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(N. B. #EEPBRHINTHR)

Jua—5418. 2 | Z7u—54218. 1 | HEK293
mA b

EC50 (nM) EC50 (nM) EC50 (nM)
8C11 0. 23 N. B. N. B.
9A8 0. 21 N. B. N. B.
9C9 1. 46 N. B. N. B.
9D 1 2 6. 78 N. B. N. B.
13A8 0. 25 N. B. N. B.
14H11 0. 22 N. B. N. B.
15A7 0. 59 N. B. N. B.
15D11 0. 21 N. B. N. B.
15F9 0. 17 N. B. N. B.
18A9 0. 31 N. B. N. B.
18G5 3. 79 N. B. N. B.
18D10 0. 37 N. B. N. B.
19B2 0. 20 N. B. N. B.
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25F5 2. 14 N. B. N. B.
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(50)

Ooooao
His A VL VH EC50 (nM)
15F9%A5 15F9mVL 15F9mVH 3. 322
h15F9. v15 15F9VLv1 15F9VHv5 1. 672
hi15F9. vi5r1 15F9VLv1 15F9VHvS5r 1 2. 529
h15F9. vi512 15F9VLv1 15F9VHv5 T2 1. 649
h15F9. v16 15F9VLv1 15F9VHvV6 0. 705
h15F9. v25 15F9VLv 2 15F9VHv5 0. 773
h15F9. v2511 15F9VLv2 15F9VHv5 1 1. 720
h15F9. v25r12 15F9VLv2 15F9VHvVS5 T2 1. 614
hi15F9. v26 15F9VLv?2 15F9VHv6 1. 024
hi15F9. v35 15F9VLv 3 15F9VHv5 0. 951
h15F9. v35r1 15F9VLv3 15F9VHv5 1 1. 200
h15F9. v35r12 15F9VLv3 15F9VHvVS5 T2 0. 879
h15F9. v36 15F9VLv3 15F9VHv6 0. 786
18A9F AT 18A9mVL 18A9mVH 1. 034
h18A9. v11 18A9VLv1 18A9VHvV 1 0. 645
h18A9. v12 18A9VLv1 18A9VHv 2 0. 913
h18A9. v13 18A9VLv1 18A9VHv 3 0. 761
h18A9. vi4 18A9VLv1 18A9VHv 4 0. 548
h18A9. v15 18A9VLv1 18A9VHvV5 1. 407
h18A9. v16 18A9VLv1 18A9VHV6 0. 799
h18A9. v17 18A9VLv1 18A9VHV 7 1. 425
h18A9. v21 18A9VLv2 18A9VHv 1 1. 027
h18A9. v22 18A9VLv2 18A9VHv 2 0. 822
h18A9. v23 18A9VLv?2 18A9VHv 3 1. 170
h18A9. v24 18A9VLv?2 18A9VHv 4 2. 065
h18A9. v25 18A9VLv2 18A9VHV5 0. 964
h18A9. v26 18A9VLv2 18A9VHvVSG 1. 405
h18A9. v27 18A9VLv2 18A9VHv 7 0. 646
18D10% AT 18D10mVL 18D10mVH 2. 068
18D10. v11 18D10VLv1 18D10VHv 1 1. 131
18D10. v12 18D10VLv1 18D10VHv 2 1. 678
18D10. v13 18D10VLv1 18D10VHv 3 0. 912
18D10. vi4 18D10VLv1 18D10VHv 4 1. 744
18D10. v15 18D10VLv1 18D10VHvV 5 2. 687
18D10. v16 18D10VLv1 18D10VHvV 6 2. 313
18D10. v21 18D10VLv2 18D10VHv 1 1. 0609
18D10. v22 18D10VLv2 18D10VHv 2 1. 897
18D10. v23 18D10VLv2 18D10VHv 3 0. 982
18D10. v24 18D10VLY2 18D10VHv 4 1. 926
18D10. v25 18D10VLv2 18D10VHvV 5 1. 265
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(56) JP 2022-529703 A 2022.6.23

gooooboag

INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2020/084991

A, CLASSIFICATION OF SUBJECT MATTER
CO7K 16/302006.01)i; CI2N 15/13(2006.01)i; CI12N 153/63(2006.01)i; A61K 39/395(2006.01)i; A61P 35/00(2006.01)i

According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimwmn documentation searched (classification system followed by classification symbols)

CO7K; C12N; AGLK: AGLP

Diocumentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms nsed)

CNABS; VEN; CNKI; CNTXT; EPTXT; USTXT; WOTXT; ISI web of knowledgeand Keywords: 'EEE#HHH182, #it
£, clandin, CLDN, 18.2, antibod+ ete. *7E %R 44 FFF#:% R, Chinese Patent Biological Sequence Retrieval Systerm;
Genbank; EMBLHI#2 1%, EMBL and sequence to be searched: SEQ ID NO: 1-40 etc.

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passapes Relevant to claim No.

X CN 105073776 A (BIONTECH AG et al.) 18 November 2015 (2015-11-18) 1-10
see the abstract, claims 1-38, and description, paragraphs [0089] and [0235]-[0253], and
embodiments 1-15

X W0 2013167259 Al (GANYMED PHARMACEUTICALS AG et al.) 14 November 2013 1-3,5-10
(2013-11-14)
see claims 1-2{}, and figure 3

D Further documents are listed in the continmation of Box C. See patent famnily annex.

¥  Special categories of cited documents: =T later document published efter the international filing date or priority
“A" document defining the general state of the art which iz not considered date and not in conflict with the application but cited to understand the
to be of particular relevance principle or theory nnderlying the invention
«g= earlier application ot patent but published on or after the international  «%* decument of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive step
“L” document which may throw doubts on priority claim(s) or which is when the document is taken alone
cited o establish the publication date of another citation or other «y» document of partieuler relevance; the claimed invention cannot be
special reason {as specified) . e considered to involve an inventive step when the document is
“0” document referring to an oral disclosure, use, exhibition or other combined with one or more other such decuments, such combination
means being obvious to a person skilled in the art
P documnent published prior to the international filing date but later than < g - i
ihe priority date claimed & decument member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
06 July 2020 28 July 2020
Name and mailing address of the ISA/CN Authorized officer
China National Intellectual Property Administration (ISA/
CN)
No. 6, Xitucheng Road, Jimengiao Haidian District, Beijing
100088
China
Facsimile No. (86-10)62019451 Telephone No.

Form PCT/ISA210 (second sheet) (January 2015)
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(57) JP 2022-529703 A 2022.6.23

INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2020/084991

Box No. IIT Observations where unity of invention is lacking (Continnation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

[11 Invention 1: claims 1-10 (in part) relate to an antibody or an antigen binding portion thereof that binds human
CLDN 18.2 as respectively shown in SEQ ID NO: 7-9 of CDRs 1-3 that contains a light chain variable region,
and also relate to a related coding nucleic acid molecule, a carrier, a cell, a kit, a pharmaceutical composition
and the use.

[2] Invention 2: claims 1-10 (in part) relate to an antibody or the antigen binding portion thereof that binds human
CLDN 18.2 as respectively shown in SEQ ID NO: 17-19 of CDRs 1-3 that contains a light chain variable
region, and also relate to a related coding nucleic acid molecule, a carrier, a cell, a kit, a pharmaceutical
composition and the use.

[3] Invention 3-Invention 22: claims 1-10 (in part) respectively relate to an antibody or the antigen binding portion
thereof that binds human CIDN 18.2 as respectively shown in SEQ ID NO: 7-29, 37-39, 4749, 57-59, 67-60,
77-79, 87-89, 97-99, 107-109, 117-119, 127-129, 137-139, 147-149, 237-239, 242-244, 247-249, 252-254,
257-259, 262-264 and 267-269 of CDRs 1-3 that contains a light chain variable region, and also relate to a
related coding nucleic acid molecule, a carrier, a cell, a kit, a pharmaceutical composition and the use.

[4] A same or corresponding technical feature shared by inventions 1-22 is that an antibody or the antigen binding
portion thereof specifically binds the human CLDN 18.2, but the antibody specifically binding human CLDN
18.2 is disclosed in the pricr art (e.g. CN104321345A, publication date: January 28 2015), and the antibody
does not bind to CLDN 18.1. It is indicated that the same or corresponding technical feature has been disclosed
in the prior art, and therefore inventions 1-22 do not share the same or comresponding special technical feature,
and do not comply with the requirement of unity.

1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Autherity did not invite payment
of additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, D No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

No protest accompanied the payment of additional search fees,

Form PCT/ISA/210 (continuation of first sheet) (Tannary 2015)
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(58) JP 2022-529703 A 2022.6.23

INTERNATIONAL SEARCH REPORT Tnternational application No.
Information on patent family members PCT/CN2020/084991
citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; Patent family member(s) (I:;::ﬁf;ﬁf;:;:)

CN 105073776 A 18 November 2015 CN 110144012 A 20 August 2019
NZ 707831 A 30 November 2018
JP 2019162104 A 26 September 2019
us 2016272711 Al 22 September 2016
RU 2015122484 A 10 Jannary 2017
ZA 201502737 B 27 September 2017
IL 238464 DO 30 June 2015
AU 2018211278 B2 28 March 2019
JP 6499079 B2 10 April 2019
KR 20150125642 A 09 November 2015
RU 2019100107 A 25 Febrary 2019
MX 2015006003 A 0% December 2015
CN 105073776 B 12 April 2019
JP 2016500059 A 07 Janvary 2016
us 2019055311 Al 21 February 2019
HK 1209434 Al 0L April 2016
IL 238464 A 30 June 2015
SG 112015035930 A 29 June 2015
AU 2013347184 A8 28 May 2015
AU 2013347184 B2 14 June 2018
UA 117741 2 25 September 2018
MX 369276 B 04 November 2019
RU 2678127 (2 23 Janvary 2019
CA 2890438 Al 22 May 2014
wO 2014075788 Al 22 May 2014
AU 2018211278 Al 23 August 2018
AU 2013347184 Al 21 May 2015
MX 2019012846 A 28 November 2019
us 10093736 B2 09 October 2018

wOo 2013167259 Al 14 November 2013 DK 2847225 T3 20 Janoary 2020
PT 2847225 T 16 Janwary 2020
EP 2847225 Bl 27 November 2019
us 2018319801 Al 08 November 2018
NZ T18280 A 27 April 2018
SI 2847225 TL 31 March 2020
AU 2013258432 B2 01 June 2017
UA 116445 C2 26 March 2018
us 9512232 B2 06 December 2016
AU 2019222874 Al 19 September 2019
AR 090573 Al 17 December 2014
JP 2018052934 A 05 April 2018
AU 2017216513 B2 30 May 2019
IL 235261 DO 31 December 2014
wO 2013167153 Al 14 November 2013
EP 2847225 Al 18 March 2015
us 10053512 B2 21 Angust 2018
JP 2015517476 A 22 June 2015
ZA 201407336 B 27 Inly 2016
SG  11201406472W A 27 November 2014
HR P23192347 T1L 03 April 2020

Form PCT/ISA/210 (patent family annex) (January 20135)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
Information on patent family members PCT/CN2020/084991

citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; Patent family member(s) (I:;::ﬁf;ﬁf;:;:)
RU 2661772 (2 19 July 2018
NZ 700823 A 29 July 2016
RS 59868 Bl 31 March 2020
us 2016333109 Al 17 November 2016
us 2015147763 Al 28 May 2015
LT 2847225 T 11 May 2020
MX 2014013542 A 08 May 2015
AU 2017216513 Al 31 Angust 2017
SG  10201606048P A 29 September 2016
JP 2019172675 A 10 Qctober 2019
BR 112014026755 A2 11 July 2017
P 6232646 B2 22 November 2017
FL 2847225 T3 18 May 2020
HK 1202557 Al 02 QOctober 2015
KR 20150008095 A 21 Janvary 2015
MX 369740 B 20 November 2019
AU 2013258432 Al 30 Qciober 2014
CN 104321345 B 30 March 2018
JP 6514294 B2 15 May 2019
CA 2869725 Al 14 November 2013
CN 104321345 A 28 Janvary 2015
RU 2014149332 A 27 Tune 2016
CN 108047331 A 18 May 2018

Form PCT/ISA/210 (patent family annex) (January 20135)
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(60) JP 2022-529703 A 2022.6.23

EFs R & i g
PCT/CN2020/084991

A E b

CO7K 16/30(2006.01)i; C12N 15/13(2006.01)i; CL2N 15/63(2006.01)i; AG1K 39/395(2006.01)i,; AG1P
35/00(2006.01) i

H I R & #5332 (TPC) B 7 & i 2 43 R TPC B e 325

B. R

KRR AR MG PR B SO (7 B SR R 25 5)
CO7K; C12N; ABIK; AB1P

A S TE A B TR TG PR SRR LA S R R TR

FERE P 3 0 2[R AT F P R PR (BB R RO, FOfEF AR RiA Cnfi i )

CNABS; VEN; CNKI; CNTXT; EPTXT; USTXT; WOTXT; ISI web of knowledgeflIc@id. B®HEEHEO18.2, Hk,
claudin, CLDN, 18.2, antibod+ %8 hEEF|IEDFFIRERS: Genbank: EMBLERY Y55 SEQ ID NO: 1-40%

c. LEE g

% S HMH, BER, BWEMEAERE FHIR R AR E R
I CN 105073776 A CGRERHEBHARSE) 20155 (LA 18H (2015-11- 18) 1-10
W, WAERI-38, HAEHHEHESS, 235-2635, SHEH1-15
X W0 2013167259 Al (GANYMED PHARMACEUTICALS AGZS) 20134 114 14H (2013- 11 - 1-3, 5-10
14)
AR ER1-20, 3

Dﬁﬁiﬁﬁcﬁﬁﬁ@ﬁqﬂﬂﬂiu IR TR
* B EEMERAL, R I L
agr TS AR R T A SR — R 3 ﬁ;ﬁﬁﬂﬁkﬁﬁ%ﬂfﬂﬁﬁ)‘ig _ ‘
wpr 7 EIE D R R AT A O EYERTLE, BRI, WEERRP AR
aL» SRR AN SRR R, — 3 ! .
n ayr SEBIERTORE, M S R B
%;ﬁmgwg%mﬁgﬁgkﬁﬁmmg%@iﬁ GRAE ﬂigg‘gwmﬁﬁﬁ*m*ﬂﬁgm 2 GupafEu
“gv BROKAT. WA, ERRLMARAFHLH .., At aHelEt
apr HAF A TR o R SR FHER AL 2 &7 BRI
B et e 2 sk i H 87 H et i i g H
20204 7H 6H 20204E 7H 28H
ISA/CNIY A RR AN &kt BHER
b [ B F S0iH AR (TSA/CN) F4R,
o A6 T X B T 1A TR S 100088
HES (86-10)62019451 BiEEE (86-10)-62412282

PCT/ISA/210 F (3E2) (2015%E1RH)
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(61) JP 2022-529703 A 2022.6.23

EFs R & i g
PCT/CN2020/084991

EARNE = BERRA—ENER EFTIFIW

AEFER A EE R PIETRRE LY, B

[1]

(2]

(3]

[4]

REAL: BFIERI-10 (Hah) , HREATRERTAERMCIR 1-325(40SE) D NO:T-9FTRATE & AR
f%ﬁ%glﬂiﬂﬁﬁﬁﬁ&ﬁﬁﬁéﬁ%%ﬁﬁ, VARSI EER T 8k, HIM. BiE. &WaE

KEH2: BFIERI-10 () , FREITBERIERKCIR 1-32540SEQ 1D NO: 17-19F 3 HIE & A
?%ﬁ%ﬁil&zﬂﬁﬁﬁﬁiﬁﬁﬁ%ﬁﬁﬁ, BRI RESERS T 8. 4. 0E. 4
A5 i

REI3-&BH22: fFFERI-10 Gisr) , FFREESETFXHCIR 1-342-5]WSEQ ID NO: 27-2
9, 37-39. 47-49, 57-59, 67-69. T7-79. 87-89, 97-99. 107-109, 117-119, 127-129, 137-139. 1
47-149, 237-239, 242-244, 247-246, 252-254, 257-259, 262-264. 267-269HT MG S A SHESE
%218.2%ﬁﬁﬁﬁﬁﬁ%éﬁﬁﬁ, VLR AE R AR IT e T Beib. . WFIE. Sipil AR
REH1-227 MIFE R AR ARIEET, ridfsERRs e TRt a NEFEEEEALS
9, EMEREA (WCN104321345A, 2HH #H2015FE01 H28H Y A T Bikg-& A CLDNIS. 2k,
HORECLDNIS. 1854 . BTN, B R sF N AT CeIE R AT, HbkE1-222 A4
HH M RSN MR HARRE, REEE M,

L B T AR T R EREAMNSEIMER Y. FAEFRRIEEY RN RARFIESR.

2. [ o om s A su g I 2 572 B0 B A h A R BT RURI R A M, A S SRR S T

8. ] T AR S 7 SRR R R, SRR IO E DR AER, Ak
A

s [ swAskam s mramom s it. Fik, KERQ%HEL L RAFER NS CRRHEY, AF
R AP ERA:

FEESSh e E=A N (] siwAsenTrmgss, FeRETRES, SR, S0TR8%.

(] wisrmarmmssrs, Fes TR, EEnn S g hsm iz,
B R R R IR S

PCT/ISA/210 F (E1TEEW) (201541 F)
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lﬁlﬁ#ﬁ?*ﬁé‘i EEHiES
RTREFHSER PCT/CN2020/084991
BRRESE MR o, RIS S
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