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(WHO Target Product Profiles for COVID-19 Vaccines, version 3, 20.4.29)
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(Vaccine prioritization for WHO Phase llb/Ill clinical trial)

71 ANE EAT AFS ZEH9 B FREAS = A A-E 98 SAEY9E Hrlg £ QEE WHOOIA 183w
Qe AFFES AT Ak (B SAEYED0. 5. 17.0] X Lo WA 5 L)
* olg] TolM HEA EAIZ 7)Fo] B} Za3HA ot
= S 1 oul Al
& 2 SFA wE U = T
25 S L FPRIPY 1€ 1 a5
o] FAle o] EA o] - AAHF] TERYA JL v AE BE QA ABEERE
A4 2b/3% Z3 A9 723 PA] AL
A9 7 saol & CZ7HAQ ZA); WABTRE o st £ AAG DA -
DY |y w g o 33tA =g o] AAt)e] RS
T2AD Do -Thololy] st e AHA F3 2AM S 2 9FA
Z]
BF lmamzd o AN 2bBRe A ABWZO FAA ol EHE )L 27|
Ao Z3E+= - —
= 0 [e] = 3
glojor & - A2 B A

61/436



= >~
&4 Ha AdA ﬂ;;;g 71E
54%8E T8 EdoX 34 NFLe2RH E= 4E AR
(%%M@ﬂ%i%%smm@mnmhﬂ““‘ﬂﬂﬂﬁ;kﬂiﬁéTH
HH7 22 A WJaHAE FAL  Ue W £ vy
AlgelAe] A9 w39 =
-GS WAo] AEde FIHAA Uit A2 WY wkE
T3 Zo] FEHA Wl 7173 BEAC] oo &
N s Lol F8 WHUAR BEe AEEHE ARHEY %@(7}%3}‘4
. A}rol| A %ﬂﬁ%%w%%, 31 A 7= IG%“‘E% = g7},
MESC AA 3 WA S pseudovirionS ©|& 3 F3A AL WIH *J gol glojof
GRUCHE =) % AEH Ade 245 AP A% H4L T & e
B8 ez £ qwe] 288 APWo) HEHolo} B)
M= 71 - 3A o] $FES BEY & Y AR TGS 59, BB
Bdoxe dAT AF7IE, AHE Zdd tiE SAHEN Y F=.
At AtE £ surrogate markers-‘ﬂ AP A=)
=QITANM FARS T2 X8t &F A9 A SEY 2AAR
CHE: WA HE F U wrEY & 9 FF
Y whgo] A&
Rl |, . .
o} ) Al T'\"—‘ﬂ— 1?1]4/1\_]__1: ZJIXEJ@ ?_]_-Xé/‘é B
E&f AP A8 AP AF] F4
=

62/436




S AN
)

to

L

AF 2AZ 13 AF] mg
of Bz AP

% FAHAE 05mLe] whE Y
Qo Wal7h B 5 e Hol x4

O

| flofok &

1 o 4t 2

gpgl ATR FAY S -SF 4

N

Td 2 HF AAE ety @A AL Y A

e

63/436




2E 3] AZLH9 SEWMO| TS FHE AP QAMAFHO )
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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& PQE 13 WHOS WAl #H7F A, A-FAL5=(LMIC)o A& AHg 29
of 1A "k AR Al WHO=, AAZ FHash 7htAl71#e] 37t
o2 diEE ARS g5 HAR, I7rAI7IRS 7 ARk Rt
= o EUL &2 PQ AxE 53 WHO #H7HE 3]
=" YIS (WFEF AHE s7hd o8k F53 sVt 52 RE FESVH/ AR
S7FE Sldted) TAE FThFAZIR AES AFolojof ok ey, AXAE
ALY FHE ot TA"E F7HFA 7IZ AE A, WHOO Al@As (R4,
CMC, el thete] £xH2] A5 AF)s AT F Atk
olgf o] WHO 7ol =eQlo| Al AM&Este YRk 93L& EE COVID-19 #WAle] A&
= o] FFsfof ot

1. “Procedure for assessing the acceptability, in principle, of vaccines for purchase
by United Nations agencies”, WHO Technical Report Series 978, Annex 6, 20138)

2. WHO EUL document?)

3. “Guidelines on clinical evaluation of vaccines: regulatory expectations”, WHO
Technical Report Series 1004, Annex 9, 201710)

4. COVAX SAGE Compendium of Covid-19 vaccine research questions!l)

5. “Guidelines for assuring the quality, safety, and efficacy of plasmid DNA
vaccines” adopted by the Seventy-first Meeting of the World Health Organization
Expert Committee on Biological Standardization, 24 - 28August 2020.12)

6. “Points to Consider for assuring the quality, safety and efficacy of RNA
vaccines”13) (& A] 2 F)14)

7. WHO guidelines on nonclinical evaluation of vaccines. TRS 927, Annex 115)

8. Guidelines on the nonclinical evaluation of vaccine adjuvants and adjuvanted
vaccines. TRS 987, Annex 216)

9. Recommendations for the Evaluation of Animal Cell Cultures as Substrates for

the Manufacture of Biological Medicinal Products and for the Characterization

7) http:/ /www.who.int/immunization_standards/vaccine_quality/TRS_978_61st_report_Annex_6_PQ vaccine_

procedure.pdf?ua=1

9) https:/ /www.who.int/medicines/publications/ EULprocedure.pdf?ua=1

10)
11)

12)
13)
14)
15)

16)

http:/ /www.who.int/biologicals/expert_committee/ WHO_TRS_1004_web_Annex_9.pdf
https:/ /www.who.int/ docs/ default-source/immunization/sage/2020/ october/sage-wg-critic
al-questions-covid19-vaccine.pdf?Status=Tempé&sfvrsn=6a98fce2_6&ua=1

https:/ /www.who.int/ publications/m/item/DNA-post-ECBS-1-sept-2020

AAl A Fo2 thy T2 AA <Y https:/ /www.who.int/biologicals

https:/ /www.who.int/ publications/m/item/WHO-ECBS-aug-2020-executive_summary
https:/ /www.who.int/biologicals/ publications/ trs/ areas/vaccines/nonclinical_evaluation/
ANNEX%201Nonclinical P31-63.pdf?ua=1

https:/ /www.who.int/biologicals/areas/ vaccines/TRS_987_Annex2.pdf?ua=1
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of Cell banks. TRS 978, Annex 317)
10. WHO good manufacturing practices for biological products. TRS 999, Annex 218)

WHO%, COVID-19 &1 @Al 7idt d3F gl gug 4 9 Ay, 84 A
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8stA & Folth. AFo] EUL Aatel] wel FAEATH, §tEA] AFS Al
S7HE 918t s fRsof 3k, WHOo PQ 4138 AlEslok st

T E(listing)S A Hrte A9 F4 ¢ A, FEAH SAHA S A<t
2] kY2

449 B7hg Jwes AP Hrl, 55 F old o4& S £FE ot

)

3. Alg 2 AAL T

3.1 LAREAMG
311 AHA ¢ E Y&
AAHA &AL ICH CID 44& wWETY. “Vaccine Prequailification Dossier(% 4l

AR AR AR 19 FE AT,

312 AZA A
F7tE 98 AEF CTDoE, AFY ¥4 £ #
= Ade AR a2ja Wale] EUL 2 PQ HAE &3
g AE7F wAle] B AHS S AETY=
o @AlNA AHJANA AAteto] Hgd F 3l
Z AAE A% AAME T Aot AR A
o 54 A5 208 olgE FxIrh

g aopste BE £S0F 9tk 9 AHES BRATIG Vg AR

17) https://www.who.int/biologicals/vaccines/ TRS_978_Annex_3.pdf

18) https://www.who.int/biologicals/expert_committee/ WHO_TRS_999_FINAL.pdf?ua=1

19) http://www.who.int/immunization_standards/vaccine_quality/VaccinePQ-dossier_Dec2017.pdf?ua=1

20) https://www.who.int/biologicals/areas/vaccines/ ADJUVANTS_Post_ECBS_edited_clean_Guidelines NCE_
Adjuvant_Final_17122013_WEB.pdf
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AdZ AR FAY B g3k AP o= E A (multiplex assay) 5o 7§ 3
d EHog Aok vk gL Bl AR EAAEE Hed F3
le ASsoF 3, WHO = A3 F(international standards)e] 1thm oo s}
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21) Lambert et al.doi: 10.1016/j.vaccine.2020.05.064
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AICTDol| 38 Ao =2 o3t

334 7k JZAN DY FF AFAE B IIE(GCP) 5 W FA
2 A 71BN E5E GCP £ %A fle B, AR A4 AlY
o thste] GCP =29 SAE AFdlof ot A7]oll= Al F39 =1

7_91
gol tigt A 2 AgEA7F AAE A A (audits), 7HESE =7HFA 71®S] AAL
Huxu ol 2 <bdAd EUEH YHA3)|(DSMB) Riux7F 234 4 Ut Ax
A= WHO Guidelines for GCP for trials on pharmaceutical products(&¢F&F A4
Al el GCPell #3 WHO 7hol=gk1)E Fatsfiof FHeH(TRS 850 Annex 3).

=l; = Z WHO International Clinical Trials Registry
NEo xgH YA ZEG H=A] FEFHoglojof st} A AER e WA 9
& W= o

Al Algsiof It THs kAl B2 AFole I oS AlAsioF dhd.

(e

2b/3% FEA AP FAANS, E4Y, A/ HET B (A} AHHY

COVID-19 ¥l 4lo] AME 7Hs@ 2A%) BAUET Agom Adsjor dr WAz
JbEe 11 T 212 TAS wAR, AEH RAY dze AP

(individually randomized controlled trial)¢] ¥R o2 WAl FEAAES FHsH7] 2

& 7HE el A72A ot

TH T2l A (cluster randomnization)¥ £-& T2 FHFo FAAuIAHLS FA)
A HEYS AYde SA7 ATE 348 JHesith

(242 A7 (adaptive design)ES ¥33) F7] GAQ2b/3A) AT 93 A A
© A AR dis] A A3k 7|Ee Edsor o 27 ©@A(1/2a%) A
Ao AgM= HAHY WA AF, &F D FAA G e a&HolH HHAEA
5S4 848 7 A=F Ak v 484 5& A& (seamless) AP I X
7] GANA A ARG S AT AR Tyl Hs wvhrAISRS NE =2 9
Ab ko] BT F Utk

COVID-19 A34(E3] 5% COVID-19 #&)o tiat A+ A7ka i FHAEe
7153 Q) A&H oo s, HA 1~2do] o)A ot} o= Wil w3 WHIuk
o] 7w Wolgae]l A& 77k @ WAy 723l A3k uh ssAd ol sk
AA H7HE The sl skl Sl

9 1% )

22) FDA Development and Licensure of Vaccines to Prevent COVID-19; Guidance for Industry June 2020.
23) Guidelines on clinical evaluation of vaccines: regulatory expectations”, WHO Technical Report Series 1004,
Annex 9, 2017
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24) FDA Development and Licensure of Vaccines to Prevent COVID-19; Guidance for Industry June 2020

25) WHO Target Product Profiles (TPP) for COVID-19 Vaccines (Version 3 - 29 April 2020)

26) Guidelines on clinical evaluation of vaccines: regulatory expectations”, WHO Technical Report Series 1004,
Annex 9, 2017
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| 3 o]
ojZlgt FAAF L sEHOE F3eM LA H I X(spontaneous report)ol] o]FE
A= <t B FE3A B WA HUHE Slste, A BUbEs a7 webA,
HAa 149 FHEES 71 5 Ao
3312 CTD¢] dF2 X 934
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27) 26 WHO Target Product Profile (TPP) for COVID-19 Vaccine (version-3) 29 April 2020
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=
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A FA(identification)(12]11 | Fete AF, EINE EBEQA FL AT
(dimensions))< X &3loF gt
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34112 S+ A

ol A=, FH= A, B AF( = R WA, 4 HAp)el tig 29,
O 23 g 28, AR Haxd, AAE AU FE7IZ(shelf life)ol]l theh Zhef

3l =92 x3lefof dlt} F7F & HAA AIAA IS x| o It
3.4.2 Ao FE

3421 AZ

EUL/PQE #3 AEstA 2 WAile] tiste], ¢HA|<
£ HIEA] EAEHH, ol52 £
3l SAE =t A 7o A=Edt= AAS} s F 3l
FoeFF ol AXALL Al o ofF o] A AL vhETH, o]
AR 29" A4 3 A

AFL AzSE Axio) A B gulo|ojo} dht.
2

o] ekE 7l '¥(Pharmaceutical Development) A= AY, AP}, AxFH, &7
R 2 Al=EH, v ESHE 54 B ARS AAARES] A A HAIRE FA ] gl
A4S gty fstd F8g A AT (development studies)ol] gt HHE
EgefoF sttt o] Ao Maed AT Edd wet TS d4HA HE AF
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dfof ot A ARtk HE AFY AFSE Aol Apolo] thste = .
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}.
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3427 34 A wjgA A
MAS FAAZYCE, gl FHo) Y A3 HE JRE AT A5y,
A= A AL AR Eodv]vete] AT et ARE A Zs|of o

3428 vz =4
Azl AHEHE Ao FALEY HA 55, JohF Y F(overage)S E TS
| 24

4
A g FAAEEEY B olsd F2 7 i FuARE 2T iz

SEEE AASior Sk 3 A < FA AIY, HE AF YU AdEHe
T8 WA 2 AFES gldof sttt g A&5F ©A 2 AL FEE A S,
TS X3, AxFAGo el FAHeZ MEdoF dti(narrative description).
AF F42d 9FS AH F= A2 T8oY 7le R EZTE T3S v A
AgE FEo 2 Azsfol gt

ANFE = A5, Aule, HAF TF7F LAY & F(working capacity) = &1 3]
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T T dAde g9 AAg 3F s EHE Ao dojoF g
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[F2E 10] O|= FDA R 2L}19 WA 7Io|E2}ol
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Z2U19 e 913 WAe AL B FE35)

HAE Ht AR-A
Development and Licensure of Vaccines to Prevent COVID-19

Guidance for Industry

US. Department of Health and Human Services
Food and Drug Administration Center for Biologics Evaluation and Research
20204 64
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AT AF ZEdYulelg 2z 8 SF7] Agko] TASIH. o] mHiolE A
‘SARS-CoV-2'2}al st en, o] ulo]y2rt fikste A 'A2H198 A8
At 2020 19319 HHSE Z2uU199} Bt FFZR AL 7S HAE3kal HHS
Operating Divisions(== @ 4)S 7FestAtE0. F7F=2 2020d 3913, ] the
HZ2U19] &8t Z7FRIGAFIE A E 8} T

SARS-CoV-2 i AlAl ®B7d B7] =F THHAE A At 91‘:}. A =2
H195 <%d FDA 3§17} WAl Qle Aol AdZ WA AxA 3 71E &Aoo
A= RNA, DNA, @2 5 vpojzs WE 7|8k MAlg xghste] M2 4E Jes
ggote] 2219 NS AT Folt

B ARAE Z2U19 IS A Ao o A B3

°

=
Bad A2 BAG FDAY @4 A2 NEsn Yo @4 ZRH9 wile)
)

o o K

Ho
2 ARAE AE 2 s 3A8E B3 SAEA, Ax, F2EECMC) 2 Hd,
% 19 o wiAle] &7 & bHA rtel] #3F 21 CFR Part
D) 74 % 21 CFR Part 6018 FE3|7} 740
A AAEtE A as FFE7] A A4 aHAREE fRFHeRE AAEta Q)
< dtxow B33 RE
THS SHsted Agsta vk Z2U9 oS g WAl sEe] Foste
A R AAARE A% Xli‘ﬁ ’iilﬁrw TEEA7]: 219 #4
we Iyt 1 ARRHCOVID-19

e
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£
ﬁ

Public Health Emergency: General Considerations for Pre-IND Meeting Requests for

30) Secretary of Health and Human Services Alex M Azar, Determination that a Public Health Emergency
Exists.(20. 1.31, '20. 421 732)). o}g) FAholA &4 Fx
(https:/ /www.phe.gov/emergency/news/healthactions/phe/Pages/2019-nCoV .aspx).

31) Proclamation on Declaring a National Emergency Concerning the Novel Coronavirus Disease (COVID-19)
Outbreak('20. 3.13), o} FAolA A F=x
(https:/ /www.whitehouse.gov/ presidential-actions/ proclamation-declaring-national-emergency-concerning-novel-c

oronavirus-disease-covid-19-outbreak/).
32) Z2UH9 WA Felo] ALEaE RS 771E B ARAAA TA) ke 2719l BAE Avisha ol
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Ae AT FFS st TR 9 A5o] R=A] FHAsfor s, o F 9 wxt
H, EFe WA Hst] HFEA AASoF FTHFD&C Act®] section
501(a)(2)(B)(21 US.C. 351(a)(2)(B)) %, slZH = 4%, 21 CFR 211.42(a)). ZE &
AR B ARAE 23S WtEA] HSSkal, HVAC Al&El2 23] 7)<t 7
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& &1lo] 8 2~ (Formalin-Inactivated Respiratory Syncytial Virus) WAl& Fo3 4
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1. °fo] R & B9

oo FE
ADE Antibody-Dependent Enhancement

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

FRNT Focus Reduction Neutralization Test

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

S Spike
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e

SAE

SAS

SBP

SRR

SOC
Solicited AE
Thl

Th2
Unsolicited AE
\Y%

WBC

Serious Adverse Event, =tj3t ©

Safety Analysis Set, ¢t
Systolic Blood Pressure
Seroresponse Rate, &JHH-&-&
System Organ Class

Al SE o] At

Type 1 Helper T Cell

Type 2 Helper T Cell
257 ke oAl

Visit, -t

White Blood Cell (Leukocyte)
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H(basal cell and squamous cell carcinoma)-

(oot

Everolimus,
-Mercaptopurine, Methotrexate, Rapamycin, Leflunomide
2 2H|Zo]E: Prednisolone <
Zkstel AHESHY
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- dA}8A HAF : BUN, Creatinine, Total bilirubin, ALP, ALT, AST, calcium, phosphorus,
sodium, potassium

- 22 ZAL : Protein (Albumin), Glucose, Bilirubin, Ketone, Blood (RBC)
- FAGNHAL : PT, aPTT(HE 1 947 A3))
- Hpol{ 2 AL HBV, HCV, HIV(HE 1 o|A9h A|3))
- d-dimer, 48 4x(troponin. CK-MK)

6) 7F17] 3ol date] AW HAE B3 JA ARE FSlgith i%(Urlne) 74%1101] 19] SRRl
o] ‘FY'd B E'TE-j‘f‘q(Serum) hCG ¥H3- AAME F3t - A

HrelA B8 A F7F AARE AlAE F Qe ‘11 OH% /\] 9] AAL 2

=

7) A9 24e AT 29 AFHe AP AdE HE Mol AAlEoof Ik mgey HAL
© T4 AF ](Central Laboratory)oll Al g2 AA|sic} 7} W4
@ wildtype virus & ©]8-3t OOO(9), FRNT) Al?‘ﬁﬂdii A" S}
® OOO(df/ EL[SA) AEHo T =AHF A3}
@ 000(9], IFN-y ELISpot) N@R o2 £ Txﬂgt&%
@ ICS Ao s B3 Th1/Th2 Hl &

§) YRANFENE HE F Aol 0% ol e} 574

¢ @ 209 75 o8 2B A6 DINEIIE AT

l
—_H
‘|—‘

~ AF F 7 Y(V2~V3, V4-V5) : A ZE Y SHA] 2 o] At
) o) T F 28 Y(V3~V4, V5~V6) : S| &L o]l
gk ol dAkel, mxle] HXE o datd, SRS oAt} BHst Fold W&
\=ie]

=

11) SAE, MAAE, AESI 9] @& o325 %A}3kt}. Enhanced disease 2]4] o)Az} 2d® 239 A8
F7F2 AAsla, DSMB £ 7R3 3] Enhanced disease 31% oH-5 &<l
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