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OueHKa 6e30NacHOCTU UHAKTUBUPOBAHHOM
Le/IbHOBUPUOHHOMN GycTep-BaKLiMHbI NPOTUB BUpPYCa
SARS-CoV-2 (<benKosuaBak») y UMMYHU3UPOBaHHbBIX
nvy B Bo3pacTte ot 18 o 60 net (28-gHeBHbIN nepuop
Ha6noaeHusn)
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AKTYya/IbHOCTb. 50/1bLLINHCTBO 3KCMEPTOB U aHa/IMTUKOB B 061aCTU MEANLMHBI 1Y6SIMYHO MPU3HAIOT, YTO Ha HACTOALMI MOMEHT BakK-
LMHauums BASIETCS caMbIM MOLUHbLIM opyxuem B 6opbbe ¢ COVID-19. lyenb. OLeHUTb 6€30MacHOCTb MHAKTUBMPOBAaHHOM 6YCTep-BakK-
UmnHbI «benKoBuaBaKk» y UMMYHM3MPOBaHHbIX y4aCTHUMKOB uccnenoBaHus oT 18 go 60 net (aeHb 28-i1). MaTepuanbl u meToabl. [1po-
BeleHO MPOCMNEeKTUBHOE PaHAOMU3NPOBaHHOE ABOVHOE crernoe uccaegosaHue I/Il pa3bl 419 o4eHKn 6e30MacHOCTU MHaKTUBUPO-
BaHHOM Li€/IbHOBMPHOHHOM BycTep-BaKUMHbI MPoTUB BUpyca SARS-CoV-2 B AByx A03aX y 340p0BbIX 1L B Bo3pacTe oT 18 go 60 nerT,
npoLueaLmMX MOJIHbIA Kypc BaKUmMHaumm n/unm nepebonesiumx COVID-19. B uccnegoBaHmm npuHsam yyactme 129 yenoBek (24 veno-
BeKa — Ha atarne 1 n 105 yenoBeK — Ha aTane 2). Pe3ynbTatbl. B xo4€e nccaenoBaHus 6b110 3aperncTpupoBaHo 195 HexxenateibHbIX
saBneHun (HS) y 94 4enoBek. Ha atane 1 3apernctpupoBaHo 80 HA y 24 (100,0%) 4enoBek, Ha atane 2 — 115 HA 'y 70 4enoBex.
Jlerkas cteneHb HA BbisiBneHa B 77,5% cnyyaeB Ha atane 1 u B 71,30% — Ha atane 2. Cepbe3Hoe H5 06Hapy»XeHo y 0O4HOro y4acT-
HUWKa nccaeaoBaHus Ha atane 2, npousoLuejluee B pe3yabtate npuema niayebo. Yactora BO3HMKHOBEHUS HS Ha ¢poHe npumeHeHns
BaKUMHbI-KaHAuAaTa B AByX 03ax cornocTtaBuma ¢ naauebo (2 = 3,15, p = 0,08). 3aknio4eHne. BaKunHa-KaHAUAAT NPOAEMOHCTPU-
pOBaJia XopoLLylo MNEPEHOCUMOCTb KaK Ha aTane 1, Tak 1 Ha atane 2.

KnioueBble cnoBa: COVID-19, SARS-CoV-2, BakuuHauus, BaKkuuHa «benKoBuaBak», KIMHUYECKME WCIbITAHUS, 6E30MacHOCTb,
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Abstract

Relevance. According to the World Health Organization (WHO), it is not yet possible to effectively stop the spread of new strains
of coronavirus [1]. At the same time, most experts and analysts in the field of medicine publicly admit that at the moment vaccination
is the most powerful weapon in the fight against COVID-19 [2—6]. While vaccination, like the entire health care system, has now
become an element of politics and economics, the creation of proprietary vaccine in each country has become an element of national
security [7]. Aims. To evaluate the safety of the inactivated booster vaccine «BelCovidVac» in immunized study subjects from 18 to
60 years old (day 28). Materials and methods. A prospective, randomized, double-blind phase I/Il trial evaluated the safety of an
inactivated whole virion booster vaccine against the SARS-CoV-2 virus in two doses in healthy study subjects aged 18 to 60 years
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who had completed a full course of vaccination with the SARS-CoV-2 virus and/or recovered from COVID-19, which included
129 subjects (24 in phase 1 and 105 in phase 2). Results. The study reported 195 adverse reactions in 94 study subjects. The
study reported 80 adverse reactions in 24 (100%) study subjects at Phase 1, and 115 adverse reactions in 70 subjects at Phase
2. The study detected mild adverse reactions in 77,50% of cases at Phase 1, and in 71,30% at Phase 2. Moreover, the study
found one serious adverse reaction in 1 subject at Phase 2, which occurred as a result of taking placebo. The incidence of adverse
reactions with the use of the candidate vaccine in two doses is comparable to placebo (2 = 3,15, p = 0,08). Conclusion. The vaccine
candidate demonstrated good tolerability at both Phase 1 and Phase 2.
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BBepeHue

CornacHo paaHHbIM  BcemupHOM  opraHusaumu
3QpaBooXpaHeHuns, 3abPEKTUBHO OCTAaHOBUTb pac-
NPOCTPaHEHME HOBbLIX LITAMMOB KOPOHaBMpYyca MoKa
[10 KOHLUa He ypaetcs [1]. BmecTe ¢ TeM, 60bLLIMHCTBO
3KCMNEepPTOB M aHa/lMTUKOB B 06/1aCTU MeAULMHbI Ny-
6/IM4HO MPU3HALOT, YTO HA HACTOSLLMN MOMEHT BaKLM-
HaLKs 9BNSETCS caMblM MOLLHbIM OPYyXMeM B 60pbbe
¢ COVID-19 [2-6]. B T0 BpeMsi KaK BaKLMHaLNS, KaK
N BCS CUCTEMA 3[1paBOOXPaHEHUs, CTanu B HacTosLlee
BPEMS 31IEMEHTOM MOSUTUKU Y SKOHOMUKM, CO3aaHMe
COOGCTBEHHOM BaKLMHbl B Ka)OOW CTpaHe cTasno ane-
MEHTOM HalMOHanbHON 6e30nacHoCTH [7].

Llenb uccnepgoBaHua — OUEHWUTb 6E30MaCHOCTb
MHaKTUBMPOBAHHOW LENbHOBUPUOHHON 6ycTep-BaK-
uMHbl «benKoBnaBak», cycneH3nn ana BHYTPUMBbILLEY-
HOro BBeAEHUS, B TeyeHue 28-OHEBHOro nepuoaa
nocne BakUUHaLUMKU Y UMMYHU3UPOBaHHbIX UL, B BO3-
pacTte oT 18 a0 60 neT.

Martepuanbl U MeToAbl

B 0AHOUEHTPOBOM MPOCMEKTUBHOM pPaHAOMMU-
3MPOBAHHOM [BOMHOM CfENOM (C/enoe Ha aTane 2)
nccnegosaHuu | u Il dasbl npuHanu yyactne 129 3go-
pPOBbIX Yy4YaCTHMKOB B Bo3pacTe oT 18 go 60 ner,
npoweawmnx MofiHbIM Kypc BaKUMHaLMKU MPOTUB BHU-
pyca SARS-CoV-2 u/unu nepeboneswnx COVID-19.
UccnepoBaHume npoBOoAMNOCh Ha 6a3e fomenbcKom 06-
NIACTHOM KJIMHWMYECKOM 6O0NbHULbI COrnacHo TpeboBa-
HuaM [paBun Hagnexalluen KIMHUYECKOM MPaKTUKK
EBpasuninckoro skoHomumyeckoro Cot3sa [8]. OT Kax-
[0r0 Y4acCTHMKa A0 BK/IIOYEHUS B UccnegoBaHue 6bii1o
Noay4eHo NMCbMEHHOE MHPOPMUPOBAHHOE Cornacue.
MpoTokon KanHuyeckoro uccnegosanHusa (KN) n dop-
Ma WHPOPMMPOBAHHOIO corfnacus O6bliv 0406pPEHDI
KomuTtetom no atnke fomesnbCKOM 06NaCTHON KIMHMU-
YeCKoM 60NbHULLbI.

dtan 1 npeactaBnan  cobon  A03a-3CKanupy-
lowee WUccnegoBaHMe, B KOTOPOM BCE Y4YaCTHUKM
6blM HabpaHbl M pacnpeaeneHbl nocnegoBaTeibHO
(1:1) 6e3 NpUMeEHEHUs paHAOMU3aLMK Ha ABE rpyn-
nbl: rpynna 1 ¢ ogHOKpaTHbIM BBEAEHWEM BaKLMHbI
B gose | (0,5 mn) 1 rpynna 2 ¢ oqHOKpPaTHbIM BBEAEHM-
eM BaKuuHbl B go3e Il (1 mn). Habop nuu, nony4nBLunx

[o3y | BaKUMHbI, B rpynny 2 HavyuMHanca yepes 7 gHen
HabnogeHma 3a ux 6e3onacHocTblo. B cooTBeT-
CTBMM C PEKOMEHZALMAMM MO NPOBEAEHUIO MEPBLIX
KNMUHUYECKUX WUCCNEefOBaHMN HOBbIX NEKAPCTBEHHbIX
CpeacTB C yd4acTMeM 4enoBeka EBpoOnencKoro areHT-
CcTBa MO NeKapcTBeHHbIM cpeactBam (EMA), ¢ uenbio
obecnevyeHns 6€30MNacHOCTM YH4aCTHUKOB UccnenoBa-
HUS, TWATENbHOrO MOHWMTOPUHIA 3a MX COCTOSIHUEM
U MMHUMU3ALMKM COLMANbHbIX KOHTAKTOB B YC/IOBMUSX
npoaonxatoulenca 3abonesaemoctn COVID-19 npo-
Tokonom KW Ha atane 1 6bina npeaycMoTpeHa roc-
nuTanu3auus Y4acTHMKOB WCCNEeLOBaHUS CPOKOM
Ha 7 aHewn [9]. Atan 2 6bl1 MHMLMKMPOBAH Mocne Toro,
KaK BCE YYaCTHMKM rpynnbl 2 3aBepPLUUIN 7-OHEBHbIN
nepuon HabnoaeHns 3a 6e30MacHOCTbO Nocne nony-
yeHusa gosbl Il. Ha atane 2 npuHanm yyactue 105 ve-
/IOBEK, KOTOpble O6blIM HabpaHbl W pacnpeneneHsbl
nocnenosaTenbHo (1:1:1) ¢ NOMOLLbIO paHAOMMU3aLMH
METOAOM KOHBEPTOB Ha TPW rpynnbl: rpynna 3 ¢ 0gHO-
KpaTHbIM BBeEeHMEM BaKLUMHbI B go3e | (0,5 mn), rpyn-
na 4 ¢ 0gHOKpaTHbIM BBEAEHWEM BaKLUMHbI B o3se |l
(1 mn) n rpynna 5 ¢ 0gHOKpaTHbIM BBEAEHWEM NaLle-
60 (0,5 mn).

PelweHne o 6e30MacHOCTU KakAoW A03bl BaKLMU-
Hbl B TeYeHWe T7-OHEBHOro nepuvoja MNpPMHMMAaNOCh
He3aBWCUMbIM KOMMUTETOM MO MOHUTOPUHIY 3a pe-
3ynbTaTamMun UCCnefoBaHUs.

Kputepnsmmn npoaosiKeHUss MccneaoBaHUs ABNs-
JINCb: OTCYTCTBUE Pa3BUTUS AayKe Yy OQHOro CyOGbeKTa
CEepbLE3HOro HexenarenbHoro aeneHus (HA) (cteneHb
TAXKECTM 4), UMEeWero Kak MUHUMYM BEPOSATHYIO
B3aMMOCBfI3b C MNPUMEHEHMEM BaKLMHbI, KOTOpOE
NpMBENO K CMEPTH, CTOMKOWN MM 3HAYUTENbHOM HETPY-
[0CMNOCOBHOCTU, MHBANMAHOCTU UK NOTPEBOBAaNo ro-
cnuTanMsauuun, a 4yactoTa Pa3BUTUS HexenaTenbHbIX
fBNeHUN 3—4 cTeneHn TaXKecTu He coctaBuna 60%
YY4aCTHMKOB B rpynmne uccinegoBaHus.

Mmenn npaBo Ha y4acTve B UCCNeAOBaHMM Nvua
B Bo3pacte 18-50 net B atane 1 n 18-60 net —
B aTane 2. Bce y4acTHMKM OOMKHbI 6bIIK 6GbITb paHee
BaKLWHMPOBAHbI = 2 go3aMu 060N 3aperncTtpmpo-
BaHHOM BaKLUWHblI NpoTMB BUpyca SARS-COV-2 He pa-
Hee 4YeM 3a 6 MecslLEB A0 BU3UTA CKPUHUHIa U/mnnm
nepe6onetb COVID-19 3a UCKIOYEHUEM CEPbE3HbIX
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WUNN KPUTUYECKMX cnyvaeB 3a60neBaHus. OHU JOMKHbI
6bI1n 06nagatb CTabuNbHbIM, C MEAULMHCKON TOYKM
3PEHUsl, COCTOSSHUEM W HE UMETb 3HAYMMbIX COMYT-
CTBYIOLMNX 3a60/1€BaHNIN, CMOCOOHbIX MOBLICUTb PUCK
ydyacTuss B uccnegoBaHun. Ha MOMEHT CKpUHWHra
Y YHaCTHMKOB UCCEeA0BaHMA AOMKHbI 6bI/TM OTCYTCTBO-
BaTb PHK n/unun antutena IgM K SARS-CoV-2. K Kpu-
TEPUAM HEBKJIIOYEHMSA B MUCCNeaoBaHWe OTHOCUIINUCH:
HanMymMe 3HayMMmbiX MHOEKUUM M apyrux 3abonesa-
HUI, BKIoYasa nuxopagky >37,8 °C, n/vnu Hanuuue
CUMNTOMOB, cBuaeTenbcTayowmx o COVID-19 B aeHb
paHAoOMM3aLMK MM 3a 3 Mecsila 10 Hee; Hanu4yue
B aHaMHe3€e aieprmyecknx peakumnin Ha Nobon KoM-
NMOHEHT BaKUMHbI. MNMONHbIA CNMCOK KPUTEPUEB BKIIO-
YeHUs1 /HEBKITIOYEHUS COEPHKUTCA B NPOTOKONE.

BakumnHa «benKoBugBak» (npoussoguTenb: OT-
KpbITOE aKuMoHepHoe obliectBo «benButyHndapm»,
Pecnybnuka benapycb) — BaKuUMHa-KaHanaaT NpoTuB
COVID-19 - npeacrtaBnsieT COO0OM OYMLLEHHYIO KOH-
LLEHTPMPOBAHHYIO CYCMEH3MI0 KopoHaBupyca SARS-
CoV-2 (wtamm «AY.122 Delta»), nony4eHHOro nyrem
penpoaykLumMn B MNepeBUBaAEMON KynbType KIEeTOK
NMHUKM Vero, WMHaAKTMBUMPOBAHHOIo 6eTa-nponuonakx-
TOHOM. lMnauebo — WM30TOHUMYECKMM PaCTBOP HaTpus
xnopuga. U BaKumHa, U nnaue6o Obinv NPUroToB-
NIEHbl B COOTBETCTBMWM C NpuHUMNaMK Haanexkauien
NPOU3BOACTBEHHOM NPaKTUKK JIEKApPCTBEHHbIX
cpeactB  (GMP), yTtBepxaeHHon [locTaHOBIEHUEM
MuHucTepcTBa 3apaBooxpaHeHus Pecnybnuku bena-
pycb oT 19.06.2017 N°64 [10].

B TeyeHuMe nepBbIX 7 OHENM W panee BMIOTb
[0 28 [OHA nocne nofayvyeHus [o3bl Mccnegyemo-
ro npenapata (M) y4yacTHMKM UccnenoBaHUS BENU
OyMayKHble [AHEBHWKKW, B KOTOPbIX PErUCTPUPOBANM
NOKanbHble (Hanpumep, 60Nb, MNOKPaACHEHWe, OTeK
B MECTE MHBEKLIMKN) U CUCTEMHbIE HEXKENaTeNbHbIE AB-
NleHns (Hanpumep, anneprudyeckan peakuus, Kallenb,
nuxopagka). Cepbe3Hble HexenaTeNbHble SBNEHUS
PErMcTPMpPOBaIUCb Ha MPOTSKEHUU BCEro nepuoaa
Ha6NIOAEHUSA U OLIEHUBANUCh B COOTBETCTBUM C NPUH-
uMnaMmun Hagnexaulen KNMHUYeCcKon npaktuku (GCP),
yTBEPXKOEHHOM pelieHnem CoBeTa EBpa3nMmncKkon aKo-
HOMMWYECKOM KOMUCCHMM OT 3 HOos6ps 2016 1. N2 79 1
MeamuuHcKoro cnosaps AN PerynsatopHon Aestenb-
HocTM (MedDRA), Bepcus 26.1, ceHTsabpb 2023 T.
[10,11].

B xoge stana 1 o6pasubl MOYM U KPOBWU Oblin
B3ATbl HA 3-M, 7-n 1 28-1 OeHb Mnocne BBEOEHMUS
[103bl BaKLMHbI M MPOTECTUPOBAHbI Ha Nt0Oble aHo-
MasnbHble U3MEHEHWUSI CO CTOPOHbI OOLWEro aHanusa
MOYM, Koarynorpammbl, reMaTtonorMyecknux U GUOXK-
MWYECKUX NoKas3aTenen. B xoaoe nccnegoBaHusa atana
2 aHanorn4yHble noKasartenu Oblan M3y4eHbl Ha 14-i
M 28-# OeHb nocfe BBeAEeHUs BaKLUMHbI/nnayebo.
AneKTpoKapanorpapuUyeckmn KOHTPOsb 6bi1 NpoBe-
[leH BO Bpems atana 1 Ha 3-i, 7-1 n 28-11 aeHb nocne
BBE[IEHUS BaKLMHbI, BO BpemMs 3tana 2 — Ha 14-u
n 28-11 aeHb Nnocne BBEAEHUS BaKLUHbI/NnaLebo.

KOHEeYHbIMM TOYKamMM MNpu OLEHKE 6e30MacHOCTU
BaKLUMHbI B X0e UCCNeaoBaHWsa Ha atane 1 aBnsanucb

yacToTa Cepbe3HbIX HexenateNbHblX ABNEHWA U aK-
TMBHO BbISIBASIEMbIX HEXeENaTeNbHbIX ABIEHUI Ha NPO-
TAXKEHUN 7 AHEN Nocne BaKuMHaLMM NS Kaxaon Jo3bl
nceneagyemMoro NekapctBeHHoOro npenaparta (¢ aHa 1
Nno A€eHb 7) M YacToTa He OTHOCSHLLMXCS K aKTUBHO Bbl-
ABNSEMbIM HeEXenaTefibHbIM SIB/IEHUAM, CEPbE3HbIM
HexenaTteNlbHbIM SIBIEHMAM, a TaKXe Hexenartesb-
HbIM SIBIEHUAM, NPEeACcTaBNAOWMM 0COBbIN MHTEpPEC,
ONS KaXAoOW [03bl UCCNEeAyeEMOro NeKapCTBEHHOro
npenapaTta B TeyeHMe 28 AHEN nocne BaKuMHaLMW.
Ha 3sTane 2 KOHEYHble TOYKM BK/OYaIM YacCTOTy He-
enaTesnbHbIX SBNEHWUN, Cepbe3HbIX HexenaTeNbHbIX
SIBNEHWN, a TaKXKe HexenaTeNbHbIX SABNEHWNW, npea-
CTaBNSAOLWINX OCOBbIN MHTEPEC, NS KaXKAoM A03bl BaK-
LUMHbI 1 nnauebo BNAOTb A0 28 -ro AHS.
Cratuctnyeckass o6paboTKka AaHHbIX NpoBedeHa
C NOMOLLbIO KOMMbIOTEPHOM NporpamMmmbl R (Bepcus
4.2.1). OnucaTenbHasa CTaTUCTMKa NPU HOPMaibHOM
pacnpefeneHuun BriaoYana cpegHee 3Ha4yeHne n CTaH-
JlapTHOEe OTKIOHEeHWe. AHanNn3 COOTBETCTBMA pacnpe-
[IeNeHns 3Ha4YeHu Npu3Haka Moaenn HopMasibHOro
pacnpefeneHunst ocyLLLecTBASASICS C MOMOLLbIO KpUTEPUS
Llanupo-Yunka. [nga KateropuanbHbIX U MOPSAKOBbIX
NPM3HaAKOB ONWCaHMe NpeacTaB/ieHo B BUAe abconioT-
HOro0 U OTHOCUTENBLHOIO (40NN) KONNMYECTBA 3HAYEHUMN
npu3Haka. AHanu3 pasnnynsg AoNen 3HaYeHun Mnpu-
3HaKa B rpynnax npu MHOMECTBEHHbIX CPaBHEHUSX
npomsBoaunncs ¢ nomollbto Tecta KoxpaHa-Apmutarka
Ins TpeHaa, Npu NonapHOM CPaBHEHWW — KpUTepUs
He3aBucKMMOCTH %2 MMpCOHa MAM TOYHOrO KpUTepus
duwepa. YpoBeHb 3HAYMMOCTH ycTaHOBsEH p < 0,05.

Pe3ynbratbl M 06CYyKAEHUE

Bce 129 yyacTHMKOB mccnenoBaHus (24 y4acTHM-
Ka — Ha atane 1 n 105 y4yacTHMKOB — Ha aTane 2)
NPUHSAKN y4acTMe B OLeHKe 6e30MacHOCTM BaKLMHbI-
KaHauaaTa. basoBble agemorpaduyeckve Xxapakre-
PUCTUKM YYACTHWKOB MWCCeAoBaHUS MpeacTaB/eHbl
B Tabnuuax 1 n 2.

Ha atane 1 66110 3apeructpmuposaHo 80 HA y Bcex
24 (100%) y4acTHMKOB wuccnegoBaHus. YacTtoTa
HA onpepensnacb No [03€ BaKUWHbI-KaHAuaaTa:
26 (32,5%) HA B rpynne 1 n 54 (67,5%) HA B rpyn-
ne 2 (x*= 19,48, p < 0,0001). HesaBucKmo OT JO3bl
BaKLUWHbl Haubonee 4yacTbiMu O6biiM HHA Kateropum
«CUCTEMHbIE HapyLWEHUS U peakuMu B MecTe BBejae-
Hus» 12 (46,15%) HA B rpynne 1 n 20 (70,37%) HA
B rpynne 2 (x*= 0,60, p = 0,44). Cneaytowunmm no va-
ctote cnegoBanu HA kateropmn «JlabopaTopHbIE U UH-
CTpyMeHTanbHble AaHHble» 8 (30,77%) HA B rpynne
1wn 15 (27,78%) HA B rpynne 2 (x>= 0,08, p = 0,78)
n HA Kateropum «HapylieHnss co CTOPOHbI AblXaTenb-
HOM CUCTEMBbI, OPraHoB rPyaAHON KNETKU M cpedocTe-
Hus» 4 [15,38%] HA B rpynne 1 n 13 [24,07%] HA
B rpynne 2; x*= 0,78, p = 0,38).

AKTMBHO BbisBAseMble HA Ha 3atane 1 6biau 3a-
pernctpupoBaHbl y Bcex 24 (100%) y4yaCTHUKOB MC-
cnepoBaHusa. YacToTa mx BbISIBNEHUS He 3aBucena oT
NONY4YEHHOM A03bl BaKUMHbI-KaHanaata: 26 (100,0%)
HA B rpynne 1 n 53 (98,15%) HA B rpynne 2 (x2=
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Practical Aspects of Epidemiology and Vaccine Prevention

Tabnuya 1. Qemorpaguyeckne xapakTepucTUKuN y4acTHUKOB UCC/Ie0BaHus] No 6e3onacHocTu BakynHel «benKoesuaBak» (3Tan 1)
Table 1. Demographic characteristics of participants in the safety study of vaccine «BelCovidVac» (Phase 1)

fpynna1 (N=12) pynna2 (N=12) Bcero (N = 24)
Group Group Total
BospacT y4acTHMKOB
Age
N 12 12 24
Mean (SD) 39,58 (9,43) 43,58 (6,40) 41,58 (8,05)
Mon (CKPUHMHT)
Sex (Screening)
Myxckon 10 9 19
Male
Paca (CKpUHMHr)
Race (Screening)
EBponeongHas 12 12 24
Caucasian

Tabnuuya 2. [lemorpacgunyeckue xapakrepucTuKn y4acTHUKOB UCC/iefoBaHus o 6e3onacHocTu BakunHbi «benKosngBak» (atan 2)
Table 2. Demographic characteristics of participants in the safety study of vaccine «BelCovidVac» (Phase 2)

F'pynna 3 (N = 35) F'pynna 4 (N = 35) Fpynna 5 (N = 35) Bcero (N = 105)
Group Group Group Total
Bo3pacT yyacTHUKOB
Age

N 35 35 35 105
Mean (SD) 44,46 (7,39) 43,94 (8,38) 41,66 (10,67) 43,35 (8,91)

Mon (CKpUHUHT)

Sex (Screening)
Myxckon 18 14 17 49
Male

Paca (CKpMHMHr)

Race (Screening)
EBponeongHas 35 35 35 105
Caucasian

0,48, p = 0,49). Bce HA kateropuun «CUCTEMHbIE Ha-
PYLIEHUS U peaKLMK B MeCcTe BBEAEHMUS» OTHOCUIUCH
K aKTMBHO BbISIBNSIEMbIM W MO-NPEXHEMY HE3aBUCUMO
OT [03bl MMAMPOBANN NO YacToTe BbISBASAEMOCTH: 12
(46,15%) HA B rpynne 1 u 20 (37,74%) HA — B rpyn-
ne 2 (x>= 0,21, p = 0,65). CoxpaHwnan cBOU NO3ULUK
HA Kateropun «JlabopaTopHble U MHCTPYMEHTASIbHbIE
JaHHble»: 8 (30,77%) HA B rpynne 1 n 14 (26,42%)
HA B rpynne 2 (x?>= 0,09, p = 0,76) n HA Kateropuu
«HapylieHUs co CTOPOHbI AblXaTelbHOM CUCTEMBbI, Op-
raHoB rPyAHOW KNETKM K cpeaocteHus»; 4 (15,38%)
HA — B rpynne 1 1 13 (24,53%) HA — B rpynne 2 (y*=
0,85, p = 0,36). XapaKtepuctnka HA no cucrtemHo-
opraHHoMy Knaccy cnoBaps MedDRA npeactaBneHa
B Tabnunuax 3 1 4.

Ha atane 1 6bin10 3apernctpupoBaHo 62 HA ner-
KOM cTeneHun Tsectu, 17 HA ymepeHHoOM cTeneHu
n 1 HA taxenom crenenn (77,22%, 21,52% n 1,26%
COOTBETCTBEHHO; ¥?= 104,65, p < 0,0001). Jlerkas

cTeneHb TaxecTn HA BCcTpeyanach Yalle HEXenun yme-
peHHaa u Taxenas (y>= 104,65, p < 0,0001 u x>=
96,82, p < 0,0001 cooTBeTCTBEHHO). Taxkenble HA
NPUCYTCTBOBANMU pexe, Hexenn ymepeHHole HA (x2 =
15,92, p < 0,0001).

Cpean 79 akTMBHO BbisBAsSeMbIx HA 3apernctpu-
poBaHo 61 HA nerkomn crtenenu, 17 HHA ymepeHHOM
crenenn n 1 HA tsxkenon crenenu (76,25%, 21,52%
n 1,25% y4aCTHMKOB COOTBETCTBEHHO; x> = 109,97,
p < 0,0001). Nerkas creneHb HA BCcTpeyanach valle,
HEXenn ymepeHHas U Taxkenas crenexu (x2= 48,13,
p < 0,0001 un 2= 94,21, p < 0.0001 cooTBETCTBEH-
HO). Taxenble HA npucyTcTBOBaNM pexe, HeXenu yme-
peHHble HA (2= 15,92, p < 0,0001).

Ha ostane 1 ¢ BBeAeHMEM BaKUMWHbI-KaHAMaa-
Ta 6bIIn cBA3aHbl 74 HA (43,79%). CBa3b C BBe-
JeHMeM BaKUWMHbl B OoNbluen cTeneHun 6bina
XapaKTepHa ansa ydacTHUMKOB rpynnbl 2 — 54 (100%),
B rpynne 1 — 20 HA (76,92%), x> = 28,86, p <
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Practical Aspects of Epidemiology and Vaccine Prevention

Ta6nuuya 3. KonnyecTBo yyacTHuKoB ucciegoBanus ¢ HS u yncno HSl no cuctemHo-opraHHomy knaccy MedDRA

(atan 1)

Table 3. Number of participants in the safety study with adverse reactions and number of adverse reactions according

to MedDRA-system (Phase 1)

KonunyecTBo y4yacTHUKOB uccnepoBaHus %, KOIM4eCTBO COObITUIA
Number of participants in the safety study %, number of events

Other adverse reactions

dozal dozall Bcero
Dose | Dose Il Total
N=12 N=12 N=24
JioGoe HH . 12 (100%) 26 12 (100%) 54 24 (100%) 80
Any adverse reactions
AKTMBHO BbifiBNiiemMble HA 9 5 5
Actively identified adverse reactions LUt 28 L2 (el e 2 () o
Apyrue HA 0(0,0%) 0 1(8,33%) 1 1(4,17%) 1

JlabopaTopHble U MIHCTPYMEHTaJIbHbIE AaHHbIE
Laboratory and instrumental data

7 (58,33%) 8

7 (58,33%) 15

14 (58,33%) 23

CuncTemMHble HapyLLEHUS U PeakLum B MECTE BBEAEHUS
Systemic disorders and reactions at the injection area

12 (100%) 12

12 (100,0%) 20

24 (100%) 32

HapyLueHns co CTOpOHbI HEPBHOM CUCTEMBI
Nervous system disorders

1(8,33%) 1

1(8,33%) 1

2(8,33%) 2

HapyLueHuns co CTOpOHbI cepaua
Heart disorders

1(8,33%) 1

0(0%) 0

1(4,17%) 1

Kenyno4yHo-KMLLEYHbIE HapPYLLEHNS
Gastrointestinal disorders

0(0%) 0 3(25,00%) 5 3(12,50%) 5

HapyLueHns co CTOPOHbI AblXxaTeNbHOM CUCTEMbI, OPraHOB rpya-
HOW KNETKM U CpefoCcTeHuns
Respiratory, thoracic and mediastinal disorders

3(25,00%) 4 5(41,67%) 13 8(33,3%) 17

HapyLieHnsa co CTOpoHbl UMMYHHOW CUCTEMBI

Urinary system disorders

Immune system disorders 0(0%) 0 0(0%) 0 0(0%)0
HapyLueHns co CTOPOHbI OPraHOB 3peHnst

Visual disorders 0(0%) 0 0(0%)0 0(0%)0
HapyLueHns co CTOPOHbI MOYEBbLIAENNTENLHOW CUCTEMBI 0 (0%) 0 0(0%) 0 0(0%) 0

0,0001). lo3a BaKUMHbI-KaHAMAATa He BAUsiNa Ha Ya-
CTOTY aKTMBHO BbIiBAsieMbIX Hf, cBAA3aHHbIX C ee BBe-
nexnunem: B rpynne 1 — 20 (100,0%) HA n 53 [98,15%]
HA B rpynne 2 (x>= 0,003, p = 0,96).

K MOMEHTY KOHTPONIbHOM TOYKM [eHb 28 cumnTo-
Mbl HA ncyesnu y Bcex y4acTHMKOB MCCNEeA0BaHUA U3
rpynne 1 ny 96,3% w3 rpynnsl 2 (x*>= 0,97, p = 0,32).
[Ons octanbHbix HA ncxoa 6bi1 HEM3BECTEH, MOCKONbKY
HabnaeHUe 3a yYaCTHUKaMK UcCcefoBaHUs Npoaos-
YKanoce.

dapmaKkoTepanus notpeboBanacb A18 KOPPEK-
umn 2 (8,33%) HA B rpynne 1 n 8 (14,81%) HA
B rpynne 2 (x*>= 0,05, p = 0,82). [lo3a BaKUMHbI-KaH-
avaata He BAMsSna Ha Heo6XOAMMOCTb Ha3HaYeHUs
neKapcTteeHHon Tepanum HA (1 [50,0%] HA B rpynne
1 un 8 [8,33%] HA B rpynne 2 (x2= 4,00, p = 0,05).
XapaKtepuctnkn HA atana 1 npeacraBneHsbl B Tabnu-
ue 5.

Ha atane 2 6bino 3apeructpupoBaHo 115 HA
y 70 (66,67%) y4acTHMKOB wuccnegosaHma. HA

C OIMHAKOBOW 4acCTOTOM BCTpeYanuCb BO BCEX Tpex
rpynnax yyactHukoB: 42 (74,29%) HA B rpynne 3,
37 (71,43%) HA B rpynne 4 n 36 (54,29%) HA B rpyn-
ne 5 (x*= 3,15, p = 0,08). HesaBucumMo OT rpynmnbl
uccnegoBaHusa Hanbonee yactbiMu 6binM HA Katero-
pun «CUCTEMHbIE HapPYLLEHWSA U peaKL MK B MecTe BBe-
neHusi»: 18 (42,86%) HA B rpynne 3, 12 (32,43%)
HA B rpynne 4 n 13 (36,11%) HA B rpynne 5 (x> =
0,42, p = 0,52). Cneayouwmmm no 4yactoTe cregoBanu
HA kaTteropuun «HapylweHus co CTOPOHbI AblXxaTenbHOM
CWUCTEMbI, OPraHoB IPYAHOM KIETKW M CPEedOCTEHUSI»:
5 (11,90%) HA B rpynne 3, 4 [10,8%] HA B rpynne
4 v 6 [16,67%] HA B rpynne 5 (x2= 0,35, p = 0,55)
n HA Kateropmmn «HapyweHus co CTOPOHbI HEPBHOM
cuctemoi»: 2 (4,76%) HA B rpynne 3, 4 (10,81%) HA
B rpynne 4 un 7 (19,44%) HA B rpynne 5 (y*= 4,14,
p = 0,04). B nocnegHen Karteropum HA 6binn 60-
Nnee xapaKTepHbl ANna rpynnbl 5, Hexenu rpynnbl 3,
B oTnyme ot rpynnbl 4 (2= 4,04, p = 0,04 n 2=
1,05, p = 0,31 cOOTBETCTBEHHO). XapaKkTepucTnka HA
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(atan 1)

term (Phase 1)

Practical Aspects of Epidemiology and Vaccine Prevention

Tabnuya 4. Konnyectso yyacTHukoB uccnegoBaHus ¢ HS1 u yncno HS no npegnoytutesnsHomy repmuHy MedDRA

Table 4. Number of participants in the safety study with adverse reactions and number of adverse by MedDRA preferred

KonunuectBO Y4aCTHUKOB UccisiegoBaHuns %, KOJINYECTBO COObITUIA
Number of participants in the safety study%, number of events

Ao3zal Ao3zall Bcero
Dose Dose Total
N=12 N=12 N=24

JlaGopaTopHbie N MIHCTPYMEHTalbHbl€ AaHHbIe
Laboratory and instrumental data

Jiobble HA
Any adverse reactions

7 (58,33%) 8

7 (58,33%) 15

14 (58,33%) 23

MoBbILLIEHNE KONNYECTBA 9PUTPOLMTOB B MOYE
Increased number of red blood cells in urine

1(8,33%) 1

2 (16,67%) 2

3(12,50%) 3

MpoTenHypus
Proteinuria

1(8,33%) 1

0(0,00%) 0

1 (4,17%) 1

MoBbILWEHNE KONNYECTBA NIENKOLIMTOB B KPOBU
Increase in the number of white blood cells in the blood

0(0%) 0

1(8,33%) 1

1(4,17%) 1

MoBbiweHne cuctonnyeckoro AL
Increased systolic blood pressure

3(25,00%) 3

4(33,33%) 5

7(29,17%) 8

MoBbiWweHne anactonunyeckoro AL
Increased diastolic blood pressure

2(16,67%) 2

6 (50,00%) 7

8(33,33%) 9

MoHmxeHne ALl (apTepuanbHas rMNOTEH3US)
Decreased blood pressure (hypotension)

1(8,33%) 1

0(0%) 0

1(4,17%) 1

CucTeMHble HapyLLeHUs U peakuum B MecTe BBeAeHUs
Systemic disorders and reactions at the injection area

Jlio6oe HA
Any adverse reactions

12 (100%) 12

12 (100%) 20

24 (100%) 232

AnckomdopT B MeCTe BBEAEHUSA
Discomfort at the injection area

6 (50,00%) 6

2 (16,67%) 2

8(33,33%) 8

Bosb B MecTe BBeaeHus
Pain at the injection area

6 (50,00%) 6

10(90,91%) 11

1(4,17%) 1

OTek B MecTe BBeAeHUs

Aches in the joints

Swelling at the injection area 0(0%)0 1(8,33%) 1 1(4,17%) 1
gem\)/(grpam(a 0(0%) 0 1(8,33%) 1 1(4,17%) 1
e over 0(0%) 0 1(8,33%) 1 1(4,17%) 1
P 0(0%)0 2 (16,67%) 2 2(8,33%) 2
0O3+06 0(0%) 0 1(8,33%) 1 1(4,17%) 1
Algidity (0%) (8,33%) (4,17%)

Jlomaota B cyGTaBax 0(0%) 0 1(8,33%) 1 1(4,17%) 1

HapywieHus co CTOpOHbl HEPBHOW CUCTEMBbI
Nervous system disorders

Jlio6oe HA
Any adverse reactions

1(8,33%) 1

1(8,33%) 1

2(8,33%) 2

[onoBHas 60nb

Any adverse reactions

1(8,33%) 1

0(0,00%) 0

Headache 1(8,33%) 1 1(8,33%) 1 2(8,33%) 2
HapylweHus co cTopoHbl cepaua
Heart disorders
Jio6oe HA

1(4,17%) 1

Bpaankapans
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Any adverse reactions

0(0,00%) 0

3(25,00%) 5

0, 0O, 0,
Bradycardia 1(8,33%) 1 0(0,00%) 0 1(4,17%) 1
XKenypo4Ho-KuLieyHble HapyLueHus
Gastrointestinal disorders
Jlio6oe HA

3(12,50%) 5

112
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Tabnuya 4. MpogoskeHne
Table 4. Continuation

KonuyecTBo y4acTHUKOB uccnenoeaHus %, KONM4eCTBO COObITUIA
Number of participants in the safety study%, number of events
Ho3zal Ho3zall Bcero
Dose Dose Total
N=12 N=12 N=24
ape
g‘imarfh:a 0(0,00%) 0 3(25,00%) 3 3(12,50%) 3
Bonb B xu1BOTE
Abdominal pain 0(0,00%) O 2(16,67%) 2 2(8,33%) 2
HapyLwieHuns co cToOpoHbI AbIXaTesibHOM CUCTEMbl, OPraHOB FPYAHON KIIeTKU U CPefoCTEeHNs
Respiratory, thoracic and mediastinal disorders
Jlio6oe HA % % @
Any adverse reactions 3(25,00%) 4 5(41,67%) 13 8(33,33%) 17
MepLweHne B ropne
Feeling sore throat 2(16,67%) 2 2(16,67%) 2 4(16,67%) 4
Bonb B ropne
Sore throat 0(0%) 0 2(16,67%) 2 2(8,33%) 2
Kawenb
Cough 1(8,33%) 1 3(25,00%) 3 4(16,67%) 4
Bonb B rpyaHon knetke 5 5 5
Chest pain 0(0%) 0 1(8,33%) 1 1(4,17%) 1
PuHopes
Rhinorrhea 0(0%)0 4 (33,33%) 4 4(16,67%) 4
3anoxeHHOCTb Hoca
Nasal congestion 0(0%) 0 1(8,33%) 1 1(4,17%) 1
OcTtpas pecnupaTtopHas MHbekuns 1(8,33%) 1 0(0%) 0 1(4,17%) 1
Acute respiratory infection ! ’
PuHopes
Rhinorrhea 0(0%) 0 4 (33,33%) 4 4(16,67%) 4
3anoXeHHOCTL HoCa 0(0%)0 1(8,33%) 1 1(4,17%) 1
Nasal congestion
OcTtpas pecnupaTtopHas MHeKUns o o o
Acute respiratory infection 1(8,33%) 1 0(0%) 0 1(4,17%) 1

Nno CUCTEMHO-OpraHHoMy Knaccy cnosaps MedDRA
npeacraBieHa B Tabnmuax 6 u 7.

Ha atane 2 6bi1510 3apeructpmpoBaHo 82 (71,30%)
HA nerxkon crenenun, 30 (26,09%) HA ymepeHHoM cTe-
neHn n 3 HA (2,61%) Taxenon crenenu (x>= 126,1;
p < 0,0001). Nlerkas creneHb HA BCcTpeyanach yvalle,
HeXenn ymepeHHas U Tsxenas creneHu (x?= 46,85,
p < 0,0001 un x2= 115,96, p < 0,0001 cooTBETCTBEH-
HO). Tsxkenble HA npucyTcTBOBaNM pexe, HeXenu yme-
peHHble HA (x2= 25,68, p < 0,0001). Bce Tpu rpynnbl
HE OTIMYanMuchb Mo YacToTe BCcTpeyaeMocTi HA nerkom
ctenenun: 30 HA (71,43%) B rpynne 3, 23 HA (62,16%)
B rpynne 4 n 29 HA (80,56%) B rpynne 5. HA Taxkenon
CTEMEHU Pa3HOW BbIPArKEHHOCTU BbIIBNSAAMCbL: 12 HA
[28,57%] B rpynne 3, 14 HA [37,84%] B rpynne 4
n 7 HA [19,44%] B rpynne 5 (x2= 0,68, p = 0,41).
B rpynne 5 661710 BbISBAEHO OAQHO cepbe3Hoe HA, no-
TpeboBaBllee rocnurann3aums.

Ha stane 2 ¢ BBeAeHUEM BaKLMUHbI/NNaLe60 6bino
cBsi3aHO 60nbwKnHCTBO HA: 110 HA (95,65%). Cpean
y4aCTHMKOB rpynnbl 3 6611 BbiBNeH 41 (97,62%) cny-
yan H4, cpeaun yyactHmkos rpynnbl 4 — 37 (100%)
HA v cpean yvyacTHuKoB rpynnel 5 — 32 (88,89%) HA
(x?= 6,03, p = 0,0049). Josa He onpepfensna 4acToty

H{A, cBA3aHHbIX C NPUMEHEHUEM BaKLUMHbI-KaHAWAaTa
(x*= 0,88, p = 0,35), ogHako nogobHoro pogda HA
yalle NpUCYTCTBOBaANM Y MONYYMBLUMX BbICOKYIO 03y
BaKLMHbl Y4aCTHUKOB, MO CPaABHEHWIO C TPYNMNoON naa-
uebo (x*= 4,29, p = 0,04). No yactote HHA, cBA3aHHbIX
C NPUMMEHEHWEM BaKLUMHbI/Nnauebo, rpynna y4acrt-
HUKOB, MONYYMBLUMX A03Y | BaKUMHbI, HE OTMYanach
OT rpynnel nnaue6o (x*= 2,43, p = 0,12).

K MOMEHTY KOHTPO/IbHOW TOYKM [leHb 28 ucves-
m 108 (93,91%) HA. Ucxoaq HA He 3aBmcen oT npwu-
HaANEXHOCTU K rpynne uccnegoBaHus: 39 (92,86%)
HA B rpynne 3, 36 (97,3%) HA B rpynne 4 n 33 HA
[91,67%] HA B rpynne 5 (x*>= 0,03, p = 0,86). [ns
ocTanbHbix HA ncxoa 6bi1 HEM3BECTEH, NOCKOJIbKY Ha-
61l01eHMe 3a y4aCTHMKaMKu MccneaoBaHus MNpoaosn-
*anocbk. [pynnbl MccnegoBaHMA He OTAMYanuCb Apyr
OT Apyra no yactoTe He3aBepwuBLmxca HA: 3 (7,14%)
HA B rpynne 3, 1 (2,7%) HA B rpynne 4 n 3 (8,33%) HA
B rpynne 5 (x*= 0,03, p = 0,86).

dapmakoTepanua noTpeboBanacb AN19 KOPPEK-
umn 8 (6,96%) HA. Y maumeHTOB, MOAYYMBLUMX MNNa-
ue6o, NPUMEHEHNE MEAMKAMEHTO3HOM Tepanuum ans
Koppekuun HA Habnoganoch Yaule, 4em B rpynne 3
n rpynne 4 (1 (2,38%) n 1 (2,70%) HA) n B rpynne
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Tabnuya 5. Xapakrepucruka HSI (atan 1)
Table 5. Characteristics of adverse (Phase 1)

KonuyecTBo y4acTHMKOB uccnenoBaHus, % KOJIM4eCTBO Y4aCTHUKOB %, COObITUI

Number of participants in the safety study %, number of events

Adozal Aozall Bcero
Dose Dose Total
N=12 N=12 N=24
Bce HA, cBa3aHHble ¢ BBeaeHmnem UMM
All adverse reactions associated with administration of 12 (100%) 20 12 (100%) 54 24 (100%) 74
investigated medicine
M3 H1x aKTBHO BbisB/IsEeMble HA G ® ®
Among them actively detected adverse reactions L) 2 L) S 2 () 1
VI3 Hix apyrue He 0(0%)0 1(8,33%) 1 1(4,17%) 1

Among them others adverse reactions

Bce HA, He cBa3aHHble ¢ BBeaeHuem UM
All adverse reactions not associated with administration of
investigated medicine

6 (50,00%) 6

0(0,00%) 0

6 (25,00%) 6

M3 H1X akTMBHO BbisiBNsieMble HA

[o) [o) 0,
Among them actively detected adverse reactions 6(50,00%) 6 0(0%)0 6(25,00%) 6
M3 Hux opyrve HA 5 5 5
Among them others adverse reactions 0(0%)0 0(0%)0 0(0%)0
AeicTBuNA, NpeanpuHaTbLIE B OTHOLLEHUM Npenapara
Actions taken regarding to the medicine
He npumeHumo G ® 9
Not applicable 12 (100%) 26 12 (100%) 54 24 (100%) 80
Ucxon HA

Outcome of a

dverse reactions

Bce He3aBeplumBLumecs HA

0, 0, 0,
All unfinished adverse reactions 0(0%)0 L8 1 U Uz |
M3 H1X akTMBHO BbisiBNsieMble HA 0(0%) 0 0(0%) 0 0(0%) 0
Among them actively detected adverse reactions ° ° °
M3 Hux gpyrmne HA
Among them others adverse reactions 0(0%)0 1(8,33%)1 RSl
Bce 3aBepLumBLUMeECs BbiI3gopoBneHmem HA o o o
All adverse reactions finished as recovery 12(100%) 26 12(100%) 53 24(100%) 79
M3 HuX akTUBHO BbisBNseMble HA & ® ®
Among them actively detected adverse reactions 1210100 %)i26 121(100%)i53 241(100%]i79
M3 Hux opyrve HA o o o
Among them others adverse reactions 0(0%)0 0(0%)0 0(0%)0

Heob6xoaumasa meaukameHTO3Hasa KoppeKkuus
Necessary medical correction

Bce HA 6e3 meankaMeHTO3HOM Koppekummn
All adverse reactions without medical correction 12 (100%) 24 12 (100%) 46 24(100%) 70
M3 H1X aKTBHO BbifBIseMble HA 5 ® ®
Among them actively detected adverse reactions L) 2 L) A 2 (U0 5
VI3 Hux apyrue Hel 0(0%) 0 1(8,33%) 1 1(4,17%) 1

Among them others adverse reactions

Bce HA ¢ meankaMeHTO3HOM KOpPEKLIMEN
All adverse reactions with medical correction

2 (16,67%) 2

3(33,33%) 8

5 (20,83%) 10

N3 HMX aKkTUBHO BbisiBNsieMble HA
Among them actively detected adverse reactions

2(16,67%) 2

3(33,33%) 8

5(20,83%) 10

N3 Hux gpyrne HA
Among them others adverse reactions

0(0%) 0

0(0%) 0

0(0%) 0
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Ta6nuuya 6. KonnyectTBo yyacTHuUKoOB uccnenosanus ¢ HS u uncno HSl no cuctemHo-opraHHomy knaccy MedDRA

(atan 2)

Table 6. Number of participants in the safety study with adverse reactions and number of adverse reactions according

to MedDRA system-organ classes (Phase 2)

KonuyecTBo KOIMYECTBO y4aCTHUKOB %, COObITUI
Number of participants in the safety study %, number of events

[Ao3zal Oo3zall Mnaue6o Bcero
Dose Dose Placebo Total
(N =35) (N =35) (N =35) (N=105)

Nio6oe HA
Any adverse reactions

26 (74,29%) 42

25(71,43%) 37

19 (54,29%) 36

70 (66,67%)
115

JlabopaTopHbIe U MHCTPYMEHTasbHbIE AaHHble
Laboratory and instrumental data

2(5,71%) 3

2(5,71%) 2

4(11,43%) 4

8(7,62%) 9

CuctemMHble HapyLweHna n peakumn B MeCcTe BBeaeHUd
Systemic disorders and reactions at the injection site

24 (38,57%) 29

24 (68,57%) 25

8(22,86%) 14

56(53,33%) 68

HapyLueva CO CTOPOHbI HepBHOIZ CUCTEMDbI
Nervous system disorders

2(5,71%) 2

3(8,57%) 4

5 (14,29%) 7

10(9,52%) 13

HapyLiueHus co CTOpOHbI cepaua
Heart disorders

1(2,86%) 1

0(0%) 0

2(5,71%) 2

3(2,86%) 3

JKenyno4Ho-KuLLEeYHble HapyLleHns
Gastrointestinal disorders

1(2,86%) 1

2(5,71%) 2

1(2,86%) 1

4(3,81%) 4

HapyLueHns co CTOPOHbI AbIXaTe/IbHOW CUCTEMBbI, OPraHOB
rPYAHON KNETKN N CPEeAOCTEHNS
Respiratory, thoracic and mediastinal disorders

3(8,57%) 5

3(8,57%) 4

5(14,29%) 5

11(10,48%) 14

HapyLueva CO CTOPOHbI I/IMMyHHOI‘/JI CUCTEMDI

0, 0, 0, 0,
Immune system disorders 0(0,00%) 0 0(0%) 0 1(2,86%) 1 1(0,95%) 1
HapyLueHns co CTOPOHbLI OpraHoB 3peHuns
Visual disorders 1(2,86%) 1 0(0%) 0 1(2,86%) 1 2(1,90%) 2
HapylueHns co CTOPOHbI MOYEBbIAENNTENBHON CUCTEMBI 0(0,00%) 0 0 (0%) 0 1(2,86%) 1 1(0,95%) 1

Urinary system disorders

Tabnuya 7. KonnyectBo yyacTHUKOB nccriegoBaHus ¢ HSI n yncno HS1 no npegnoyturensHomy repmuHy MedDRA

(atan 2)

Table 7. Number of participants in the safety study with adverse reactions and number of adverse by MedDRA preferred

term (Phase 2)

KonuyecTtBo y4acTHUKOB %, KOIM4ECTBO COOLITUIA
Number of participants in the safety study %, number of events

Ho3zal Do3zall Mnaue6o Bcero
Dose Dose Placebo Total
N =35 N =35 N =35 N =105

JlaGopaTopHble U MHCTPYMEHTalbHbie AaHHbIe
Laboratory and instrumental data

Jio6oe HA
Any adverse reactions

2(5,71%) 3

2(5,71%) 2

4(11,43%) 4

8(7,61%) 8

Increased systolic blood pressure

ppoTeuHypuA 1(2.86%) 1 | §(0,00%)0 | 1(2,86%)1 | 2(1,90%)2
gggﬂ:%ﬁ,'ﬂgm 0(0%) 0 1(2,86%) 1 0(0%) 0 1(0,95%) 1
E”y,”)i‘r’gl“y@?n“ﬂﬁ" 0(0%)0 0(0%)0 1(2,86%) 1 1(0,95%) 1
ST LIS e IR O 2(571%)2 | 1(2,86%)1 | 2(571%)2 | 5(4,76%)5
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Ta6nuya 7. MpoaosmkeHne
Table 7. Continuation

Practical Aspects of Epidemiology and Vaccine Prevention

KonuyecTBo y4acTHUKOB %, KOJINYECTBO COObITUIA
Number of participants in the safety study %, number of events

Adozal Aozall Mnaue6o Bcero
Dose Dose Placebo Total
N =35 N =35 N =35 N=105

CucteMHbie HapyLUEHUSl U peakuun B MecTe BBe,eHUS
Systemic disorders and reactions at the injection area

Jio6oe HA
Any adverse reactions

23(65,71%) 29

24 (68,57%)25

7(20,00%)14

54 (51,43%)68

AnckomdopT B MECTE BBEAEHUS
Discomfort at the injection area

11(31,43%) 11

8(22,86%) 8

4(11,43%) 4

23(21,90%)23

Bonb B MecTe BBEAEHUSA
Pain at the injection area

12(31,43%) 13

16 (45,71%)17

3(8,57%) 3

31(29,52%)33

emaToma B MecTe BBEAEHUS

Nervous system disorders

Hematoma at the injection area 0(0%) 0 0(0%)0 1(2,86%) 1 1(0,95%) 1

:‘é‘;‘t’mo Xapa 3(8,57%) 3 0(0%) 0 1(2,86%)1 | 4(3,81%)4

E:ﬁg;‘g‘;;””emm 0(0%) 0 0(0%) 0 1(2,86%) 1 1(0,95%) 1

\?V’;z?(ﬁg'; 2(5,71%) 2 0(0%) 0 2(571%)2 | 4(3,81%)4

glz*i'é’i?y 0(0%) 0 0(0%) 0 1(2,86%)1 | 1(0,95%) 1

Qouiee HeAoworane 0(0%) 0 0(0%) 0 1(2,86%)1 | 1(0,95%) 1
HapymeHMﬂ CO CTOPOHDbI HepBHOﬁ CUNCTeMbl

Jlio6oe HA
Any adverse reactions

2(5,71%) 2

3(8,57%) 4

5(14,29%) 7

10 (9,52%) 13

[onoBHas 6051b

3(8,57%) 5

Headache 1(2,86%) 1 2(5,71%) 2 6(5,71%) 8
FonoBokpyxeHne
Dizziness 1(2,86%) 1 1(2,86%) 1 1(2,86%) 1 3(2,86%) 3

Bonb B NosicHM4HOI o6nacTu

Tachycardia

Pain in the lumbar region 0(0%)0 1(2,86%) 1 0(0%)0 1(0,95%) 1
CuHapom BepTebpo-6a3nnnspHO HeJO0CTaTOHHOCTH ® ® % ®
Vertebro-basilar insufficiency syndrome 0(0%)0 0(0%)0 1K(2:86%)1 1(0,95%) 1

HapyweHnus co cTopoHbl cepaua

Heart disorders

Jio6oe HA
Any adverse reactions 1(2,86%) 1 0(0%) 0 2(5,71%) 2 3(2,86%) 3
Bpaavkapans
Bradycardia 0(0,00%) 0 0(0%) 0 1(2,86%) 1 1(0,95%) 1
UabtLE1pys 1(2,86%) 1 0(0%) 0 1(2,86%) 1 2 (1,90%) 2

XXenyno4Ho-KulleYHble HapyLueHns
Gastrointestinal disorders

Jio6oe HA
Any adverse reactions

1(2,86%) 1

1(2,86%) 2

1(2,86%) 1

3(2,86%) 3
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Ta6nuya 7. lMpogosxeHne
Table 7. Continuation

KonunuectBo yyacTHUKOB % , KONIN4ECTBO coObITHiA

Number of participants in the safety study %, number of events

Any adverse reactions

3(8,57%) 5

3(8,57%) 4

5(14,29%) 5

Aozal Aozall Mnaue6o Bcero
Dose Dose Placebo Total
N =35 N =35 N =35 N =105
ape
g;r‘r’he"a 0(0%) 0 1(2,86%) 1 1(2,86%) 1 2(1,90%) 2
Bonb B xnBote
ABominal pain 0(0%) 0 1(2,86%) 1 0(0%) 0 1(0,95%) 1
Lgﬁ:gga 1(2,86%) 1 0(0%) 0 0(0%) 0 1(0,95%) 1
HapywieHus co CTOpPOHbI AbiXaTeNIbHOM CUCTEMbI, OPraHOB FPYAHOM KNEeTKN U CPefoCTeHUsd
Respiratory, thoracic and mediastinal disorders
Nio6oe HA

11(10,47%) 11

MeplweHwne B ropne
Sore throat

0(0%) 0

1(2,86%) 1

0(0,00%) 0

1(0,95%) 1

Bonb B ropne

A eore thioat 2(5,71%)2 | 0(0,00%)0 | 3(8,57%)3 | 5(4,76%)5
éifgﬁ" 0(0,00%)0 | 0(0,00%)0 1(2,86%) 1 1(0,95%) 1
;m‘n‘gﬁ‘fﬁea 0(0,00%)0 | 1(2,86%) 1 0 (0,00%) 0 1(0,95%) 1

3anoXxeHHOCTb Hoca

3(8,57%) 3

1(2,86%) 1

0(0,00%) 0

4(3,81%) 4

OcTpas pecnupaTtopHas MHeKUnNs

Any adverse reactions

0(0,00%) 0

0(0,00%) 0

1(2,86%) 1

0, 0, 0, 0,

Acute respiratory infection 0(0,00%) 0 1(2,86%) 1 1(2,86%) 1 2(1,90%) 2
HapyLieHunsi co CTOpoHbl OpraHoOB 3peHust
Visual disorders
Jlo6oe HA o o o o
Any adverse reactions 1(2,86%) 1 0(0%)0 1(2,86%) 1 2(1,90%) 2
HeueTkocTb 3peHus
Blurred visionp 1(2,86%) 1 0(0%) 0 0(0%) 0 1(0,95%) 1
CBeT06053Hb 1(2,86%) 1
Photophobia 0(0%)0 0(0%)0 1(0,95%) 1
HapyLwieHunsi co CTOpOHbI MOY€BbIAENNTENIbHOW CUCTEMBI
Urinary system disorders

Jio6oe HA

1(0,95%) 1

YyalleHHoe MoYencnyckaHie
Frequent urination

0(0,00%) 0

0(0,00%) 0

1(2,86%) 1

1(0,95%) 1

UmmyHOnorny

eckue HapyLueH

Immunological disorders

Jlio6oe HA
Any adverse reactions

0(0,00%) 0

0(0,00%) 0

1(2,86%) 1

1(0,95%) 1

KpanueHuua
Nettle-rash

0(0,00%) 0

0(0,00%) 0

1(2,86%) 1

1(0,95%) 1
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Tabnuya 8. Xapakrepuctuku HS (aTan 2)
Table 8. Characteristics of adverse (Phase 2)

KonnyecTBO y4yacTHUKOB uccnenoBaHus %, KOIM4eCTBO COObITUI
Number of participants in the safety study %, number of events

Oo3zal Ao3zall Mnaue6o Bcero
Dose Dose Place Total
N=35 N =35 N =35 N =105

Association with administr

Cea3b ¢ BBeaeHuem UM
ation of investigated medicine

H4, cBaA3aHHble ¢ BBeaeHnem UM
Adverse reactions associated with administration of
investigated medicine

26 (66,66%) 39 | 25 (71,43%) 37 | 15 (42,86%) 32

66 (62,86%)
108

H4, He cBadaHHble ¢ BBeaeHmem UM
Adverse reactions not associated with administration of
investigated medicine

2(5,71%) 3 0(0%)0 4(11,43%)4 | 6(571%)7

Actions taken regard

AencTeua, npeanpuHaATbie B oTHOWeHun UM
ing researched medicine

He npumeHumo
Not applicable

35(100,0%) 42| 25 (71,43%) 37 | 19 (54,29%) 36

79 (75,24%)
115

Ucxopn HA
Outcome of adverse reactions

HeszasepmBLumecsa HA
Uncompleted adverse reactions

3(8,57%) 3 1(28,6%) 1 3(8,57%) 3 7(6,67%)7

3aBepLunBLUMECS BbI3AopoBneHemM HA

26 (66,66%) 39 | 25 (71,43%) 36 | 16 (45,71%) 33

67 (63,81%)

Adverse reactions with medical correction

Adverse reactions finished as recovery 108
HeobOxoanmasa megukameHTo3Hasa koppekuusa HA
Necessary medical correction
HHA 6e3 MegnkamMeHTO3HON KOppeKLmn % o Q 68 (64,76%)
Adverse reactions without medical correction 26i({7&. 297} 21l 25K 78 S %) STNIE 8.5 )2 108
H5 ¢ MeankameHTO3HOM KoppekLnei 0(0,00%)0 | 1(2,86%)1 | 5(14,29%)7 | 6(571%)8

5 -6 (16,67%) HA (x>= 4,78, p = 0,03 u x2= 4,05,
p = 0,04 cooTBETCTBEHHO). XapaKTtepuctnuka HA
3Tana 2 npeactaBfeHa B Tabnumue 8.

3aknoyeHue
AHanu3 peaynkTaToB MccneaoBaHus 6e3onac-
HOCTM BaKUMWHbI-KaHAMAaTa — WHAKTMBMPOBAHHOM

LLeNbHOBUPUOHHOM OyCcTep-BaKLUMHbI NPOTMB BUpyca
SARS-CoV-2 (<benKoBnaBak») — noka3an ee xopoLyto

Jiutepartypa

nepeHocMmocTb. Ha o6oux atanax 6onbliMHCTBO HA
UMenn NErKkylo CTENeHb TAXKECTU M 3aBEPLIMINCD UC-
ye3HOBEHWEM. BbiiIBNEHO 0AHO cepbe3Hoe HA, Ko-
TOpPOE MMENo MEeCTO MNoc/ie MpUMeEHEeHUs nnauebo.
Yactota BO3HWMKHOBEHUS HA Ha ¢doHe npumeHeHus
BaKUMHbI-KaHAMAaTa B [ABYX [A03ax CconocTaBuUma
¢ nnauebo. BoigBneHHble HA B 60/bLIMHCTBE Cly4YaeB
6binv npeacTaBneHbl HA Kateropum «0O6wme Hapylle-
HUS M peaKkLMK B MECTe BBEAEHUS».
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