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JI1st BUKOPHCTaHHS BUKIIIOYHO JUILIOMOBAHHM MEIHYHUM NpaliBHUKOM, JIIKyBaJbHHM 3aKJIagoM abo

nabopaTopiero

Baknuna s npodinaktukn xoponasipycy (SARS-CoV-2), ninsHoBipionHa, iHaKTHBOBaHA
KOBAKCHH

1. HA3BA TA OIIMC JUKAPCBKOI'O 3ACOBY:

KOBAKCHH (Bakuuna ans npodinaxruxu koponasipycy (SARS-CoV-2), minsHosipionsa, IHAaKTHBOBAHa)
/ COVAXIN® (Whole Virion Inactivated Coronavirus (SARS-CoV-2) Vaccine) sBisie co6oro 6iny abo
Maibke Oily, ONanecleHTHy CyCIeH3i10, BUIbHY Bil CTOPOHHIX 9aCTOK, IO MiCTHTE 6 MKT LIBHOBIPiOHHOTO,
1HAKTHBOBAHOTO aHTHTEHY KopoHasipycy (SARS-CoV-2) (mram NIV-2020-770).

2. IKICHUY TA KUIBKICHUAM CKJIAJL:

Kosxna no3a 0,5 M1 MicTHTB:

HinbHoBipioHHUH, iHAKTHBOBAHMH aHTHIeH KOpoHaBipycy (SARS-CoV-2) (mrram NIV-2020-770) ... 6 MKT

AJTIOMIHIIO TiZIPOKCHIY TeNb, eKBiBaneHTHHH A", ... 0,25 mr

TLR 7/8 QTOHICT ...ttt s e e s s 15 mMxr
2-DEHOKCHETAHOIN ......uvucvvvrssesessssessssessssaossassssssssosssssssesssssssssnssssssassonsnsssassesssnsesssnssessens s suos 2,5mr
@ochaTHUH 6YDEPHUH POZTHH ... e oo q.s. 70 0,5 mu

3. JIKAPCHKA ®OPMA

CrepunpHa cycnieHsis s il exIrii.

4. KITHIYHA THOOPMAIIIS:

4.1 TepaneBTHYHI NOKa3aHHSA

KOBAKCHH mnokasaHu#f 14 akTHBHOI iMyHisauii s mpodimaxtuxu eipycmoi iHexmii, BHKIHKAHOT
BipycoM SARS-CoV-2, oci6 BikoM >18 poki. BakuuHa n03BoNEeHa IS OOMEKEHOrO 3aCTOCYBaHHI B
CKCTPEHHX CHTYaIisX y IPOMaJICBKUX iHTepecax BiANOBiAHO 10 monoxens Hosux Ilpasun moso JIKapCHKUX
3ac001B Ta KIiHIYHHX BUNPoGyBaHs 2019 poky, 3aKoHy Mpo JiKapehKi Ta KOCMeTHYHi 3aco6m 1940 POKYy.

4.2 lo3u Ta cnoci6 3acTocyBaHHs
KOBAKCHH cnizt BBOIMTH y BUIIISII IBOX J103: Y JeHb 0 Ta JeHb 28.
Crocib 3acToCyBaHHS: BHYTPIIIHEOM’I30B0.
PexoMennosano, oco6am, siki orpumanu nepmy nozy KOBAKCUH, 3aBEPINHIH KypC BaKIMHAI[T BUKIIOYHO

npyroxo nosorww KOBAKCHH.

4.3 IIpoTunoxasanns

4.4

l'inepuyTinuBicTh 210 6yab-KHX KOMIOHEHTIB BaKI[HHH.

Oco0unBi 3acTepexenns Ta 3ano6ixui 3axoan npu 3aCTOCYBaHHi

He BBOAMTH BHYTPINIHEOBEHHO, BHY TPilIHBOIIKIPHO 260 HiAIIKiIpHO.

Sl 1 npu BBeNEHHI BCIiX IHIIMX BaKIMH, CIIJ 3aBIH 3a0e3nedyyBaTH HAIIAg Ta MaTH HANOrOTOBY
BIANOBiNHI MeMYHi 32CO6H Ha BHNANOK 6YIb-SIKHX aHaITaKTHYHHX PeaKmii mics i&iyfﬁééui'i.
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CynyTHi 3aXBOPIOBaHHSA: AK i NpPH BBEICHHI BCiX iHIIHX BakuuH, BBeneHHs KQBAKCHUH
BIAIKJIACTH Y 0Ci6, sKi MaloTh roctpe (eGpHIbHe 3aXBOPIOBAHHA/TOCTPY iH(DEKIIIO. ||
TpomOounTonenis Ta TOpYIICHHs 3rOpTaHHS KpOBi: 5K i ©NpPH BBEACH 1
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BHYTPIIIHEOM s130BHX  iH’ekuiii, KOBAKCHUH CIiJi BBOOUTH 3 obepexHicTIO  ocobaMm 3
TPOMOONMTONCHI€IO, OYIb-1KHM NOPYIICHHAM 3TOPTaHHA KpoBi a6o ocobaM, o OTPHMYIOTh
AHTHKOATyJIAHTHY TEPAIlilo, OCKIIBKH IIC]Is BHYTPINIHEOM’I30BOrO BBEIEHHS y LUX 0Ci0 MOXYTh
BMHHMKATH KPOBOTeUl ab0 CHHIYI.

*  Ocobn 3 nocnabiaeHHNM IMyHITETOM: HEBiIOMO, Ul y 0ci6 3 IOPYIICHHSM IMyHHOI BiIOBiAi, B TOMY
9uCli 0cib, AKi OTPHMYIOTh IMyHOJENIPECHBHY TEpAIlilo, BAHHKATHME TaKa K BIITIOBIIb Ha CXEMy
BaKLHMHalil, K i y iMyHOKOMIETeHTHHX oci6. OcobH 3 mociabreHuM IMyHITETOM MOXYTbh MaTH
BIHOCHO cy1ablry iMyHHY Bi/IOBib HA CXEMy BaKL{HHALLI.

e JliTu: KIiHi9HI BUNPO6GYBaHHS 3 OLIHKH GE3MekH Ta edextusrocti KOBAKCHH vy nireit Ta mimpmiTkis
(BikoM 110 18 pokiB) TpuBaroTh. JocTymHi 06MexeHi maHi.

* BsaemosamiHHiCTs: BifcyTHI nani npo 3acTocyBanns KOBAKCUH ocobam, AKi paHillle OTpUMyBaIH
YaCTKOBI cepii iHmmx Bakuue npoty COVID-19.

*  DBaxuuHoBaHa oco6a NOBHHHA 3a)IMINATHCA TIJ MEIMYHHM HATIAIOM NPOTATOM IIOHakMeHmme 30

XBUIMH IIC/IS BakuMHalii. Ilepex BHKOPHCTAHHSAM BaKIMHY CIIZ nobpe CTPyCHTH, mO6 OTpUMATH

ONHOpiNHY, OinyBaty mposopy cycnensiio. Ilepen 3acTocyBaHHSIM ¢nakon cmin Bi3yanbHO OrMAHYTH Ha

HASBHICTH OyIb-AKMX CTOPOHHIX 4acTOK a60 iHmoro 3abapeienns. SIkmo Yy Bac BHHUKJIH CYMHIiBH, He

BHKOPHCTOBYHTE BMiCT (iakona. KOBAKCHH He cif 3MilTyBaTH 3 iHITMMM BAKIIMHAMH.

4.5 B3aemois 3 iHIMMH JTikapchLKAMH 32c06aMH Ta iHLII BHIH B3a€MOJii.

Hocnimkenns B3aeMonii He mpoBogmnocst. OxHOYacHe 3actocyBanHss KOBAKCHH 3 iHmmEMH JTiKapchKHMH
3ac00aMu He JTOCIIKYBaIOCs.

4.6 3acTocyBaHHs mijx Yac BariTHOCTi Ta rogyBaHHs rpyaaro

Besneka, epekTHBHICTE Ta iIMyHOT€HHICTE Y BAriTHHX Ta KIHOK, IO TOIYIOTH TPYJIAI0 HE BCTAHOBIICHA, X04a
BaKIMHALlisl O3BOJICHA JUIA JKIHOK, IO TOMYIOTh Ipyamto. HasBHHUX mammx mono Bakiuan KOBAKCHH, o
Oyna BBElCHA BAaTiTHHM >KiHKaM, HETOCTATHBO VIS 1HOPMYBaHHA PO PH3UKH, TIOB’A3aHi 3 BAKIHHOIO TIiJ
9ac BariTHOCTI.

3acrocysanas KOBAKCHH BariTHHM sxiHKaM PCKOMCHAYETBCS JIMIIE y BHIAJAKY, AKIIO KOPHCTh Bij
BaKIMHALlI JUIs BAaTiTHOI NEPEBUINye NOTEHMiHHI pu3HKH. 1106 JOMOMOITH BAriTHHM KiHKAM 3pOOHUTH 1110
OLIHKY, iM c1in HanaT iHpopManito mpo pusuxkn COVID-19 mix yac BariTHOCT (BKJIIOUAIOYH, HATIPHKIIAT,
IO JEsIKl BATITHI XIHKM MAlOTh MiJBHINEHHI PH3HK indixyBanns abo MaroTh CyIyTHi 3aXBOPIOBAHH, IO
IiJBUINYIOTh PH3MK BaXKKOro mepebiry 3aXBOPIOBaHHA), HMOBIpHI IepeBard BaKIMHALII B MICIIEBOMY
CIIACMiONIOrIHOMY KOHTEKCTI Ta IIOTOUHI 0OMEsKEHHS TaHHX 010 G€3MeKH 1)1 BariTHUX >KiHOK.

4.7 Nocnimxenns simsy KOBAKCHH na 3natHicTs KEpyBaTH TPAaHCIIOPTHUMH 3ac06aMH1 abo IpaIoBaTH
3 HIIMMH aBTOMAaTH30BaHHMH CHCTEMAMH HE TIPOBOIHIIHCE.

4.8 I1o6iuni peaxuii

Hocein kniniyHuX BHOpoOyBann
Besnexa Bakunan KOBAKCHH 6yi1a oniHeHa B Z0CII IKEHHSIX dazu 1, dasu 2 Ta dasu 3, mo Tpusae.

Kniniune nocmimkenns dasu 1 nposoaunocs B Inmii 3a ydacti 375 310pOBHX JOPOCIHX 110619{@‘%&:%13?{ =
nepuumy 50 y9acHUKaMH, 3aIy4eHHMH 710 JOCI UKEHHS, CIIOCTEPIiraIy NpOTAroM 7 JHIB n}f axunnguii',
1 HAa OCHOBI HE3aJICKHOIO aHam3y 3aMacKOBaHHMX JaHHMX MIO0 Oeameky, npomnexgiﬁfﬂ; 1{?’ Toiero’ 87
MOHITOPUHTY JaHHX IOJO Oesnexn, Gyso 03BOICHO NPOAOBXKHTH HOCIIIKEHHSA 3 B ;‘ fCHH}IM YEHITHA
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TNOBIXOMIISIN MalienTH, 6ymn 3apeectpoBani y 17 yuacuukis (17%; 95% JI 10-5-26- 1) y rpymi 3 Mxkr 3
Algel-IMDG, 'y 21 yuacuuxa (21%; 13-8-30-5) y rpymi 6 mxr 3 Algel-IMDG, y 14 y4JacHHKIB (14%; 81—
22-7) y rpyni 6 mxr 3 Algel Ta y 10 (10%; 6-9-23-6) y rpymi smme 3 Algel. HannomupeHinmMu no6iyHuMu
peakuisiu Oynu 6inb y Micni in’exuii (17 [5%)] 3 375 yuacHukiB), ronorEuii 6inb (13 [3%)]), Broma (11 [3%)),
NiABHILCHHS TemnepaTypu (9 [2%]) Ta HynoTa abo 6mosanns (7 [2%]). Vi nepeabadeni nobiyHi peakiii
Oymnu nerkumu (43 [69%] 3 62) abo nomipHoi TsmxKoCTi (19 [31%)]) i BUHMKATH YacTiie Mics IIePIIIO] TO3H.
Omny cepitosny no6iuny peakiiio BipyCHOTO IHEBMOHITY GyJIO 3apeeCTpOBaHE B rpyni 6 Mxr 3 Algel, ne
TIOB’SI3aHY 3 BAaKIHHOIO.

K i zocai —

Kiinigse pocmimkenns ¢asu 2 nmpoBoauiocs B Inii 3a yuacti 380 106poBONBLIB — MiUTITKIB Ta 3IOPOBHX
RopoCiHX. YuacHuku Oynu paniomizoBano moxineni (1:1) s oTpuMaHHs penapaTy 3 MKT 3 Algel-IMDG
abo 6 mxr 3 Algel-IMDG. Ilicns 060x 103 HaHNOMMPEHIMIOK HepeabadCHO0 OGITHOM peakuiero OyB 6ib
y Micui in’exuii, npo mo norigomum 5 (2:6% [95% I 0-9—6-0]) 3 190 YYacCHHKIB y rpymi 3 Mkr 3 Algel-
IMDG Ta 6 (3-2% [1-2-6-8]) 3 190 yuacuukis y rpymi 6 Mxr 3 Algel-IMDG. Binsmicts mo6igmmx peakuii
Oymnu nerxumu (69 [89%)] 3 78 ydacHHKIB) i MHHAIH POTSTOM 24 TOMMH 3 MOMEHTY BUHHUKHEHHS. 3a 7 nHiB
micyis Apyroi 103w mpo nepenbadeHi MicleBi Ta cHCTeMHI mo6idHi peakuii nosizommmu 38 (20:0% [14-7-
26°5]) 3 190 ysacnukis y rpymi 3 Mkr 3 Algel-IMDG Ta 40 (21-1% [15-6-27-7]) 3 190 y4yacHuKiB y rpymi 6
MKT 3 Algel-IMDG. 3B’s3ky MiX 103010 BAaKIMHHM Ta KUTBKICTIO MOGI9HMX peakiiii He crocTepiranocs.
Haiinonmpenimoro no6iunoro peakuiero y nocmimkenti dasu 2 6ys Gits y Mici iH’ €Ki, 3a IKHM CTiyBaam
TOJIOBHHMH Oinb, BTOMa Ta MiABHIICHHA Temmneparypu. He 6ymo 3adikcoBaHO KOmHMX cepHo3HuX abo
Hebe3NneyHux /Uit KHTTA (T06TO 4-ro Ta 5-To cTymeHs) mepenbadeHHX MOGIMHMX peakuii. 3HauHHX
BIIMIHHOCTEH 10710 6€3MeKH He COCTEepIraock Mix JBOMA rPyIaMH.

Hemae cyrreBoi pisHMui y 9acTHi ydacHHKIB, siKi Manu mepenbadeHy MicleBy abo CHCTeMHy MOGiuHy
peaxuio y rpymi 3 mMxr 3 Algel-IMDG (38 [20-0%; 95% JII 14-7-26-5] 3 190) Ta rpymi 6 Mxr 3 Algel-IMDG
(40 [21-1%; 15-5-27-5] 3 190) Ha 0-7 Ta 28-35 mHi; cepiiosHHX MOGIUHMX peakuiif y AOCTiKEHHI He
CIOCTepiraiocs.

Kuiniumi : I ;
beanexa

BBV152 nponeMoHCTpyBaB NpHIAHATHHH Mpodiis 6e3Mekn Ta peakTOoreHHOCTi y AOpOCIIHX BikoM >18 pokis,
B TOMY YHCII JIOPOCIUX BikoM >60 pokie (y TOMy 4Mcni 3 CymyTHiMH 3aXBOPIOBAaHHAMH, IOB’sI3aHHMH 3
TJBAILEHAM PH3HKOM IPOrPECYBAHHS O THKKOTO/KPHTHYHOTO nepebiry COVID-19). ¥V nopisususi 3
IHINMMH IHAKTHBOBAHMMH BaKLIWHAMH, PEAKIii NiNepayTIHBOCT] micas imMynizanii BBV152 6ynu pinkicaumu
Ta 3a3BMYal HECCPHO3HUMH. BaxkuX anepriynmx (aHadimakTHYHMX) peakiiif y KJIIHIYHHX JOCTiIKEHHAX
BBV152 na crorozHi He 3apeecTpoBaHo.

Beroro Gyno sapeectpoBano 5959 moGiunux peakuiit (IIP) y 3194 cy6’exris, IpH LBOMY NOPIBHIOBaHA
yactka (12,4%) cy6’exris Mana monaiimenme onny ITP y rpynax BBV152 Ta miane6o. I1P, 3apeecTpoBani
B rpyni BBV152 6ymu nerxumu (11,2%), nomipaumu (0,8%) aGo Bakkumu (0,3%) i Gysu aHATIOTIYHMMH JIO
3apeecTpoBaHMX y rpyni miane6o (nerki [10,8%], momipHi [1,1%)] Ta Baxxi [0,4%]). Beboro B qocmimkenHi
byno 3apeectposano 106 cepito3Hux nobiarnx peaxuiit (CITP) y 99 cy6’exriB; 40 peakiiii y rpyni BBV152
Ta 66 peakwiii y rpymi mane6o. 3aranom, rpyna mrane6o (60 [0,47%] Cy6’exTiB) Mana Buiy yactoty C,
nopiBHSHO 3 Tpymoro BBV152 (39 [0,30%)] cy6’exrtiB). JInme omua CIIP (iMyHHa TpOMOOLHMTONIEH )
CHCTCMHO-OPraHHOMY KJIaCl «IIOPYNIEHHS 3 GOKy KpOB’SHOi Ta IiMQaTHYHOI CcHCTeM» Bgaﬁcfﬁ CH R
TOB’A3aHMM 3 BBeicHHAM BBV152. V nocnimxenni 6ymno 3adikcosano 15 meranbuux Buma, 1§;"$§¢%ﬁeH 3&;\;\
AKHMX HE BBaXKaBCs JOCJIAHUKAaMH TOB’s3aHEM 3 BBV 152 a6o mane6o; HOBIOMJISLTIOCS, 1Y Q}ér?ggg%l@%ug : ‘5’3\\;
BHnazKiB 6ymn nos’szani 3 COVID-19. V rpyni BBV152 6yio 3adikcoBaHo 5 ne‘ranmnx;%@i’aﬁiiﬁ; ‘* fu ) !
AKHX CHPHYMHCH1 (akTopaMH, He IOB’S3aHHMH 3 BaKIMHaIiero. Lli dakropu Bmmqanfx\l;ﬁ Mopau%§§§ j
IHCYJIBT, M'CTaCTaTI/I‘IHI/Iﬁ. paK S€YHHKIB, ' 3ynuHKy cepud, COVID-19 ta p?nfgﬁ\;)f\ BYTHBKY., . o P k
CepLst/BHY TPIlIHBOYEPEIHi KPOBOBHIMBH (HE TATBEPKEHO). JleCATS eTalbHHX BHIAIKIB y 1’% nhIaneto /{%;
Oyiu COpHYHHEHI HENOB’ A3aHMMH CTaHAMH i BKJIIOYAJIH CEpIICBO-JIETEHEBY HEJIOCTATHICTE, 3yn§t§§ Qe_;ﬂig, gg;%fﬁ
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HMOBIPHO, Yepe3 TOCTpHH KOPOHApHHIl CHHIPOM Ta CYMyTHIO rinmeprensito, COVID-19 (5 cy6’exriB), 1
JICTAIBHUH BUMAIOK 3 HEBIOMOI IPUYMHH 1 CUMIITOMAaMH TOJIOBHOTO GOJIIO Ta 2 JICTANbHI BHIIAJIKH, SIKI IIIe
CJIiJl BU3HAYHUTH.

He Oyno 3adixcorano sxoxumx anaginakTHIHHX peakiiiii.

Ipubmusno 9% cy6’extis Many moHaliMeHme oHy MOGIUHY peaKwio MIPOTATOM 7 IOHIB MiCHs BaKIMHALL;
3arajibHi NOKA3HUKM YaCTOTH Iepea0adeHux ToGIYHHX peakiiif Oymu Hwxunmu micns mosu 2 (4,3%
cy6’extiB), Hix miciast qo3u 1 (5,9% cy6’exTiB), i MaH TeHACHIIIO OyTH nemo Buiumu y rpymi BBV152,
HDX y rpyni rane6o. Cepen MiceBHX a60 CHCTEMHHX nepenbagennx TP noBinoMIIsIocs mmte npo 6ink y
micni in’exuii 3 wacToToro >1% micis BBeNEHHS GYIb-SKOi 03M ab0 3aTalbHHM CYMapHHUM IIOKa3HHUKOM
6:1136K0 4% y pi3HHX Ipynax. AHaNOTiuHi YaCTKH Cy6’€KTiB y rpynax BBV152 (3,04%) Ta mraue6o (2,78%)
NOBIZOMUIM 11Ipo Gilb y Micui iH ekl micis nepuwoi 103, 31 3HikeHusm 10 1,81% ra 1,62% cy0’exTiB
micnis Apyroi 1034 BianosiaHo. Inmi wacti micuesi [P Bxmogamy €pUTEMY B MICIIi 1H’ €Ki, YIiIbHEHHS B
micui iH’ €Kil Ta HaOpsAK B MicLi iH’exuii, po sxi moBizoMsH < 0,3% Cy6’ekTiB B Oymb-sKiit rpymi micis
BBEJICHHS OyIb-AKO1 J103H.

HepenGaueni cucremsi IMP cnocrepiranucs pimme —y 2,57% Ta 1,92% cy0’exTiB micns o3u 1; tay 1,8%
Ta 1,6% cy6’extiB micns go3u 2 y rpynax BBV152 ta mnane6o Bianosimso. HaifyacTilIow CHCTEMHOIO
n0614HOI0 peakiliero OYB roMoBHHUIA Gislb, 32 AKHM CITiTyBaH rineprepMis, BTOMa Ta Miaris; y 060X rpymax
JacToTa BHIAJKIB CTaHOBMIA MeHme 1%. Beboro 6yno 3apeectpoBano 767 HenepenbadyeHuX MOOIYHMX
peakuiit y 450 cy6’exris; 1,76% y rpyni BBV152 1a 1,74% y rpyni mwiane6o. Yci HenepenbayeHi mobiuni
peakuii cnocrepiramucs y <1% cy6’ekTiB i3 aHANOTIYHOK YaCTOTOKO y rpynax BBV152 Tta mnane6o;
HAaHNOIMPCHIIAMA TIOGIYHUMH peakuismMu OynH TimepTepMis, Kameas, TOTOBHHH 6ins Ta 6is y
potornoTui. Heraiini ITP B Mexax 30 XBUIMH criocTepiraaucst e y 0,1 % cy6’exTiB micis BBEICHHS 103U
1 Ta'y 0,04% cy6’exris micis BBegeHus 034 2. Binbina kinbkicts Heraitaux TTP B Mexax 30 XBIIHH micus
BBEJICHHA JI03H CIIOCTepirajacs B rpymi miane6o (29 ssum, 23 cy6’exri) nopiBHAHO 3 rpynoto BBV152 (14
ABHIN, 12 cy6’eKTiB); GimbmIicTh 3 IUx Heraituux [P BHHMKAMH micis BBeaeHHs 03y 1.YacTka Cy0’€KTiB, y
AKHX crocTepiranucs 6yap-aki mo6iuHi peakiii, Mo BUMAaranu HajaHHA MEIHYHOI JIOTIOMOTH, Ta MOOIYHi
peakuii ocobnuBoro 3HaueHHs, Oyna noaiGHo0 y rpymax BBV152 ta mnane6o. ITo6iuni peakuii Npu3BeNn
A0 NPHUIMHCHHSA 3aCTOCYBAHHS IIPENaparTy, o BUBYAETCS, y 19 cy6’exTiB: 13 cy6’exTiB y rpyni BBV152
Ta 6 cyG’extiB y Tpymi miane6o. B minomy, npemapar BBV152 IIPOJICMOHCTPYBAB XOPOIIHH MPOdiis
PEaKTOreHHOCTI 3 aHAIOTIYHMMH TIOKa3HHKAMH Iepen6aueHux, HenepeaGadyeHnx Ta CepHO3HUX MOGIYHMX
Peakiiii, a Takox MoGIYHEX peakiliii 0cO6IMBOro 3HaYeHHA y rpynax BBV152 ta miane6o.

IloGiyni peaknii, mo cmocrepiranmes mix uyac KIiHIYHEX JOCJIi/IZkeHb, IepepaxoBaHi HHXK4Ye 3a
KaTeropiiMu 4acToTH: ayxe 4acto (> 1/10); wacro (> 1/100 xo 1/10); meqacro (= 1/1000 go < 1/100);
piaxo (=1/10 000 xo < 1/1000).

IoGiuni peakuii, mo cmocrepiraancs npu 3acrocyBanni BBV152 B KJIiHiYHOMY Aocaixxkenni ¢asu 3:

CucTreMHO-0OpranHuii Kjac 3a Yacrora Io6iuni peaxmii
kiaacudikanicro MedDRA BHHHKHEHHSA

IlopymenHsi 3 60Ky HEPBOBOI cHCTEMH Yacro I'onoBHuwuii 6ian
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Heuacto 3anaMopoyeHHs
IMopymenns 3 60Ky qUXaJILHOI CHCTEMH, Yacro Kaean
OpraHiB rpyHoi KJiTHHM Ta cepeNoCcTiHHS
Heuacro Bisib B pororaorui
Po3znanm 3 6oxy onopno-pyxosoro amapaty | Yacro Miasnris
Ta CIOJYYHOI TKAHHHH
Heuacro ApTpanris
Pozsiagu 3 60Ky HTYHKOBO-KHIIKOBOTO Heuacro Hynora
TPAKTy
Hevacro Jiapes
ITopyuienns 3 60Ky mKipu Ta miqmKipaax Heuacro Caepbix
TKaHHH
3araabHi po3aau Ta peakuii B Micni Yacrto Biab B Michi in’exmii,
i1’ exnii NiBHLICHHS TeMIepaTypH
Tijia, BTOMA
Heuacro Epurtema B Micui in’exuii,
yumijibHeHHs B Micui in’exuii,
Ha0psAK B Micui in’exuii,
cBepOixk B Micui in’exnii, 03500

Ha mizcrasi 3sity ananisy 6esnexu, odopmireroro Hanionanssum komiterom 3 IIIIP (OCTBAKIMHANBHHX
nobIyHKX peakniit) MinictepcTBa 0XOpOHH 310poB’s Ta 106po6yTy ciM’i Bix 17.05.2021 p., MICJIA BBEJCHHS
6784 562 no3 BBV152, ne 6y0 3apeecTpoBaHO NOTEHIIHHIX TPOMGOEMBOTIYHIX SBHIIT gepe3 mwiaThopmy
CO-WIN.

lani ipo no6iuni peakwii, 110 BUMaraiy HaJaHHs MEAWYHOT TOTIOMOTH, Cepio3Hi MoGiuHi peaxkuii (CIIP) ta
neTankHi BANAAkM Oymu 3i6pami Bix ycix 25 798 ywacHHKiB, sIKi OTpHMAIM BAKIMHAIIIO B paMkax
ROCIDKeHHs, i OyMyTh 36MpaTHCs npoTsroM 1 poky.

4.9 Imynna BiInoBigs Ta edexTHBHICTL

Kopouasipycna xsopo6a COVID-19 cnpuunnsieTses indikysannam Bipycom SARS- CoV-2.

Hocninxenns imyHorenHocTi y jiropeii (¢pasa 1 Ta 2)

Hocmimkenns gasu 1 mokasano, mo 4acTota cepokonsepcii (%) cranosmia 91-9% y 6 Mk 3 Algel-IMDG
nicyist BBeAIeHHs 1o3u 2. Yepes 28 nHiB micis ApyToi m03M cepemHe reomerpuyne THTPiB (CI'T) cranoBmiIO
66-4 [95% /I 53-4-82-4] y rpymi 6 mxr Algel IMDG na ocroBi MNTS50. Bignosini T-xitia CD4+ ta CD8+
Oyimn BusBNeH] y miarpyni 3 8 yyacHukis 3 rpyn 6 mxr Algel-IMDG. Kpim Toro, 3a monomoroo anamizis
ELISA Bussasamu IgG no cmaiiky riikompoteiny (S1), peuenTop-38’sa3yBansHoro noMerny (RBD) ta
HyKJIeokancunHoro 6inka SARS-CoV-2, mo mBHaKo 36iMsIIyBanucs Imicis BBeEICHHS y IBOIO30BOMY
pexumi. Cepenni koedinientn isotunysannsa (IgG1/1gG4) craoBwm 6inbine 1 11 BAKIHHOBAHOT TpyIH,
10 CBiM9HIIO Npo 3MimenHs 10 Thl B iMyHHiii Bignosizi.

Hepe3 TpU MicsALi TiCIA OTPHMAHHA APYTOi JI03M B YYACHHKIB HOCIHIKCHHS ¢ba3u 1 O6ymu B3aTI 3pasku
CHPOBATKH AJIs MOAANBINOro crnocTepeskeHHs. ¥ rpymi 6 MKr CI'T (MNTsp) Ha 104-if neHb cTaHOBHIH 6&<5
[95% I 53-7-90-0]. Cepokonsepcis Ha ocoBi MNT50 6yna 3apeectpoBana y 76 (81-1% [95% I 71
88:1]) yuacnukiB y rpyni 6 mxr 3 Algel-IMDG. Ile cBigunts npo te, mo CI'T 36epiranucs qeggai?
TiCIIst BBEACHHS APYTOi 1031 Ta Yepes 104 aui. Takox 6yII0 oLiHeHO BTOPDHUHHY IMyHHY BlLIHOBi}i{
AKa BUSIBWIACS CTIHKOIO Cepe]] PEIMITiEHTIB Bakiuuy dasu 1. 1/ &/

V nocmimpxenni dasu 2 mi rpynu 6 mMkr Algel-IMDG 6ynu BusBiIcHI momiGHi pe3yJibTa
TIIPOBE/ICHI TeCTy HeHTpanizanii 6msmkoyrBopenns (PRNTS0) na gens 0 3 0- 10 [95% A1 0 T})R?—O
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noTiM 36inbmmBes 10 197-0 (95% JII 155-6-249-4) na nens 56. Cepokonsepcist Ha ocHosi PRNTS0 Ha 56
AeHp Oyna sapeectpoBana y 174 (98-3% [95% J1 95-1-99-7]) 3 177 yuacuukis. CI'T (MNTS0) Ha 56 nenn
cranosuin 160-1 (95% JII 135-8—188-8). Cepoxonpepcis Ha ocHosi MNTS0 Ha 56 nenb 6yi1a 3apeecTpoBana
y 171 (96:6% [95% I 92-6— 98-5]) 3 177 yuacuukiB. Ilicis BBeneHHS BaKIUMHH OyJIu BUSIBJICHI THTPH
aututin  IgG (GMT) no Beix emitomiB (cmafik raikompoteiH, pPEeLenTop-38°I3yI0UHi  JIOMEH 1
HyKJICOKanCHIHu# Oinok). CrieinHomenHs Th1/Th2 nurtokiniB Bkasye Ha 3MmimmeHHs Bianosigi Thl kmitun
Ha 42 neHb.

Hocnixxenns: iMyHOreHHOCTi IPOTH BAPiaHTIB, 10 BHKJIHKAIOTH 32HENIOKOCHHS

Turtpn neiirpanizyrounx antutin (PRNT 50) cuposarok, 3i6parnx (uepes 4 THXHI mics Apyroi n1o3u) y 38
PELHMITIEHTIB BAKIMHH, SKi OTPUMYBAIIH BakIMHy-Kauauaara BBV152 y dasi Il nocnimkenns (Hemae nokasis
nonepenHpoi iHpekuii SARS-CoV-2), oniHioBaan 1y BH3HAYEHHS iMyHOTEHHOCTi BaKLMHH-KAHIHIATA
BBV 152 npotu TpeoX pi3HHX IITaMiB BipyCy, BKIIOHAK0YH BaPiaHTH, [0 BHKIHKAOTH 3aHenokoeHHs, Alpha
(B.1.1.7). Taxox 6yB mpoTtecroBaHHii penpeseHTaTHBHHiT Habip 3 20 3pa3KiB CHPOBATKH PEIHIIIEHTIB
BAKIMHH — BOHM CIIY)XWJIM TIOPIBHANBHMMH 3paskaMH. Buxopucranus sHayenr PRNTS0 3 mux rpyn
IPOJCMOHCTPYBaIO He3Ha4Hy pisHuLio (P > 0,05) B HelTpaizanii MiX TpboMa I0CIIiHKYBAHHMH IITAMAaMH.

HonansIui A0CHimKEH S IMyHOT€HHOCTI IPOBOAMITHCS HACTYIIHHM 9HHOM: 3 BUKOPHCTAHHSM CHPOBATOK 28
ocib, imyHisoBannx BBV 152 (nemae nokasis nonepennsoi indexuii SARS-CoV-2), 316paHuX mix yac dasu
IT xTiHI9HOTO JOCIHI/KEHHS, Ta 3pasKiB CHPOBATOK, 3i6paHuX y oci6, ski oxyxam Bix COVID-19 (n=17),
6yno nposezere Tectysanna PRNTSso. Ile npoxeMOHCTpyBaio, o HeHTpami3youa 31aTHICTE IIPOTH JENbTA-
BapiaHTiB, 0 BUKIHKAIOTh 3aHenokoenns (VOC) (B.1.617.1), Maa aHanori4si mokasHHKH 10 CHPOBATOK
BaKIIMHOBaHHUX 0ci6 i 0ci6, mo omysxanmy. Inme gociimke s 610 IPOBEIEHO 3 METOIO BU3HAYECHHS IMYHHOL
Bixnosini IgG Ta Helrpanisyrouoi akTHBHOCTI y 19 3pa3kax peKOHBaJIECLEHTHOT CHPOBATKH, OTPHMAaHHUX Y
ocib, mo onyxam Bix COVID-19 ta Mamu miaTeepmxeni VOC Alpha (B.1.1.7, [n = 2]), Beta (B.1.351 [n=
2]), B.1.1.28.2 (n = 2), minis B1 (n = 13) (15-113 aniB micis MO3HUTHBHOTO TecTy). Jlani nopiBHIOBaNH 3
cupoBaTKaMu 42 y4acHHKiB, iMyHi3oBaHux BBV 152 B pamkax xiiniuHOTO mocmimxenns 11 da3u (uepes 2
Micami micna apyroi nosu). Ile mMOCTiIKXEHHS BHSBHIO BHCOKHiA piBeHb IEpeXpecHoi Helrpanmizamii B
CHpOBaTKax, 310paHuX y ocib, inQikoBaHMX BapiaHTaMu BipyCy, Y HODIBHSHHI 3 THMH, XTO BaKITMHOBAHHIL
BBV152. Tlosinomnsnocs npo 1uie oaHe JOCHIKEHHS, B SKOMY TIOPiBHIOBAJIHCS HEHTpai3ylodi aHTHTLIA B
CHpOBaTKaX, 310paHux y ocib, mo oxyxamn Bix COVID-19 (n = 20), Ta 0ci6, BAKIMHOBAaHHX BOMA J03aMH
npenapaty BBV152 (n = 17) nporu VOC Beta (B.1.351) ta VOC Delta (B.1.617.2). Xoua CIocTepiranocs
SHIDKEHHA HEHTPaIi3yIouuX THTPIB y CHpoBaTKax 0Ci6, mo oxyxamu Big COVID-19 (8 3,3 Ta 4,6 pasm), a
TaKoX 0Ci0, BaKIMHOBaHUX mpemapatoM BBV152 (8 3,0 Ta 2,7 pasu) npots VOC Beta (B.1.351) Ta VOC
Delta (B.1.617.2) BinmosinHo, cioctepiranacs nepexpecHa HEWTpani3anis npotH mux a8ox VOC.

Kuiniuni gocnipkenus dazn 3
EdexkTHBHICTL

Hocnijpkenns ¢asu 3 — ne GaraToueHTpoBe, paHIOMI30BaHe, MOBiiiHE ciine, miane60-KOHTPOJILOBaHE
nocnipkenns B Iuxii, o TpuBae, sKe omiHOe eheKTHBHICTD, Ge3nexy Ta IMyHOIeHHICTb NPH CXEMi BBEICHHS .
ZBoX 103 npenapaty BBV152 nns npodinaktuku cummnromatuanoro COVID-19 y J0pOCiHX BikoM BigJ8
pokiB. JlocnikeHHs IPOBOAUTECA B 25 pi3HMX KIiHIYHMX Gasax Iumii. Bchoro Oyno paHIOMi30BaHO 25 72%\

YYaCHHKIB, 3 skux 24 419 Gyim BaxuuHOBaHi 1BoMa J03amMi BBV 152 a6o miane6o. Y JOCTIDKEHH w

BKJIFOYCHI 10pocii cTapmre 18 pokiB, siki Gynm 310poBHMH 260 Many CTabiibHHMil cTan 310pOB’ &/ Sgﬁo 6yno\ﬁff
BIIHOCHO 7100pe 36amaHcOBaHe cepes MiATPYN 3a BikOM, CyIyTHIMH 3aXBOPIOBAHHSIMH gﬁ%ﬁ}g&o Ae 2

JOCIIDKEHHS 6yJI0 3a/Iy4eH0 y9acHHUKIB y 25 KIiHIYHHX 6a3ax, M0 MaTH MOXJIHBICT npogﬁé’rjmhRT,
(IIIP B peansHOMy 1aci) Ta ceponoriuni nocrimkenns xa COVID-19, 3 16 mucTomana 2020 f)o‘j{ o 7¢
2021 poky. Ilepion BKIIOYCHHS O DOCIIKEHHS 30iraBcs 3 MOSBOIO HOBUX BapiaHTIB SAR§;%QX~}2§,;:&€;H&3 a”%i ‘
YYaCHUKH JIOCII/DKEHHs BKJIIOYaIM 1i BapiaHTH, IO BHKIHKAIH 3aHETIOKOCHHS. Pesynprartu € q@g&m@q’iﬁ by
TPYHTYBaIHCs Ha IEPBHHHOMY aHaIi3l, K BKmoyas 12 879 y4acHHKIB, 10 OTPUMAIIH BaKIHHY, Tﬁ‘l’if&?ﬁw’g
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YYaCHHUKIB, 110 OTPHMaJM Ijanedo, B skocti mepuroi xo3u. Lledl npomixuuii aHani3 BKIoYaB jgaHi no 17
TpaBHs 2021 poxy 1 BKIOYaB Meiady 146 nHIB maHuX 3 6E3MCKH, JOCTYIIHUX MiC/s NEPUIO] JI03H, i Meiany
99 nHiB cnocTepexeHna eeKTHBHOCTI 9epe3 ABa THKHI MIC/IA APYroi JO3H.

Ha MOMEHT cxiananHs 3BiTy IPOTOKONBHOTO aHami3y cmocrepiranocs 130 BuNajakis IepBHHHOI KiHIIEBO
TOYKH, J17aG0OPAaTOPHO MiATBEPIKEHHX, 3 IIOYATKOM npHHaiiMHI yepe3 14 nuiB micns BakiuHamii 103010 2. 3
IMX BUIAJKiB 24 BUHMKIIM B TPYIi BakiMHOBaHMX Ta 106 (BUHMKIM B rpymi miane6o). Byno BcTaHoBIEHO,
110 eheKTUBHICTh BAaKIMHH CTaHOBUTE 77,8% (95% CI: 65,2 — 86,4). Tlonansmmii aHaJi3 IPOBOXHBCS ISt
PO3rIIANy BTOPHHHHX KIHIEBHX TOYOK, B TOMY YHCIi BaXKKOro Iepeliry 3axBOpIOBaHHA. Y IIOMY aHal3i
3aranom 16 ygacHuKIB (1 penumieHT BakIMHH, 15 penumieHTiB m1ane60) mpoaeMOHCTPYBAH eeKTHBHICTD
BakIMHH 93-4% (95% CI: 57-1-99-8) npoTH Baxxkoro nepediry 3aXBOPIOBAHHSL.

Hpu anamsi miarsepmxennx cumnromarnynnx sunaakis COVID-19 6yno sapeectposano saraiom 79
BapiaHTiB 3 16 973 3paskis, 18 — y rpymi Bakuunu Ta 61 — y rpymi miane6o. Cepex 50 mO3HTHBHO
niaTBep/OKeHnX Bunankis Delta (B.1.617.2) 13 Ta 37 yyacHukiB 6y B Tpynax BaKIHHH Ta IUIaueo, 1o
IPOAEMOHCTPYBANO €PEKTHBHICTH BaKIMHHU 65-2% (95% CI: 33-1-83-0).

JM3aiiH NOCMI/DKEHHS TakoX BKIIOYAB PyTHHHE miomicstane ITJIP-TecTyBaHHS, TOMy JOCIiTHHKH MOTIIH
BH3HAYHTH, 10 eheKTHBHICTE npoTH 6escumnromuoro COVID-19 cranosmna 63-6% (95% CI: 29-0-82-4);
BCHOTO 46 6€3CHMNITOMHNX BUNA/KIB (13 y penumienTiB BakuuHy Ta 33 y penumienTis mwiane6o) (n = 6289).

IMYHOTCHHICTE:

3nagenns CI'T nist SARS-CoV-2, cnenudiunoro nAb, Gyiu aHaoriYHAMY y BCix Tpynax Ha gens 0. Ha 56-
H JIeHb y Tpynax, sKi oTpuMyBaiH cepii 1, 2, 3 BBV152 a6o mnane6o, CI'T 1o SARS-CoV-2 nAb cranosumm
130,3 [95% AI: 105,8-160,4], 121,2 [95% MI: 97,6-150,5], 125,4 [95% JI: 101,3-155,1] Ta 13,7 [95% JI:
10,7-17,4] simnosinxo. ToukoBa ominka cmiBBigHomens CI'T [95% JII] mna HeHTpami3yroumx aHTHTIN
cnemudiganx 10 SARS-CoV-2 Mix ycima Tppoma nmapamu cepii 6yma mocinosHo cxoxoio: 1,075 [0,798—
1,449] B cepii 1 nporu cepii 2; 1,039 [0,772-1,398] B cepu 1 mpotu cepii 3; 1 0,966 [0,714-1 ,308] B cepii 2
npotH cepii 3. Bei 95% I nna cniseigHomens CI'T micThmucs B Mexax [0, 5 2,0] ams ITHAII Ta [0,67-1,5]
AU YIPaBJiHHA 3 KOHTPOJIIO 32 NPOAYKTAMH Xap4yyBaHHA Ta JIlKapCBKI/IMI/I 3acobamu CIIIA, TakuM YHHOM,
BIJTOBI/AIOYH 3a3/aJIETiTb BU3HAYEHOMY KPHTEPilo OCiZ0BHOI iMyHHOT Bi/IOBINi 1 BCix cepiil.

4.10 IlepenozyBanus:

IIpo >xoHi BUIAAKK NEpeI0o3yBaHHs HE OBIIOMIIAIOC.
5. PAPMAKOJIOT'TYHI BJIACTUBOCTI
5.1. ®apMakoqMHAMIiYHi BJIaCTHBOCTI

Koponagipycna xBopo6a COVID-19 cnpuunnserscs indikysannam Bipycom SARS-CoV-2. Bakmuna
KOBAKCHH nocnijpkyBsanack y KIHI9HHX JOCIHIDKeHHAX asu 1 Ta 2, M0 TPHBAOTH, MO0 Ge3MekH Ta
iMyHOreHHOCTI, Ta Oyna BU3HaHA Ge3MedHoo i iMyHoreHHow. Y mocimimkenni dasu 3, mo TpHUBae, Oyio
IPO/IEMOHCTPOBaHO, 0 KOBAKCHH 3ano6irae COVID-19 micis BBeAeHHs 2-X /103 BAKIMHH 3 IHTEPBAIOM
B 4 TIDKHI, HA OCHOBI IIPOMDXHOTO aHaJli3y, SKHi IOKa3ye, MO eeKTHBHICTD BAKIMHH CTaHOBHTH 77,8%.
Tpusanicts 3axucry Bix COVID-19 Hapa3i HeinoMa.

5.2 ®dapmakoxineTHuni BIacTHBOCTI:
Oninka papMakOKiHETHIHUX BIaCTHBOCTEH He BUMAracThCsl IS BAKIIHH.
5.3 Noxniniuni qani 3 6esnexn

Bci ¢opmu Bumycky npenapaTy TecTyBanH Ha iMyHOTEHHICTh Ha MHMIIAX, LIypax Ta Kpo x
IypiB Ta KPOJIMKIB BaKLMHyBamH B fieHs 0, 7 ta 14 (n+1 no3a). Kpim Toro, ui hopmu BHITYCKY
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Ha IMYHOTEHHICTh, Oe3meKy Ta 3aXMcHy e)eKTHBHICTH Ha MOJEN CHPIHCBKHMX XOM’SIKiB, IO MiU[aBATHCH
KOHTPOJILHOMY 1H(IKyBaHHIO, Ta MOJENi IPHMATiB (Makak-pe3yc), WI0 IiANaBaIuch KOHTPOJBLHOMY
iHdixyBannio. Xom’siku Gynu BakuuHOBaHi B mui 0, 14, i 35 (n+1 nosa), xuBmit Bipyc SARS-CoV-2 6ys
BBC/ICHNH 1HTPaHA3aBHHUM IUIIXOM B SKOCTi KOHTPOJILHOTO 1H(pikyRaHHA Ha AeHb 50. AHANOTiYHO MaKak-
pesyc Bakumnysamu B 1Hi O Ta 14, a xuswuii Bipyc SARS-CoV-2 6yB BBemeHuii IHTpaHa3aJILHUM Ta
IHTpaTpaxealbHUM IUIIXOM B SKOCTI KOHTPOJIBEHOTO inixyranns Ha nens 28. Bei dopmu Bumycky 6yin
BU3HAHI OC3MCYHMMM, IMYHOrCHHMMH Ta 3a6e3NMedmnH eheKTHBHHIl 3aXHCT K BEPXHIX, TaK 1 HHXKHIX
JUXAITbHUX NUISIXIB.

6. PAPMAIIEBTUYHA IHOOPMAIIIS
6.1 Xonomizkui peyoBuHH
AmoMmiHiro rinpoxcuny reis, TLR7/8 arouict, 2-¢eHokcHeTanonn, docdarunii Oydepnuii pozunn
6.2 OcHoBHi BUIaAKH HecyMicHOCTI

HaHy BakuMHy He MOXKHA 3MIlTyBaTH 3 OYIb-IKUM iHIIMM JIIKapCHKUM 3aCO00M YH aKTHBHOIO iIMYHI3yI0U0I0
PEYOBHHOIO.

6.3 Tepmin npunarHocTi

Tepmin npunataocti KOBAKCHH 3a3HaueHO HAa eTHKeTI Ta Ha KapTOHHIH KopoOui Bakiunu. He
3aCTOCOBYHTC BaKLMHY TiCJIA 3aKiHYCHHs TCPMiHy NPHIATHOCTI, 3a3HA9€HOTO Ha €THKETI Ta Ha KapTOHHIH
KOpOOIIi BaKI[HHH.

6.4 Oco6uBi 3an06ixni 3ax011 npH 30epiranni
36epirarn npu Temmeparypi Big +2 1o +8 °C. He 3aMopoxxysaty. SIkimio Oyna 3aMOpOXeHa — yTHIII3YiiTe.
Ilepen BukopucTamHam n06pe cTpycuTH. 36epiratd B HEJIOCTYIIHOMY MiA JiTed Micni. 36epiratu y

3aXMIICHOMY BiJl CBiTiIa MicIli. 36epiraTn $1akoHH B OpHTiHATBHIH YIAKOBII.

7. ®OPMHU BUITYCKY
KOBAKCHH dopma Bunycka: ¢piakonH 3 ckia, USP THIY 1.

Onnono3zoBHit Giakon — 0,5 mi
Baratonososuii dakon — 2,5 mn (5 no3)

Bararozo3osuit dakon — 5,0 M (10 103)

Baratonososuit dmaxon — 10,0 mx (20 103)

Iicns BiAKpHTTS hIakOHH MOKYTH GyTH BUKOPHCTaH1 y HACTYIIHMX CECisiX iMyHi3amii mpoTsrom MaKCHMyM
28 HiB 32 YMOBH BHKOHAHHS BCiX HACTYIHHX YMOB (sx BKa3ano y IIporpamuiii 3as8i BOO3: IToniTika momo
baratonososux duakonis (BJI®), sepcis 2014 WHO/IVB/ 14.07).

¢ TepMin npHAaTHOCTI BAKIIMHHM HE 3aKiHUYHBCA.
® Bakumna cXBajieHa [ 3aCTOCYBaHHA 0 28 JHIB Mics BiKpUTTs i1akoHy, K Bu3HaYeHO BOO3. -
® DJ1akOH 3 BaKIMHOIO 30epirascs i 6yne 36epiratucs TIpH TeMIIeparypi Big +2 no +8 °C. '
® Bakuunu 36epiraloThes y BiANOBITHHX yMOBAX XOJIOJOBOTO JIAHILIOTA.

® Memb6pana drakony 3 BaknuHOW He Gyia 3aHypeHa y BOAy.

® IlpaBna acenTHKH 3aCTOCOBYBaNUCS M1 HaGHPaHHS BCiX 7103

® dnakoHHuii TepMoinuKaTop (VVM), 3a #0ro HasSBHOCTI, He JOCAT TOYKH yTHTI3aIli].
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¢ Bigkputuii GrnakoH HeoOXiTHO HEralHO YTHII3yBaTH, SKILO 3aCTOCOBYETHCS OYAb-sKa 3 HACTYITHHX YMOB.
e CTepHIIbHI IPOIEYPH HE OYJIH MOBHICTIO JOTPHMaHI.

e Icuye xoya 0 mij103pa Ha Te, O BiAKPHTHI ¢iakoH OyB 3a0pyHeHui abo

e IcHy10TH BUMMI I0KA3H 3a0pyAHCHHS, HAPHKIAM, 3MiHa 30BHIIIHEOTO BUTJISAY TUIABAIOYHX JACTOK.

e SIkimio ¢1akoH 3 BaKIIHHOIO 3aMOPOKEHHH 260 MOMIKOIKEHO (h1akoH (TpilMHA/BHTIK).

8. ®IAKOHHHMH TEPMOIHJIUKATOP (OITI{IST)
JocrynHni ¢opMHu BHIIyCKy BaKIMHH 3 (GJIAKOHHHM TEPMOIHIHKATOPOM abo 6e3 HhOro

@nakonnui Tepmoinaukatop (VVM 7) posramoBanuii Ha kpummi ¢uakoHy mo 0,5 mn. PDinakoHHHI
tepmoinaukarop VVM7 e yactunoro eruketku na ¢pnakonax KOBAKCHH no 2,5 mi, 5 ma ta 10 M, mo
nocragaroTbess Kommasiero «bxapar biorex» (Bharat Biotech). VVM7 mnocragaloThcss KOMIaHico
«TEMIITAYM Kopnopeiimm» (TEMPTIME Corporation), CIIIA. Ile Touka 3aJIeKHOCTI TeMIepaTypH Bif
Jacy mokasye KyMyJIATHBHHH BIUIMB TEIUIa, SKOMY IiJyiaBaBcs GIakoH 3 BAKIUHOKW. [HIUKaTOp nonepemkae
KiHIIEBOTO CIIO)KHBaya MpO MOTIPIICHHS SKOCTI BAKIUHH y PE3yJIbTaTi BIUIMBY TEIUIA.

BMKOPUCTOBYBATH

k4

HE BUKOPUCTOBYBAT | smmmmmemsmmmesseadp

s i

Konip xsagpama Keagpar
3firaemcas TeMHIWHi 33
KOABOPOM KON KORO

Keaapar caitniwuii 3a
§ KOO HaBKONO

LLloMHO BaKUMHa AOCATNA TOUKM YTUNi3aLT YK
TOYKA nepesuwmMna i, Konip BHYTPIWHLOTO KBaAPaTa
Byae TaKUM CaMuM, WO ¥ KOJIip 30BHIWHLOMO

KONa, abo TeMHiWwuM.

Konip sHyTpiwHboro KBagpata ¢nakoHa 3
BaKUMHOIO CNOYATKY MaE CBITNIWNHA
BIATIHOK 33 30BHilWHE Kono. 0aHaK 3 4acoM YTUm3AU
Ta/abo nig picw Tenna woro Konip ctae
TeMHILLIVM,

MosigoMTe B3WOro KepiEHUKA

v

KyMynaTUBHU# BNNWB Tenna NPOTAroM TPUBANOro yacy

Inrepnperanis inaukatopa VVMT7 mpocra: cdokycyiiTecs Ha KBaipaTi B LEHTpi; Horo komp 6yne
3MIHIOBAaTHCS MOCTYNOBO. SIKIIO KOMp KBajpara CBITNIIUMI 3a KOJNO HAaBKOJIO, BakKIMHY MOXHa
BHKOPHCTOBYBATH. SIKIo KoJp KBajgpaTa B LIEHTpPI Ta 30BHIIIHEOTrO KOJIa CTaB OJHAKOBHM ab0 TeMHIme
KOJIbOPY 30BHIIIHBOTO KOJIa, (JIaKOH HEOOXiTHO YTHIII3yBaTH.

Jara nepernany: cepnens 2021 p.

BHroToBIE€HO Ta NPEACTaBICHO Ha PUHKY KOMIIaHi€i0

N
BHAXRAT

BIOTECH
Leod Finaadion,

bxapar biorek Inrepremnn Jlimites,
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anpeca: Cypsei Ne 230, 231 & 235, I'enom Beni, Typkanamni, Illamipnier Mangan, Menuan-Mankamkripi
Hictpikt - 500 078, Tenanrana Creiir, Inmis.
E-mail:feedback@bharatbiotech.com | www.bharatbiotech.com

Cxapry Ta nporosuuii moyo J1ikapcekoro 3acoby, a Takox iHpopManito moo 6yas-akoi mo6iuroi peauii
Ha/ICHIIaiiTe Ha eNCKTPOHHY anpecy feedback@bharatbiotech.com a6o Teneonyiite 3a Ge3KOMITOBHIM
HoMepoMm: 1800 102 2245"
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1. HA3BA TA OIIMC JIIKAPCBKOTI'O 3ACOBY:

KOBAKCHH (Bakuuna i npodinaktuku kopoHasipycy (SARS-CoV-2), uiibHOBipioHHA, IHAKTHBOBaHA) /
COVAXIN® (Whole Virion Inactivated Coronavirus (SARS-CoV-2) Vaccine) sBisie coboro 6iny abo maibke
Olry, omajecleHTHY CyCIEeH3il0, BUIBHY Bil CTOPOHHIX YacTOK, IIO MICTHTh 6 MKI LiJIbHOBIPIOHHOTO,
1HaKTHBOBAHOT'O aHTUreHYy KopoHaBipycy (SARS-CoV-2) (wram NIV-2020-770).

2. AKICHUM TA KIJIbKICHAM CKJIAL:
Koxna 03a 0,5 Mi1 MiCTHUTE:

IinsHOBIpiOHHMH, IHAKTUBOBaHUH aHTUTreH KopoHaBipycy (SARS-CoV-2) (mrram NIV-2020-770) ... 6 Mxr

AJIOMIHIIO TIAPOKCUAY Tefb, eKBiBaeHTHHM Al . ... ..., 0,25 mr

BB T BRI o coniccssonat ettt e et 15 Mkr
2-(beHoxccneTaHon .............................................................................................................. 2,5 mr
DochaTHUI OYPEPHUI POBUMH.......vcvveeeeeiriteeeneetecreereereeeer e esereere s se e nenes q.s. 10 0,5 mn

3. JIKAPCBKA ®OPMA
CrepuiibHa cycneHsis is i1 €KL,
4. KJITHITYHA THOOPMAIIIA:
4.1 TepaneBTHYHI MOKA3aHHSA

KOBAKCHH noxa3zanui Ul akTHBHOI iMyHi3anii Jy11 NpodiIakTHKK BipycHOI iH(eK1ii, BAKIHKAaHOI BipycoM
SARS-CoV-2, oci6 Bixom >18 pokiB. Bakiuna no3BoneHa mis oOMEXEHOTO 3aCTOCYBAHHSA B EKCTPEHHX
CUTYallisIX y IPOMAJICHKHX 1HTepecax BIiMMOBiAHO 10 mosnoxens Hosux Ipasui mono jJikapchKuX 3acobiB Ta
KJIiHIYHMX BUIIPoOyBaHb 2019 poky, 3akoHy Ipo Jikapchki Ta KocMeTHYHi 3aco6u 1940 poky.

4.2 JTo3u Ta crocid 3acTocyBanus
KOBAKCHH cnix BBOAUTH Y BUIJIAAL ABOX J103: ¥ JeHb 0 Ta qeHs 28.
Crniocib 3acToCyBaHHS: BHYTPIIIIHEOM A30B0.
Pexomennosano, ocobam, ski orpumamu nepury no3y KOBAKCHH, 3aBepimmin Kypc BakIMHALil BUKIIOYHO
npyroro nozoro KOBAKCHH.

4.3 IlpoTunoka3zaHHs
e [inepuyTiauBIiCTH O OYIb-SIKHMX KOMIIOHEHTIB BaKI[UHH.
4.4 Oco6.uBi 3acTepe:keHHsI Ta 3aM06DKHI 32X0H IPH 3aCTOCYBaHHI

e He BBOAMTH BHYTPIIIHBOBEHHO, BHYTPILIHBOIIKIPHO a00 MiAIIKIPHO.
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e Sk i mpu BBeJEHHI BCiX IHIIMX BaKLHH, CJiJ 3aBXIU 3a0e3ledyBaTH HAryA[ Ta MaTH HallOTOTOBI
Bi/INIOBi/tHI MeMYHI 3acO0H Ha BUNAZOK OyAb-SKUX aHaUIAKTHYHMX peaKuiil micas iMyHizarii.

e CynyTHi 3aXBOPIOBaHHS: SK 1 NPM BBEJEHHI BCIX iHIIMX BakuuH, BBemenHs KOBAKCHUH ciin
BiIKJIACTH y 0Ci6, AKi MaloTh rocTpe (heGpuIbHe 3aXBOPIOBAHHS/TOCTPY iHDEKIIIO.

e TpomGouuTomeHis Ta TOpYyLIEHHS 3rOPTA@HHS KpOBi: SK 1 IIpM BBEAGHHI BCIX iHIIMX
BHYTpIlIHBOM s130BuX  in’exuiff, KOBAKCHUH cnix BBOmMTH 3 obepexHicTio ocobaM 3
TpoMOOLUTONEHI€0, OyAb-KMM NOPYUICHHAM 3rOpPTaHHs KpoBi a6o 0co6aM, M0 OTPHMYIOTH
AHTHKOAryJISHTHY TEpalilo, OCKiIBKM MiC/A BHYTPIlIHHOM S30BOrO BBENEHHS y LHX OCI6 MOXYTH
BUHHKATH KpOBOTeYi ab0 CHHII.

® Ocobu 3 nocnabneHHNM iIMyHITETOM: HEBIZIOMO, Y Y OCI0 3 OPYLIEHHAM iMyHHOI BiINOBizi, B TOMy
qncii ocib, SKi OTPUMYIOTH iMyHONENPECHBHY TEpalliio, BAHMKATMME Taka X BiINOBiIb HA CXeMy
BaKLMHALi, SIK i y IMyHOKOMIETEHTHMX ocif. Ocobu 3 mocnabneHuM iMyHITETOM MOXYTh MAaTH
BiZTHOCHO c71a0IIly iMyHHY BiJUIOBib Ha CXeMy BaKIMHAILII.

e Jlitu: KniHiyHi BUNpoGyBaHHs 3 oLiHKH Gesneku Ta imynorennocti KOBAKCHH vy niteif Ta migitkis
(BixoMm 110 18 poxkiB) TpuBatoTh. JlocTynHi o6MexeHi aHi.

® BsaeMmosamiHHicTb: BiAcyTHi Jani npo 3acrocyBanHs KOBAKCHH oco6am, siKi paHile oTpuMyBam
4acTKOBI cepii iHmmx BakuuH npotu COVID-19.

¢ BaxuunoBana oco6a NMOBMHHA 3aJMINATHCS Hifl MEJWYHMM HAIJISZAOM IIPOTArOM IIOHaiiMeHme 30

XBJIMH HiC/Is BakUuHauii. [Tepea BUKOPHCTaHHAM BaKIMHY CIIi 106Pe CTPYCHTH, 11106 OTPHMATH OJHOPIHY,
binyBary nposopy cycnensiio. Ilepen 3acTocyBaHHsM (IIaKOH CIIZ Bi3yalnbHO OTISHYTH Ha HASBHICTb GYb-
AKHX CTOPOHHIX 4aCTOK a0 iHImoro 3a6apeienHs. SIKIO y BaC BUHUKIIM CyMHiBH, He BUKOPHCTOBYHTE BMICT
¢naxona. KOBAKCHH He ciix 3MilllyBaTH 3 iHIIMMU BaKIITHAMH.

4.5 B3aemopisi 3 iHIIMMu JiKapchbKHMH 3ac06aMH Ta iHII BHIM B3aeMoii

Onnouacne 3acrocyBannst KOBAKCHH 3 inmmMu ikapchKMMH 3aco6aMu He JIOCITiJDKYBAJIOCH.

4.6 3acTocyBaHHs M Yac BariTHOCTi Ta roAyBaHHS IPyIIIO

Besneka, epexTHBHICTE Ta iIMyHOTEHHICTh y BariTHHX Ta XiHOK, IO TOAYIOTh TPY/II0 HE BCTAHOBJICHA, X04a
BaKLMHALisA J03BOJICHA JIs1 JKiHOK, 110 TOAYIOTh Ipymo. HasBHUX HaHMX 11010 BAKLHHU KOBAKCHH, o
Oyiia BBe/ieHa BariTHUM JKiHKaM, HEJIOCTATHBO /1 iHpOPMYBaHHSA PO PH3MKH, TI0B’A3aHi 3 BAKIIMHOKO TIiJ] Yac
BariTHOCTI.

3acrocysanns KOBAKCHH BariTHHM XiHKaM PEKOMEHIYETHCA JIMIIE y BHIAAKY, SKIIO KOpPHUCTh Bif
BaKIMHALII JUIS BariTHOI NepeBHINye MOTeHUilHi pusuku. 11[06 JOMOMOITH BariTHHM KiHKaM 3poOUTH 1110
OLIHKY, iM ci1in HafaTH inpopManiio npo pusukn COVID-19 nix wac BariTHOCTI (BKII09ar0uH, HaNpHKJIaj, 110
AesKi BAriTHI XiHKM MalOTh IJBHINEHWH pH3MK iHQiKyBaHHS a60 MaioOTh CyIyTHI 3aXBOPIOBaHHSA, IO
MABUIIYIOTh PU3MK BAXKOrO IepeGily 3aXBOPIOBaHHS), WMOBIpHI IepeBard BakLMHALii B MiCIEBO
€MiIEMiOJIOTiYHOMY KOHTEKCTi Ta II0TOYHI 06MEXEHHs JaHHUX I00 GE3NeKH s BaTiTHHX XKiHOK.
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4.7 Iocniwxenns sy KOBAKCHH Ha 3matHicTs KEpYBaTH TPAHCTIOPTHUMHU 3acobamu a6o NpalioBaTH 3 1HITHMH
ABTOMAaTH30BAHUMHU CHCTEMaMH HE IIPOBOJIMITHCE.

4.8 IloGiuni peaxuii

Jocrin kaiHiYHHX BUNPOOYBAHE
besnexa Bakuunn KOBAKCHH Gyiia ouinena B goctimxesnax dasu 1, dasnu 2 ta dasu 3, 1o TpuBac.

K i zocai s 1

Kniniune nocnimxenns dasu 1 nposoauiocs B Inaii 3a yuacti 375 3n0poBux Jopociux 1o6poBobLIB (BIKOM
218 — <55 pokis). 3a nepummu 50 y4acHHKaMH, 3aTTy4eHUMH 10 JOCIIiHKEHHS, CIOCTEPIranu NpoTArom 7 JHiB
Tics BAaKLWMHALGL, i HA OCHOBI HE3AIEXKHOrO aHANi3y 3aMAacKOBAHHX JAHHX IIONO0 OE3MeEKH, IIPOBEJCHOTO
KOMICI€I0 3 MOHITOPHMHTY NaHHX INOJO GesrexH, 60 03BOIEHO NPOIOBKHTH AOCTIKEHHS 3 BKIFOUCHHSM
PELITH yJaCHHKIB 10 BCIX TPYI. YYaCHUKIB BHIIAAKOBHM YMHOM PO3MOJILIMIM UL OTPHMAHHS OJHie 3 TPHOX
penentyp Bakiuiy (3 Mxr 3 Algel-IMDG, 6 mxr 3 Algel-IMDG a6o 6 mxr 3 Algel) aGo no KOHTPOJIBHOI IPyIIH
mawe 3 Algel. Tlicna oTpumanHs 060x 103 mepenbaueHi Micuesi Ta cucTeMHi moGiuHi peakuii, npo ski
TOBIOMIIAIM nauieHTH, 6y 3apeectposai y 17 yuacuukis (17%; 95% I 10-5-26- 1) y rpymi 3 mxr 3 Algel-
IMDG, y 21 yuacuuxa (21%; 13-8-30-5) y rpymi 6 mxr 3 Algel-IMDG, y 14 y4acHuKiB (14%; 8-1-22:7) y
rpymni 6 mxr 3 Algel Tay 10 (10%; 6-9-23-6) y rpymi mumre 3 Algel. Haiinomupenimumu no6i4HUMH peaKiLisMu
Oynu 6inb y micni in’exuii (17 [5%)] 3 375 yyacHUKiB), FOI0BHUIA Gk (13 [3%)]), Broma (11 [3%]), migBumeHHs
Temneparypu (9 [2%]) Ta Hynora abo 6mosanus (7 [2%]). Vci nepenbaueni mobiuni peaxuii Oymu nerkumu (43
[69%] 3 62) abo momipHoi TskkocTi (19 [31%]) i BuHMKaM yacTime micis nepwoi 1034u. OnHy cepiio3Hy
nob14Hy peaxuiio BipyCHOro mHeBMoHiTy Gy110 3apeecTpoBase B rpyti 6 Mkr 3 Algel, He TI0B’A3aHy 3 BaKLHHOIO.

Rttt s —_

Kuiniune nocmimkenns dasu 2 nposoaunocs B Innii 3a ywacri 380 No6pOBONIBLIB — MIAITKIB Ta 340POBHX
Aopociux (BikoM =12 - <65 pokiB). Yuachuku 6yaM paHIoMi30BaHO MOALIEH] (1:1) 1 oTpUMaHHS NpenapaTy
3 mxr 3 Algel-IMDG a6o 6 mxr 3 Algel-IMDG. ITicns o6ox 103 HaNNOINPEeHIIIO Nepea6aueHoro mobiuHo0
peaxuieto 6yB 6ib y Mici in’exuii, mpo mo nosinommy 5 (2-6% [95% I 0-9-6-0]) 3 190 yuacHukis y rpymi 3
Mxr 3 Algel- IMDG Ta 6 (3:2% [1-2-6-8]) 3 190 yuacHukiB y rpymi 6 MKr 3 Algel-IMDG. Binbuicts no6iganx
peaxuiii 6y nerkumu (69 [89%)] 3 78 yuacHukiB) i MUHAMM IIPOTAroM 24 romuH 3 MOMEHTY BUHHUKHEHHs. 3a 7
IHIB IicyIs APYTOi AO3M MPO TepenbadeHi MicLeBi Ta cHCTeMHi Mo6iuHi peakuii nosigomunu 38 (20-0% [14-7-
26-5]) 3 190 yuacuuxis y rpymi 3 Mxr 3 Algel-IMDG Ta 40 (21-1% [15-6-27-7]) 3 190 yyacHukis y rpymi 6 MKT
3 Algel-IMDG. 3B’a3ky MiX /03010 BaKIMHH Ta KUIBKICTIO MOBGIYHHX peakuiii He cmocTepiramocs.
Haiinommuperiworo no6iunoro peakuieio y gocmimkenni dasu 2 6ys 6inp y micui 11’ €Ki, 32 AKUM CITiyBaIA
TOJOBHMH Oinb, BTOMa Ta mMimBHIIeHHS TeMmnepatypu. He 6yno 3adikcoBaHo omHux cepio3Hux abo
Hebe3neyHnx Ay KUt (To6T0 4-ro0 Ta 5-ro cTynens) nepeabayeHnx nodiuHmux peaxiiii. 3HauHuX BiAMiHHOCTEH
110710 O€3MEKHU HE CIIOCTEPIranoch MiX JBOMa IPyHaMHu.

Hemae cyrreBoi pisnuni y yacTui yuacHukis, siki Maau nepea6aueny MicLIeBY ab0 cHCTEMHY No6iYHy peakili
y rpymi 3 Mkr 3 Algel-IMDG (38 [20-0%; 95% I 14-7-26-5] 3 190) Ta rpymi 6 Mkr
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3 Algel- IMDG (40 [21-1%; 15-:5-27-5] 3 190) na 0-7 Ta 28-35 mmi; cepitosuux mobiuHMX peakiiii y
JOCIIKEHH] HE CTIOCTePIiranocs.

K gigiwi zocai fog

BBV152 npopemoncTpyBas npuiiHaTHUT Mpodhiis Ge3MEKH Ta peaKTOTEHHOCTI Y IOPOCIMX BiKoM >18 pokiB, B
TOMY YHCII JOPOCIMX BikoM =60 pOKiB (y TOMy YHMCIi 3 CYNMyTHIMM 3aXBOPIOBAHHSMH, IOB’SI3aHHMH 3
NiJBUIIEHAM PHU3MKOM IIPOIPECYBAHHA [0 TSKKOTO/KpHTHYHOro mnepebiry COVID-19). V mopiBHsHHI 3
IHIIMMY IHAKTMBOBAHUMH BaKIMHAMH, peakuii rinepuyTnuBocTi micns imysisauii BBV152 6ymu pinkicHumu
Ta 3a3BUYail HecepHO3HMMHM. Bakkux anepriunux (aHadinakTHYHMX) peakuidl y KIiHIYHHX JOCIHIKEHHSIX
BBV 152 Ha crorozHi He 3apeecTpoBaHo.

Besoro 6yiio 3apeectposano 5959 no6iunux peaxuiii (TIP) y 3194 cy6’exTiB, npH 150My HOPIBHIOBAHA 4acTKa
(12,4%) cy6’exris Mana monaiimenme oany ITP y rpynax BBV152 ta miaue6o. I1P, 3apeectpoBani B rpyi
BBV152 6ymu nerxumu (11,2%), momipaumu (0,8%) abo Baxxumu (0,3%) i Oyau aHaJOri4HMMH 10
3apeecTpoBaHMX y rpymi mianebo (nerki [10,8%], nomipai [1,1%] ta Baxki [0,4%]). Beboro B pocmimkensi
6yuo 3apeectposano 106 cepiiosnux nobiunnx peaxuiit (CIIP) y 99 cy6’exris; 40 peakuiii y rpyni BBV152 ta
66 peakuiii y rpyni rane6o. 3aranom, rpyna miaue6o (60 [0,47%] cy6’extiB) Mana Buy yacrory CIIP
nopiBHAHO 3 rpynol BBVIS52 (39 [0,30%)] cy6’exris). Jlnme oama CIIP (iMyHHa TpoMGoumTOIEHis) B
CHCTEMHO-OPIaHHOMY KJIaci «IIOpYIIEHHs 3 60Ky KPOB’sIHOI Ta J1iM(aTHYHOI CHCTEMY BBAXAJIOCS IIOB’ I3aHUM
3 BBefieHHsaM BBV152. V nocnimxenHi 6yio 3adikcoBano 15 neTanbHuX BUNAAKIB, XKOIEH 3 SKUX HE BBAXKABCS
HOCTiHMKaMU TI0B’s3aHMM 3 BBV152 a6o mnane6o; moBimoMIsuIocs, 1o 6 JETAILHMX BHMAIKIiB Oynu
nor’s3ani 3 COVID-19. V rpyni BBV152 6yio 3aikcoBaHO 5 JeTalbHUX BUNAMIKIB, YCi 3 AKHX CIIPHYAHEH]
(haxropamu, He 0B’ s3aHMMH 3 BakiuHauiero. Lli pakTopu BKIIOYANTM reMopariuHuil iHCY/IBT, METACTATHYHMIH
PaK s€4HHKIB, 3ynuHKy cepus, COVID-19 Ta pantoBy 3yNMHKY CepIIs/BHYTPIlIHEOYEDENHI KPOBOBIUIUBH (ue
MiATBEP/DKEHO). JIeCATh JeTaNbHUX BHIAAKIB y rpymi miane6o 6yIH COPUYHHEHI HENOB S3aHAMM CTAHAMH i
BKJIIO4AJIN CEPLECBO-JIETCHEBY HEAOCTATHICTb, 3yIUHKY CEplIs, HMOBIPHO, Yepe3 roCTpHil KOPOHAPHHUIL CHHIPOM
Ta cymyTHio rineprensito, COVID-19 (5 cy6’ekTiB), 1 ieTaibHuii BUAA0K 3 HEBIIOMOI IPHYHHK 1 CHMIITOMAMH
TOJIOBHOI'O OO0JIIO Ta 2 JIeTajdbHI BUIIAJKH, SAKi 1€ CJIiJ] BU3HAYMTH.

He 6yi10 3adixcoBaHO x0mHMX aHADIIAKTHYHMX PeaKIii.

Ipubmusno 9% cy6’exTiB Manu IoHaliMeHIIe ofHy MOGiuHy peakiiio mpoTsaroM 7 AHIB mic/s BaKLMHaLil;
3arajbHi IOKa3HMKH YaCTOTH Nepea0adeHHX NOGIYHUX peaKiliii 6yIIM HIKIMMH MiCs 031 2 (4,3% cy6’exriB),
HiK micns nosu 1 (5,9% cy6’extiB), i Manu TeHAEHNIIO GYTH HELI0 BUIIMMU y rpyni BBV152, ik y rpymi
mwiane6o. Cepen micueBrx abo cucreMHux nependadenux [P moBixoMisocs mumre 1po OisIb y MicLi iH’exIii
3 4acToTOX0 >1% micis BBeieHHs Oy 1b-AK0i 103U a60 3aralbHUM CyMapHHM IIOKA3HUKOM 671M3bK0 4% Y pi3HUX
rpynax. AHaloriusi yactku cy6’exris y rpynax BBV152 (3,04%) ta niane6o (2,78%) mosizoMumu po 616
y Micui in’exuii micns nepmioi 103y, 3i sumxennam o 1,81% ta 1,62% cy0’€KTIB IiCIIA APYToi 1031 BiANIOBIAHO.
Inmi gacti micuesi ITP Bkmouany eputeMy B Micui iH’ €Ki, yIiIbHEHHS B Micii iH’ €Ki Ta HaOpsK B Mici
1H’€eKwii, Ipo ski nosimomsmH < 0,3% cy6’exTiB B 6yap-sKiii rpymi micis BBeeHHS Oy ab-1K0i 103H.

Ilepenbaueni cucremni TP cnocrepiramucs pinwe —y 2,57% Ta 1,92% cy6’exTiB micis 103u l;Tay 1,8% Ta |
1,6% cy6’exTiB micns jo3u 2 y rpynax BBV 152 Ta mmane6o Bianosinso. HaifuacTimoo cHeTeMHO0 OGIMHO0
peakuielo 6yB ronosmmii G6ink, 3a SKMM CliZyBamM rineprepmis, BTOMa Ta Mianris; y 00603
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rpynax 4acToTa BUI/IKiB cTaHOBMIIa MeHIne 1%. Beboro 6yiio 3apeectposano 767 HenepentaueHux o6 gHmux
peakuiit y 450 cy6’exris; 1,76% y rpyni BBV152 1a 1,74% y rpyni nnane6o. Vci menepen6aucHi no6iusi
peakuii crocrepiraimucs y <1% cy6’exTiB i3 aHAIOriYHOI yacToTor0 y rpymax BBV152 ta miane6o;
HaANOMMPEHINIMY MOGIYHAMH peakulismMu Oyiu rineprepmis, Kallelb, ToloBHHi 6ib Ta 6ilb Y POTOMIOTLL.
Heraiini IP B Mexax 30 xBunuH crocrepiramucs aume y 0,1 % cy6’ekTiB micis BBenenHs 1o3u 1 ta y 0,04%
Cy0’€KTiB mic/a BBeJIeHH 1034 2. Binbiia KinbkicTs Heraiinux ITP B Mexxax 30 XBHJIMH MIC/IA BBEAEHHS J03H
crocrepiranacs B rpyni miane6o (29 ssum, 23 cy6’extd) mopiusHO 3 rpymolo BBV152 (14 ssum, 12
cy6’exriB); GlubwiicTs 3 mux Heraiuux ITP BHHMKamM micns sBemenns mosu 1.Uactka cy6’exris, y SIKHX
criocrepiranucsa Oyap-siki mo6iuni peakuii, 10 BUMAarany HaJaHHS MEJMYHOI HOIOMOTH, Ta TOGI4Hi peaxii
ocobmuBoro 3HadeHHs, Oyma nomi6Holo y rpymax BBV152 Ta nnaue6o. IToGiumi peaxuii nmpussenu xo
NPUNMHEHHS 3aCTOCYBAaHHS Npenapary, 1o BUBYAEThCA, Y 19 cy6’exTiB: 13 cy6’exris y rpyni BBV152 ta 6
cyO’extiB y rpymi miaue6o. B wmimomy, mpemapar BBV152 mpopmeMoHCTpyBaB xopowmii npodiie
PCAKTOrCHHOCT 3 aHAJIOTIYHMMM TIOKA3HHKAaMH Iepea0adeHux, HemepenbauyeHHX Ta Cepio3HUX MOGIYHMX
peaxuii, a Takox Mo6GiYHNX peakiii ocobauBOro 3HaueHHs y rpynax BBV152 Ta miane6o.

Hani npo noGivHi peakuii, Mo BUMAragM HaJaHHS MEAMYHOI JONOMOTH, cepHo3Hi mobiuni peakuii (CIIP) Ta
JeTalbHi Bunaku Oyiu 3i0pani Bin ycix 25 798 yuacHUKIB, sKi OTPUMAIK BAKIMHALIIO B PAMKAX JOCIIDKEHHS,
1 6ymyTs 36upaTHCs NPOTAroM 1 poky.

IloGiuni peaxuii, mo cnmocrepiramncs mix Yac KIIHIYHMX J0CJTiIKeHD, nepepaxoBaHi HM:XK4Ye 3a
KaTeropisiMu 4acToTH: ay:xe 9acro (> 1/10); gacro (= 1/100 g0 1/10); meyacro (= 1/1000 go < 1/ 100); pinkxo
(>1/10 000 xo < 1/1000).

Io0ivni peaxuii, mo cnocrepiranucs npu 3acrocyBanni BBV152 B kiainiunomy aocuimxenni ¢daszn 3:

CHCcTeMHO-0praHHHi KJIac 3a Yacrora IToGiyHi peaxuii
kJaacupikaniero MedDRA BHHHKHEHHS
Hewacro Hynora
Posnanu 3 60Ky NUTyHKOBO-KHIIKOBOIO TPAKTY ;
Heuacro Hiapes
Bine B Micui id’ exuii, niABUILEHHS
Yacro TEMIIEPATypPH Tijla, BTOMa
Eputema B Micmi  iH’ekmii,
3araJyibHi po3Ja i Ta peakiii B MicLii iH’ €Ki YIMUIbHEHHS B MICHI 1H’ €Ki, HaOpsik
B MICLl 1H’€KIii, cBepOiX B Micwi
Heuacrto iH’ex11ii, 03HOO
Possa 6o Yacto Miaunris
0314711 3 OOKY OIIOPHO-PYXOBOTO anapary Ta :
Y omop Py paty Heuacto Aptpauris
CIIOJIyYHOI TKAHUHU
Yacro T'onoBHwuii 61116
[Topymenns 3 60Ky HEPBOBOI cHCTEMH Heuacro 3anamopouenHs
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. Yacrto Karmens
IMopyuienns 3 60Ky qMXaJbHOI CHCTEMH,
OpraiB rpyqHOI KJITHHH Ta CEPENOCTIHHS Heuacrto Bins B poTornoTmi
ITopymenns 3 60Ky MIKIpH Ta M JUIKIpHUX Heuacro CaepbOix
TKaHHUH

Ha mixcrasi 3Bity ananisy Gesnexu, odopmienoro Hanionansaum komiterom 3 IITP (OCTBAaKIMHAIBHIX
no0i4HuX peakuiit) MinicTepcTBa 0OXOPOHH 310POB’s Ta X06pobyTY ciM’i Bix 17.05.2021 p., micis BBeXeHHS
6 784 562 no3 BBV152, ne 6yn0 3apeecTpoBaHO NOTCHUIHHMX TPOMGOEMBONIUHMX SBUIL Yepe3 wiaropmy
CO-WIN.

4.9 MlepenozyBanns:

Ilpo >xoaHi BUNIaJKH NepeI03yBaHHA HE IIOBiZOMIIANIOCE.
S. PAPMAKOJIOI'TYHI BJIACTUBOCTI

5.1. ®apMakoauHaMiyHi BJIaCTHBOCTI

IMynHna BinnoBigs Ta epeKkTHBHICTD

Koponasipycua xsopo6a COVID-19 cnpuuusserscs indikyBannam Bipycom SARS-CoV-2. Bakuuna
KOBAKCHH nocnimxysanacs y KIiHiYHEX H0CTiKeHHsX Gasu 1 Ta 2 moao 6e3meky Ta iMyHOreHHOCTI, Ta
Oyua Bu3HaHa 6e3neyHoro # iMmyHoreHHow. ¥ nociimkenHi ¢pasu 3, mo Tpusae, 6yiio IpoAEeMOHCTPOBAHO, IO
KOBAKCHH 3ano6irae COVID-19 nicns BBeneHHs 2-X 03 BakKIMHM 3 iHTEpBaNOM B 4 TIDKHi, HA OCHOBI
TIPOMIXKHOTO aHAJI3Y, AKKH TI0Ka3ye, MO eDEKTHBHICTh BAKLMHH CTaHOBUTEL 77,8%. TpHBamicTh 3aXHCTY Bif
COVID-19 napa3i HeBinoMma.

JociinzkeHHs iIMyHOTreHHOCTI Y Jiojeit

Kaniniuni nocnimxenns gasu 1

Hocnimxenns dasu 1 nokasano, mo yacTota cepokonsepcii (%) cranosuna 91-9% y 6 mxr 3 Algel-IMDG micns
BBE/ICHHA 1031 2. Yepes 28 nHiB micns Apyroi no3u cepene reomerpuuse tutpis (CI'T) cranosmo 66+4 [95%
J153-4-82-4] y rpymni 6 Mxr Algel IMDG Ha ocnoBi MNTso. Binnosizi T-knitur CD4+ ta CD8+ Oynu BUsBIIEH]
y miarpymi 3 8 yyacHukiB 3 rpyn 6 Mxr Algel-IMDG. Kpim Toro, 3a moromororo ananizis ELISA Bu3Hauamu
IgG no cnaiiky raikonporeiny (S1), penentop-38’s3yBanbHOro nomeny (RBD) Ta HykieokancugHoro Ginka
SARS-CoV-2, mo mBuako 36inbuIyBatucs micis BBEJCHHS y ABOJ030BOMy pexxumi. Cepenni koedilieHTn
orunysanns (IgG1/1gG4) cTanosumu Ginbiue 1 11 BAKIMHOBAHOI IPYIIH, 10 CBiM4MI0 PO 3MimenHs 10 Thl
B IMyHHIH BITIOBii.

Hepes Tpu Micsui micis OTPUMAHHA APYroi NO3H B YYacHHMKIB JOCTimkeHHs dasu 1 Oynmm B3sTI 3pasku
CHPOBAaTKHU /IS NOJAJIBIIOrO criocrepexeHHs. Y rpym 6 Mxr CI'T (MNTsy) na 104-ii neHp cTaHOBWIM 69-5
[95% ZI 53-7-90-0]. Cepoxonsepcist na ocHoBi MNTso Gyiia 3apeectposana y 76 (81+1% [95% JII 71-4-88-1]) |
ydacHuKkiB y rpym 6 Mkr 3 Algel-IMDG. Ile cBizuuts npo te, mo CI'T 36epiramucs uepes 28 aiB micis ‘
BBEJICHHA ApYrol no3u Ta 4epe3 104 mui. Takox Oyno OLiHEHO BTOPMHHY iMyHHY BiamoBims T-KiIiTHH,
BHSIBMJIACA CTIMKOIO Cepesl PELUIIIEHTIB BaKIMHY (asu 1.
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Kaniniuni nocrimxenus ¢azn 2

YV nocmpkenni ¢asu 2 ans rpynu 6 mxr Algel-IMDG 6ynu BusBneni momibui pesynsratn go CI'T npu
TNPOBE/ICHI TECTy HelTpanizanii 6nsmkoyrBopenns (PRNTso) na aens 03 0-10 [95% JI1 0,09-0,11], sixwmit motim
3611bmBCs A0 1970 (95% MI 155-6-249-4) Ha nens 56. Cepokonsepcis na ocHoi PRNTso Ha 56 neHb Oyna
3apeectposaHa y 174 (98:3% [95% M1 95-1-99-7]) 3 177 yuacuuxis. CI'T (MNTso) Ha 56 ness cranosmu 160-1
(95% I 135-8-188-8). Cepoxonsepcist Ha ocHoBi MNTs0 Ha 56 menb Gyaa 3apeecTpoBaHa 'y 171 (96:6% [95%
AL 92-6-98-5]) 3 177 yuacnuxis. ITicis BBeAeHHs BaKUuHH 6ynu BUsBICHT THTPH anTuTin IgG (GMT) no Beix
eMiToNiB (Cralk IIiKONpOTEiH, peLenTop-38’a3yl0uuii JOMEH i HyKJIeOKANCHAHMI 6in0k). CrniBBigHOLIEHHS
Th1/Th2 nuTokiniB Bkasye Ha 3mimenns Bixnosini Thl xmiti Ha 42 neHs.

Hocaimxkenns iMyHOreHHOCTI IPOTH BapiaHTIB, 110 BUKJINKAIOTH 3aHENOKOCHHS:

Tutpu neiitpanisyiounx antutin (PRNT s0) cupoBarok, 3iGpanux (depes 4 TwxHi micns apyroi no3u) y 38
PCLMIIEHTIB BaKUMHH, SKi OTPUMYBAIN BaKUMHY-KaHuaata BBV152 y dasi II nocmimkenns (HeMae nokasin
nonepenHboi iHdeknii SARS-CoV-2), ouiHioBanM i BU3HAYEHHA iMyHOTEHHOCTI BaKIMHH-KaHIMAATA
BBV152 npoTu TpsoX pisHMX IITaMiB BipyCy, BKIIOYAIOYH BaPIiaHTH, 10 BUKIMKAIOTH 3aHETIOKOEHH, Alpha
(B.1.1.7). Taxox OyB npoTecToBaHHii perpe3eHTaTUBHMI Habip 3 20 3pasKiB CHPOBATKH PELUIIEHTIB BAKLIUHA
— BOHH CIy)KUIIM TIOPIBHSIBHAMM 3paskamu. Buxopucranns snagess PRNTSo 3 LiMX IPyN NpoIeMOHCTPYBaIo
He3HauHy pizauigo (P > 0,05) B HeliTpanizawii Mix TphOMa JOCIIKYBAHUMH IITAMAMH.

Hopmanbuti RocHifpkeHHs iMyHOT€HHOCTI POBOJMIIMCS HACTYITHHM YMHOM: 3 BUKODHCTAHHAM CHUpOBaToOK 28
ocib, imyHisoBanux BBV152 (uemae mokasis nonepennsoi indexuii SARS-CoV-2), 316panux mix yac ¢asu II
KJIIHIYHOTO JIOCTI/DKEHHS, Ta 3pasKiB CUPOBATOK, 3i6panux y ocib, axi oxyxam Big COVID-19 (n=17), 6yno
nposesieHe TecryBanHs PRNTso. Ile npomemoHcTpyBamo, mo HeifTpaimisyioua 3JaTHICTh NPOTH AeIbTa-
BapiaHTiB, O BUKIMKaOTh 3aHenokoeHHs (VOC) (B.1.617.1), Mana aHaIOriuHi MOKA3HMKH 10 CHPOBATOK
BaKIIMHOBaHUX 0CI0 1 0ci6, mo omyxamy. IHe gocmipkeHHs Gyno NPOBEAECHO 3 METOK BH3HAUECHHS IMyHHOT
Bianosizi IgG Ta neiiTpanisyrouoi akTuBHOCTI y 19 3paskax pekOHBaJIECLEHTHOT CHPOBAaTKH, OTPUMaHHX Y 0¢i0,
o oxyxamu Bix COVID-19 ta mamu migreepmxeni VOC Alpha (B.1.1.7, [n = 2]), Beta (B.1.351 [n = 2D,
B.1.1.28.2 (n = 2), minizn Bl (n = 13) (15-113 amiB micis MO3UTUBHOIO TecTy). JlaHi IOpiBHIOBAIM 3
CHpOBaTKaMH 42 y4aCHUKIB, iMyHi3oBanux BBV 152 B pamkax kiinigHoro nocimkenns II dasu (uepes 2 micami
nicis apyroi go3u). Lle JOCIIIKeHHsS BUSBUIO BUCOKH DiBEHB NIepeXPECHOi HEHTpani3aLii B CHpOBaTKax,
3i0pannx y ocib, indikoBaHHX BapiaHTamMu Bipycy, y TOpIiBHSHHI 3 THMH, XTO BaKIMHOBaHHI BBV152.
ToBizomusiiocs npo e ojiHe JOCIIKEHHS., B IKOMY TIODIiBHIOBAIIICS HEHTPAi3yloui aHTHTINA B CHpOBATKaXx,
3i0pannx y oci6, mo oxyxam ix COVID-19 (n = 20), Ta 0ci6, BAKIMHOBAHMX ABOMA J03aMHU Ipenapary
BBV152 (n = 17) npotu VOC Beta (B.1.351) Ta VOC Delta (B.1.617.2). Xoua CIIOCTEPIraiocs 3HWKEHHS
HEHTpai3ylounx THTPIB y CHpoBaTKax ocif, 1o oxyxamu Bix COVID-19 (s 3,3 ta 4,6 pasu), a Takox ocib,
BaKLMHOBaHMX npenaparom BBV152 (8 3,0 Ta 2,7 pasu) npotu VOC Beta (B.1.351) Ta VOC Delta (B.1.617.2)
BIINOBI/IHO, CIIOCTEpiraacs MepexpecHa HeiTpanisalis npotu uux asox VOC.,
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Kniniuni gocninxenns dasu 3

EdexTHBHICTD

Hocnijokerns ¢asu 3 — me GaraToLeHTpPoBe, paHIOMI30BaHe, MOJBiHHE ciiile, NIane60-KOHTPONLOBAHE
mocimiKeHHs B Inzii, mo TpuBae, sKke OLiHIOE epeKTHBHICTH, Ge3reKy Ta iMyHOTEHHICTh IIPH CXEMi BBEACHHSA
nBox no3 npenapary BBV152 ans npodinaktuku cumnromaruynoro COVID-19 y nopociaux BikoM Bix 18
pokis. JlocmimxeHHs IpoBOAUTECS B 25 pisHuX KiiHiuHMX Gasax Inaii. Beworo 6yno panmomizoBaHo 25 798
Y4aCHUKIB, 3 skux 24 419 Oynu BakuMHOBaHi ABOoMa jo3amu BBV152 a6o mnaue6o. Y mocmimkenns Gymm
BKJIIOYEHI JIOpociii crapiue 18 pokis, siki Oyau 310poBiME ab0 Maiu cTabinbHuiA cTad 310pos’s. Bono Gyino
BiIHOCHO J06pe 306amaHcoBaHe cepel MiArpyn 3a BiKOM, CyIyTHIMH 3aXBOPIOBAaHHSAMM Ta CTarTio. J[o
mociipkeHHs Oyyio 3aTyyeHo ydacHUKIB y 25 kiiHiuHMX 6a3ax, o Manu MoxmuBicTh mpoBomutd RT PCR
(IUIP B peansuomy uaci) Ta ceponoriuni gocmimkenns sa COVID-19, 3 16 nuctonana 2020 poky 110 7 ciuns
2021 poxy. Ilepion BKIIOYEHHs JO AOCII/UKEHHs 30iraBcs 3 MosBolo HOoBHMX BapianTiB SARS-CoV-2, pesiki
YYaCHUKHA JOCIIDKEHHS BKJIIOYATH Ii BapiaHTH, 10 BHKJIMKAIM 3aHENIOKOEHHS. Pe3ynbTaTé eheKTMBHOCTI
IPYHTYBaJIUCs Ha ICPBUHHOMY aHaJli3i, kuii BKIoYaB 12 879 yyacHMKIB, 110 OTpUMaNH BakiuHy, Ta 12 8§74
Y4YaCHHKIB, 110 OTPUMAIH 11aLebo, B sKocTi nepmoi o3u. Iei npoMixHUi aHai3 BKIIIOYaB AaHi g0 17 TpapHsa
2021 poxy i Bkmouas Meniany 146 nHiB naHux 3 6e3reKu, JOCTYIHUX IiCHs IIEPUIO 103H, i MeniaHy 99 nHiB
CIIOCTEPEXEHHS e()EKTUBHOCTI Yepe3 JBa THXKHI MICJIs APYTOi T03H.

Ha MOMeHT ckiananHs 3BiTy NpPOTOKONBHOrO aHami3y crocrepiranocs 130 BumajkiB NMepBUHHOI KiHLEBOI
TOYKH, JIAOOPaTOPHO MiATBEP/XEHHUX, 3 IOYATKOM IPUHAiMHI Yepe3 14 nuiB mic/is BakuuHanii 103010 2. 3 mux
BUNA/KIB 24 BUHMKIM B IPYIi BaKIMHOBaHHMX Ta 106 (BuHMKIM B rpymi miane6o). Bymo BCTaHOBNEHO, IO
e(eKTUBHICTb BAKLIMHM CTaHOBHTE 77,8% (95% CI: 65,2 — 86,4). ITomanbumii aHasTi3 IPOBOIMBCS JUTA PO3TILALY
BTOPUHHUX KiHIEBUX TOYOK, B TOMY YHCII Ba)XKOTO Iepebiry 3axBopioBaHHs. Y IbOMy aHanli3i 3aragom 16
y4acHuKiB (1 peuumieHT BakuuHH, 15 penumieHTiB miane6o) NpOAEMOHCTPYBaIH €()EKTHBHICTH BAKIHHH
93-4% (95% CI: 57-1-99-8) npoTr Baxxkoro nepebiry 3axBOpIOBaHHS.

Ilpn anamisi miaTeep/pKeHHX cumnromaTHuHux sumagkis COVID-19 6yno sapeecrposano 3arazom 79
BapianTis 3 16 973 3paskis, 18 — y rpym Bakumeu Ta 61 — y rpym nuane6o. Cepen 50 MO3MTHBHO
niarBepmkennx Bunankis Delta (B.1.617.2) 13 ta 37 yuacHuki Gynu B rpynax BakUMHH Ta IUane6o, 1o
NPOJIEMOHCTPYBANIO €()eKTHUBHICTh BaKIMHU 65-2% (95% CI: 33-1-83-0).

JM3aiiH IOCIKEHH TakoX BKJIIOYAaB PyTHHHE IuoMicstaHe I1JIP-TecTyBaHHA, TOMy NOCITIZHMKH MOTIIM
BU3HAYMTH, IO €EKTHBHICTh NpoTH Gescumnromuoro COVID-19 cranoBmia 63:6% (95% CI: 29-0-82-4);
Bchoro 46 6e3cuMnTOMHUX Bunazkis (13 y penumienTis Bakiyuu Ta 33 y peuumienTis mane6o) (n = 6289).

IMyHOreHHICTE:
3uavenns CI'T nns SARS-CoV-2, cneuudiunoro NAb, 6ynu ananoriduaumu y Beix rpynax Ha gess 0. Ha 56-
1 IeHp y Tpynax, sKi oTpuMyBanu cepii 1, 2, 3 BBV 152 a6o mnanue6o, CI'T 1o SARS-CoV-2 NAb
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cranoBwin 130,3 [95% AI: 105,8-160,4], 121,2 [95% AI: 97,6-150,5], 125,4 [95% [II: 101,3-155,1]

Ta 13,7 [95% M. 10,7-17,4] innosinuo. ToukoBa ouinka crissigHomens CI'T [95% 1] ans HeHTpamizylodnx
anTutin cnenrdpivaux 1o SARS-CoV-2 Mix yciMa Tproma mapamu cepiii 6yna mocmigoBHo cxoxor: 1,075
[0,798-1,449] B cepii 1 npoTu cepii 2; 1,039 [0,772-1,398] B cepii 1 npotu cepii 3; i 0,966 [0,714-1,308]

B cepii 2 npotu cepii 3. Bei 95% JII ans cniBinHomwens CI'T mictuimces B mexax [0,5 — 2,0] s THIIT ta
[0,67-1,5] ans YnpapiiHHS 3 KOHTPOIO 3a IPOAYKTaMH XapuyBaHHs Ta Jlikapcbkumu 3acobamu CIIIA, TakuM
YHHOM, BIANOBIIal04H 3a3/1aJIeTi/Ib BUSHAUEHOMY KPHTEPIil0 NOCIiJOBHOI iMyHHO! BiANOBI i /1A BCiX cepii.

5.2 ®apMaxokiHeTHYHI BJIACTHBOCTI:
Oninka papMakOKiHETHYHHX BJIACTHBOCTEH HE BUMATaeThCA VIS BAKIMH.

5.3 Moxuainiuni gani 3 6e3mexn

Bci ¢popmu Bumycky npenapary TeCTyBajli Ha iMyHOTEHHICTh Ha MUILAX, Lypax Ta KpoJaukax. Muliel, mypis
Ta KPOJMUKIB BakluHyBanu B aeHb 0, 7 Ta 14 (n+1 noza). Kpim Toro, 1i ¢popMu BUITyCcKy HepeBipAIOTHCA Ha
IMyHOTEHHICTh, Oe3neKy Ta 3aXHCHY €(eKTHBHICTh Ha MOJEl CHMpiMCHKMX XOM’SKiB, IO NifaBAIHCh
KOHTPOJIbHOMY 1H(IKYBaHHIO, Ta MOJENi IIpUMATiB (Makak-pesyc), IO MifIaBaIMCh KOHTPOILHOMY
iHbixyBanHio. Xom’saxu Oyau BakumHoBaHi B aui 0, 14, i 35 (n+1 nosa), xusuit Bipyc SARS-CoV-2 6yB
BBE/ICHUH iHTPaHa3aIbHUM IIAXOM B AKOCTi KOHTPOJIBHOTO iH(iKyBaHHS Ha fieHb 50. AHAONIYHO MaKaK-pe3yc
BakiuHyBaM B 1H1 0 Ta 14, a xusuii Bipyc SARS-CoV-2 6yB BBeicHNI iHTpaHA3aIBLHEM Ta iHTpaTpaxeaabHUM
LUISIXOM B SIKOCTI KOHTPOJIBHOTO iHGikyBaHHA Ha aeHb 28. Bei dopmu Bumycky 6ynu Bu3HaHI Ge3meUHHMH,
iMyHOTeHHHMH Ta 3a6e3neyrin eeKTUBHUIM 3aXUCT AK BEPXHIX, TaK i HUXKHIX JUXAIBHUX IULIXIB.

6. PAPMALIEBTHYHA IH®OPMAIIIA

6.1 lonomixkHi peyoBHHH

Aumominiro riapoxcuny reis, TLR7/8 aronicr, 2-¢eHoxcueranon, Gocdatauii 6ydepHuii po3uns
6.2 OcHoBHi BHNAJKK HecyMicHOCTI

JaHy BakimHy HE MOXHa 3MilllyBaTH 3 Gyab-AKHM IHIIMM JIiKapPCHKHM 3ac060M YM aKTHBHONO iMyHi3ylOUOIO
PEYOBHHOIO.

6.3 Tepmin npuaaTHoCTi

Tepmin npunatHocti KOBAKCHH 3a3HaueHO Ha €THMKeTHi Ta Ha KapTOHHiH KopoOui Bakuuau. He
3aCTOCOBYHTE BAaKUMHY IIiC/Is 3aKiHYEHHS TEPMiHy NPUIATHOCTI, 3a3HAYEHOTO HA E€TMKETL Ta Ha KapTOHHii
KOpoO11i BaKLIUHY.

6.4 Oco6mBi 3am06izkHi 3axoau npu 36epiranni
36epiratu npu Temnepatypi Bix +2 no +8 °C. He 3amopoxysaru. SIkuio 6yna 3aMOpoxkeHa — yTHIIi3yiTe.

Ilepen BuxopucTanHam nobpe cTpycuth. 36epiraTi B HEAOCTYIIHOMY 1A [iTel Micii. 36epiraTy y 3axuime
BiJ cBiTNIa Micwi. 30epiraT (IaKoOHU B OPUIiHANbHIN yaKoBL.
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7. ®OPMH BUITYCKY
KOBAKCHH ¢opma Bumnycka: ¢aakonu 3 ckia, USP tumy 1.

OpnHono3oBwii dtakod — 0,5 M
bararonozoBuii grakon — 2,5 ma (5 103)
bararono3oBuii ¢nakoH — 5,0 it (10 mo3)
bararono3oBuii ¢akon — 10,0 Mt (20 mo3)

Ilicns BiOKpHUTTS (IaKOHH MOXYTh OyTH BUKOPHCTaHI Y HACTYIHUX CECisX iMyHi3allii mpoTaroM Makcumym 28
JHIB 32 YMOBM BHKOHAHHA BCIX HAaCTyIHHX yMOB (K BKasaHo y Ilporpamuiii 3agsi BOO3: IToniTuka 1010
Gararomo3oBux ¢akonis (BJ®), Bepcist 2014 WHO/IVB/14.07).

e TepMiH NPUAATHOCTI BaKLMHH HE 3aKiHUMBCH.

¢ BakuuHa cxBajeHa I 3aCTOCYBaHHs 10 28 qHIB micis BigkpuTTs (rakoHy, sik BusHaueHo BOO3.

e drakoH 3 BaKIMHOIO 30epirascs i 6yne 36epirarucs npu Temneparypi Big +2 a0 +8 °C.

e Baknunu 36epiratoThbes y BilIMOBIAHMX YMOBaX X0JI00BOIO JaHIIOTa.

® MemOpaHa ¢iakoHy 3 BaKLMHOK He OyJia 3aHypeHa y BOAY.

e [IpaBuia acenTHKU 3aCTOCOBYBAJINCS ISl HAOUpPaHHS BCIX J103.

¢ ®naxonnuii Tepmoinaukatop (VVM), 3a 0ro HassBHOCTI, HE JOCAT TOYKM yTHIII3aLLii.

® Binkpurnit griakon HeoOXiHO HETai{HO YTHIII3yBaTH, AKIIO 32CTOCOBYEThCS Gy/b-Ka 3 HACTYTIHHX YMOB.
o CTepuiibHI IpoLieAYpHU He OyJIH MOBHICTIO JOTPUMaHI.

e Icuye xo04a 6 nino3pa Ha Te, 110 BiAKpUTHii (uiakoH OyB 3a6pyaHeHuit a6o

® IcHyroTh BUIMMI 0Ka3H 3a0pyTHEHHS, HAIPUKIIAJ, 3MiHa 30BHILIHEOTO BUIJIAY IIaBAI0YHX YACTOK.
® SIKIIo (J1aKkOH 3 BaKLIMHOIO 3aMOPOXXEHHUH a60 NOIIKOLKEHO (UIaKoH (TpillMHA/BHTIK).

8. ®JIAKOHHUM TEPMOIHIUKATOP (OIIIILS)

HocTynni Gpopmu BUIycKy BaKIHHH 3 (IIAKOHHMM TEPMOiHAMKaTOpoM abo 6e3 Hhoro

®naxonnu# Tepmoinmukatop (VVM 7) posramoBanuii Ha xpuumigi ¢uakony no 0,5 mi PrakoHHHMIA

TepmoinmukaTop VVM7 € yacTuHowo eTnketkd Ha ¢nakonax KOBAKCHH mo 2,5 mi, 5 mi ta 10 M, mo

nocrayaloThcsi  Kommamicro «bxapar Biotek» (Bharat Biotech). VVM?7 mnocrayaioThcs KOMIaHi€wo

«TEMIITAWIM Kopropeiimu» (TEMPTIME Corporation), CIIIA. Ile Touka 3a/1eXHOCTI TEMNEPATYpH Bif
ae
\

4acy IOKa3ye KyMyJISTHBHUIA BIUIMB TeIUIa, AKOMY IianaBaBcs (IakoH 3 BakKUMHOW. [HAMKATOp Homep
KIHIIEBOTO CII0XKMBaYa TPO MOTiPIICHHS AKOCTI BaKLMHH y PE3yNbTaTi BILTUBY TEIUIA.
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Ulo#Ho BakUKHa pocarna ToUKM yTuaisauil uu
nepesuwWwmMna 1i, KONip BHYTPILUHBLOrO KBaApaTa
Byfie TakvUM CaMUM, WO i KONIP 30BHIlWHLOrO

Kona, abo TeMHiW WM,

Konip BHyTpilwHbOre Keagpata dnakoa 3
BaKUMHOK CNOYATKY MaE CBITRIWUA TOUKA
BIATIHOK 33 308HiWHE KONO. OfHaK 3 YacoM YTUI3ALI
Ta/abo nip gicto Tenna Woro Konip crae
TEMHILUM,

flosinoMTe BaLIOro KepiBHUKa

w

KyMynsaTuBHui# BNAKB Tenna NpoTAroM TpuBanoro yacy

Inrepnperauis inaukaropa VVM7 npocra: cokycyiitecs Ha KBaaparTi B LIEHTPI; #0ro xosip 6ye 3MiHIOBATHCS
IOCTYIOBO. SIKIO KOJip KBajpaTa CBIT/LIMIA 32 KOJIO HAaBKOJIO, BAKUMHY MOXHa BUKODHCTOBYBATH. SIKIO
KOJIp KBaJpaTa B LIEHTPi Ta 30BHIIIHBOIO KOJIa CTAaB O/JHAKOBUM ab0 TEMHiIle KOIbOPY 30BHIIIHBOTO KOJIA,
(i1axoH HEOOXIZHO YTHIII3yBaTH.

9. HOMEP(M) PEECTPALIIAHOI'O IIOCBIJJYEHH S
MF/BIO/21/000002 Bix 3 ciuns 2021 p.

10. BIACHHUK PEECTPAIIITHOI'O IIOCBIIYEHH:

o>CC
BHARXRAT

BIOTECH

[ 2ool Fnnavetions
«bxapat biorek Intepuernn Jlimiten» (Bharat Biotech International Limited),

azgpeca: Sy. No. 230, 231 and 235, Genome Valley,
Turkapally, Shamirpet Mandal,
Medchal-Malkajgiri District-500 078,

Telangana State, India

[Cypseii Ne 230, 231 ta 235, Tenom Beni, Typxanasi, Illamipner Mannan, Mexuan-Mankampkripi JlicTpikt
500 078, Tenanrana Creiir, Inmis].

E-mail: feedback@bharatbiotech.com | www.bharatbiotech.com

Ckapru Ta nponosuiii moo nikapceKkoro 3acoby, a Takox iHpopMalliro moxo 6yap-s1Koi mo6iuHoi peakuii
B

HaJcHIaiiTe Ha eneKTponHy anpecy feedback@bharatbiotech.com a6o Tenedonyiire 3a 6e3xomTo
HomepoM: 1800 102 2245”
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1. NAME AND DESCRIPTION OF THE MEDICINAL PRODUCT:

COVAXIN® (Whole Virion Inactivated Coronavirus (SARS-CoV-2) Vaccine) is a white to off white,
opalescent suspension free from extraneous particles containing 6 pg of Whole Virion, Inactivated
(SARS-CoV-2) Antigen (strain NIV-2020-770).

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

Aluminum Hydroxide Gel equivalent to AI™ ..o, 0.25 mg
TLR7/8 AGONISE ..ttt et 15 ug
2-PhenoXyethanol ........ccceccsmmsimmmsmssmssereissssesssmsesaenssssensseseasenssssssesasssasass 2.5 mg
Phosphais Buffered S80S .uowammsss e s q.s.to 0.5 mL
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 for age
>18years. The vaccine is permitted for restricted use in emergency situation in public interest, under
the provisions of New Drugs and Clinical Trials Rules, 2019, the Drugs & Cosmetics Act 1940.

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).

It is 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.
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* 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 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 anticoagulation therapy, because bleeding or bruising
may occur following an intramuscular administration in these individuals.

* Immunocompromised individuals: It is not known whether individuals with impaired immune
responsiveness, including individuals receiving immunosuppressant 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.

* Paediatric population: Clinical trials for the evaluation of Safety and immunogenicity of
COVAXIN® in children and adolescents (aged below 18 years) are ongoing. Limited data is
available.

¢ 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 30 minutes after vaccination.

Before administration, the vaccine vial should be shaken well to obtain a uniform, whitish translucent
suspension. Vial should be visually checked for the presence of any particulate matter or other
coloration, 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.

Concomitant administrations of COVAXIN® with other medicinal products have not been studied.

4.6 Pregnancy and Lactation

Safety, efficacy, and immunogenicity have not been established in pregnant women and nursing
mothers, though vaccine is permitted in lactating mothers. Available data on COVAXIN®Vaccine
administered to pregnant women are insufficient to inform vaccine associated risks in pregnancy.

The use of COVAXIN® in pregnant women is recommended only if the benefits of vaccination to the
pregnant woman outweigh the potential risks. To help pregnant women make this assessment, they
should be provided with information about the risks of COVID-19 in pregnancy (including, for
example, that some pregnant women are at increased risk of infection or have co-morbidities that add
to their risk of severe disease), the likely benefits of vaccination in the local epidemiologic context,
and the current limitations of the safety data in pregnant women. {
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4.7 No studies on the effect of COVAXIN® on the ability to drive and use machines have been
performed.

4.8 Undesirable effects

Clinical Trial Experience

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

The Phase 1 clinical trial was conducted in India in 375 healthy adult volunteers (>18 - <55 years of
age). The first 50 enrolled participants 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 enrolment of the remaining participants into all groups. Participants were randomly
assigned to receive either one of three vaccine formulations (3 pg with Algel-IMDG, 6 ug 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 pg
with Algel-IMDG group, 21 (21%; 13-8-30-5) in the 6 ug with Algel-IMDG group, 14 (14%; 81—
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

The Phase 2 clinical trial was conducted in India in 380 adolescents and healthy adult volunteers (>12
- =65 years of age). Participants were randomly assigned (1:1) to receive either 3 ug with Algel-IMDG
or 6 pg with Algel-IMDG. After both doses, the most common solicited adverse events were injection
site pain, reported in five (2:6% [95% CI 0-9—6-0]) of 190 participants in the 3 pg with Algel-IMDG
group and six (3-2% [1-2—6-8]) of 190 participants in the 6 pg 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 ug 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 in the phase 2 trial was pain at the
injection site, followed by headache, fatigue, and fever. No severe or life-threatening (ie, grade 4 and
5) solicited adverse events were reported. No significant differences in safety were observed between |
the two groups. Y

No significant difference in the proportion of participants who had a solicited local or systemic adverse
reaction in the 3 pg with Algel-IMDG group (38 [20-0%; 95% CI 14-7-26-5] of 190) and the 6 ug
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with Algel-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

BBV152 demonstrated an acceptable safety and reactogenicity profile in adults >18 years of age,
including adults >60 years of age (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 non-serious. Severe allergic
(anaphylactic) reactions have not been reported in BBV 152 clinical studies to date.

A total of 5959 adverse events (AEs) were reported by 3194 subjects, with a comparable proportion
(12.4%) of subjects experiencing at least one AE in the BBV 152 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 (SAEs) were reported by 99 subjects in the study; 40 events in the BBV 152 group and 66 events
in the placebo group. Overall, the placebo group (60 [0.47%] subjects) had a higher incidence of SAEs
as compared to the BBV152 group (39 [0.30%] subjects). Only one SAE (Immune thrombocytopenia)
under the System Organ Class of ‘blood and lymphatic disorders’ was considered related to BBV 152
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
hemorrhagic stroke, metastatic ovarian cancer, cardiac arrest, COVID-19 and sudden cardiac
arrest/intracranial hemorrhage (unconfirmed). Ten deaths in the placebo group were due to unrelated
conditions and included cardiopulmonary failure, cardiac arrest probably due to acute coronary
syndrome and with underlying 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.

Approximately 9% of subjects experienced at least one AE within 7 days post vaccination; overall
incidence rates of solicited AEs were lower after Dose 2 (4.3% subjects) than Dose 1 (5.9% subjects)
and tended to be slightly higher in the BBV152 group than the placebo group. Among the local or
systemic solicited AEs, only local injection pain was reported with an incidence >1% after either dose
or 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 AEs 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 BBV 152 and placebo groups, respectively. The most
frequent solicited systemic AE overall was headache, followed by pyrexia, fatigue and myalgia; 1
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with incidences below 1% in both groups. A total of 767 unsolicited AEs were reported from 450
subjects; 1.76% in the BBV152 group and 1.74% in the placebo group. All unsolicited AEs 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 AEs within 30
minutes were observed in only 0.1 % of subjects post Dose 1 and 0.04% of subjects post Dose 2. A
higher number of immediate AEs 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 AEs occurred post Dosel.The proportion of subjects experiencing any MAAEs and AESIs
were comparable between the BBV152 and placebo groups. Adverse events led to discontinuation
of study intervention in overall 19 subjects—13 subjects in the BBV 152 group and 6 subjects in the
placebo group. Overall, BBV 152 exhibited a good reactogenicity profile with similar rates of solicited,
unsolicited, and serious adverse events, and AESIs in BBV152 and placebo groups.

Data on medically attended adverse events (MAAEs), serious adverse events (SAEs) aﬁd 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 frequency categories
as: very common (21/10); common (>1/100 to <1/10); uncommon (>1/1000 to <1/100); rare
(>1/10000 to <1/1000).

Adverse Events observed with BBV152 in Phase 3 clinical trial:

MedDRA System Organ Class Frequency Adverse reactions
Uncommon Nausea
Gastrointestinal disorders Uncommon Diarrhoea

Injection site pain, Pyrexia,
Common Fatigue ‘

Injection  site . erythema,

General disorders and administration site Al . i .
Injection site induration,

conditions pis ==y . ;
Injection  site = swelling,
Uncommon Injection site pruritus, Chills
Common Myalgia

Musculoskeletal and connective tissue

disorders Uncommon Arthralgia
Common Headache
Nervous system disorders Uncommon Dizziness
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4 : L Common Cough
Respiratory, thoracic and mediastinal ‘
disorders Uncommon Oropharyngeal Pain
Skin and subcutaneous tissue disorders Uncommon Pruritus

Based on a safety review report by the National AEFI (Adverse Event Following Immunization)
Committee to the Ministry of Health & Family Welfare dated 17% May 2021, after administration of
6,784,562 doses of BBV 152, there were no potential thromboembolic events reported through the CO-
WIN platform.

4.9 Overdose:

No case of overdose has been reported.

S. PHARMACOLOGICAL PROPERTIES
5.1. Pharmacodynamic properties

Immune Response and Efficacy

COVID-19 disease is caused due to SARS-CoV-2 virus infection. COVAXIN® has been studied in
aPhase 1 and 2 clinical studies for safety and immunogenicity 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.

Immunogenicity studies in humans

Phase 1 Clinical trial

The Phase 1 trial showed seroconversion rates (%) were 91-9% in the 6 mcg with Algel-IMDG post
dose 2. Post 28 days second-dose Geometric mean titres (GMTs) were 66-4 [95% CI 53-4-82-4] in
the 6 mcg Algel IMDG group based on MNTso. CD4+ and CD8+ T-cell responses were detected in a
subset of 8 participants from 6 meg Algel-IMDG groups. Additionally, IgG using ELISA assays were
determined against spike (S1) glycoprotein, receptor-binding domain, and nucleocapsid protein of
SARS-CoV-2 increased rapidly after the administration of the two-dose regimen. The mean isotyping
ratios (IgG1/1gG4) were greater than 1 for the vaccinated group, which was indicative of a Th1 bias in
immune response. :

Three months after dose two receipt, follow up serum samples were collected from the Phase 1 study
participants. In the 6mcg group, GMTs (MNTso) at day 104 were 69-5 [95% CI 53-7-90.0].
Seroconversion based on MNTso was reported in 76 (81-1% [95% CI 71-4—88- 1]) participants in the
6 mcg with Algel-IMDG group. This suggests that GMTs were maintained after 28 days post dose two
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and 104 days. T-cell memory responses were also evaluated and found to be persistent among phase 1
vaccine recipients.

Phase 2Clinical trial

In the phase 2 trial, for the 6mcg Algel-IMDG group similar results were found with GMTs plaque
reduction neutralization test (PRNTso) at day 0 of 0-10 [95% CI 0.09-0.11], which then increased to
197-0 (95% CI 155-6-249-4) at day 56. Seroconversion based on PRNTso at day 56 was reported in
174 (98-3% [95% CI 95-1-99-7]) of 177 participants. GMTs (MNTso) at day 56 were160-1 (95% CI
135-8-188-8). Seroconversion based on MNTs at day 56 was reported in 171 (96-6% [95% CI 92-6—
98-5]) of 177 participants. IgG antibody titres (GMTs) to all epitopes (spike glycoprotein, receptor-
binding domain, and nucleocapsid protein) were detected after the administration of the vaccine. The
Th1/Th2 cytokine ratio indicated bias to a Th1 cell response at day 42.

Immunogenicity studies against Variants of Concern:

Neutralizing antibody titres (PRNTsp) of sera collected (4 weeks after the second dose) from 38 vaccine
recipients, who received the BBV 152 vaccine candidate in the Phase Il trial (no evidence of previous
SARS-CoV-2 infection) were evaluated to determine the immunogenicity of the BBV152 vaccine
candidate against of the three different virus strains including VOC Alpha (B.1.1.7). A representative
set of 20 serum samples of vaccine recipients were also tested to serve as comparison samples. Using
PRNTso values from these groups showed a non-significant difference (P> 0.05) in neutralization
between the three tested strains.

Further immunogenicity studies were done as described as follows: using sera of 28 BBV152
vaccinated individuals (no evidence of previous SARS-CoV-2 infection), collected during the phase II
clinical trial and sera samples collected from COVID-19 recovered individuals (n=17) PRNTs testing
was conducted. This demonstrated that neutralizing capacity against Delta Variants of Concern (VOC)
(B.1.617.1) was similar from sera of vaccinated individuals and that of recovered cases. Another study
was done to determine the IgG immune response and neutralizing activity of 19 convalescent sera
specimens obtained from recovered cases of COVID-19 and confirmed for VOC Alpha (B.1.1.7, [n =
2]), Beta (B.1.351 [n = 2]), B.1.1.28.2 (n = 2), BI lineage (n = 13) (15—113 days post positive test).
The data were compared with sera from 42 participants immunized with BBV152 as part of phase I1
clinical trial (2 months post the second dose). This study found a high level of cross-neutralization in
sera collected from variant infected individuals compared to those vaccinated with BBV 152. One other
study was reported where the neutralization antibodies in sera collected from COVID-19 recovered
cases (n=20) and vaccinees with two doses of BBV152 (n=17) against VOC Beta (B.1.351) and VOC
Delta (B.1.617.2) compared. While there was a reduction in neutralization titers in sera of COVID-19
recovered cases (3.3-fold and 4.6-fold) and BBV 152 vaccinees (3. 0 and 2.7-fold) against VOC Beta
(B.1.351) and VOC Delta (B.1.617.2) respectively, there was cross neutralization against these two
VOCs. ‘
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Phase 3 clinical trial

Efficacy

The phase 3 study is an ongoing, multi-centre, randomized, double-blind, placebo-controlled in India
that assesses the efficacy, safety, and immunogenicity of a two-dose regimen of BBV152 for the
prevention of symptomatic COVID-19 in adults aged 18 years and older. The study is being conducted
in 25 different sites in India. A total of 25,798 participants were randomized of whom 24,419 were
vaccinated with either two doses of BBV 152 or placebo. The study included adults over 18 years of
age who were healthy or had stable medical conditions. It was relatively well-balanced among
subgroups with regard to age, comorbidities and sex. The study enrolled participants at 25 sites with
the ability to conduct RT PCR and serology for COVID-19, from November 16, 2020 to January 7,
2021. The time of study enrolment coincided with the emergence of new SARS-CoV-2 variants; some
participants within the study included these variants of concern. Efficacy results were based on the
primary analysis, which included 12,879 participants who received the vaccine and 12,874 participants
who received placebo, as first dose. This interim analysis included data up to May 17, 2021 and
included a median of 146 days of safety data available after the first dose and a median of 99 days of
efficacy follow up two weeks after a second dose.

At the time of the reported per-protocol analysis, 130 laboratory-confirmed primary endpoint cases
were observed with an onset at least 14 days after vaccination with dose 2. Of these cases, 24 occurred
in the vaccinated group and 106 (occurred in the placebo group). The vaccine efficacy was found to
be 77.8% (95% CI: 65.2 — 86.4). Further analysis was conducted to look at secondary endpoints
including severe disease. In this analysis a total of 16 participants (1 vaccine recipient, 15 placebo
recipients) yielding a vaccine efficacy of 93-4% (95% CI: 57-1-99-8) against severe disease.

In the analysis of confirmed symptomatic COVID-19 cases a total of 79 variants were reported from
16,973 samples, 18 in the vaccine and 61 in the placebo group. Among 50 Delta (B.1.617.2) positive-
confirmed cases, 13 and 37 participants were in the vaccine and placebo arms, resulting in vaccine
efficacy of 65-2% (95% CI: 33-1-83-0). |

The study design also included routine monthly PCR testing, therefore, the investigators were able to
determine efficacy against asymptomatic COVID-19 was 63-6% (95% CI: 29-0-82-4), with a total of
46 asymptomatic cases (13 in vaccine recipients and 33 in placebo recipients) (n = 6289).

Immunogenicity:

The GMT values for SARS-CoV-2 specific NAb were comparable across all groups at Day 0. At Day
56, in the groups who received BBV 152 Lots 1, 2, 3, or placebo, the GMTs of SARS-CoV-2 NAb
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were 130.3 [95% CI: 105.8 — 160.4], 121.2 [95% CI: 97.6 — 150.5], 125.4 [95% CI: 101.3 — 155.1],
and 13.7 [95% CI: 10.7 — 17.4], respectively. The point estimate of GMT [95% CIs] ratios for SARS-
CoV-2 specific neutralizingantibody between all three pairs of lots was consistently similar: 1.075
[0.798 — 1.449] in Lot 1 vs. Lot 2; 1.039 [0.772 — 1.398] in Lot 1 vs. Lot 3; and 0.966 [0.714 — 1.308]
in Lot 2 vs. Lot 3. All the 95% Cls for the GMT ratios were contained within [0.5 — 2.0] for INDIA
and [0.67 — 1.5] for US-FDA, thus, meeting the predefined criterion for consistent immune response
across lots.

5.2 Pharmacokinetic properties:
Evaluation of pharmacokinetic properties is not required for vaccines.
5.3 Preclinical safety data

All the formulations were tested for immunogenicity in mice, rats, and rabbits. Mice, rats, and rabbits
were vaccinated on days 0, 7, and 14 (n+1 doses). Further, these formulations are tested for
immunogenicity, safety, and protective efficacy in the Syrian Hamster challenge model and Non-
Human Primates (Rhesus macaque) challenge model. The Hamsters were vaccinated on Days 0, 14,
and 35 (n+1 doses), the live SARS-CoV-2 virus was challenged through the intranasal route on Day
50. Likewise, the Rhesus macaques were vaccinated on Days 0 and 14, and the live SARS-CoV-2 virus
was challenged through intranasal and intratracheal routes on Day 28. All the formulations were found
to be safe, immunogenic, and provided effective protection to both the upper and lower respiratory
tract.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients

Aluminum hydroxide gel, TLR7/8 Agonist, 2-Phenoxyethanol, Phosphate Buffered Saline

6.2 Incompatibilities

The vaccine should not be mixed with any other medicinal products or active immunizing agents.
6.3 Shelf life | ‘

The expiry date of COVAXIN® is indicated on the label and carton of the vaccine. Do not use the
vaccine after the expiration date shown on the label and carton of the vaccine.

6.4 Special precautions for storage
Store at +2° to +8 °C, do not freeze. Discard if frozen.
Shake well before use. Keep out of reach of children. Protect from light.

Store vials in the original carton till the vial is used.
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7. PRESENTATION

COVAXIN® is presented in USP type 1 glass.
Single dose vial - 0.5mL

Multi dose vial - 2.5mL (5 dose)

Multi dose vial - 5.0mL (10 dose)

Multi dose vial - 10.0mL (20 dose)

Opened vials may be used in subsequent immunization session for up to a maximum of 28 days
provided that all of the following conditions are met (as described in the WHO policy statement: Multi-
dose vial Policy (MDVP) Revision 2014 WHO/IVB/14.07). |

e The expiry date of the vaccine has not passed.

¢ The vaccine is approved for use for up to 28 days after opening the vial, as determmed by WHO.
¢ The vaccine vial has been, and will continue to be, stored at+2°C to +8°C.

¢ The vaccines are stored under appropriate cold chain conditions.

¢ The vaccine vial septum has not been submerged in water.

e The aseptic technique has been used to withdraw all doses.

¢ The vaccine vial monitor (VVM), if attached, has not reached the discard point.

¢ An opened vial must be discarded immediately if any of the following conditions apply.

e Sterile procedures have not been fully observed.

e There is even a suspicion that the opened vial has been contaminated or

* There is visible evidence of contamination, such as a change in the appearance of ﬂoatmg particles.
o If the vaccine vial is frozen or breakage in the continuity of the vials (crack/leaks).

8. THE VACCINE VIAL MONITOR(OPTIONAL)
Presentation available with or without vaccine vial monitor

Vaccine Vial Monitors (VVM7) dot is on the seal of 0.5mL vials and VVM7 is part of the label on
2.5mL,5mL & 10mLCOVAXIN ® vials supplied through Bharat Biotech. VVM7 are supplied by
TEMPTIME Corporation, USA. This is a time-temperature sensitive dot that provides an indication of
the cumulative heat to which the vial has been exposed. It warns the end-user when exposure to heat
is likely to have degraded the vaccine beyond an acceptable level.
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Vaccine Vial Monitors ....... (Optional)
T

A
Square is Square Square is
: lighter than matches darker
outer circle circie than circle

The color of the inner square of the VVMs begins with Once a vaccine has reached or exceeded the discard
a shade that s kghier than the ouler arcie and o, the Coicur of the inner square will be the same
continues 1o darken with tme andior Bxposure to heat colout or darker than the outer Cutie

Inform your supervisor

Cumulative heat exposure over time

N &

The interpretation of the VVM?7 is simple: Focus on the central square; its color will change
progressively. As long as the color of this square is lighter than the color of the ring, the vaccine can
be used. As soon as the color of the central square is the same color as the ring or of a darker color
than the ring, the vial should be discarded. ?

9. MARKETING AUTHORIZATION NUMBER(S)
MF/BI0/21/000002, dated 3™ January, 2021.

10. MARKETING AUTHORIZATION HOLDER:
X
BHARAT

BIOTECH
LMJJ&AON&W

Bharat Biotech International Limited,

Sy. No. 230, 231 and 235, Genome Valley,

Turkapally, Shamirpet Mandal,

Medchal-Malkajgiri District - 500 078,

Telangana State, India.

E-mail: feedback@bharatbiotech.com | www.bharatbiotech.com

For complaints and suggestions about the product and any adverse event,
Please email to feedback@bharatbiotech.com or call on Toll-free number: 1800 102 2245%*
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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 Inactivated Coronavirus (SARS-CoV-2) Vaccine) is a white to off white, opalescent
suspension free from extraneous particles containing 6 ug of Whole Virion, Inactivated SARS-CoV-2 Antigen (strain
NIV-2020-770).

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
Aluminium Hydroxide Gel equivalent to Al+++ .....coooooiieiiiiiiiiiece e, 0.25mg
TLR7/8 AONIST ..ttt ettt s eeee et enesnens 15 ug
2-PRENOXYETNAN0T iiiiiiiiioiiiiinisinesmssssesssnmsrasssrsnessorssoncssorsarensnssorsnssnssnssasmassmnonsass 2.5mg
Phosphate Buffered Saling .........ccoovvueveierevicveieieceeeeeee e g.s.t0 0.5 mL

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 for age >18years. The vaccine is
permitted for restricted use in emergency situation in public interest, under the provisions of New Drugs and
Clinical Trials Rules, 2019, under the Drugs & Cosmetics Act 1940.

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® complete the vaccination course with
COVAXIN®
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4.3 Contraindications

e  Hypersensitivity to any constituents of the vaccine.

4.4 Special warnings and precautions for use

¢ Do not administer intravenously, intradermally, or subcutaneously.

e Like all other vaccines, supervision and appropriate medical treatment should always be available to treat
any anaphylactic reactions following immunization.

e Concurrentillness: As with other vaccines, administration of COVAXIN® should be postponed in
individuals suffering from an acute severe febrile illness/acute infection.

e 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
anticoagulation therapy, because bleeding or bruising may occur following an intramuscular
administration in these individuals.

e Immunocompromised individuals: It is not known whether individuals with impaired immune
responsiveness, including individuals receiving immunosuppressant 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.

e Paediatric population: Clinical trials for the evaluation of Safety and Efficacy of COVAXIN® in children and
adolescents (aged below 18 years) are ongoing. Limited data are available

¢ Interchangeability: No data are available on the use of COVAXIN® in persons that have previously received
partial vaccine series with another COVID-19 vaccine.

e Vaccinees should remain under medical supervision for at least 30 minutes after vaccination.

Before administration, the vaccine vial should be shaken well to obtain a uniform, whitish translucent 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 performed. Concomitant administrations of COVAXIN® with other medicinal
products have not been studied.

4.6 Pregnancy and Lactation

Safety, efficacy, and immunogenicity have not been established in pregnant women and nursing mothers, though
vaccine is permitted in factating mothers. Available data on COVAXIN® Vaccine administered to pregnant women
are insufficient to inform vaccine associated risks in pregnancy.

The use of COVAXIN® in pregnant women is recommended only if the benefits of vaccination to the pregnant
woman outweigh the potential risks. To help pregnant women make this assessment, they should be provided

with information about the risks of COVID-19 in pregnancy (including, for example, that some pregnant women are
at increased risk of infection or have co-morbidities that add to their risk of severe disease), the likely benefits of
vaccination in the local epidemiologic context, and the current limitations of the safety data in pregnant women.

4.7 No studies on the effect of COVAXIN® on the ability to drive and use machines have been performed.
4.8 Undesirable effects

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

Phase 1 clinical trial

The Phase 1 clinical trial was conducted in India in 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 enrolment of the remaining participants into
all groups.Participants were randomly assigned to receive either one of three vaccine formulations (3 pg 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% Cl 10-5-26-1) participants in the 3 ug
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 ug 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 (nine [2%]), and
nausea or vomiting (seven [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
ug with Algel group, unrelated to the vaccine

Phase 2 clinical trial

The Phase 2 clinical trial was conducted in India in 380 adolescents and healthy adult volunteers.Participants were
randomly assigned (1:1) to receive either 3 pg with Algel-IMDG or 6 pg with Algel-IMDG.After both doses, the most
common solicited adverse events were injection site pain, reported in five (2:6% [95% Cl 0-9-6-0]) of 190
participants in the 3 ug with AlgellIMDG group and six (3-2% [1-2—6-8]) of 190 participants in the 6 ug 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 ug with Algel-IMDG group and 40 (21-1% [15-6-27-7]) of 190 participants in the 6 ug
with Algel-IMDG group. No association between the dose of vaccine and the number of adverse events was
observed. The most common adverse event in the phase 2 trial was pain at the injection site, followed by
headache, fatigue, and fever. No severe or life-threatening (ie, 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 ug with Algel-IMDG group (38 [20-0%; 95% CI 14-7-26-5] of 190) and the 6 ug with Algel-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

Safety

BBV152 demonstrated an acceptable safety and reactogenicity profile in adults >18 years of age, including adults
260 years of age (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 nonserious. Severe allergic (anaphylactic) reactions have not been reported in
BBV152 clinical studies to date.

A total of 5959 adverse events (AEs) were reported by 3194 subjects, with a comparable proportlon (12 4%) of
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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 (SAEs) 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 SAEs as compared to the BBV152 group (39 [0.30%]
subjects). Only one SAE (Immune thrombocytopenia) under the System Organ Class of ‘blood and lymphatic
disorders’ was considered 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 haemorrhagicstroke, metastaticovarian cancer, cardiac arrest, COVID-19 and sudden cardiac
arrest/intracranial haemorrhage (unconfirmed). Ten deaths in the placebo group were due to unrelated conditions
and included cardiopulmonary failure, cardiac arrest probably due to acute coronary syndrome and with
underlying 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.

Approximately 9% of subjects experienced at least one solicited AE within 7 days post vaccination; overall
incidence rates of solicited AEs were lower after Dose 2 (4.3% subjects) than Dose 1 (5.9% subjects) and tended
to be slightly higher in the BBV152 group than the placebo group. Among the local or systemic solicited AEs,
only local injection pain was reported with an incidence >1% after either 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 AEs 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 AEs were reported from 450 subjects; 1.76% in the BBV152 group and 1.74% in the placebo
group. All unsolicited AEs 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 AEs within
30 minutes were observed in only 0.1 % of subjects post Dose 1 and 0.04% of subjects post Dose 2. A higher
number of immediate AEs 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 AEs occurred post
Dosel.The proportion of subjects experiencing any MAAEs and AESIs 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, and AESIs in BBV152 and placebo
groups.

Adverse reactions observed during clinical studies are listed below by the frequency categories as: very common
(21/10); common (21/100 to <1/10); uncommon (21/1000 to <1/100); rare (>1/10000 to <1/1000).

Adverse Events observed in Phase 3 clinical trial of BBV152:

MedDRA System Organ Class Frequency Adverse reactions

Nervous system disorders Common Headache
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Uncommon Dizziness
Respiratory, thoracic and mediastinal
disorders Common Cough
Uncommon Oropharyngeal Pain
Musculoskeletal and connective tissue
disorders Common Myalgia
Uncommon Arthralgia
Gastrointestinal disorders Uncommon Nausea
Uncommon Diarrhoea
Skin and subcutaneous tissue disorders Uncommon Pruritus
General disorders and administration site Injection site pain, Pyrexia,
conditions Common Fatigue
Injection site erythema,
Injection site induration,
Injection site swelling,
Uncommon Injection site pruritus, Chills

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.

Data on medically attended adverse events (MAAEs), serious adverse events (SAEs) 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.

4.9 Immune Response and Efficacy

COVID-19 disease is caused due to SARS-CoV-2 virus infection.

Immunogenicity studies in humans (Phase 1 and 2)

The Phase 1 trial showed seroconversion rates (%) were 91-9% in the 6 mcg with Algel-IMDG post dose 2. Post 28
days second-dose Geometric mean titres (GMTs) were 66-4 [95% Cl 53-4-82-4] in the 6 mcg Algel IMDG group
based on MNTso. CD4+ and CD8+ T-cell responses were detected in a subset of 8 participants from 6 mcg Algel-
IMDG groups. Additionally, IgG using ELISA assays were determined against spike (S1) glycoprotein, receptor-
binding domain, and nucleocapsid protein of SARS-CoV-2 increased rapidly after the administration of the two-
dose regimen. The mean isotyping ratios (IsG1/1gG4) were greater than 1 for the vaccinated group, WhICh was
indicative of a Th1 bias in immune response.

Three months after dose two receipt, follow up serum samples were collected from the Phase 1 study participants.
In the 6mcg group, GMTs (MNT50) at day 104 were 69-5 [95% Cl 53-7-90.0]. Seroconversion based on MNTso was
reported in 76 (81-1% [95% ClI 71-4-88-1]) participants in the 6 mcg 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.
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In the phase 2 trial, for the 6mcg Algel-IMDG group similar results were found with GMTs plaque reduction
neutralization test (PRNTso) at day 0 of 0-10 [95% CI 0.09-0.11], which then increased to 197-0 (95% Cl 155-6—
249-4) at day 56. Seroconversion based on PRNTso at day 56 was reported in 174 (98-3% [95% Cl 95-1-99-7]) of
177 participants. GMTs (MNTso) at day 56 were160-1 (95% Cl 135-8—188-8). Seroconversion based on MNT50 at
day 56 was reported in 171 (96:6% [95% Cl 92-6-98-5]) of 177 participants. IgG antibody titres (GMTs) to all
epitopes (spike glycoprotein, receptor-binding domain, and nucleocapsid protein) were detected after the
administration of the vaccine. The Th1/Th2 cytokine ratio indicated bias to a Thi cell response at day 42.

Immunogenicity studies against Variants of Concern:

Neutralizing antibody titres (PRNTso) of sera collected (4 weeks after the second dose) from 38 vaccine recipients,
who received the BBV152 vaccine candidate in the Phase Il trial (no evidence of previous SARS CoV-2 infection)
were evaluated to determine the immunogenicity of the BBV152 vaccine candidate against of the three different
virus strains including VOC Alpha (B.1.1.7). A representative set of 20 serum samples of vaccine recipients were
also tested to serve as comparison samples. Using PRNTso values from these groups showed a non-significant
difference (P > 0.05) in neutralization between the three tested strains.

Further immunogenicity studies were done as described as follows: using sera of 28 BBV152 vaccinated individuals
(no evidence of previous SARS CoV-2 infection), collected during the phase Il clinical trial and sera samples
collected from COVID-19 recovered individuals (n=17) PRNTso testing was conducted. This demonstrated that
neutralizing capacity against Delta Variants of Concern (VOC) (B.1.617.1) was similar from sera of vaccinated
individuals and that of recovered cases. Another study was done to determine the IgG immune response and
neutralizing activity of 19 convalescent sera specimens obtained from recovered cases of COVID-19 and confirmed
for VOC Alpha (B.1.1.7, [n = 2]), Beta (B.1.351 [n = 2]), B.1.1.28.2 (n = 2), B1 lineage (n = 13) (15-113 days post
positive test). The data were compared with sera from 42 participants immunized with BBV152 as part of phase II
clinical trial (2 months post the second dose). This study found a high levels of cross-neutralization in sera
collected from variant infected individuals compared to those vaccinated with BBV152. One other study was
reported where the neutralization antibodies in sera collected from COVID-19 recovered cases (n=20) and
vaccinees with two doses of BBV152 (n=17) against VOC Beta (B.1.351) and VOC Delta (B.1.617.2) compared. While
there was a reduction in neutralization titers in sera of COVID-19 recovered cases (3.3-fold and 4.6-fold) and
BBV152 vaccinees (3. 0 and 2.7 fold) against VOC Beta (B.1.351) and VOC Delta (B.1.617.2) respectively, there was
cross neutralization against these two VOCs.

Phase 3 clinical trial

Efficacy

The phase 3 study is an ongoing, multi-center, randomized, double-blind, placebo-controlled in India that assesses
the efficacy, safety, and immunogenicity of a two-dose regimen of BBV152 for the prevention of symptomatic
COVID-19 in adults aged 18 years and older. The study is being conducted in 25 different sites in India. A total of
25,798 participants were randomized of whom 24,419 were vaccinated with either two doses of BBV152 or
placebo. The study included adults over 18 years of age who were healthy or had stable medical conditions. It was
relatively well-balanced among subgroups with regard to age, comorbidities and sex. The study enrolled Y
participants at 25 sites with the ability to conduct RT PCR and serology for COVID-19, from November 16, 2020 9}": ;ﬁésité%
January 7, 2021. The time of study enrolment coincided with the emergence of new SARS-CoV-2 variants, so é ’
participants within the study included these variants of concern. Efficacy results were based on the primar 4 0
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analysis, which included 12,879 participants who received the vaccine and 12,874 participants who received
placebo, as first dose. This interim analysis included data up to May 17, 2021 and included a median of 146 days of
safety data available after the first dose and a median of 99 days of efficacy follow up two weeks after a second
dose.

At the time of the reported per-protocol analysis, 130 laboratory-confirmed primary endpoint cases were observed
with an onset at least 14 days after vaccination with dose 2. Of these cases, 24 occurred in the vaccinated group
and 106 (occurred in the placebo group. The vaccine efficacy was found to be 77.8% (95% Cl: 65.2 — 86.4). Further
analysis was conducted to look at secondary endpoints including severe disease. In this analysis a total of 16
participants (1 vaccine recipient, 15 placebo recipients) yielding a vaccine efficacy of 93-4% (95% Cl: 57-1-99-8)
against severe disease.

In the analysis of confirmed symptomatic COVID-19 cases a total of 79 variants were reported from 16,973
samples, 18 in the vaccine and 61 in the placebo group. Among 50 Delta (B.1.617.2) positive-confirmed cases, 13
and 37 participants were in the vaccine and placebo arms, resulting in vaccine efficacy of 65:2% (95% Cl: 33-1—
83-0).

The study design also included routine monthly PCR testing, therefore, the investigators were able to determine
efficacy against asymptomatic COVID-19 was 63-6% (95% Cl: 29-0-82-4), with a total of 46 asymptomatic cases (13
in vaccine recipients and 33 in placebo recipients) (n = 6289).

Immunogenecity:

The GMT values for SARS-CoV-2 specific nAb were comparable across all groups at Day 0. At Day 56, in the groups
who received BBV152 Lots 1, 2, 3, or placebo, the GMTs of SARS-CoV-2 nAb were 130.3 [95% ClI: 105.8 — 160.4],
121.2 [95% CI: 97.6 — 150.5], 125.4 [95% Cl: 101.3 — 155.1], and 13.7 [95% Cl: 10.7 — 17.4], respectively.The point
estimate of GMT [95% Cls] ratios for SARS-CoV-2 specific neutralising antibody between all three pairs of lots were
consistently similar: 1.075 [0.798 — 1.449] in Lot 1 vs. Lot 2; 1.039 [0.772 — 1.398] in Lot 1 vs. Lot 3; and 0.966
[0.714 - 1.308] in Lot 2 vs. Lot 3. All the 95% Cls for the GMT ratios were contained within [0.5 — 2.0] for INDIA and
[0.67 — 1.5] for US-FDA, thus, meeting the predefined criterion for consistent immune response across lots.

4.10 Overdose:

No case of overdose has been reported.
5. PHARMAACOLOGICAL PROPERTIES
5.1. Pharmacodynamic properties

COVID-19 disease is caused due to SARS-CoV-2 virus infection. COVAXIN® has been studied in an ongoing Phase 1
and 2 clinical studies for safety and immunogenicity 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.

5.2 Pharmacokinetic properties:

Evaluation of pharmacokinetic properties is not required for vaccines.
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All the formulations were tested for immunogenicity in mice, rats, and rabbits. Mice, rats, and rabbits were
vaccinated on days 0, 7, and 14 (n+1 doses). Further, these formulations are tested for immunogenicity, safety, and
protective efficacy in the Syrian Hamster challenge model and Non-Human Primates (Rhesus macaque) challenge
model. The Hamsters were vaccinated on Days 0, 14, and 35 (n+1 doses), the live SARS-CoV-2 virus was challenged
through the intranasal route on Day 50. Likewise, the Rhesus macaques were vaccinated on Days 0 and 14, and the
live SARS-CoV-2 virus was challenged through intranasal and intratracheal routes on Day 28. All the formulations
were found to be safe, immunogenic, and provided effective protection to both the upper and lower respiratory
tract.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients

Aluminium hydroxide gel, TLR7/8 Agonist, 2-Phenoxyethanol, Phosphate Buffered Saline

6.2 Incompatibilities

The vaccine should not be mixed with any other medicinal products or active immunizing agents.
6.3 Shelf life

The expiry date of COVAXIN® is indicated on the label and carton of the vaccine. Do not use the vaccine after the
expiration date shown on the label and carton of the vaccine.

6.4 Special precautions for storage

Store at +2° to +8 °C, do not freeze. Discard if frozen.

Shake well before use. Keep out of reach of children. Protect from light.
Store vials in the original carton till the vial is used.

7. PRESENTATION

COVAXIN® is presented in USP type 1 glass.

Single dose vial - 0.5mL

Multi dose vial - 2.5mL (5 dose)

Multi dose vial - 5.0mL (10 dose)

Multi dose vial - 10.0mL (20 dose)

Opened vials may be used in subsequent immunization session for up to a maximum of 28 days provided that all of
the following conditions are met (as described in the WHO policy statement: Multi-dose vial Policy (MDVP)
Revision 2014 WHO/IVB/14.07).

e The expiry date of the vaccine has not passed.
e The vaccine is approved for use for up to 28 days after opening the vial, as determined by WHO
e The vaccine vial has been, and will continue to be, stored at+2°C to +8°C
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¢ The vaccines are stored under appropriate cold chain conditions.
e The vaccine vial septum has not been submerged in water.
¢ The aseptic technique has been used to withdraw all doses.
e The vaccine vial monitor (VVM), if attached, has not reached the discard point.
An opened vial must be discarded immediately if any of the following conditions apply.
e Sterile procedures have not been fully observed.
e There is even a suspicion that the opened vial has been contaminated or
® There is visible evidence of contamination, such as a change in the appearance of floating particles.

If the vaccine vial is frozen or breakage in the continuity of the vials ( crack/leaks 3
8. The Vaccine Vial Monitor( Optional )
Presentation available with or without vaccine vial monitor

Vaccine Vial Monitors (VWM7) dot is on the seal of 0.5mL vials and VVM7 is part of the label on 2.5mL5mL &
10mLCOVAXIN ® vials supplied through Bharat Biotech. VVM?7 are supplied by TEMPTIME Corporation, USA. This is
a time-temperature sensitive dot that provides an indication of the cumulative heat to which the vial has been
exposed. It warns the end-user when exposure to heat is likely to have degraded the vaccine beyond an acceptable
level.

Vaccine Vial Monitors ....... (Optional) :

Square is Square is
i fighter than darker
outer circle than circle
The color of the inner square of the Vs beging with
@ shade that is hghter than the ouler crcie and
continues 1o darken with bme anc/or axposure 1o heatl.

eded the discard
wii be the same

inform your supervisor

Cumulative heat exposure over time

N ok

The interpretation of the VVM?7 is simple: Focus on the central square; its colour will change progressively. As long
as the colour of this square is lighter than the colour of the ring, the vaccine can be used. As soon as the colour of
the central square is the same colour as the ring or of a darker colour than the ring, the vial should be discarded.

Revision date: August 2021
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Sy. No. 230, 231 and 235, Genome Valley,

Turkapally, Shamirpet Mandal,

Medchal-Malkajgiri District - 500 078,

Telangana State, India.

E-mail: feedback@bharatbiotech.com | www.bharatbiotech.com

For complaints and suggestions about the product and any adverse event,
Please email to feedback@bharatbiotech.com Or call on Toll-free number: 1800 102 2245*

*For India only
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