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- 718} % T 5 = (Geometric mean concentration, GMC) : & & 7S #3lal o] %] 2] nA}
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FE g2 AN (A71M ne 7HE3 A8 7 e Al A <), Al

- 713}%8 7 9 7} (Geometric mean titer, GMT) : =& 3t-S F3}
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AM(A71H ne HER AR AE N GHIA 5), AR IA Pl e BT A

WA BT T AR B a2 e
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- Z )3+ o] AL (Serious AE, SAE) : A1, 49, 949 717t 944, A %A e 4dI
Folivk 59 ZARE o] AAY, ¥ o Y-S A AY ARG 718/ A4
7543%, 71et o)A o g T a3 FFO = oo A= AT oA FHIRE o] Ak =

- Z 8 A 9] (Case definition) : WA F&EA A Ee WA F84 AHolN YdHo=z
3 Ao S & Felstr] A8 vheA] FEEolof = AP A8 e Y B/ s
A4 7IF oIt

28 F 294 (Cluster randomization) : Y7GA1E oA 718 Al F ) FAE <]
F2 A g gt 2 Al A ES A, M Ee A G9ALE) o2 F29 g st

Aot

- 538 #H g o] A (AE of special interest, AESI) : AlE Tl MAle] F38&
Fofgt 3o A= Aoz dH (A, ANG-ARES ol HALE, @A H), e WAl
g Y/ Ee S5 WA dY Ao tig XS ZAR Ve AP
R =, A7 1Y 2 A o) AT dAES) ddFeE Fa3 97
53t o] sh4 gh-g-o|th.

- @3 ¥+-& & (Sero Response Rate, SRR) : A4 A|dth 32t & 54 AFHE AHE3HA
uE] A3 A|(Threshold)ell =EstAY x3ste WIRMS (AN e AXAd)=
Uell= Aldidate] &
correlate of protection)”} 3
Zvele 7o) AAH B

- ¥ 4 "} o] & (Sero Protection Rate, SPR) : ICP7} &
A A] (Threshold)oﬂ SEAY 2t AGgEFAAE e AEZA)S UEHE
AR EES rdt

- ADE(Antibody-Dependent Enhancement) : Enhanced disease 31l

10,350



- Enhanced disease : H}o] 2] 2 ZFF ol o] WAl HFX7F v HFTA R 23] 1] 4743
O NS Hols doE EE3t RSV w4, w7 wal Fo] s uka)rg o A
Roz

gelEdon Add HANE(ADE) 2 AEH WA (ERD)o] #HHdte
o AZth ADEE= W4l grlo of &) A v 58 3A 7} Al £ 9] Fey receptors (FeyRs) &
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Help T) AZW-go2 HoX HUZFAHE(, eosinophil)e] #F=3 Hao] Ueluye

- ICP(Immunological correlate of protection) : €3] U4 Z s 7+A4 2
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Cytokine ELISpot, ELISA(IgG1/1gGo.)

Intracellular cytokine staining
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|
==l 7H'2 AL Z2UE MHEY & EH
1 Sinovac Research and Development Co., Ltd Inactivated virus CoronaVac; inactivated SARS-CoV-2 vaccine (vero cell) | Phase 4
Sinopharm + China National Biotec Group Co + - - : _ _ :
2 Wuhan Institute of Biological Products Inactivated virus Inactivated SARS-CoV-2 vaccine (Vero cell) Phase 3
Sinopharm + China National Biotec Group Co + : : Inactivated SARS-CoV-2 vaccine (Vero cell), vaccine name
3 Beijing Institute of Biological Products Inactivated virus BBIBP-CorV/ Phase 3
: , Viral vector ChAdOx1-S - (AZD1222)
4 AstraZeneca + University of Oxford (Non-replicating) Phase 4
5 CanSino Biological Inc./Beijing Institute of Viral vector Recombinant novel coronavirus vaccine (Adenovirus type 5 Phase 4
Biotechnology (Non-replicating) vector)
Gamaleya Research Institute ; Health Ministry of Viral vector
6 the Russian Federation (Non-replicating) Gam-COVID-Vac Adeno-based (rAd26-S+rAd5-S) Phase 3
. Viral vector
7 Janssen Pharmaceutical (Non-replicating) Ad26.COV2.S Phase 3
SARS-CoV-2 rS/Matrix M1-Adjuvant (Full length recombinant
8 Novavax Protein subunit SARS CoV-2 glycoprotein nanoparticle vaccine adjuvanted with | Phase 3
Matrix M) NVX-CoV2373
Moderna + National Institute of Allergy and :
9 Infectious Diseases (NIAID) RNA based vaccine mRNA-1273 Phase 4
10 Pfizer/BioNTech + Fosun Pharma RNA based vaccine BNT162b2 (3 LNP-mRNAs ), also known as "Comirnaty" Phase 4
Anhui Zhifei Longcom Biopharmaceutical + Institute ; ; . :
11 of Microbiology, Chinese Academy of Sciences Protein subunit Recombinant SARS-CoV-2 vaccine (CHO Cell) Phase 3
12 CureVac AG RNA based vaccine CVnCoV Vaccine Phase 3
Institute of Medical Biology + Chinese Academy of . : :
13 Medicalggciences y Inactivated virus SARS-CoV-2 vaccine (vero cells) Phase 3
14 | Research Institute for Biological Safety Problems, Inactivated virus QazCovid-in® - COVID-19 inactivated vaccine Phase 3

Rep of Kazakhstan
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g JHE A ER g HZ3 A
Inovio Pharmaceuticals + International Vaccine )
15 | Institute + Advaccine (Suzhou) Biopharmaceutical | DNA based vaccine INO-4800+electroporation Phase 2/3
Co., Ltd
16 AnGes + Takara Bio + Osaka University DNA based vaccine AG0301-COVID19 Phase 2/3
17 Zydus Cadila DNA based vaccine nCov vaccine Phase 3
18 Genexine Consortium DNA based vaccine GX-19N Phase 1/2
19 Bharat Biotech International Limited Inactivated virus Whole-Virion Inactivated SARS-CoV-2 Vaccine (BBV152) Phase 3
20 Kentucky Bioprocessing Inc. Protein subunit KBP-COVID-19 (RBD-based) Phase 1/2
21 Sanofi Pasteur + GSK Protein subunit VAT00002: SARS-CoV-2 S protein with adjuvant Phase 3
22 Arcturus Therapeutics RNA based vaccine ARCT-021 Phase 2
23 |  Serum Institute of India + Accelagen Pty + Virus like particle RBD SARS-CoV-2 HBsAg VLP vaccine Phase 1/2
SpyBiotech
24 | Shenzhen Kangtai Biological Products Co., Ltd. Inactivated virus Inactivated SARS-CoV-2 vaccine (Vero cell) Phase 3
. . Viral vector GRAd-COV2 (Replication defective Simian Adenovirus (GRAd)
25 ReiThera + Leukocare + Univercells (Non-replicating) encoding S) Phase 2/3
26 Vaxart (N(\)/r']r_?lap‘,’l‘i"c‘:;g;g) VXA-CoV2-1 Ad5 adjuvanted Oral Vaccine platform Phase 1
. . . . I Viral vector
27 University of Munich (Ludwig-Maximilians) (Non-replicating) MVA-SARS-2-S Phase 1
; : . . SCB-2019 + ASO03 or CpG 1018 adjuvant plus Alum adjuvant
28 Clover Biopharmaceuticals Inc./GSK/Dynavax Protein subunit (Native like Trimeric subunit Spike Protein vaccine) Phase 2/3
29 Vaxine Pty Ltd./CinnaGen Co. Protein subunit COVAX-19® Recombinant spike protein + adjuvant Phase 2
Medigen Vaccine Biologics + Dynavax + National : : . . .
30 Institute of Allergy and Infectious Diseases (NIAID) Protein subunit MVC-COV1901 (Spike-2P protein + adjuvant CpG 1018) Phase 2
31 Instituto Finlay de Vacunas Protein subunit FINLAY-FR1 anti-SARS-CoV-2 Vaccine (RBD + adjuvant) Phase 1/2
32 Instituto Finlay de Vacunas Protein subunit FINLAY-FR-2 anti-SARS-CoV-2 Vaccine (RBD chemically | ppase 3

conjugated to tetanus toxoid plus adjuvant)
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ol JHE A 2= HZ3 A
Federal Budgetary Research Institution State Epi : : :

) . . . piVacCorona (EpiVacCorona vaccine based on peptide

33 Research Center of||¥/gg{ggy and Biotechnology Protein subunit antigens for the prevention of COVID-19) Phase 3
4 . . : . : ; ; RBD (baculovirus production expressed in Sf9 cells)
3 West China Hospital + Sichuan University Protein subunit Recombinant SARS-CoV-2 vaccine (Sf9 Cell) Phase 2
35 University Hospital Tuebingen Protein subunit IMP CoVac-1 (SARS-CoV-2 HLA-DR peptides) Phase 1
36 Vaxxinity Protein subunit UB-612 (Multitope peptide based S1-RBD-protein based Phase 2/3
vaccine)
37 U”'Versggiji‘;fg Hv?/g%t;og%m)gf:geghgprlr\llaeéilty and (\Qg”;’jﬁ:g) DeINS1-2019-nCoV-RBD-OPT1 (Intranasal flu-based-RBD ) | Phase 2
38 Imperial College London RNA based vaccine LNP-nCoVsaRNA Phase 1
Academy of Military Science (AMS), Walvax ; :

39 Biotechnology and Suzhou Abogen Biosciences RNA based vaccine SARS-CoV-2 mRNA vaccine (ARCoV) Phase 3
40 Medicago Inc. Virus like particle Coronavirus-Like Particle COVID-19 (CoVLP) Phase 2/3

Covid-19/aAPC vaccine. The Covid-19/aAPC vaccine is

} : . Viral vector prepared by applying lentivirus modification with immune
41 Shenzhen Geno-Immune Medical Institute (Replicating) + APC modulatory genes and the viral minigenes to the artificial Phase 1

antigen presenting cells (aAPCs).
Viral vector LV-SMENP-DC vaccine. Dendritic cells are modified with
_ . . ranlieat lentivirus vectors expressing Covid-19 minigene SMENP and
42 Shenzhen Geno-Immune Medical Institute (Non re'g)\llg)cgtmg) + immune modulatory genes. CTLs are activated by LV-DC Phase 1/2
presenting Covid-19 specific antigens.

43 Adimmune Corporation Protein subunit AdimrSC-2f (recombinant RBD +/- Aluminium) Phase 1

. . Covigenix VAX-001 - DNA vaccines + proteo-lipid vehicle
44 Entos Pharmaceuticals Inc. DNA based vaccine (PLV) formulation Phase 1
45 Providence Health & Services DNA based vaccine CORVax - Spike (S) Protein Plasmid DNA Vaccine Phase 1
46 Chulalongkorn University RNA based vaccine ChulaCov19 mRNA vaccine Phase 1
47 Symvivo Corporation DNA based vaccine bacTRL-Spike oral DNA vaccine Phase 1
48 ImmunityBio, Inc Viral vector Human Adenovirus Type 5: hAd5 S+N bivalent vaccine Phase 1/2

(Non-replicating)

(S-Fusion + N-ETSD). E2b- Deleted Adeno.
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ol JHE A 2= HZ3 A
49 City of Hope Medical Center + National Cancer Viral vector COH04S1 (MVA-SARS-2-S) - Modified vaccinia ankara (sMVA) Phase 1
Institute (Non-replicating) platform + synthetic SARS-CoV-2

. . . Viral vector :
50 Israel Institute for Biological Research (Replicating) rVSV-SARS-CoV-2-S Vaccine Phase 1/2
Aivita Biomedical, Inc. Viral vector Dendritic cell vaccine AV-COVID-19. A vaccine consisting of
51 | NationallnstituteofHealthResearchandDevelopment,M (Re I'<I:at'nv) + APC autologous dendritic cells loaded with antigens from Phase 1/2
inistryofHealthRepublicofIndonesia plicating SARS-CoV-2, with or without GM-CSF
52 Codagenix/Serum Institute of India Live ?/titrtar;uated COVI-VAC Phase 1
53 | Center for Genetic E”(%rl‘geBr)'”g and Biotechnology | - pyoein subunit CIGB-669 (RBD+AgnHB) Phase 1/2
54 | Center for Genetic Engineaing and Blotechnology | protein subunit CIGB-66 (RBD+aluminium hydroxide) Phase 3
Valneva, National Institute for Health Research, ; ;
55 United Kingdom Inactivated Virus VLA2001 Phase 3
56 Biological E. Limited Protein subunit BECOV2 Phase 1/2
. Viral vector ;
57 Cellid Co., Ltd. (Non-replicating) AdCLD-CoV19 (adenovirus vector) Phase 1/2
58 GeneOne Life Science, Inc. DNA based vaccine GLS-5310 Phase 1/2
59 Nanogen Pharmaceutical Biotechnology Protein subunit Recombinant Sars-CoV-2 Spike protein, Aluminum adjuvanted | Phase 1/2
: : ; ; Recombinant protein vaccine S-268019 (using Baculovirus
60 Shionogi Protein subunit expression vector system) Phase 1/2
. Viral vector AdCOVID, Adenovirus-based platform expresses the
61 Altimmune, Inc. (Non-replicating) | receptor-binding domain (RBD) of the Sars-Cov-2 spike protein Phase 1
University Medical Center Groningen + Akston : : . .
62 Biosciences Inc. Protein subunit SARS-CoV-2-RBD-Fc fusion protein Phase 1/2
63 Erciyes University Inactivated Virus ERUCOV-VAC, inactivated virus Phase 2
64 University of Saskatchewan Protein subunit COVAC-1 and COVAC-2 sub-unit vaccine (spike protein) + | ppacq 12

SWE adjuvant
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L : : GBP510, a recombinant surface protein vaccine with adjuvant
65 SK Bioscience Co., Ltd. and CEPI Protein subunit aluminium hydroxide or AS03 Phase 1/2
66 Razi Vaccine and Serum Research Institute Protein subunit Razi Cov Pars, recombinant spike protein Phase 2
67 Shifa Pharmed Industrial Co Inactivated Virus COVID-19 inactivated vaccine Phase 2/3
68 The University of Queensland Protein subunit MF59 adjuvanted SARS-CoV-2 Sclamp vaccine Phase 1
69 University of Sydney, Bionet Co., Ltd DNA based vaccine COVIGEN Phase 1
Technovalia
70 Takis + Rottapharm Biotech DNA based vaccine COVID-eVax, a candidate pFI)?cS)trgiig DNA vaccine of the Spike Phase 1/2
71 Bharat Biotech International Limited Viral vector BBV154, Adenoviral vector COVID-19 vacci Phase 1
arat Biotech International Limite (Non-replicating) , Adenoviral vector -19 vaccine
72 Providence Therapeutics RNA based vaccine PTX-COVID19-B, mRNA vaccine Phase 1
The Government Pharmaceutical Organization ; ; Inactivated (NDV-based) chimeric vaccine with or without the
3 (GPO); PATH; Dynavax Inactivated virus adjuvant CpG 1018 Phase 1/2
s ; CoV2 SAM (LNP) vaccine. A self-amplifying mRNA (SAM)
74 GlaxoSmithKline RNA based vaccine lipid nanoparticle (LNP) platform + Spike antigen Phase 1
VBI-2902a. An enveloped virus-like particle (eVLP) of
75 VBI Vaccines Inc. Virus like particle SARS-CoV-2 spike (S) glycoprotein and aluminum phosphate | Phase 1/2
adjuvant.
e : : SK SARS-CoV-2 recombinant surface antigen protein subunit
76 SK Bioscience Co., Ltd. Protein subunit (NBP2001) + adjuvanted with alum. Phase 1
Viral vector Chimpanzee Adenovirus serotype 68 (ChAd) and
77 Gritstone Oncology (Non-replicating) self-amplifying mRNA (SAM) vectors expressing spike alone, or| Phase 1
plicating spike plus additional SARS-CoV-2 T cell epitopes.
mRNA-1273.351.
Moderna + National Institute of Allergy and : A lipid nanoparticle (LNP)-encapsulated mRNA-based vaccine
8 Infectious Diseases (NIAID) RNA based vaccine that encodes for a full-length, prefusion stabilized S protein of Phase 2
the SARS-CoV-2 B.1.351 variant.
79 | Walter Reed Army Institute of Research (WRAIR) | Protein subunit | SPFN (spike ferritin nanoparticle) uses spike proteins with a | py,c0 4

liposomal formulation QS21 (ALFQ) adjuvant.
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. . . . . . EuCorVac-19; A spike protein using the recombinant protein
80 POP Biotechnologies and EuBiologics Co.,Ltd Protein subunit technology and with an adjuvant. Phase 1/2
Organization of Defensive Innovation and
81 Research Inactivated virus Inactivated SARS-CoV-2 vaccine FAKHRAVAC (MIVAC) Phase 1
. . Live attenuated MV-014-212, a live attenuated vaccine that expresses the
82 Meissa Vaccines, Inc. virus spike (S) protein of SARS-CoV-2 Phase 1
83 Sanofi Pasteur and Translate Bio RNA based vaccine MRT5500, an mRNA vaccine candidate Phase 1/2
g4 | The Scientiic and Teehnolegioal Research Councll) virus like particle SARS-CoV-2 VLP Vaccine Phase 1
. ni . . ReCOV: Recombinant two-component spike and RBD protein
85 Jiangsu Rec-Biotechnology Protein subunit COVID-19 vaccine (CHO cell). Phase 1
86 Daiichi Sankyo Co., Ltd. RNA based vaccine DS-5670a, mRNA vaccine Phase 1/2
87 Kocak Farma Inactivated Virus Inactivated COVID-19 vaccine Phase 1
; : : : ; : COVIVAC. Newcastle Disease Virus (NDV) expressing
88 Institute of Vaccme\?iea:::gmMedlcal Biologicals, (Ngr;r-?'le vltiacc;gg ) membrane-anchored pre-fusion-stabilized trimeric SARS-CoV-2 | Phase 1/2
P 9 S protein +/- adjuvant CpG 1018
89 Tetherex Pharmaceuticals Corporation Viral vector SC-Ad6-1, Adneviral vector vaccine Phase 1
P (Non-replicating) '
90 Radboud University Virus like particle | ABNCoV2 capsid virus-like particle (cVLP) +/- adjuvant MF59 | Phase 1
Guangdong Provincial Center for Disease Control
91 and Prevention/Gaozhou Center for Disease Protein subunit Recombinant SARS-CoV-2 Fusion Protein Vaccine (V-01) Phase 2
Control and Prevention
92 SENAI CIMATEC RNA based vaccine| HDT-301: Self-replicating mRNA vaccine formulated as a lipid Phase 1
nanoparticle.
The Scientific and Technological Research Council i i ; g ; ;
93 of Turkey (TUBITAK) Inactivated Virus Adjuvanted inactivated vaccine against SARS-CoV-2 Phase 1
94 ModernaTX, Inc. RNA based vaccine mRNA-1283 Phase 1
95 National Vaccine and Serum Institute, China Protein subunit Recombinant SARS-CoV-2 Vaccine (CHO cell) Phase 1/2

55/350




=5 TH AL ) HEY S EHA
EXG-5003; a temperature-sensitive self-replicating RNA vaccine
96 Elixirgen Therapeutics, Inc RNA based vaccine| expressing the receptor binding domain of the SARS-CoV-2 | Phase 1/2
spike protein.

97 KM Biologics Co., Ltd. Inactivated Virus Inactivated COVID-19 vaccine Phase 1/2

98 Laboratorio Avi-Mex Inactivated Virus Live recombinant Newcas\};eccl?riseease Virus (rNDV) vector Phase 1

99 | Shanghai East Hospital and Stemirna Therapeutics | RNA based vaccine mRNA COVID-19 vaccine Phase 1
. . . CoVepiT vaccine: SARS-CoV-2 multi-target peptide vaccine

100 OSE Immunotherapeutics Protein subunit (targeting Spike, M, N, and several non-structural proteins) Phase 1
. Viral vector Modified Vaccinia Virus Ankara (MVA) vector expressing a

101 German Center for Infection Research (Non-replicating) stabilized SARS-CoV-2 spike protein Phase 1/2

102 VaxForm Protein subunit CoV2-OGEN1, protein-based vaccine Phase 1
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An international randomized trial

of candidate vaccines against COVID-19

2020'A 58 28% (Version 2)
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J(Adaptive design features of the trial)
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7H(Primary efficacy endpoint and its evaluation)
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Public Health Emergency: General Considerations for Pre-IND Meeting Requests for

2) Secretary of Health and Human Services Alex M Azar, Determination that a Public Health Emergency
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AR B ARAE 23S WtEA] HSSkal, HVAC Al&El2 23] 7)<t 7
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FDA Guidance on Conduct of Clinical Trials of Medical Products during COVID-19
Public Health Emergency; Guidance for Industry, Investigators, and Institutional
Review Boards, March 2020 and updated June 2020,

https:/ /www .fda.gov/media/136238/download.

Centers for Disease Control and Prevention, Coronavirus Disease 2019 (COVID-19) At
Risk for Severe Illness, last reviewed May 14, 2020,

https:/ /www.cdc.gov/coronavirus/2019-ncov /need-extra-precautions/ groups-at-higher-risk.html.
17 Pregnant Women: Scientific and Ethical Considerations forInclusion in Clinical
Trials; Draft Guidance forIndustry, April 2018,

https:/ /www .fda.gov/media/112195/download.*

Draft Guidance for Industry: How to Complywith the Pediatric Research Equity Act,
September 2005, https://www.fda.gov/media/72274/download.*

Guidance forIndustry: Establishment and Operation of Clinical Trial Data Monitoring
Committees, March 2006, https://www.fda.gov/media/75398 /download.

Guidance forIndustry:E2E Pharmacovigilance Planning, April 2005,

https:/ /www.fda.gov/media/71238 /download.

Postapproval Pregnancy Safety Studies; Draft Guidance for Industry, May2019,

https:/ /www.fda.gov/media/124746/download.*

Guidance for Industry: Postmarketing Studies and Clinical Trials —Implementation of
Section 505(0)(3) of theFederal Food, Drug, and Cosmetic Act, April 2011,

https:/ /www .fda.gov/media/133746/download.
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23. Emergency Use Authorization of Medical Products and Related Authorities; Guidance
for Industryand Other Stakeholders, January2017,
https:/ /www.fda.gov/media/97321/download.

* When finalized, this guidance will represent FDA’s current thinking on this topic.
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AE Adverse Event, ©]’AH]]

AESI Adverse Event of Special Interest, §H#4I /2] o] $AH
Ag Antigen

ALP Alkaline Phosphatase

ALT Alanine aminotransferase

aPTT activated Partial Thromboplastin Time

AST Aspartate aminotransferase

BMI Body Mass Index

BUN Blood Urea Nitrogen

CI Confidential Interval, 2157t

DSMB Data and Safety Monitoring Board

ELISA Enzyme-Linked Immunosorbent Assay

ELISpot Enzyme-Linked Immunosorbent Spot-forming assay
FAS Full Analysis Set
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GCP Good Clinical Practice

GMC Geometric Mean Concentration, 7|3} 1-§%
GMFR Geometric Mean Fold Rise, 7|3}H 571

GMT Geometric Mean Titer, 7]3}% <7}

HBV Hepatitis B Virus

hCG Human Chorionic Gonadotropin

HCV Hepatitis C Virus

HIV Human Immunodeficiency Virus

ICS Intracellular Cytokine Staining

IgG Immunoglobulin G

IgM Immunoglobulin M

IP Investigational Product, 97341389 %F%

IRB Institutional Review Board

MAAE Medically Attended Adverse Events, 2]8%lo] AZIgt o)Al
MedDRA Medical Dictionary for Regulatory Activities

PPS Per-Protocol Set, 47dAIAAIEA &

PRNT Plaque Reduction Neutralization Test
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Solicited AE
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WBC

Serious Adverse Event, =tj3t ©

Safety Analysis Set, ¢t
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Seroresponse Rate, &JHH-&-&
System Organ Class
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Type 1 Helper T Cell

Type 2 Helper T Cell
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White Blood Cell (Leukocyte)

151/350

o
M
-
F



p)]
o)

2. 8

o

? 3 " xfi
& 5 o qrim | =
mm o o ! ekl
o g - = NE| N
o > >
<~ & F E =
< — & g el
o W S = o | A | A
8= i GURERRE
a2 o
® £ & mw o
B _i = o) ) o MMMM
il = m..ke ) By X
o of © 8 3 =
) * 5 E 5 -
~ 2 8 2 bt
& me m Wm a8 o o | o
DHE & £ BB
o H 25 5 = N
o - o <
§T & 3 m% <
w E .5 8 9 T
8 &5 & — x° al
= © < 3 o] _In_ _In_
|} o0 O | ~3 o |
T §gEh B el
S EEREE: s i
ul S O m = N N
RIS =
(R — B o} o
~ = Mm Mm o =3 . 3
PRElIEBREEEE e m ,
K QT B .NC — w o N w AT_
P EFE|ERdw TR
—_
_/A —~
w1 * R B
o) X : ~
o E\ ooy Ly ]@Wu
B ‘Bo < R ,Aopnn_l
< W ~o e ~ X
%o | PB N <
3 °

152/350




S 09 1F 45 55 85 7 i

4= VI V2 V3 V4 V5 V6 V7 V8

3

ks

DSMB
v

Al

Y

& Al
2%

Mo =
T
B go
o
Br
B

WS A /A7)

b A

°
“

3 Mw F2

)

_(')4

FAA o

Aol w2}

<
o

29

e g

Hlo

th. Sentinel 9| YFAIFEFF HF Al 4 Al

}

9
pul

o

Sentinel 2.2 A

A 7t 24 A

5)

@ d7g/A1£17]

)
Gel)

VAL

-
L.

!
t}. Sentinel 7+ 5 9ol A]

file)

o

o sf

N

AATA 7]

o]
=

s

2 AN

Mo

oAkl 7h

153/350

.

T

st

(<)

ik

5

Al A 715




UulA 158e] A@olaAel F820l4e] Sentinel

A A& Sentinel oM YA

e

%

s A

gk

=
=

e 75, DSMB

e
=

oAt 7}

T
L.

3

)

A 71

X1¢] Sentinel T+

}6]'

}H, Sentinel 7 AA| o

5]

Ko

el

oMo yefx] 15 o] oigAtel 18-l M 9] Sentinel

7 A7HA|

5
T

g

garol Mol Urix 1539 oliel

Nfo

o] A 9] Sentinel

1A} A Al 247

=

Sentinel

A

2 %

013}, Sentinel T

o

Sentinel 7oA <

he oAtz

ol A2}

[e}

47 NARAY

=z &
S T

7 =W DSMB oA <t

17 3%

o

% 1242 AHAA

154/350



°l

o oo o X
wﬂaﬂ@ﬂqgﬁ%
mqiﬁ%wmq%mmz]%ﬂ
= Ho = X rX Lo MW
I ﬂ%c_oﬂﬂr%ﬁwmﬂ RV
L._]o_al.oﬂﬂ ~o T ~N © = R .
of X <= o < ‘_W <t 17_Al o %o - Tl — ik ol -
%5@1% WSR2 N X or - 3 T 20
8T B ook o T g L 5 &% LR
ﬂ.5o]%prom|, = B r T o5 0
19 ok X Mo o ol H ™
% JW ~ = 9 mﬁ__v O Mo To oln B Hi - OH
o 20 o B g T T R T o0 3 CUN]
do T = X < Mo F K X = Q ol © o <l -
T No N s o ol S
<t fo T BT 7K X = I oo - ol pa
QLﬂﬂlﬂﬂquudgf%olﬂlM_ a_”_%m 00 N
mowno%m Hﬁ%%@%ﬂﬂo& = X w1
GGy %zu Xoae ™ s 9 <ok X 4 -
e M;@ﬂofwa N 5
wauw%mgﬁ@wﬁw%a%z DS IR
) | -, —_
@ﬂﬂmﬂ@.i@.ﬁﬂ%@i%a_a - I S 3 ofu
—_ ~ X — — & N < 110 Do o1 _._.E |=_.~._| il
< o) ®* DI < 7 X X MEHOC o o0k B g 1o
%o o aw_aﬂ%m@mﬂ%ﬂ_ao areb® 3
mﬂ%ﬂvmqanﬂuonoqow4 a3 3
No & N = = — X \ |r|_._._._|rL|L| ~
o Nlo < G ow N,mo < 5 W i o KH lo- _% EE 5D o ol
1ﬁmoq_mﬂﬂmw4§owm7% an® Y s T
X o = = — K ol = ~ =
%HMﬂ%L__m__LU%#W1 z K g ° o 2K B <0
u@ﬁﬂgowf1mﬂo% Ko KozroHX ® oz
éuﬂ%o7ﬂ%$mjﬂ@moﬂ% meMMOxoTw_mﬁ
Jn_rmmﬂaomﬂdugun_rm ﬂﬂuﬁ.@l of o_w._mﬁ__o_zado_&__o_.
B e T X L o S = @ o o o @Aoo_mmﬁykol_
<o M T 2w st do = IR
5 W 7 x < ™ U Exso_ = ol
o e %O W P il 3 B W TR D
_1__.0,._ o o N = No mir = SO - - ol H i oo = B0 ol
ok Or.: e [ ~ =2 N o { < I_I OM L.o TN w __P
i = o R w o o .= ofp F 2 K 20 . o3 ™+ OF
X B ~ T AooT.ﬂll_AAlLA
= W A XN e T CIGS Iﬁ_ﬂ__oﬁ_004lA ™
2 - 9 T WO R o_/oM._.dEOMooQ
EEEE T
N~ XE @ @ .Ao_”_o_o_l_ﬂ_u
® @ e

155/350




= EENNA AN e FE A7 B 7F A7 £ o)
& 5] FF A EE HYYNF, FY FXEY O YA |
A T 5L Fueta] HYAIA G o} T
i EEINA AAEE Sl AFHYR FZ B &A%, Sentinel
7Y Y= yFeE ASE HYY FE2 A = A

2§ (First In Humen, FIH) 93499 295423 & 3¢ H452

H231517] 95 Hepolnj, HurFo YAt FY EAEY g2 o

A FHHLE #Y, 9¢ F=29 F5 g gFd + g0
B2 PAF AG HHAE JFHG §EE Hr T
= 284 NPT FAANTE YYE dFF HeE 189
. BHYYY B QHY FB ma E4F £F B £y FF]
. Hag I 72 d #8 # 90
284 AP 7 B AFTF ffite HEL 3Y 7E,
L 2¥GAY NFT 1NN Y B Y AT § Gt

do] g FFHEE 4 HAY dAAE G L

3142 % 414191 91 3] (IRB)

=
PN G 1] SAF &F % 3N, G
oAl |24 FEE, o Er, Az, ool
[178]
AlEeE - 0000
AN EE ];ﬂ ‘
ooz [27¥]
7T A" o000
EEC L
uam | BAAREALES AR 28] 2% FAE, 14 HF 8L F 2
R e Ak
[178]
AlgT 609
AR 5 ([278]
A" 000
Nz . 009

156/350




= o} A 3 o ~ or < = ~
¥ 2 2% |x XE ZRE 2 xZCE T ORT R
S-S G LR o) o X oo | %o o gy M X Ko N
Ho e 2y ) wo A oo X o X weo B
2otk oups Ijp B Iy % gty P opieo
o) o N—«E —~ ~ ZT hrkll = = M_.O o) _“OT ﬁE o ﬂo
_.mu o =N — oLo &m mum 1__/1.._ ﬂ/l XH e XA K < lyl _,:Aﬁ_u OL._.._ o Mﬂ“ Mﬂ o_.._ il
(o) Y eﬂ_AI.O‘A X )J@. - . ~ o H_AI.OO‘I_’C]
5 E T x s w W i B T T W o o B o
NI T T S o M % o U o Mo
| =~ z,#o L_,._ B H_- ey BN 1 — o5 il ~ W o ) - S.L Nro En_ H‘lﬂ_._
_ Bl g W ) ¥Tx 4 pw o AaxI
of - = 8 i) Mo (= T 0 NS ol o = ° il
PoreRi%E 2 T pH ap. © GEZL T OFal
° o XO o _ _ - 2 o ~o
2 LT E2¥ & |z ¥z ETEI X lrxig T EECw
~ a f —_ ) —_—
/VVWW&% 3 =) MM i i 3 Moo,# o T, RN
O PNEBEEES B |y 2° miwm W® 98y w TLBE
B OERrEly FX(MLoE@ T 2 TRl e oEd g
A S o A L T I - CR o N T T,
B Sew®o g THIoap” g YR mgTPHNE owm T
B oo a4 wmalTaesm St LT s =W o B X
_.EE X .CI ? - = N R EO o = = vAx_ ol <0 L H ‘u_,.Al.._ A ]U/ ,IM T ‘U_l,._ 70 e XE o_.E X
T o " Be me ez g F ERL T S m Y N L
o T om o A 2 BT R T melmmom ST NECIG L S
e - S N == X N POt R s T B g B
M= I T S A 2 ar B 2 Njo b o T o o} S
TER g  TEE Ry ~ I MWW%WLQ@&%%W;&
ATl S R G s L ~EXCEABARp Lw e N w
B GO - S APPSOl [l e i Gy Nl O NIl RN
Mluto&oﬂﬂs1odl._oll Ao_-Xﬁ_-V_,UF ok Lm_-‘urz 7ﬁ%ﬂ€1€ﬁd¢ﬁaﬂ
E%%%@.\mmﬂ%%q@wﬁ%mﬂ%i@i sIHTZUrE Lom o
Ldpruriabe” _aLMﬂmMﬂw_igwuoiuommmMﬁ:fmeMmuﬁ@m_w
Sl T Bl L e R k- kSl B B 8.5
<o 5 - =0 %o o A 5 o P X ) ) =
B %0 K| oR R mﬁo%uuo% i R IR B
SO P RIT O @R NN T AT TS &
o © =<
v 2
(o) N
o i)
ﬂA'

157/350



A 3 o),

HE

-

A5 o

@ YINPEIFE 14 4F

A1)

KR
| .

H(basal cell and squamous cell carcinoma)

3T
X

Al

&

B

K

w
M

WiERIA, vlw7|A, &
8) 7 SARS-CoV H:+= MERS-CoV

At oA Z5FA

100mg/day ©]

Tl A FE=7] BHol

T

549 o

12 A4

3T
oFFo

)

&
% oF

ol
L

el
<

A
M

A}

14) 37

15) A EEAFE 12 HF A 670E ool <

)

0

T
‘_WO
ol

e
16) SARS-CoV, MERS-CoV & SARS-CoV-2 WAl HE2 o] S+

—

<H
o)

oo

A}

Ko

SolokEel 14 1% A 6749 oljel WelelAlA 2

P

18)

Azathioprine, Cyclosporine, Interferon,

HA A A

)
=

A A

SEE

@

Cyclophosphamide,

Everolimus, Sirolimus,

Tacrolimus,

G-CSF,

=
[€)

6-Mercaptopurine, Methotrexate, Rapamycin, Leflunomide

@ A2H 2E=o]

71222 10 mg/day Z=%<] &

. Prednisolone <

-

JAREOFE 17 BF A 6749 ol FAAW <jok

ol A
=

19)

158/350



}6]'

]

Ae] o] we o

3

©
=

o] AAY, Al

)

)

)

20) A ol A 6ME ool o

15 A A, A

ul A
b [ 4

ol

s
T 4T

LE_ ;(]_

]

5 7180

=

o
=
ol

SFF 12 AF A 370E ool "gszEdoY

e ol

15, 45, 671, 12
15, 45, 671, 12

°
T

<
T

o, FRNT) *|

(

=

[€)

=

o

b
b A

s

p4
A

RR, GMT, GMFR

°

+ OO0,

°o]-&3

4, 2
45,2

=

=

5
T

5
T

159/350

T

3l g

17 2%

MY ANHAX 000, ELISA) A

SRR, GMC, GMFR

oAk
3) PINBEAGE 14 1%

A

N AH A wildtype virus

AN oA
39 239 o

(1) oAz




AL A-AN 000, IFN-y ELISpot) N AR o2 A E T A Ewks-
) PPAPEAFE 1R WF F4F 2% WE F 1747 609, 12
AL Al ICS AP o R #2498 Thl/Th2 ¥l&
T SRR : PINFEIEE BF A ol BE F bl 4w ol e
Ao . S SE AT D Q7 AFRA vinteld,
7 ke AFRAC) AFHE Arkel AW gow AR)

o EEHANE HLgoz 2FHE WYY FI NHLE JHE
| HFsIgon, FY FAF FY & gE YIS BA B
58y HojE] £ Fusld AFE £} ¥ +9 # U

(A e A
B QPAEe SE19 Ay BHoR gEge Ay ¥ W Bt
1

i
.
o
l
=

[BARNS dud 9%
[e)

83t 7173 (Fisher's exact test)o] A2 Zlo|th. oW A|HA AZA|7}
B AL QFAIRC] F5EY] Aol Al@ddAt
2 A5,

g2 o

[RA £A]

FRATE SAS oItk oAl Mg 2 MAASE ANSL, A o
AAe) olgakel WSl thah 95% 1 AT FHI oAl

160/350



Ko

—_
file)

=z &
<5 T

ZIAA el A

A= AAEHH,

o
= =

g #A

)

o
Br
B

95% CIE AA]

ke 7]

=i
=
0|

RR, GMT, GMC, GMFR

R

3l g

SFHA 7kl o

t}. IFN-y ELISpot

Nfo

(A

o

o
A

A

el o

T
™
T
il

A

+d

file)

IGSE &

1
=

5

?_]__

161/350



o
o
B

X

N

V8
o0
o

V7
o0
o

DI E A R FrF AAFELS R 273

N

Vo

V5

V4

28+2 Y |35+2 A |56+2 Y [28+2 F+| 5242

V3

V2

V1

2729 |1 A%

5101

AHECG)”
A A R

al

AR
)

]
oAt

l

‘]

]

A7 A% Hu
44/

E

A

3.

o] 7V

=
-

)

e Az 27

kel
T

- X-ray & $-7 % (Posterior-Anterior, PA) HAFE AA]

—@.

o=

S
=

0
ol

of meh ~32d 71z

ks

A

o AEA

T

k<]
pal

.—OL
o7
o
—_
file)

<
il

o
o

s,

5 9

T

AglE F7b WAL 7
162/350

A5k HAF : RBC, Hemoglobin, Hematocrit, Platelets count, WBC, WBC Differential count

(neutrophil, lymphocyte, monocyte, eosinophil, basophil)

.

BUN, Creatinine, Total bilirubin, ALP, ALT, AST, calcium, phosphorus,

=

A
A5 A

T

°
i

42
|
=
=




sodium, potassium
- 2% ZAL : Protein (Albumin), Glucose, Bilirubin, Ketone, Blood (RBC)
- HNe 1A} : PT, aPTT(HE 1 945+ AJ3))
- wkolgl2 AA} : HBV, HCV, HIV(HE 1 ol Mgt A 8))
6) 7t47] Aol et AW HAE T YA AFE 2l A
o] "FAd B, E'*é‘?‘*(Serum) hCG ¥H3- AAME Fate] 94l 041‘%3 42 39’0 A3 A A
AL Aldo]l AIGEA] ek HHEelA Fa Al F7F HARE AlAE ¢ dom, g AR AL A

_8,
I

il
ot
-0,
_?1_‘,
Su}
o
jei2
w T
5;
o
2
‘o
>
E
2
>
2=
N, olo

=
7) 999 E4S 9 g th WA B kE AT ol AAlF oo dh. AU ZHAL
v 54 234 (Central Laboratory)ollAX] €& AAIstth 72 AU A S-S v 2t
@ wildtype virus & ©|-83 0009, FRNT) NEHo= ZHE F313A]7}
@ 0004, ELISA) NBHez 24% AgeA 7}
@ 000(9], IFN-y ELISpot) @R o2 B3 T A ZHkS-
@ 1CS NEH oz B3 Thl/Th2 Hl&

8) UIAFLILE AF F Ho= 30 % ol BEsI F7HE oAb (o EEA 2~ ) Tl
S TEST 27409 W 754 o) nEAY] A ARAFEYUHE HE F Aok 2AIMA
S247 o dAtElE BEe

9) AFUIA A= ol 7IEo R AAdsi)

O QA GEooFE AEYD ~ HF F 7Y(V2~V3, V4~V5) : =8 B =5 2] ¢4 o]l
@ A EEdE HE T 7Y ~ HF T 28 Y(V3~V4, V5~V6) : | =EA] ¢k o)Aty

10) Foigh oAk, & zle] AZISH o dAte, SHEAAU G o dAlH 9 BAste] FoH WE

oFE-S ZAMBIT

11) SAE, MAAE, AESI 9] @& o}-Z %A}3kt}. Enhanced disease 2]4) o)Az} 2d® 49 A8
F7F2 AAsla, DSMB £ 7R3 3] Enhanced disease 31% oH-5 &<l

163/350



3. A&

...............................................................................................................................................................................

= 22119 Ho]E 29 EYER $EY, #HF B 72T 5 5)
= 2211199 799, 9§ 54

2219 HpojE o] i T FE  PIE JUE AYPE &
o Y Z2]19 U NG HY

AE £3(F3H 5)

- #3Z G, SARS-CoV-2 Receptar binding domain) 15 Al%
. FEwy, d949 E3(dl, DNA ¥4 HE3 3], RNA ¥l LNP)
= YA LA e o2 2
- YNy BFBI g =

. OpHY BUEY A gt ZA

. E=IhF) e o] 2F =7
- IHEZL FYYZEP A& i OJEF ZA F
o N ] HA YYNLHHDE)Y HL(1 3 )

...............................................................................................................................................................................

o GG FY T A FAEY FY Fo OE YYA NIy BaEE 98
. AH A E o) e ARE EYE FAF Y8 FT} i
o RJYFHI) ;i DB F T A7, Unmet Medical Neek) 5 g
o HeF o #IGR YY) o BE B JIFNN AT S 29T
e Fgo] YgE A, HFY X 798 FE S BAH AEY o

b 7980 e AL JFHE 7 JgE FE A4 f

= FY FL ) FAFY £ F2 G2 A HYY B A HoA
WGy B Ay B9 & oJ§ e 3 FEE EHZ £ 45 U B
G 2AE AN

164/350



4 AP =24

=1

As

F 19~55 A <]

o
RIS

3

% A%

AN Hgd &F ‘AF7

k|
=

FA]

165/350



A 5 A7

A= T2 7

3

©
=

371 9

To
-
Hlo

)AO

H2A 0% o]

60

000,:!

rH
or

oF

OCH

bl A

JlL

oR

20

204

204

30kg/m”* ©]

¥

|([UD[Intrauterine device] H=+ IUS [Intrauterine system]), &

s

~

e Aeel B3 A18), ARAAE

19~85 Al FU (2 )

2) AR 71E

o
of
Ho
s
el
‘I_J

or

—_
fite)

3) Ae7lE

ok

ol A A<= ofof

)
—_

o]l

—_
o

Nfo
N
N

s
il

olm

1

lod 22419 9

[

Ik

)

7HA o) /del

- ol Z2119

}

k)
pil

1) 9= &

o)
il
el

KA

o8 FAA} L2 SARS-CoV-2 9

/18]l 1gG)7F

T—

s I TN

T

166/350

2y A 22199 ek ZA|(1gM

A, 221419 B 53 9

N



T

& nlo]gl2: #AKHBY, HCV, HIV)

[

3
okE 12 JF A 72 A7F o|ulofl 38T o)de] F4 EA Hdko] AAAY,

2 A A

El

g
3
=

Al

}E]'

]

o
=

)

6) 237

6

(

N Wo o (== T T KT
~ @ = Wﬁ B o K ~ o- = oF
.Wo% N wH T XV = - 7 " B o
— A - 0 ~
o XE o oar oy & 2 = -~ wmwd %
o 1__LIL ‘Aluﬂ o _#O#H L.,W ~ — X —_ ﬂ_M ~ o
B o ] o ) — = K B K oo )
o ‘IA S — X T 1;1_ Ko -4 —
R - o X Mo ~ oy o5 JX o
Wo— o o = B oS =
o TE e w1 = T Sz oW e
e X 2 N xR - Tog Hy K
oy B - R — BE . <) mo Tl o U
Y ® B 5L E i . I N
X0 o) W K of WOW T = oo — w- O m
BE T rJ o o W O W 1A = & bl
ool B S do gy by ® KO OTWWW%W I e
U - I A T
1| S I w ST Mo o) ) ol e R o
x| — N _ ~ - — L ‘w .I.._ 1;.._
B = X g E R %L i o TP B Yo
o = R o Bl B oF AF or 8 ~ B R < R RS ) =
ol XA o @) ~E Eo > K O o) o T X — ol o0 5 o
IR < T AR H oW L T o g =EX
O_l ﬁﬁ! =l ‘_w,._\ ‘Aluﬂ ‘ﬂﬂ_ m ﬂ_‘lm ] .6H \ul o OE H_.D .a_v _1_1 S \Ol ,mo 1:.._
RO ol ma w9 - EH e 5 M o = 7 O % L o %
Ly TEOE OEEmIe T TuwEa T Lto
SHE e B YL ET F FEraga® Jag
<F o o ) ~ o a ,‘Im_HI N m ~ E._ o T ,,AI To — Jun_v %o o
o X B . XX e~ S Ko ol Oy o X o 9 Mo o
— E._o ol ‘ul B WJ ﬂmo EO o ]_! " m To ) o 0P T =) Ot
0 %0 o)) o S oo PP _~, X7 o N o X2y
T TEEP FgRRT oz 2 Qo=mTPg @t
R e K = o 0w & Ne W g Jo o WT Njo 1,_Lt b o — B oy
P I pT e e wpERo=zN B OM_pigod grX
g R RER _dbRT e ST T Mg wee R gpw e
R T TR N - TSI il - s N S - I
7wabqﬁmjr@%wm%@m.z_omﬂ%@%w%@aﬂ anhomﬂ iy
oo e A o B O g K PEWE T oW W o L % W
T =D P F on X [ oo Mo R B T N B I
w R Eogr - L N o W | i i iy
| — 0 —~ —_ —_— S ﬂﬁ._ <
- = ~ ! BH o = M OB W T B — 7 o <X
d A lo N wOxe
o o J — 2 R o X =y ) B my my —
T o op = M O W N MR U % T N8 o oo XA T <€ RN
ool h o & of B RE IR R B B oMo = o OB N o JJ oR of o
%/ ‘ ‘ —_~~ = m \L/ M/_) ND) \A..)
L X > DD oo

167/350

(18) A A& FEo 12 AT A 670 ool A4 =

(15 dgrFEefFE 12 4T A 6714 ool <
(16) SARS-CoV, MERS-CoV H-& SARS-CoV-2



T—

T

o

}

= A

o
A

AA, koAl
o]

AE

o
H

[¢}

=

glel,

5 ===

7} A
B oloR

]

QY

A
1= A WY, A

Hl A
T

oJLhol

=

(&, ZERo)= 9&A|, Bl
T4

o
+

%
FHE A 670E ool &4

A
s

o
2

=

[€)

AA 2 ALYZHA: Azathioprine, Cyclosporine, Interferon, G-CSF, Tacrolimus,
A8

A}

]
o2

]

o
-1
Everolimus, Sirolimus, Cyclophosphamide, 6-Mercaptopurine, Methotrexate, Rapamycin,

BIIE HE

Leflunomide

™
(20) YNF Fel A 6L ool o

1) 2zt %

o] ® !
& oo W
% i_
0
oy & =
et 0 ﬂmﬂ
* wE b
7 GG
v e < -
= o o
_ﬂ_ _n,;._u EO ﬂNH
mu o BH e
Poa N~y N
o oo %o =
© EE 3
it — 0
W I
X T B Y
2 o KR
~
o MM 5 A g
mu Wu = o
< - Bl RO o
<0 of- mH o]
‘m ‘.__AO _.t._
oa_; ﬂ._k. o
J R 70
u]ir o X 4r of
N ) ~
- !
I —~
B N D
"o
ww #m, = @E T
1o
= Mo & ok
LN O mo
F KE® X N
N ol o o) S
= o 2
m_..) _Z O_U )A/ % M ,El
a8 N g FE g
=)

A <
& oz A o

J

8

Aol
AAEA

e
=

o gAH 7}
168/350

3|
=]
o

I

}
1
A}

k)
il

tﬂo
k3|
=

sfod Al

S

o
=] }\]

o AAke 2919 2
ar

pelulg sglont o



A9k 2Rt =olo] uet 2

AU A9

S

bs

s 398

AR
tew .

Z7F <

}E]'

oo gitt. o

)

}J:EE],

)
o

)

ox

i+
W

oyl

K

—_—

(1) A hgAe) el

SR

e

E_e
H
N

o

Vg 5

ks

B

A7k 5%

3]
A=

H¥ Grade 4 o9 oA

7

JE=E At B

al
=

() Al

o
W

file)

#pol Al B

A

5]

b N894 e A

A

i

)]

S C ORI HERER R

Nfo

o

=
(ile)

b oAb

A He} o

Zelel weh B ARE

L

7] A8 o]

r

H

my

<

el

—_

N

—_

)A

U

i

Mo

m B

%O o

7 1
N

T

2 %

oy B

m_w.o ﬂn

E3
o
FAE A

9]
]

169/350



@

W
N

AR 73t

DI 712 EAFAA LI (IRB) S WA AN SALRFE OO7Rdely A
At 55 = 3 558 AgEAte A8 717l s WAE ¢ Ak

Lk
) 173
M Fof7t o] oA Al wet [YEAIRAA VIS 2 A& 3 HE 1 A<D
AN 32 TAE 2389 IEE Roven 01%"’— A4 = 11]94 VNES NS
WdAe 558 cHNE 74 STl wAEH [ LA7IBHE 2 AL AL B
S 1 AHLERE 342 74 e g s Foiten

2%
AR AL7I1E Ade AR 14 AN A8 8T e 009
B2 TR gstal, F3F Q(A%: THe5 Al W/ Rhe5 Al o))l wet F3heitt -4

A8 #YAR= Block 2715 AT 9 Hi 5 o2 A3k SAS(version 94 ©]%)

=Z233¢ 55 TAINAR A9y Belbe QAN A% el 22

g =S QAP SRS PPAGEANE B4 HRAdA AuskE SaAE o

A gookE A A] AAtAd g ojekE ohd B2k :<;5_’ s]]u} A AN 7] T
P

m{ru
oz ©
ox
o
o
1

— e}
2 efAbe]] QAP B FE S ?_74] sty 24 ) (Interactive  Web
Response System, IWRS)< ©]-& F29ug stk MW %9]7} O]"‘:T'*Oi{
[F A AA 7 HH S X}ﬂ]-sz-[% W3 322 FAE 238Y HIE Rojuketh
o]F MY 9 A9 7S wEdhe A dBS SIE e T FAYNA Al
me} FAsilgel s}, AEAT Al 5
AWs 3 AYE A" a1 oA W
T, ‘O (3 65 A o).

f
o
z
o
e
%
z
>4
o °

& 248 SN (BRI 1 AL
g BoMETFHIE : Y(R65 A W

=7FE Y A & A

14 ARANFL F7) AA Aoz e 42 2 &4 Az suelr] et 24
PN T B2 w7 AT R A T AEY HiEThe EERH YA S
ojokEe) HE FHl @A, YN TEGE HE wdA, HEFAHE Fol v A
A 7S A Aotk vlErte @3 YA Bt AR A FE HJFTS
Festofof gt Eg A3 7| AT EYGFE T EF T IS HEY Hwvt
H EUB g o] §sith Hlwerte "9 Ae AN S Bt ofw EUEP R Alx

170/350



2 Fol B BUHY 5 A 4TRe FRs} v, 5Ya dr FYol e BAE
Sk QPAFEFEY AF 20 R AES BYAE MEY dwde dRAPE
GJeFE HE A AFHIA QE RN YIAFEALE Z01E se, NG A
PIANGEIFE A Ao) ABAL WS Fel =k AulelA HFo] o] Fold
SRS gtk 74 W2 1§ =S 99 yde 94NY T ¥ oy 4 2 F
FAHA Ao FED WA 2 Al FolE e thstel £7HY BEkE fAsfo}
B WY YINY =F FUE oA EE GNFA A1FA A oA B
Yoz REO|F Y L= go] WG AU AL el Wl e 913t
of WEA Basithn Bud A9l A e L TEW 99T 5 QS v
@ Aolth =L AAtE AL AAEE welsolol se, 4AF A SFIRY
A9olwr neisolop gk Ao e FolE o Just A Azl FF
2 013 AN Ao} gk NBAYA EE JA} wAYL AAT Dot 9
b gZsE A, dH4 mE AGYANA de B = A BE 98
de 7, e AR o A% wH A B /122 ¥ BAZA Bad
PR =T HAT PAAE GRARE AT+ gk

...............................................................................................................................................................................

¥ HHE 292 95 £7E A4 B2sn 229 £718 HAZ I 2y 5
£ 7 to)g S, 37 B4y ¥ 3] oIy ) FiE H2287
Aol YA GAE T2 APE W I 5 .
- Fje #EE #AHH = WYY B Y AR} FHHE A F
F F 47 AARAE £ #A |
- s NP Faad HET £1E A
- BYYY EY YA £EE £
- E1g0) HAFHHE FEGS A7)A B2 JYNF Yo B Ffet
¥ ¥ HEY dH 77 ?
- E1F A o F FEE JE FH9 B 24

...............................................................................................................................................................................

171/350



A, Al

3]
3

7
o 924

l/\]
o)
15

A7 GCP, 2

1o

=]
-

Kol
=

A EE gHAzRY 949

J

ks
=

AA7H, AR

J

ks
=

Rk

o]
=

1) &=}

ﬂWO
G
o =
Ny
[N
OT‘_l_A_w,._.I;.A
oo
o e
B o= X
Nayu#
T R
EMWWHIOT
X.._,_Q_lﬂo
~ o) =
© D
= KO BH o
9PN
wwﬁuo&r
B o
il
_@%@,ﬂ
E%G%
r —_
T oy AT
7= X9 <
B
B
7O_Elv_AI]
CRT RSN
1Eﬂ.oﬁxo
AOAN
P
< &%7
%0 o Mo
m ﬂ.yﬂ_ﬂmo

s
% oR oF K

s, o

S

A} A3

Ht.

o A Al

A &3t oF
Foqof

L

L.

Sfodof

S

=

=

A

o

i

24 9) 2}
F A}

°

ME FA
k|

R

Al
A
=l

71 WA ol
=

o= v

T

Eis
5

-

L.

stH, Tl

S

Feqof

S

AsaA & A ARAYA

FodoF
172/350

A=

°©

=
5

N AR AL

=

=

O]

O}ﬂ

T

SAY TANRE A5 Al

A9 7S )
| 22 % 379 o)

AZ B

AA 7189 Al A AALel A

s
a

o7}
F A}

°
“

AR

T

R

J

©
=

Al Aol &eof 5,

Al



)

mK

1) AEeF

o) 54 % AT A

L A G ZAAG SR, LE

oF

5) 71

Ky

I

.z1
./\]_

o Ao} ApS )N A E Y ZRE] ~H4) ]A

71zt

&

- HRoeRE R O

o

s

5% %%
oF | ||
7 | o | Ao | Mo
kb
5| |
Tl | 2l |
To | To | %o
RERERY
IR
NS BN RS
% |55
b
T | By | Ty
To | To | %o
b
QA A
3HE
ﬂﬁ.zn_xn.zn
| Al || A
or | B | B |
= | | 2| 1
;AO)AO;AO
ks
Al ALA
| TR TR T
ao&oaoao
5| cio [ o | do
X | No |
NARVARY

2 #l

spe] 44 2 AF 74

L A Y EANG RSB L

7

—
-

ERE

. ForO

) 71

$JoFe] AT HAZELZRE] ~H/) 7]

I

.x1
- A}

7]

&

& /A

i

77

o
o | %o | %o | So
=% %%
AN A A
K| SR | 9%
oF | | W | T
ﬂﬂ Mo Mo Mo
o | %o | Go
vV|iVv]|Vv
| | B
T | 2 | 2
T._ )AO ;AO )AO
il
| I T|T
TIRIR
N NG IS
A AN FA
_XU .ZH _XU
vV|iVv]|Vv
- AT A A
788
oI | Ten | R | ®R
=|Vv|V]|V

173/350



E

ol

A}

(Subject identification No.), 9/dF W& (Treatment No.),

"

K

2

110 wat 1

) AFEA=Z

b

;‘<
o

34, 1

EL o)) Aol 23 2§ FA

< 7155

1.
Bl A AED A

;00

A8 o] AIAL

k)
=

DEISI

==
o

¥ IP Manual o w2}

ok
2!

89

SR

N 2

e

sfedof

ol BE

ol9]e] BF o7 AMEE A

ol
Njo
A

—

bl ¢

S

sfedof

Alol| A nE

£ ny 7

o}k
o

ISR

<
pul

e of

UALAA

dEIEANEE

=
T

<)
“

o,

?l_

AU AR

Fol| A7} 2AS

ok
o

9]

H|A}

T
L.

At} o] ) B

174/350



sholo} ath QA 2%
(<ol = AR 7

e

175/350



HEA4 9

1) A¥H AP

=

S A/ A12)7]

Ak

<)
pu

I A 5

1) 9ls

S

o

i
__O—

S 09 1F 4% 57 85 7 K

A= V1 V2 V3 V4 V5 V6 V7 V8

A1

DSMB
v

= = R =
Lo Lo o) ) °
Al — —
o EHO  EO WWW WW
Lo Lo Te}
o o o o
oo oo ofo MW \
% Ne B! 7
o % LT W
oH B BH BR
<~ < =< =< °
=0 %o
1 (o)

EEDRIEN

VINRLAGE B

114

N

el

7+ 19~55 A 9] A

gt

R

Al gt Aoz 3

o) A
| 27] 599 AFh3A

P
e

T

gk 20

O A/ A7z AR

3
“

o} Sentinel T+

Sentinel T+ 2 A

=
=

~

ol

oA 7}

T—
T

5

AlFA 7180l el

]

[e]

(1)_]:

=
S

—

Fo}. Sentinel 7 5 HolA ¢

<)
“

Aol A5 A

ol
o

—_—

K
)

Frole ymA 15789 Aldodatel T87olA 9

oo

.
= 579

o A4 Sentinel oA YA T LookE A

176/350



ste] A8

S

e

=
=

DSMB

7

7610

1

kel
=

oA |7} HEAS

T—

f

ol

S

Ik

)

A IAFA SNl

ok o
WoE s
~ J —
o El o] 7o _._dm_o o ¥ I K X
~ = o< T T X XO .
a_Uo 3 .I1._ < - oo — T "o o <
e mew%ﬂmw% @@@%m@@ o o« g
o = e o) P ol o} < TS o) ®O I
r = o oo o o e X X o = o o
JumM EO nw EO ;oT N .ﬂlmo = T E._ ol o _— R e w o ;oT &uoH ET“_ ‘_ﬂmﬂ_ w \;Iorﬂ ﬂAro oy ,:LAI llLl
o E_Eﬁ%ﬂa%%n O_M%Wowﬂ;_e e T M%Wﬂﬁwaﬂ
o ﬂ;ﬂﬁam@_o_a7_]x %_bzo;ﬂ_ﬁﬁuﬁ, }@Wmﬂﬁﬁ lﬁn@]nﬂn_rmﬂz
w2 ~ U < B —_ X L= 8 N o O dlo o < 2 _~
= <0 1] SN K <O T =z O o o X T K PP TH iy e} T JJ R AR
0 = = — _ EO N — ‘w m h c =0 = I~ oH oH o — L! d.ﬂ KA ‘MJI
= o ~ b o = T ERXRNE w = < o] TR 5 R R
m & L o s 9, E @ o R NG HxLN%HAaﬂ
RE mﬂmrﬁkﬂulmamﬂﬁ 3 Mo B Aow-muouom_. T 5 @HHJ%
o o N ol ) b o= iy T Mo ~N i o o of o7\ N oF ol o o w.m R
Fx SPQV.m]I&l e o g KR ey g ]ﬂﬁbu,_]ﬂﬁ7]
o= N do © c X 3T X ™ L oo —_ Hlo o 0 T ~ £3 3 ~ X
3 — = o~ & A < Mo w g ok = Ng o~ X
X N ~ [oxul nw R = ‘m_wo \ul )AO —_ _ﬂ_ ~ Z.* —_ ol ,mﬂ % o - 3
= W ) s o S - 0w X o o T = & N o on
o % z%uﬁrﬂ7&mo§mo_a1mﬂxuo ﬂ%ﬂ%@ Mﬁ@ 5%
_— T —~ O — N
e o e OB 2 L%v%mﬂﬁﬁ%m:f_xu% cF el molerx_zzov
o o ﬂor o- o ) ;oT ol ;oT W go e ~ — &R T ~ O~ Mﬂ ! T 2% ‘% W wo
"2 mﬁg1%%a@§5ww@%%w B R T T EES
Mo ~o Ho N ﬂAl T 9O e el H_l ~ ,7|L oo o) S o <A E._ o B ‘Ul O b o EE — .N_.o
= i) X N Hio o B M o7 3 <t o} o] ® mr ™ o o =3
| — \,H__H| \Nv_ﬂ ’ o _ a X N On_O ﬂ inal T ~ ot p— o file) »AO ol
~ s mm o = o X BT T Zo oy oo om = il ol o T =9 = wm =l
~X ) .,_I_,_AII — = \m ) < — ﬂ — ! ~ _E — o ﬂ 0 ~
PR e X2 o ™ ) Jo o < A <o No N N = o oF rRE o X
E.n T oo o X — T Q_o o ol Mo W — %o Mo = ~O =W Y ol L S
o =T o, g M o R o X = NS ) oy < B
oF \mo On_ JIL o ‘_@U ~ EO E._O _AH ‘Aluﬂ z_.o o) ‘Aluﬂ N E_E ~ .z ‘Aluﬂ lar —_—
. 9P —_ 0 —_ _ o) il <0 jo o o X o
g e A@mnwwWngwwwwqw FRRERD SEL IZga
e Evon - g < < T T o9 ox < — & T
< B © L m R of W 5 o = X g o W o o o X do = & < b B X
55 % _xxmlodn%wﬂﬁmﬂv.m% L.#E%qﬁ o T R o o3
o wgﬁ%wwmy&%wi%m%ﬂ R TR EEPEET
° v o - o 0 Jl Lo D~ —_ ﬂmo LO ~ <
G o —_ S=E _ ojo ~ L 0 X Mo
ﬂwqm%mqgmﬂuwW@mﬂ@%g TI%: Siyzits
—~ & oro X B = R = < - ey v o) o
m%mﬂwgmwmﬂmwm@mwﬁﬁm TREBET EE TS
E¥ ol X TEE~ % T, EnS 2ol ;W%%oz@
nmmmﬁ%&w&%aoaommi.ﬂu%me,_vo—.%w.mJ @p&.% ﬁon oﬁoo_eaﬁ
xe_e%}m,ﬁ%&u pEE A2 e o SR Auw_a/o%
TEE LN K il T oo ® Ll Y i
¢ No No o o do ¥ o Tl oF 9 T N s o o = 9 — o O
S b o ™ x ™ X0 o) ol do = RO %0 ~ %0 — mn © H 0 ok o %o
T W e RR .= T o) %/ ot~ s CI " Koo o
& TR T T pal %o .. wOW B ar
__fWNoE&OJmﬁ_l% G2
W & , X BT oS e
- odo Mo s ol Pk G
i o0 o = °
—~ <0 OL ﬂNI ﬂ__LH \V n_mo
= )"

177/350



=K

Al (Immune modifying drug)

(3) Azathioprine, Cyclosporine, Interferon, G-CSF, Tacrolimus, Everolimus, Sirolimus,

=
[€)

Cyclophosphamide, 6-Mercaptopurine, Methotrexate, Rapamycin, Leflunomide

71FL 2 10mg/day Z7}9]

o
=

: Prednisolone

Ly

RHg 2 SE 20

@)

oj

(==

EEZAR I PN

1) e

|

2

=
ar

o) %)

2

| &5 Zes AgEy 7|8

178/350



1) Vi, 7-1)

1) B=dA

il

A Fe) At gEsy

3

i

T
|

/gt

314

RO, V1 oA A

= V1 o]dd

ok ©, A 5

o HrE

o
=]

=

_“OT

), Ad#ek=,

T
O

K
B
=

aL
_*OU
B

ojy

o

==
gL

e oot 2.

S

S|
to] A7/ #2171

S

= %
T

1

0,
H

o

=

=

%

=
=

7t 23

3

=]
=

AL

IgGoll o
.

179/350

LRSS
7}

¥

=

[s}

]

=]
3

[€)

OJfjell o] Fo A, of WA o]

A 3

T

AN

[e3]

A ArHIgM

i
v

T

A7} 4174

¥

3
]

o

T

]
“

=

=

1

- A2Y19] o

« AR/ A7

. o}
(2 V2B EEA%F 13 HFY, 09)

2738] ®F 75 A o]

a
A

Z_]



=5

=

o=

=

]
ZollA o] FolA

1, o =% (Solicited)

(<

A&

)

A (a2

A

3} P}

o

=4

o

, 12 HE 3 7422
, 12 HFS F 282 °

T

L.

H
H

'|_
'|_

O 2
< Azt

T

.

]_

A g-2(Unsolicited) ©]’dAH <]
[¢)

o HSANA A, A"

(3) V3(
47
(4) V4(
o}

™

o

or

o

i

T

2

)

Gl

: gl

< 4

w ~

:

O_E . ‘wwa

iy i

I <3

[ —

- Y

wp © <°

wp Nw o

WU & o Wﬁ

. oo 7 N

)AO 1_|L ‘HA_I Z_ﬁ

el a-

N ~

8 —pofp . T}
w° y

oF Mo &
03 w P

T T Mo i

Wog * g

" S gy wE

HiE <° Hp Hn _m.n

of T of of A

T 2o O T g

do o %o o o

R B PR

GG

N S

o] N O 0 o]

1A o]/\

) %

ol% 2 A7k

T

o

=

ABEGIFE 3
180/350

}

el 739 Visit window WellA &

1

#e)
Zgo]

=z

o

¥

sy

=

2739) "F 75 4] o]

A
22} A tgAlellN vl



)

—

, 23 AT F 72%

op

=0

1

N

Nfo

) VX(

T—

T

s

o

ol A o] Fofx o}

H

et ek

T

.

4%

.o

27 AE F 28:29)

op

=0

1

N

Nfo

(6) Vé(

Tl A o] Folxof

g

H

oA, o

=
-

28 AAjol o]

<
T

=

[€)

jny
ol

7 2t} V6 o)A

o
=]

= o

3

o

L.

5

oA, ez el A

}

9
pul

& Zh

3}E 5

q

S
QA

FAE Ve, V7, V8 Al

6 7)€ +2 F)

<
T

Mo

b

X

T, 2

=0

B

N

Nfo

@) V7(

3} o,

o

=4

o

-
L.

7

oA, Az

=

=

6 N LAl o]
181/350

3

3} o,

o

=
=1

[€)

o

12 7§14 +2 F)

L

L.

o
T

%
= A4

st

b

i, 2
Fol x| oF

=

kS

zo A o]

g

(8) V8(ZE



o
AE B Slo] AFhA EE AGIAY tiele] 93 B A4 Beo] o)
w F7 Eo] AR olfeld & gtk AWAE AFUAATL 39

7] S/l Ao ANFWIA B E 3l AAEA HF
= ANE QA7 B3] HEStER AIFAA A71F AR ANV
Al o]F FAIAZ|AL, oAt A Al A|FANA S0 A F YRR gk oA
HA g2 W 2 = X

o
- A oAb B, ME/AH, 3/ EH, 75, I, 8dE, AAL 7E 5 A
| s a

ox
>
lj\l
>
>

CEEEEEE R NS EERY

S
o CHTNS)
’ rﬁ%n&
S
oL N o oot
o,
AV
N
2%

)

e
0%
o
ofo
lo
4 o
ff

A HE FT AT 22 HAE FT1F 45 6709, 12702 AA-A

wildtype virus & 183+ Q09 FRNI) AMaRC=Z 788 3o thek SRR, GMI, GMFR

@ PP NE 12 AT F 45 22 AHAFS F 15, 47, 670€, 1270 AJFelA
O00(9), ELISA) N9Hoz &% Al g SRR, GMC, GMFR

© PIANFEoNE 12 AT F 45 22 AHAFS F 15, 47, 670, 1270 AJFelA
0009, IFN-y FLISpor) M@ A

@ YIANFERE 112 HE F 45,
ICS Aoz ¥243 Thl/Th2 Hl&
T SRR : YAERAFF AT A tinl AT T A7t 48 o] S7HE AU A]

I BEYRE HE A Gt B wintold, 1 9rke sl S

= 97he] At gho = A

ofl Mz
S

182/350



S]]

3

50

A7l 2= F7}
=

L

L.

;g H

o], Bt A)

T

°
“

°©

=z

=

el 7]

215

|

=

3}o

t}. o]Aa}e o] oy

PN __.ﬂ_rﬂE__ou_,o%] T o
= o =@ o) mﬂummﬂzmq%ﬂu%@ﬁ%& ES
BN o oF ® g ajo S ooy Y %0 ]%ﬂwE o P
G Tn o = X o= ow = — PN
W o< g 2 PR o m Raw L >
s e TR ww e N @ mqﬂov o
ﬁo&oiwﬂﬁemﬂ 0 O 7meﬂﬂgﬂL__oTﬂﬂﬁ_Al _.__o
R BT FrESe T ATy =
- i el F o JﬂMﬂLPoﬁuLt@_n_Euﬂ gy
kB S I T E3
RN g Ut ),szx@ﬂﬂywqﬁﬂvjmo N
FEESEE eriTERfEsigrs B
o0 — 1 — JlL_/H_wAl_ K 0
— N N PN
AT_w_mummoﬂr.A &o&oﬂww ,ﬁo,iﬁ.nonmmm S = o]
™ X g B o RS B Aoy X o R
K Mmo %0 mw; o 1 o ®° L o ny T b ™o Ho o ) PN :
wo B o.d %ﬂ%xw%@#%o_hﬂliﬂ S
o o o < o o% - ol 8 N ﬂlwn X N < N " "
" ~o = O T~ WOPR gb ~ X Py
T RNR® S £ s R = T Rl
o L o * mﬂ%uﬂ.m g W doom RN S T oy
T WX %%@_zfai%o_aﬂ mEELSJE in
TN o TR poa Loﬁ%%ée_ixﬂ7FU{ e
S T H T = Col -2 B IR 1 im
N g s E N T NN _xly B
o o X uoanuf@mﬁmgoﬂwgomﬂ(#( e
SRR WM%M@UT_O%@%tgﬂo_;s{ﬁd il
N w@twagﬁmﬂnwaﬂq%y% N
B ooy b T AR on Moo X X < T oo = P
(i W o WXL ®RE R T o TR R o L |
o B Mo = B i AR SRy
AR d gy, = B %H_wﬂgﬂg%ﬂﬁﬁamﬂm
wrE P ® 2 X Mo o Evﬂé%ﬂige%lx%mﬁom
EﬂArEmmuA_Mo M,Nroﬁa oor%qO}‘_qu_muﬁu‘W,_ﬂlﬂoqTm.m_m.oJum
o o = mﬂ_woﬂwaﬁi_@_s@WM%m;SiﬁmT%
O o e TN EE A R
i L oF m R SR me.@mﬂﬂ_qnom}%von@ﬂnm?m
Bt L @gaWﬁmqa%@@@%wamwﬂwﬁm
P oA R N S % NI I A
S X ) —_— N - T )= N
TE T B 7%@%%&y%qg%%%%g%aammwﬂm
ﬂNE = ._ﬂ_u ‘_Iryl = ﬂw‘_ *O j s Lt < B el oR Ot i A n 3 L VO VO .gl
= o = Mo Mﬂ%}%l%%.}ﬁnpccmmﬂm
,Ol.EL‘IEE N D JI'A‘._.HUAI‘.ri‘._._,o,._HT_XL. X 2 p =
F oy R g 2 S R ﬂ%ﬁombﬂodmmﬂmﬂi
%AHL%Q Jaéﬂ)mn%ﬂﬂmﬂ&&oa%ﬂ =HENN
TROT®GHE G o o X T T = WP EH S b
e S B U TR ouiraga_ﬂﬂr.... ..........
ol R B oHp S T T W KB N
o HOR > B oo 4 N C:
X om T oo B M X

183/350



1) ARG AF7EE 7x R

1

o

Fod Akl Al Al 3]

5

o W&ol o

g9,
17H€(30

Fe AR Fo o 3 B9, Wake 4, 4

T

3k 7= A}

g 24}

712 AH

o)

g

) ol o] F(week)F SFFL N1FOE B}

2 NEWEAY BEed A

0

23]

a2d A 674 o9l oA sl &

712 Fre7] |

71

b mR19, Aks s 3 9, deknl

@) A% & BEIE A

232YS 71Fo2 170430 Y) oje o

st

1 &9, SARS-CoV, MERS-CoV X+ SARS-CoV-2 ¥

ul A
]

9

s

E=h=13
= -

b, g2zt Be FAAAE &

s

gL 674Y o

g e 342 ol

3|
!

N}

9

A

S
T

ok

shelol

A 715

Aol ZpA

=i
L

F k1) o

<
pul

A <)

he

hvae)
=

menopause -

7 A

1} Also] AYEA ke BEolN Bax F

1= A aa At o

9]

Ae AR 5 glem,

184/350



glol HF €7 Al7](Final

A%) EE HAo] ol Jyow Ao

menstrual period) ©]

X-%1(Posterior-Anterior) % 4H%E ZAHElectrocardiogram,

tol S A

313!

AL el wel 238y 717 B9t 139

I3
)=

A, A

ECG) 2

T Atk

o

-

file)
L0

185/350



T

1) 4

(1) SAS(Safety Analysis Set)

QA

-
L.

SAS

<
pul

Z B4e SAS A ST,

A8

A= 5H
(2) FAS(Full Analysis Set)

FAS = ¢

(3) PPS(Per-Protocol Set)-1

A glito] gl AghgAtel

T2 A (V1~V6)
ARAZA SArtell= S

B
N

PPS-1-& FAS &

g AR/ /AL7IE 9

FAS

e, PPs2

5

PPS-1 oA <3

ToH
5o

Moo

(4) PPS(Per-Protocol Set)-2

H

+ FAS

PPS-2

N

;OL
;o_u
P
el
jant

oF

AN AYA Sn

]

ZH3 S

=
=

D FI4 w3

o fuie -

N

/A 2] 7]

==
gL

7]

O

A

]

Database lock ©]

-
L.

R
o= @3] PPS A9 o

o

A Blind meeting

2) SAEHNY Uutd 43

Al thef M= 7ol Al &
7% (Fisher's exact test)o] AF&-E Zoloh ofE Ao

St

33

774(Chi-square) 3 ¥+ 2] F

186/350



e AAE5E gz

fie)

mr

A7}

—_

7

—_—

o
o A= A5+ A (Imputation)

bl

N
K
N

4
o

3

&
)=

]

(A= BRI PADA

°
pal

A A

X
i

Uzl

K
o7

6 747}
Jti2de] o] AL

=

T

o /gALH ol

Sl
A

d
=

j1=8
R
12 W€ 7HA] 3 F Enhanced Diseases &) 24341

b, AA el o)At

-
=1
=

°©

A A

oAbl T ASHA 2-2(Unsolicited) ©]

Y A5 A

Hl&2 A4

]

QIS

7\(1/\
=]
=

]

=
=

A

(Solicited) =

)

°©

A= A

]

(Unsolicited) o]/dAte| S BN E, S8 &

AL

s
a,

<
T

HE

Mo
()
i
or

o

BH

FA

»AO

—

(AESI), ¢

MedDRA SOC(System Organ Class) 2 PT(Preferred Term)=

1=
L2

@

5,

= A

A

il

o
eyl
~

)
)l

187/350

o).



7T
il

0

ar
‘B

3t} IFN-y
3t A8 S

)

A%

o
T

o

R

3]
EIEEE

3k

°©

R

]

R Y

2 AA]
2

[e)

2559 1% DB Lock

9%% CI

]

o

st 71&EF A FHA

=

=i
S

1
} DB Lock

A

A 2

°©

SRR, GMT, GMC, GMFR
(V8)

}

°
pal

FEATL PPS1 08, PPS2 % FAS O T
A7l

3}

o,

A

—_
file)

ol

il

T

L.

]_

S

al

H

o

=

Fol e T2y ]

o golck. 24 A

ﬂ
z]r_

ye!
or

oF

ry

oH

6073
00! 1000,

20

188/350

20

W3 000

3

©
=

Al

=
R

i

207

A H A




=

12. o] /gAL]
1) ol gAHael e
(1) ©]’¢A}tel(Adverse Event, AE)

Nro E.E
o o ol — B el iy
X T % O s 9
0| i X M X i w o
olo 8 o To w L e
= T o o N g BET
ol 2 % I xo TR W
bt R = W B Mo @
- e m <0 cl ol < = o N
) o] ) Uy .
% i i T ZERTR
W i @ or W% H o ©on B
o o m'o Moo ¢ R oh R
—~ ° -
Ty 9P R4 B o o W EE
P AR o i = o WT am B
. w g o o ﬂ T o 1O o Nlo o) = o W T
S BN D < = o PN DT
A oo S L %o N P & o gy o BKC
< W e 3 g JJ ﬁ o i = m O\ < T CI
THTET T aa - NEXSE
S 8 o = % Mno“ T WE % o oF S o mo %o
g % S -9 £ @ @%_%%@lm oo
= XX 3. & T o MR I R
— mV.\ HT — X L O_E ,:O ﬂoﬂ o X WW =~ T X O_l H_I
o0 X B o_quo_oW o = oo b A - RS
$IZ§ 7 33 T PTR w2k
ELi el el s D T
1) OLO EE )AO ETu xO ‘»Al ﬂmﬂ o % =S o 3 WE N ._HOW — ‘m_vl Vi =0 .I__/l
mﬂlﬂwﬂAOQms_@%m%ﬂ Y TREEEE
g 2 5 CI Ko o ﬁ]lo_a{yﬂl ™
_.nVu R T U_.E T~ mjn (ol = O = o Ny N{ 5 < of iy o A
mgm%§%wo%wMW%4%soy%ﬂwn§
o_o%oahgu.rw_mmﬂﬁomo?%g oW w o N
e - X Hg =0 o o T W =K = O N
%%ﬂ%@mLokﬂ_tx7ur_oﬂﬁVlu1ﬂ_o%7
Fizipisegsiztingcel,ois
— © o0 L7 —_—— @ — ﬂAIL .m U—ﬂ_ Or.: EL “w
o A do B0 TN o = < ) i
%W%ﬁ@g@@ﬂﬁgaﬂaﬂ@@@%mm4y
i SN R mwwm%ﬁ@r%@m Wmu@u@eiw
am@>MW%%MAo@m@Q%%%gzaw@
Q) o @ T O MO ﬂu/ o0 T oo W & K =
c e . TR

o)Al

}

]

al

189/350

2) ol Al Y R 7=



=]

B +
B

=]

-

k<3
T

2Ate] AT )

T

& ol o

al

ol
oF

._._.
m]
=

<
K

KO

(Gade 4)

of
ol

8ta) A

11

L

AL B

4
2] %-2(Unsolicited) ©]%d

12+ AHE(V2) o

=
=

ol g Afol| Al Hal
o

oAt/ )

T—

o
s ey

5

T

Al

Klo
Ko

(Gade 3)

O kA

Ed=
o

X
(i

A sl

110
N
<a

o

b

5l

e

I

>10cm

T
= 7

SR AL Ak

=13

=

FEAHVY)SN 240] HesA e o)At

of| =% (Solicited)
Al (Solicited Local Adverse Events)

A

)

&
}

°
pal

al

S

!

=
o

%

&

15
A= HE B

3l
!

Klo
ujo
Ko

(Gade 2)

ol
=

S

gk Al

I1s)
20

1

oll
_mv_.__:
LHo
__R_._._

-

<0

Ok

5.1~<10cm

o
=

=

gtk oAt 9 7]

HAY

ZA}solof ). &

Al
o A}

T

L

715

Klo
A\

(Gade 1)

[

E|

70

K

2.5~5cm

[¢}

]

o 552 EAlAAN 2

al

27
=

stel Basjolol
@ oAk &

X

A, A% A

%
7R

no
ujo

mr

700

o
ol

F

el
Tl

o0

3) oAk o) 7}

o
=

Mol 7+

=
=

al
=
o
=

ShA| ot

Tlofl 7t

=
[

Cf

7t &
190/350

25~5cmo|? &5 | 5.1~<10cm

7tH =

*

=
S

[




ol
oF

._._.
m]

=

.A
Kl

KO

(Gade 4)

>40.0C

o
ol

I

)

g

ord

orl
ol

Klo
Ko

(Gade 3
39.0~40.0C

L

20|

L

<0

20|

o
Klo
Ko
1
o

o
kjo
I+
KU
=

gl

I

ol
0t

-

<0

CC

4

AL
o
oleHol Al 5o

800g ol

—
—
—

—

ol
od
ojn
I
od

Al (Solicited Systemic Adverse Events)

!

o

Klo
ljo
Kio

(Gade 2)
385~389C

o o{2{=

Si
S

iy

Lo
o=

- F=[7]
o= &5

o

K|o
o

I

I[e}

00

1o
ol

1
I[e}

1o

00

—r
[I[e]

Ife)

00

o
0

bjo

I+
Pl
7

11

ok

1
[W)

o

I

ol
0t

ol

400~800g

Klo
R0

(Gade 1)
38.0~384C

ol
o<

¢t

ol
o<

¢t

ol
03

<+

ol
o<

¢t

IcTeN

1o

o0

ofy
o

1

o’

Eel
Ho
o
kjo
iy
R
=N

ok 2~3 | 244

Lo

~

3

24

1
[W)

o

I

ol
0t

o]

400g o]t

o
ljo

or

700

o 3%
z| 2/ef* *

1o
7

HA

191/350




od OH
10
m
T —
Ao *F orl ! ! | |
o1 ofo ©F ol
Bl Klo
K ol H Ko
N O o 0 m 1 =r 4 00 = 1 o |
o X< n B oar 20 K oln K= Io
o A ol | mll s w4l Wo 0| ™ o Iof
1 -~ 0 ~ > = > .0 ; —- —
mos% ke mEendy WK g B2
DEFTWOjuo T o0 O T 0 k& M
ol o of FI |Ko ol [<F T & | & T Kl ol 7o | 3 | ok
B T of K WO RowR < O|F | |
0 — al 0 ol | K
R U =1 Bl of < 2o o™ 92 <
™ RO KO L] — <0 | =m
LIS T i L R
ol 5 3 K m__no SR LT gy R Em _|" ﬂm
A Nl B 8 e e =l B - G ¥
R L L |20 R4 o 20 R
ol UL A Ko 7o |70 3 I | & oF M of T | ol N | R Al| &0 W
ol 7 Ko KO | Towl|o |
) o > El 0 T | &l M
B N o~ W | — = O, |
20 of < o K B | = o]
S s o | R L I IS
TR S o N
o w~ & B0 | T u R gu o =0 & | = 0 o
ol o] of oo Hf T | of oS ol | ol &S | oK
i o =@ Ol | A
- r ol 00 ul D =~ o1
LUl U+ ° lof

{=0| 38T o|ao]| =|

* o =
HEE:‘EI

HoF S

o5

=
—

ME 7K

=
—

ooz

A 38°C ol

g

192/350



ol
oF

._._.
m]
=

<
K

KO

(Gade 4)

&
Tor
ol
7o
od
=L

JPNE

|

=]

[

o
T

Klo
Ko

(Gade 3)
°| 50% 0o|Zh
-AZ o8 =

Klo
Ljo
Klo

P =
Soo

(Gade 2)
LY K|

S

=

|

7L}

Ls

oF

X TN/
EX

F

o
=

2 Oo|ArAL|(Unsolicited Adverse Events)

L

o}

Klo
U

70

SHA
1

=

(Gade 1)

h; 2|

2(Unsolicited) ©]/gAHl

w

or

X

l

of ofefje] 7|Eel w2t

ol =5

no
Ljo

Of &hAE

Grade 4 O|MAHZ

—
—

Of &kAf2]

B

S
—

t

C
(]

[EN
B

70l
ol

ol

ALt e My

I[e}
N
<a

b

AR
ZkF=|0fof

ol

PiLh = Mg

[I[e]
NI
<

b

=

I

__On_

7N

=

=

1+, DSMB

)

P2 A

Z7

Ao 4] enhanced disease 2]4] ©]

=

=

3

A
A

T

R

8

i
=

Y

a}

1(petechiae), O],

u}

(Multisystem inflammatory syndrome in children)

193/350

k
A

E|

[t
=

I

b ol At ol s
(2020.09.28)

T

1

@

0|

o
o

3

=
3

k<3
T

Al
= 2tE = (Acute respiratory distress syndrome)

A meA}

L

I8

IS

g o] JALHI(MAAE)

H

Enhanced disease*
Aofof| M Cf7|2HA|

=242

1o

R o] AL (AES])

9 o)A}
}o] enhanced disease

FX0] H#A

=
7| A
u}

IS
1 =3
b}

°©

==
=
3

)

2
8



Ct=22 Z oot 44224 Acute cardiac injury)
o 0| M| & 2t Z(Microangiopathy)
o MEXM I AMolMAF(Heart failure and cardiogenic shock)
Aled 2t o AEZ AN AMIHZ(Stress cardiomyopathy)
o ZAHZOHAISHCoronary artery disease)
o SZX o (Arrhythmia)
o A2 (Myocarditis), & 2+ (pericarditis)
& ol Z 11 2ol (Coagulation disorder)
o ME Mo EXMZ(Deep vein thrombosis)
o o H A Z(Pulmonary embolus)
= » | ZF(Cerebrovascular stroke)
o AMX|SE(Limb ischemia)
o =8 M2 3 Hemorrhagic disease)
Z2k-dl8)| & F 2(Guillain-Barré Syndrome)
NP 2t a4l (Anosmia), OfZf24l(ageusia)
=8| o (Meningoencephalitis)
sS4 FAF g8 (Chilblain-like lesions)
& chel 7|2 I F & 2hd(Single organ cutaneous vasculitis)
Chsd & EHErythema multiforme)
S1Et =AM EEM(Acute kidney injury)
ZHEAHLiver injury)
sHio[2{ A ZtQdof ofsff wial HE o

AF ol HEXECH 2352 o A28 o|MAIE Hol=
HH A |:4|7| HH A %
— ] -

Aoz &5t RSV uA Al ELEUES Sholz|on] AN HAHLS
(ADE) ¥ MZM HAHES(ERD)O| ZHoist= W22 0{AZICE ADE = @4l ghelof 2|5l
MAME H| S3tstd 7t M2Z2| Foy receptors(FyRs)E S8l Hio| Ao S EFXIsts &
Ao|o{, ERD = Al ME XM ZHEFH Th2(Type 2 Help T) MZEFSSZ HollM FSA|
Z(of, eosinophil)e| 2=t & &0| LIEt}= sAto|Ct

@ ATBA 7}

ol WA Al QAARGelREH] Ay AR AR BAA] Y EE B
dAo] g/ 2% F1E] wet HAkaT BAAel YA AS FAHH0R B9 W

| Qe
Q37 71z tete] BT kY RAR Qs) oAl w27

o

3 E
e

A AAAA F7PL olHE F USERE o] B¢ “H7F E7}s(Not-evaluable)’ 2

T o, HF B Alde ] 29AR BrhEofok gt

« #84 1S (Notrelated) : UFAIFRFFE T} o date] LA A7HE X7}
EHEatA] @AY, oAbl dFAIREFE o9l tE alel ot A A
A

HE= 7d-5olth
4 Y& Related) : BAA ol AT =R Fe wE Aotk

194/350




F o] AMAE R

<]
pul

6G) =l

F 2 RE 24

<]
T
2o
NA ?:]}E]'}‘]

of -9} gaglol, A7t 1A

AZE ool A}l A X}/ 2/ Ak <

A7

I3
)=

p—

IRGEIS
el A

T—
T

A A AR 3] (IRB) o

iy

b olatle

<)
“

F 34

2T (V8)

b olgatelel )3

3
“

o o

s

olgt AlFA7L Ao A RIS

iy

it

7}

o FAtd el ol
ARKeR=1

JENE

=
T4

s

olth. Al@dA= Bud F

il

A3t

)
QAP A4S

g4

AL o
bol <1214

19

Al
=

T

& oA} &

g <o

3

=
- T

A

=1
=

R EY

AN 7R

Al
=

e A At

=

6 YBAIE 2 FA 71E

s

sholo}

A3)(IRB)el) B3

oAt 7h

L
L.

3

i

9]

™

()
©

©
G Ok

)
m
03 W
_ el
o_mow__
[N
= 8 2
Z.E
w20
LmEuEn
o o &
._O._._._._O~Iro
w0 X
ol <
g
Mo <0 oy
M ool —
Ko D
o
i o <
O %0
LTS
ud
b f1 ol

.A
MWM%
K
oW L
o_|o~|__70|
ol | 5

[0}
%EEO
__O_”_Ll
< Koo
<0 ol <0
ol X o
© ©

=Y

it

i

A E= 92| Kl

[z
=

® A

o)

1o

Tor

4) AFAFA AA

Al

—

to A4 =5, e, Al

9]
pud

BANE w7}

AA71B ) AARe AL

9 AF(Standard

=Ry
=L

3}

<3|
i

FA]

a3t #a

)
=

P47}

of w2 H7F 2l A

g3

s

Operating Procedures, SOP)oll w2t} ¢

 Bgel= F7F AAE 7F

b 222 g(v1) AL

=]
S ©

195/350



o8, AL A

Nges By, Meldl A4 9 Holgm

A% 4% 4

HARE V1]

: RBC, Hemoglobin, Hematocrit, Platelets count, WBC, WBC Differential

count (neutrophil, lymphocyte, monocyte, eosinophil, basophil)

et

: BUN, Creatinine, Total bilirubin, ALP, ALT, AST

et b

jud

-1

o
fru

Ir
et

it o
o

1

=
&

Aol A

7h 2

=z <
T

gl

~

12

%i

B AN 2B AES 9d oA}
DSMB 93} 199 34 1HAg o]F
Monitoring Board, DSMB)' & T/4% Zlo|th

4 EUHY $93)(DSMB) @

196/350

: Protein (Albumin), Glucose, Bilirubin, Ketone, Blood (RBC)

A A27} Protocol Safety
ARAYA7) 93

JE @ ogelth A3

HJ O}XJM ?G};_l_

O OlAFA

g oT = ]

A

T4, 28 GCP 3 #d

= 37 o]A9
)¢ 3](Data Safety
2tg 2

e ICET



5% %%(Unsolicited) o] A

=

=

%(Solicited) /¢l

ﬂﬁ
el
o
o)

™
T

;OL

Bo
K

o
s

il

= W o

Ik

9|

4 AA

stel ort

[}
o AALg e

e

}

k)
il

tef 2

=

[

tes

qE

DSMB

=
al

=
T

o
3(Suspected Unexpected Serious

o AL 7} w 5

b 2

3

i DSMB
Fat

T—

L

[

}

1 4

H%

)

9

17}

RyX

VAR 2

2 AN 1

T—

L

5

(9

Ikcs

)

2| 715 ol

=
5

A ¢k (Unsolicited) ©]73AHl", ‘<

=

==
LA

3]
A=

Al

¥

o
Adverse Reaction, SUSAR)®]

(Solicited) /¢l

OV A
=

o

=
(ile)

N
N

Ot

e

A%

T

3 Ha

k)
pil

o,

A | As

FedoF

o

H S5

)

ZATE 27)

al

N
T4

o,

A EHE 152 ool Al
ki

AA 7B 25

197/350

sholof

5

T—

o WAL 7]
AN oFolrgol AeAAY

T

MR

Al

5toq of

<

DAY A E E23H 159 ojyd By

H A3}
CIEIba

T
L



10) ¥4

=
—_—
o~ o
ol o
oF </
du °
<N
LS
)AO
L
X9 =
fuze]
X 70
9 7
O
z0 o
< o
N
DY
N mn
X
4
G
0
o
0 m
< N
.Hor .
o
\WO_” ‘N_W
o) —
s
ok -
TN
LAY
<)X
ofF %o
G
T R
T B

=

A4

S
“

1o Al

3foqof

o E| Aol A B

I3
)=

tol 9

kol E2b AI7HA

)

el

DRI

T
T+

HEY

s

Al

T AHE FHsto o}

]

bol, Qartst doke) A

3

UESBIRY

3 PEY wE

Q4

ANG AN B

H 59 AFHOZRE 24 A7 ool 9

198/350



13. At 5342
1) SH71=2M9 ZA A

B QgNEel ARE A% FA71SHECRAZ At 09 Aolm, FDA 21 CFR
part 11 2/EE AFFENAA GGG A4 A8AY Jfol=eiale me Aol =
ARAE 2AZ & FA7NSA B9 Ame 2ARA} Aok sH, AFAE FH7)
A0 Y8 2 AR A, GASD, 7] G2 A7) ALHES Sofok B

E@ FH712A0 NES WASRAL BAY W o) WEL Lok & gloje ek
SCRF % ALBS1 AP 9/ A58 A B8 &S olalek 5, EDC 4292
RS AR % ARES Swolol Sk APA L/EE AFY Ak 9FAZe Hel

4 FosiA] e A, AldAe YEAHCRO E3holAl &8 1 AREARe] o] BIEA]
ﬂg_r]:_% SPI:} 3k ]n } e-CRF q] 7@&4 ;Gfdr/\% g].xaxﬂl uﬂg}/ﬂ :n ;G/\]/Hoﬂ tﬂﬁ}
ggJo] gtk eCRFE 2 YPAY tpER Agse), NdA 2/wE AR 4E 5
A &3 ZHAd sl oF stk e-CRF W o] dHlolEH+ 2AEA|9 A ]3]
1 AN 7| BN ZAAE BE e-CRF S <18t b AH
9. TUHE ZA7194% SARAE dadel BUAsE ATl dael AgA)
°*ﬂ , AAT F8E 83T Aotk ARA H/Es ARE Avk FE7ISA S ZAEA

o
L

ofr
ol
_E
>

o
i*

Oft
e}
ol =
0o
ox
>
L)

=3
Al ddE oA, RUE 2 JiAs £ Al9Y BYEES H3H 32 AR &
X

w =

98 A% BHoT A /1SS 9T & Yok ABAE B PANE Aol A2

oA AN 24 TE QPANEFRIIR ZUE L Aat heae e

ZANSA 715 A2 Adle] Y BAS GYHe] ET FE 9SS SAs%d}

20 ol BuEE 92 Baselc) 5, 1Y Ba AT A4 0 BAIEE 2
IS Al Bad ANS 2

al :
oo} gt} AlPAh= «]ﬂx} ﬁxﬂﬂt‘r, SIPAS
% olE 9] 3lS & AAAIE At JE o 7|2 AH A

g
G RS Foldlop e,

o e

lo, ok v o
g o dp

199/350



Aol mlg] Lol gt &, AFoFEtd Aol A AY At Basttta Adgt

ARE 4= 9k gAE 2o By PaA 9 BEY|7H] giE] A
= S AA 7)Y AoA EAZ o s, ¢ oA A5E HAT QU
itk A A5 oAb o] AMdE AIFAYA B AR AR ZelA EME
OE]_

=
%}M@AWﬂ%~§$HQX}7}%@aﬂgﬁgﬁ4iiﬁ
o

A= BE s £ FHlsko]
WINDY AHS AGAA LR ES Frh & AP ORTE WS Be AR89}
A= AL afrste QAEA £ AAE AdE R A7 ok AgAe 9
AR AR MW 59 glo] & AP Aot #Hd oW ¥, UR e AH IE=
FHstAN = <k HH, =P Al?ﬂdﬂx} 15 5% & A=S gsior Aok Fosia
Asd Agvs A7) St AlgAe B4AoR S9 Ee U A AdE BE
% 29 B 2E 1E Aﬂx}ﬂlﬂl Alste] =ofsliof sim, AR <l o]d7hA] Wik
S Eitlop Ik vr1# AR B, A Anel disl A AAl A
AAZIBHORRE Bopdl A IHsl] Mol Aple] &3 V1R e AR V1R AHE
1702

= R A
wEaA g BT W A dANG AA71Re NGt A} §4
Ql 2

200/350



bk ok A9

9
pul

stedoF

o oAl A 2

T

°
“

1AE AN T2l 9
e

shelo}

)

e}

S AN
Ol A
=

g
[EAS

94 18 % 994 2%

1) QEABAGAY

o
25 98 2k A B

14.

1

= o _ﬁﬁirﬂ M%E%Hﬂﬁoiﬂ,ﬁﬂ%mﬂﬂﬂ
O K O .,I( o = O o X
= % S R EERXWL T B T g PR s
O\C A‘m]ﬁq ]‘I)AOAE‘IFO_A Lﬂk‘lll‘lﬂ)
R O G G A A ST
B oor o3 G+ X Mo W R N % o o B =]
e > o 0 0 N = —=
W P oTuc_zumAi LAH%WW%%%MOTMOQEA?
rld o g BEH Ty Koy R e ®
T o b E i TG TR
g mw o Al < <Jo Mﬁ Sy N I T ST =
o }Mﬂho‘muo __onoﬂﬂWE._}ro,.urﬁﬁﬂ_;Ll _._TM,LIMH
B o X 2 of g N = ~ ©° F o N oA e T X
Ey A X WK g s S o o e
= Hp mm%mﬂ_ﬁ ﬂﬂﬂuo}}wegﬂéaao_aﬂmﬂWuo
T o .%Wﬁrm,% A_ommegﬂ%ﬂmﬁmu%L,maﬂg_o_dm
— - on o o Rl — " o) —
o»wm é_mﬁumcuﬂ\h; Hlﬁuremiﬂ}ﬂrxﬁﬂo_am%ﬂxﬂ
il o o e e < LA | e
o= T = T ° % T T > O = RO » oo K
R o RGPS %Aowwmam,ﬂﬂLﬂrouwuon;cm "
—~ © T gn X0 L = oF % 2 o = P <~ o
o — aﬂ__lmo.ﬁ\lr q ‘m‘yl
<X o L < ol ‘ = o ol
Jlﬂ ﬁ:L‘u)MONULH MWW@H_OAUREOTQMAT&O&O
o oy X° o) B oo o«o_-ﬂutﬂ_mulﬂovmmﬂoaaﬂwﬂroa‘_o_aﬂr
N o T OF Ao = Mmmﬂﬂro_z_.oﬂwﬁﬂr;oﬂoﬂru%mmoo_n]
s . % 9 < w7 = ) LT e
oy B ﬁOMMﬁﬂFMMEu Auuxowdﬂo_aﬁro oMmﬁoMﬂﬂrA@M&-
PR OBIBELYy BRaEaFAET s M T e
?mm xou%mcﬂz_ﬁ S G TR TC I RV
o ° m_ Otﬂ o ‘Mo\jr‘lowllt dIEEO‘Llﬂ_TWOXO
pxD DN Hfted® L elTNgsgTlgogt T o F
< < ﬂﬂ@ﬁoﬁomo._.M_%%&MwmuA%QHE._%HQO_L
N~ = Ao o X0 o O g IS
<= A_o%ﬁé%ﬂxHd:t%%urm,aﬁﬂmuﬂﬂﬂuwnmmmm
o ) — OJ;)A
lmo% M%Mmﬂﬂ Mﬂmﬁﬂﬂlmoo_LL_oﬁ%ouoﬂ ~
CICaRed waﬂ@w o yPESZTLAB e IR E ®
o omo X W o X% =< = o o~ A . o B
TR eIl T grxo IR eIFEED ke
Ty mLIE Y RERRERRITE
X umﬂ T Ao U ro OO < Ho ol o7 RO _&L 2 Mww o &
L : lﬂﬁ.mﬂﬁﬂrA}Aoomﬂ.He.iﬁlrmaioLmrt._oﬂoﬂr
TXT oy e xF XL gm®ag W
W o N Moo < TR . SR S =T - S
TT — XX E e U RN | - S %o O
L. N ,AlvnxoﬁOleLE.Alq_muxeg o - OGN T
~ ol BH of T W TE R X PO Mo X T TN K T TR
~~ —~~
N D)

T

°
“

b,

°
“

shelo}

)

AEA ol 7=

201/350



k)
o
N
-.V‘—l'
=
1
L
1.01-
ks
_L?L
©
_[Q{_,
o=
o
bl
~

Rt -
o), EAH Z2Y A, Al 27 (9 kF T kel A )l mE HEA

<5

oo
b
2
il
ol

O

ofr
ol
2
s
rlr
2
i

= x
Bk A Fel AR FHS F P54l Uk AP Fel 3y

)
N
il
ol
il
>
o% H
12
0o
D
rlr
1o
W
_|>i
K
i,

[o X
N
Y K
(o
il
e
R
-
l
=
i
98{:1‘
ox
ot
i
A=
ol
g
=
o
o
&

oo
fu)
o
=
<
E-
0]
S
(=3
[p]
&L
=
D
(@)
&
uu)
oo
o
>
oo
Y
2
LU
o)
»
o
s
9,
o 2

T ATLY 2RA, AN
o

ol ok
L
4l o Ho £

2

ofgle AR, A, WA,

I o to
olf
1
e
%0,
o ["1[" e

D)

X

N

s

offl

o

()

0

N

)
Y ¥O
£ o 1

%0 1 fo o

H
fr v

T a
oo @ 2
o
b
kv
9
=
rot
ook
- £ o
fu
i
o,
ox
>

HugA7t R Gy FAE WA &S Ao, FJagate A EF
Je 1P 5 e A2 vl
:4

PIAE FolZ AL o]

fi
N

202/350



Aol AAlel o}

SR

o /At Aol thH]

<)
“

b sporl met SjzAe] mage] ol Fojdol

12} 2ol of

9]

Az 3

@
4r

) B4

& o

7) HalA Bl o)

Eil

e
=

22

il A2 ol gt

9]

o ¢

H

ol

olo

s

k

g]

FA]

—

H JE ¢

FA]

)AO

—

o],

¥ A

I} BAdo] gk grofoll whet tidatellAl B

5]

)
8) A

pI L EA

H

HF O
=

S
=

JCERR:SBEEL R IR

5]

TrE B 4

)

T

=
&
pj]
i
K

ZAA 7}

o

s, A4 Se

& of

ojuf AejzAlel &

)
i

5]

°f

i3
=

bl A2

RIE

S

ARYE el

shof g,

d &9

SRE R ERE LEE

=4
=

9 FINE EA

SRLIEERE

o Bk o

&

fod BIEE H

S

ol B

3L
[}

2} AEFeg 7|28

N

10) QAAF AN 71 Be] BUE Y

thgatel Azlep 4 B

)A
o

K

Z]

=K

alp)
—~0

o
~

ok oFAtel M A3 EYEZE F71HA A AN

s

o] BUHZE A

o AR W A

N2 A we AR e

A
FUH

o-
o

!

B4 7]

-
L.

Hl 2 Aol

=95

el

k3|
=

A7F A= 785 Al

203/350



5
R

Tk
Ho

0

15. AR At AR, AR

oy
Al

ki

_ZU
\O

Hr
ot

D~

A ARA D FelA

BH

WA 1, A

wlSA AN 2 FelA

EY e

u}

:H.
ICERES

?_]__

O] A]
=

2ol
14 2ogel o

3|

By

WA 2 A

ok
2

s

H3H 39

204/350



[BY 11] Z2LHY HAO| YUNFALN EZAEY, 254)

FERLHO WA AMAHAZ M AHE 2T EIAIRO|H, EEC| MYE F HIl 7|&E2
A o O
oS

=

= 2ol AE Sof met ZekE 4 YOO AMAHAYM RB Al Aokt slolstoiof

AR, FEA R AGdS B AR
FAAEA, olF7H, =, 4R A3 ABAE

A phase III, randomized, double blind, placebo-controlled,
multi-center study to evaluate safety, efficacy, and immunogenicity of
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healthy adults aged 19 years and older
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oo FE
ADE Antibody-Dependent Enhancement

AE Adverse Event, ©]%AH]

AESI Adverse Event of Special Interest, SHIA T o] AL
Ag Antigen

ALP Alkaline Phosphatase

ALT Alanine aminotransferase

aPTT activated Partial Thromboplastin Time

AST Aspartate aminotransferase

BUN Blood Urea Nitrogen

CI Confidential Interval, A% -7t

DSMB Data and Safety Monitoring Board

ELISA Enzyme-Linked Immunosorbent Assay

ELISpot Enzyme-Linked Immunosorbent Spot-forming assay
FAS Full Analysis Set

FRNT Focus Reduction Neutralization Test

GCP Good Clinical Practice

GMC Geometric Mean Concentration, 738 #5%
GMFR Geometric Mean Fold Rise, 7|3} <71&

GMT Geometric Mean Titer, 7|3} <7}

HBV Hepatitis B Virus

hCG Human Chorionic Gonadotropin

HCV Hepatitis C Virus

HIV Human Immunodeficiency Virus

ICS Intracellular Cytokine Staining

IgG Immunoglobulin G

IgM Immunoglobulin M

IRB Institutional Review Board

MAAE Medically Attended Adverse Events, ¢]E%lo] Az o] /Al
MedDRA Medical Dictionary for Regulatory Activities

PPS Per-Protocol Set, 47dAIAAIEA T8

PRNT Plaque Reduction Neutralization Test

S Spike

SAE Serious Adverse Event, =3} o] XA}

SAS Safety Analysis Set, QPHA A4
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SBP

SRR

SOC

Solicited AE
Thl

Th2
Unsolicited AE
\Y%

WBC

Systolic Blood Pressure
Seroresponse Rate, & W35
System Organ Class

A== ol At

Type 1 Helper T Cell

Type 2 Helper T Cell
ASEHA B2 oAt

Visit, W

White Blood Cell (Leukocyte)
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- FA5}3kA AAL : BUN, Creatinine, Total bilirubin, ALP, ALT, AST, calcium, phosphorus, sodium, potassium
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ADE Antibody-Dependent Enhancement

AE Adverse Event, ©]%AH]

AESI Adverse Event of Special Interest, SHIA T/ o] AL
Ag Antigen

ALP Alkaline Phosphatase

ALT Alanine aminotransferase

aPTT activated Partial Thromboplastin Time

AST Aspartate aminotransferase

BUN Blood Urea Nitrogen

CI Confidential Interval, A% 7F

DSMB Data and Safety Monitoring Board

ELISA Enzyme-Linked Immunosorbent Assay

ELISpot Enzyme-Linked Immunosorbent Spot-forming assay
FAS Full Analysis Set

FRNT Focus Reduction Neutralization Test

GCP Good Clinical Practice

GMC Geometric Mean Concentration, 738 #5%
GMFR Geometric Mean Fold Rise, 7|818 1571

GMT Geometric Mean Titer, 7|3} <7}

HBV Hepatitis B Virus

hCG Human Chorionic Gonadotropin

HCV Hepatitis C Virus

HIV Human Immunodeficiency Virus

ICP Immunological Correlate of Protection

ICS Intracellular Cytokine Staining

P Investigational Product, 9/3A138-8-<]<k#

IgG Immunoglobulin G

IgM Immunoglobulin M

IRB Institutional Review Board

MAAE Medically Attended Adverse Events, 2]8%lo] AZIg o)Al
MedDRA Medical Dictionary for Regulatory Activities

PPS Per-Protocol Set, YA A A &3

PRNT Plaque Reduction Neutralization Test

S Spike
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SBP

SOC
Solicited AE
SPR

SRR

Thl

Th2
Unsolicited AE
\Y%

WBC

Serious Adverse Event, =t3t o] A}
Safety Analysis Set, ¢t
Systolic Blood Pressure
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M
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F

System Organ Class

Al SE o] A

Sero Protection Rate, &7Ho]&
Sero Response Rate, @ RH-&
Type 1 Helper T Cell

Type 2 Helper T Cell

ASHA 2 oAt

Visit, W

White Blood Cell (Leukocyte)
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[5£E 13] WHO ZZL}19 HO|F HWAM 7 70| =212l

ARAAR G B 0F

>

FHes22 A9
COVID-19 Al B7kol| #T AHALIY F 5
ADDENDUM to Considerations for Evaluation of
COVID-19 Vaccines for Prequalification or Emergency Use Listing

Vaccine and Immunization Devices Assessment Team (VAX)
Prequalification Unit (PQT)
Department of Regulation and Prequalification (RPQ)
Division of Access to Medicine and Health Products (MHP)
20219 3¥ 12¢
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2020 11€, AAIRZAZIF(WHO)= AR AZAEH7HPQ) 22 IHAHE-SS(EUL)=
93] AZ3s= COVID-19 B8 Hrlslr] 98] WHOZF AFS3HA HE Az 2 713

B dgte] AXASAA 2ds ATt AIAME ISR 1 %
SARS-CoV-2 el thgh wialel 2HH oH] {84 FHX|(preliminary efficacy
estimate) & @Rt LESIAT olHd WAE F tarb AL U =7F AATIH

= L
(NRA)9] =A% 37t &2 $ls Tych

WHO+= =7} fA7I#ET FFste] 2021

| 3¢ 12¢ 7|FSE WHOS EUL Hxate we} o5 WAl & 4] F58 TASAT
2020 427] o, AFEE B o|g&ol FAHA JEFS T WA fE HYS I
9 ZAQHo] e Y A SARS-CoV-2 WHolA(VOQ)7)7} ElElon %

B W2 49 VOCrt 29 7sAol Ao & &AM 24 T4 SARS-Cov-20] 3t

A8 = AghA o] ARE AF WHolA 9 A4 HZE SARS-CoV-2 Hio]ej o] th-g-3std A4t
d WA HF olF FAE A o5 T3 gl AstEHIJeH, olHd FHEHE=
folAlel test7] AsiM= WMAE Hale] 2ed o 3t o3 WAEH"H COVID-19
WA Al A R SAE A& PS¢ JAESF, HAH COVID-19 &7t ¥4l
st HetA o g gy, fejHor £ Jhestal, a5 % o|a A& 4 7t
3 BUHE BAsY] e 2 FE5S At

B FA= Hx AFHAQ0 “Consideration for evaluation of COVID-19 vaccines:

Points to consider for manufactures of COVID-19 vaccines(version 25) 20201 11¥”
I AA S ¢lojof Itk Hzx AHAMe RE 27 83 Guidelines on the
nonclinical evaluation of vaccines(TRS 927, Annex 1) % Guidelines on clinical
evaluation of vaccines(TRS 1004, Annex 9)& X &3 TE A& 7l FAEdES
X3 M7AE COVID-19 #Alel] %80 7} 3t

WHO+= W74 % COVID-19 MAle] bl &gt g3 9l =3hd Awa <A

* % SARS-CoV-2 Hiolgixet 98 ® A (prototype vaccine) 7R%He] 7]dko] = n}

6) Consideration for evaluation of COVID-19 vaccines: Points to consider for manufacturers of COVID-19 vaccines, version 25
November 2020

7) WHO Working definitions of SARS-CoV-2 Variants of Interest and Variants of Concern
https:/ /www.who.int/ publications/m/item/ covid-19-weekly-epidemiological-update
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B A3 A=, SARS-CoV-2 HolA o] th-5317] Y3 WHO HApgtel] wel, WHOS]
Al Wt SAEHIAY L Hrpl 18 F9, A" drF wa o

FH o] ojul Ao gE WAHA ekehd, 2020 114 E3H3 Hx 8319
8-

2 e A2 AR SEA mep wFe] Jhed St

2 55 323 W7

e SARS-CoV-2 WHolx] &&o] F718 7IeAdo] o, 7lol=gile] W7 38 ¢
Ho|E Aol HIEA] o]H & 3y sfof sh.
« AAHSE SARS-CoV-2 el wigh wale] 7hgAdol F7hkghel we}, XA

“Expert Consultation on the use of Placebos in Vaccine Trial”8)ol| A v A]3gt

WHO 7|F& T35t o4 F7HHSFE ok-tixa A38S Fdste 3o 2
& B7Fsa A Aok

* SARS-CoV-2 Hfo|&| 2 Zhelo]l Al wi7f & AxE w7 AgrgS e &
T3, GRE A5 E AAF AR T WA HFE olF FEEH 23]

o

2 g de) tg AT ol el Fasiths Ae AAST Jdrnomn),

8) Expert consultation on the use of placebos in vaccine trial, 2013:
https:/ /apps.who.int/iris/ bitstream/handle/ 10665/ 94056/ 9789241506250_eng. pdf?sequence=1

9) Polack, F.P., et al., 2020, Safety and Efficacy of the BNT162b2 mRNA Covid-19 Vaccine, N. Engl. ]. Med., 383:2603-2615,
https:/ /www.nejm.org/doi/full/10.1056/NE]Moa2034577

10) Baden, LR, et al, 2021, Efficacy and Safety of the mRNA-1273 SARS-CoV-2 Vaccine, 384:403-416,
https:/ /www.nejm.org/doi/full /10.1056 /NE]Mo0a2035389

11) Addetia, A. et al. Neutralizing Antibodies Correlate with Protection from SARS-CoV-2 in Humans during a Fishery
Vessel Outbreak with a High Attack Rate. /CM (2020)

12) McMahan, K. et al. Correlates of protection against SARS-CoV-2 in rhesus macaques. Nafure doi:
https:/ / doi.org/10.1038/541586-020-03041-6 (2020).
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* on] F7o| waw, HZ SARS-CoV-2(D614G) TFoll thsle] Asd F33HA)

g7kol FEA Atolole BAVE Jdow, Wolw o (protective immunity)S 533
A BAANFoRRE FEF 4 vH). #R SARS-CoV-2 oA HalAE F

* SARS-CoV-2 ol tist Wojaxnts oS3t Wo] A3k (correlate of protection)
T2 AYE HgrE 9A FEe FHEA @Stk wEpA Wojads AlFste
¥ A 2 78t FA gt 4EA AA o

* WHO< SARS-CoV-2 VOC Z1g]al o] ¢ H= WHolAlE0], 35Hd B AL
314 =], WA, JAGAA, ASAE XS, FFEA FA VA= FF o
g RUEY ¥ B@riel #HEe FEE HIHS ALsden, da A
COVID-19 ®4l W] w3k Ao AFS Azstr] el dF HAgd a3 A
IARES FEE U Aol

COVID-19 1 2 35 wWAle Al FFES gttt

1. WHO EUL®] SAlE WAl £ FA= Hx ¥ COVID-19 Hﬂmﬂr TYg A=
TR Y AZRAS B3 AAE \AE TR WA Byl = d&-skal Atk
Ty WRE COVID-19 Walat FdstAY E& g Wil ZPFS 7o
b= e WA WA " COVID-19 1 wAlate] vl tigh Ao AlF A
Feth 2 vlol=gele A" @rF R WAl gigk Aot o]% JiE s
St T7F Walel igk shel=giele da A FF MHoR niyEd Zloltt

2. 9 84 AEE TEIAY 52 BREI}A GRS F A= 3G A T &
Ale] TR WAL A ZzARE WAlo] SARS-CoV-29 théte] fsdhe T33A +F
S HAFE 2AEE AFTIEE 5HH

3. WA B A AEE ERIAY F2 EHSHA e F e 1 2
27¢ AlF T HE SARS-CoV-2 Hpolgl2E 7|Rte® g $H WAl A XAbs
A& 7N T SARS-CoV-2 VOCO wigh Ald< Edsliof gt &4 tEa AR
g HEEA A7 A tHffl o] HZ E0H AT

4. HIPE AT %Olﬂﬂr Sy 04?01] AP TR WA AxAes 259 F

13) Voysey et al 2021. Single dose administration, and the influence of the timing of the booster dose on immunogenicity

and efficacy of ChAdOx1 nCoV-19 (AZD1222) vaccine. Lancet pre-print. doi: https://ssrm.com/abstract=3777268
14) https:/ /journals.sagepub.com/doi/ pdf/10.1177/1740774520988244
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F7HHQ EAAE, B4 B %OMIOH oistel W7 WAl vs. -d?ﬂ Mo] 5

F714 % A7 (Booster study)

oA ¥ COVID-19 HAl-& HF3 o]SoA 938 Wil HEE COVID-19 94l

S FoAsle FUMEHS ATA =& AEE AFElor ok I HETA HYd
d A (primary non-inferiority immunogenicity analysis)ol4]+== SARS-CoV-2 VOCY]

ol M7Z4¥ COVID-19 Wile] FHHFo =2 fimste TIAS 93 Yo el
Folej 2ol thgk A% COVID-19 ¥4l HEA &7} vlasja Hrsfok g},
NG, vdeA v B Ve A ARGl tiste] 2716 Mzsior gt

S

wolukgel 7%H B4 opE %OlH}Olﬂi—é o Mgulel Y F5E o gat

%8 BAARNA in viro Brhslok BTk BAAA Fobel AHEE EAARL WHO
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