an adjudication comniittee, who also assigned
disease severity according to the WHOQ clinical progression scale. A total of 131! participants had
SARS-CoV-2 virologically confirmed COVID-19 occurring >15 days post second dose with at {east
one COVID-19 symplom {objective fever {(defined as >37.8°C), cough, shortness of breath, anosinia,
or ageusia} and were without evidence of previous SARS-CoV-2 infection, COVID-19 Vaccine
AstraZeneca significantly decreased the incidenee of COVID-19 compared to control (see Table 2),

Table 2 COVID-19 Vaceine AstraZeneca efficacy against COVID-18"
COVID-19 Vaeciue
AstraZeneca Control Yaeeiue
Population Number of Number of efficaey %
N COVID-19 N COVID-19 {95.84% CI)
cases’, n (%) cases’, n (%)
Primary analysis population
Overall - 70.42
(SDSD + LDSD) 5807 30 (0.52) 5829 101 (1.73) (54.84, 80.63)
Licensing reginmen
SDSD 4440 27 (0.61) 4455 71 (1.59) 62.10

(39.96, 76.08)

Exploratory analysis

50.05
{65.84, 97.10)
N = Number of subjects included in each group; n = Number of subjeets having a confirmed event; C1 =
Confidence Interval; LD = Low dose; 5D = Stanndard dose
* Primary study endpoint was based on confirmed COVID-19 cases in subjects aged 18 years and over who were
seronegative at baseline, who had received two doses (SDSD or LDSD) and were on-study =15 days post second
dose.

b Virologically confinned SARS-CoV-2 and at least onc of the following symptoms: objective fever {defined as
>37.8°C), cough, shortness of breath, anosmia, or ageusia. Confirmed by adjudication committee.

LDSD 1367 3(0.22) 1374 30(2.18)




Exploratory analyses showed that increased immunogenicity was associated with a Jonger dose
interval (see fmmunogenicify Table 3), and a similar trend for efficacy. A longer dose interval may
explain, at least partially, the higher estimates of efficacy found in the LDSD group,

The tevel of protection gained from one SD of COVID-19 Vaccine AstraZeneca was assessed in an
exploratory analysis that included participants who had received one dose of SD. Any participants
who received a second vaccine dose were censored from the analysis at that time point. In this
population. vaccine efficacy from 22 days post dose 1 was 71.30% (95% C1: 49.02; 83.84 [COVID-19

Vaccine AstraZeneca 15/6,310 vs control 52/6,296]).

COVID-18 Vaccine AstraZeneca reduced COVID-19 hospitatisation (WHO Severity grading >4).
There were 0 (0.0%; N=5,807) cases of COVID-19 hospitalisation in participants who received two
doses of COVID-19 Vaccine AstraZeneca (SDSD + LDSD, =15 days post dose 2) as compared (o
5 (0.09%; N=5,829) for control. 1n all parlicipants whe received SD as a first dose, as from 22 days
post dose 1, there were 0 (0.0%, N=6,307) cases of COVID-19 hospitalisation in participants who
received COVID-19 Vaccine AstraZeneca (N=6,307), as compared to 9 (0,14%, N=6,297) reported

for controi.

Participants who had one or inore comorbidities had a vaccine efficacy of 73.43% [95% CI: 48.49;
86.29]; 11 (0.53%) vs 43 (2.02%) for COVID 19 Vaccine AstraZeneca (N=2,070) and control
(N=2,113), respectively; which was similar to the vaccine efficacy ohserved in the overal! population.

The number of COVID-19 cases in participants 265 years old were too few to draw conclusions on
efficacy. In this subpopulation, efficacy has been inferred from immunogenicity data, see below.

Immunogenicity

Interim analysis of pooled data from COVO0I, COV002, COVDO3, and COVOGS

Following vaccination with COVID-19 Vaccine AstraZeneca, in participants who were seronegative at
baseline, seroconversion (as measured by a >4 fold increase from baseline in S-binding antibodies)
was demonstraled in >98% of participants at 28 days after the first dose and >99% at 28 days after the
second. Migher S-binding antibodies were observed with increasing dose interval (Table 3).

Generally similar frends were observed between analyses of neutralising antibodies and S-binding
antibodies. An immunological correlate of profection has not been established; therefore the Ievel of
immune respense that provides protection against COVID-19 is unknown.

Table 3 SARS CoV-2 S-binding antibody response to COVID-19 Vaeciue AstraZeneca
(SDSDY"
Baseline 28 days after dose 1 28 days after dose 2
Population GMT GMT GMT

(95% Cl) {95% CI) (95% CI)

(N=882) (N=817) (N=819)

Overall 57.18 8386.46 29034.74
(52.8,62.0) {7758.6, 5063.1) (27118.2, 31086.7)

Dose Interval

(N=481) (N=479) (N=443)

<6 weeks 60.51 §734.08 2222273
(54.1,67.7) (7883.1, 9676.9) {20360.50, 24255.3)

(N=137) (N=99) (N=116)

6-8 weeks 58.02 7295.54 24363.10
(46.3, 72.6} (5837.4,9086.7) (20088.5, 29547.3)

(N=110) (N=87) {N=106)

9-11 weeks 48.79 7492.98 34754.10
(39.6, 60.1) (5885.1, 9540.2) (30287.2, 39879.8)




Baseline

28 days after dose 1

28 davs after dose 2

Population GMT GMT GMT
{95% CD {95% CI) (95% CI)
(N=154) (N=152) (N=154)
>12 weeks 52,98 318,17 63181.59
(44.4, 63.2) (7195.4, 10322.3) (55180.1, 72343.4)

N = Number of subjects included in each group; GMT = Geometric mean titre; C = Confidence interval; § =
Spike
* Imnine response evaluated using a multiplex immuncassay.

The immune response observed in participants with one or more comorbidities was consistent with the
overali population,

High seroconversion rates were observed in older adults (65 years) after the first SD {97.8% [N=136,
95% Cl: 93.7; 99.5]) and the second SD (100.0% [N=111, 95% CI: 96.7; NE]). The increase in
S-binding antibodies was numerically lower for participants >65 years old (28 days after second SD:
GMT=20,727.02 [N=] 16, 95% CI: 17,646.6: 24,345.2]) when compared to participants aged

18-64 years (28 days after second SD: GMT=30,695.30 [N=703, 95% CI: 28.496.2; 33,064.1 1). The
majority of participants 265 years old had a dose interval of <6 weeks, which may have contributed to
the numerically lower titres observed.

In participants with serologicai evidence of prior SARS-CoV-2 infection at baseline (GMT=13,137.97
[N=29; 95% Cl: 7,441.8; 23,194.1]), S-antibody titres peaked 28 days after dose 1 (GMT=175,120.84
[N=28; 95% Cl: 120,096.9; 255,354.8]).

Spike-specific T cell responses as measured by IFN-y enzyme-linked immunospot (ELISpot) assay are
induced after a first dose of COVID-19 Vaccine AstraZeneca. These do not rise further after a second

dose.

Paediatric population

The safety and efficacy of COVID-19 Vaccine AstraZeneca in children and adolescents (aged
<18 years old) have not yet been established. No data are avaifable.

5,2 Pharmacolkinetic properties

Not applicable.
8.3 Preclivieai safety data

Toxicity and local tolerance studies

Non-clinica! data obtained from toxicology and iocal tolerance studies with investigational vaccines
utilising the same ChAdOx 1! adenoviral vector vaceine technology as COVID 19 Vaccine
AstraZeneca, concluded that the ChAdOxI technology was weii lolerated in mice and was not
associated with any adverse effects,

Mutagenicity and carcinogenicity
COVID-19 Vaccine AstraZeneca is & vaccine, as such, genotoxicity (mutagenicity) and
carcinogenicity studies have not been conducted.

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipicuts

L-llistidine



L-Histidine hydrochloride monohydrate
Magnesiumn chloride hexahydrate
Polysorbate 80

Ethanol

Sucrose

Sodium chloride

Disodium edetate dihvdrate

Water for injections

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

Unopened multidose vial
6 months

Opened muitidose 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 preeautious for storage

Unopened multidose vial

Store at 2-8°C.

Do 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 eonteuts of container

Multidose vial
5 ml of solution in a {0-dose vial (clear type | glass) with stopper (elastomeric with aluminium
overseal). Packs of 10 vials.

Not ail pack sizes may be marketed.
6.6  Special precautions for disposal aud other handliug

Administration

COVID-19 Vaccine AstraZeneca is a colouriess to slightly brown, ciear to slightly opaque solution.
The vaccine should be inspected visually for particulate matter and discolouration prior to
administration. Discard the via! if the solution is discoloured or visible particies are observed. Do not
shake the vial,

Fach vaccine dose of 0.5 mi is withdrawn into a syringe for injection to be administered
intramuscularly. Use a separate sterile needle and syringe for each individual.

Each vial contains at least the number of doses stated. It is normal for liquid to rcmain 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 mil dose is administered. Where a full 0.5 m! dose cannot be extracted, the remaining volume
should be discarded. Do not pool excess vaceine from mivitiple vials.



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

To facilitate the traceability of the vaccine, the name and the batch number of the aduinistered
product should be clearly recorded for each recipient,

Disposal

COVID-19 Vaccine AstraZeneca contaius genetically modified organisms (GMOs). Any mused
vaccine or waste material should be disposed of in accordance with local requirements. Spitls should
be disinfected with an appropriate antiviral disinfectant.
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AstraZeneca AB
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Package leaflet: [uforwation for the user

COVID-19 Vaceine AstraZeneca sohution for iujection
COVID-19 Vaccine (ChAdOx 1-S [recombinant])

Read all of this leaficl carefuliy before the vaccine is given because il contains inmportant

information for yon.

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

- I you have any further questions, ask your doctor, pharmacist or nurse.

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

‘Whalt is in this [eaflet

What COV1D-19 Vaccine AstraZencca is and what it is used for

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

Possible side effects

How to store COVID-19 Vaccing AstraZeneca

Contents of the pack and other infarmation

IS e

1. What COVID-19 Vaccine AstraZeneca is and what il is used Tor

COVID-19 Vaccine AstraZeneca is a vaccine used to 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 stimulaies the body’s natural defences (immune system}, It causes

the body to produce 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. Whal yon need 1o know hefore you receive COVID-19 Vaceine AstraZeueca

Do not have the vaccine;

. 1f you have ever had a severe allergic reaction to any of the active substances or any of the other
ingredients listed in section 6.

1f you are not sure, talk to your doctor, pharmacist or nurse.

Warnings and precautious
Tell your doctor, pharmacist or nurse before vaccination:

J H you have ever had a severe allergic reaction {anaphylaxis) after any other vaccine injection or
after you were given COVID-19 Vaccine AstraZeneca in the past;

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

L If you currently have a severe infection with a high temperature (over 38°C};

. If you have a problem with bleeding or bruising, or if you are taking a blood thinning medicine

{anticoagulant),

If you are not sure if any of the above applies to you, talk to your doctor, pharmacist or nurse before
vou are given the vaccine,



As with any vaccine, COVID-19 Vaccine AstraZeneca may not protect everyone who is vaccinated
from COVID-19. It is not vet known how long people who receive the vaceine will be protected for.

Children and adoiescenis
No data arc currently available on the use of COVID-19 Vaccine AstraZencea in children and
adolescents younger than 1§ years of age.

Other medicines and COVID-19 Vaccine AstraZeneea
Tell your doctor, pharmacist or nurse il you are taking, have recently taken or might take, any other
medicines or vaccines.

Pregnancy and breasifeeding

If you are pregnant or breastfeeding, think you may be pregnant, or are planning to have a baby, teli
your doctor, pharmacist or nurse. There are limited data on the use of COVID-19 Vaccine
AstraZeneca in pregnant or breastfeeding women. Your doctor, pharmacist ar nurse will discuss with
you whethier you can be given the vaccine.

Driving aud usiug machines

COVID-19 Vaccine AstraZeneca has no known effect on the ability to drive and use machines.
However, side effects listed in section 4 may impact your ability to drive and use machines. If you feet
unwell, do not drive or use machines,

COVID-19 Vaccine AstraZeneca contains sodium and alcoho! (ethanoi)

This medicine contains less than 1 mmol sodium (23 mg) per dose of 0.5 ml. This means that it is
essentially *sodium-free’,

This medicine contains a very smatt amount of atcoho! (2 g of alcoho! (ethanol) per dose of 0.5 mif).
This is net enough to cause any noticeable effects.

3. How COVID-19 Vaccine AstraZeneca is given
COVID-19 Vaccine AstraZeneca is injected into a muscle (usually in the upper arm).

Yon will receive 2 injections. You will be told when you need to return for your sccond injection
of COVID-19 Vaccine AstraZeneca,

The second injection can be given between 4 and 12 weeks after the first injection.

When COVID-19 Vaccine AstraZeneca is given for the first injection, COVID-19 Vaccine
AstraZeneca (and not another vaccine against COVID-19) should be given for the second injection to
compiete vaccination course,

If you miss an injectiou
1T you forget to go back at the scheduled time, ask your doctor, pharmacist or nurse for advice. It is
important that you return for your second injection of COVID-19 Vaccine AstraZeneca,

4, Possibie sidc effects

Like all medicines, this vaccine can cause side effects, although not everybody gets them. tn clinical
studies with the vaccine, most side effects were mild to moderate in nature and resolved within a few
days. If you notlee any side effects not mentioned in this leaflet, please inform your doctor, pharmacist
OF NUrse.

Medicines centaining paracetamot can be taken if you need relief from side effects such as pain and/or
fever.

Side effects that occurred during clinical trials with COVID-19 Vaccine AstraZeneca were as follows:

3



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

. tenderness, pain, warmth or itching where the injection is given
J generally feeling unwell

. feeling tircd {fatigue)

. chills or feeling feverish

. headache
. feeling sick (nausea)
. Jjoint pain or muscte ache

Common (may affect up 1o 1 in 10 people)
. swelling or redness where the mjection is given
. fever

ITyou notice any side effects not mentioned in this leaflet, ptease inform your doctor, pharmacist or
nirrse.

Reporting of side effects
If you get any side effects, 1alk to yonr doctor, pharmacist or nurse. This includes any possible
side effects not ilsted mn thas Ieaﬂct You can also report SIde effects directly via the nauonal repomng

By reportmg srde effeuts you can heEp provzde more information 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 about storage, expiry, and use and handling are described in the section intended for
heatthcare professionals at the end of the leaflet.

Y our doctor, pharmacist or nurse is responsible for storing this vaccine and disposing of any unused
product correctly,

6. Coutents of the pack and other information

What COVID-19 Vaccine AsiraZencca conlains

One dose (0.5 ml) contains:

COVID-19 Vaccine (ChAdOX1-S’ recombinant), not less than 2.5 x 10% infectious units (Inf.U),
which corresponds to 5 x 10'° viral particles

"Recombinant, replication-deficient chimpanzee adenovirus vector encoding the SARS-CoV-2 Spike
glycoprotein. Produced in genetically modifled human embryonic kidney (HEK) 293 cells.

This product contains genetically modified organisms (GMOs).

The other excipients are L-histidine, L-histidine hydrochloride monohydrate, magnesium chioride
hexahydrate, polysorbate 80, ethanol, sucrose, sodium chloride, disadium edetate dihydrate, water for
injections.

What COVID-I9 Vaccine AstraZeneca looks likc and contents of the pack
Solution for injectlon. The solution is colourtess to slightly brown, clear to slightly opaque and particle
free.

Pack sizes (not all pack sizes may be marketed):
10 dose vial (5 ml) in packs of 10 vials.
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Other sourees of information

Scan the QR code with a mobile device to get this informatiou in different laoguages.
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The following information is intended for healtheare professionals only:

Storage
Do not use COVID-19 Vaccine AstraZeneca afier the expiry date which is stated on the carton, The

expiry date refers to the last day of that month.

Store at 2-8°C.
De not freeze,
Keep vials in outer carton to protect from light.

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

Administration

COVID-19 Vaccine AstraZeneca is a colonrless to slightly brown, clear to shightly opaque solution.
The vaccine should be inspected visually for particulate matter and discolouration prior to
administration. Discard the vial if the solution is discoloured or visible particles are observed. Do not
shake the vial.

Each vaccine dose of 0.5 m} is withdrawn into a syringe for infection to be administered
intramuscularly. Use a separate sterile needle and syringe for each individual.

Each vial contains at least the number of doses stated. 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 m! dose cannot be extracted, the remaining volume
should be discarded. Do not pool excess vaccine from multiple vials.

To facilitate the traceability of lhe vaccine, the name and the batch number of the administered
product should be clearly recorded for each recipient. Instruct individuals to visit www.covax.azcovid-
19.com to obtain this printed infornation in other languages.




Disposal

COVID-19 Vaccine AstraZeneca contains genetically modified organisms (GMOs). Any unused
vaccine or waste material should be disposed of in accordance with local requirements. Spills should
be disinfected with an appropriate antiviral disinfectant.



