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Tumeor volume (mm®)

g
g

~4-G1PBS - ip BIWX6
-8-G2 BC-1F4-IgG1 10mg/kgip BIWX6
-%-G3 BC-3B7-1gG1 10mgrke.ip. BIWX6
~-Gd BC-IF10-1gG1 10mg/kg.ip, BIWX6
-8-G5 14-1B3-hHVKv-IgG1 {0mgrke ip. BIWXE
>-G6 BC-1A8-1gG 10mgke.i.p. BIWX6
-6~G7 BC-1C3-1gG1 10mg/ke ip, BIWXE
-5-G8 14-4A9-hHvKv-IgG! 10mg/kg.ip BIWXG
4G9 anti-mPD-1 10mpkg.ip. BIWX6

*P-value<0.05

21 28
Days post grouping(days)

10

20
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cCV | 18. 9% 5. 2% 8. 8% 15. 3%

Ty 2. 99 152. 90 250. 93 28. 85
G2

CV | 26. 3% 5. 4% 5. 4% 15. 3%

Eiy 2. 38 134. 41 168. 89 47. 07
G3

cCV | 12. 3% 9. 4% 3. 0% 6. 9%

1y 1. 89 134. 99 144. 27 61. 19
G4

cVv | 15. 3% 6. 0% 13. 5% 14. 5%

Ty 2. 00 130. 01 152. 27 56. 43
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cV 3. 2% 4. 0% 7. 8% 7. 9%

i 1. 69 130. 35 156. 65 58. 09
G6

cv|17. 8% 8. 4% 15. 5% 16. 9%

EH 0. 86 111. 90 77. 90 119. 02
G7

cCV|92. 0% 4. 3% 12. 2% 8. 7%

O 0OooQgoooo
O 0OooQoooo
O 0Ooo0oooo
O 0oo0goooo
O 0OooO0oooo
O 0oo0ooOooo

Ti,2: fﬁ%**ﬁ#ﬁ%ﬁ

Cmax ‘ %x%fg.

AUCO—Tday :

CL:Y2U732A

gooogogooboa
oooooooadg
goooogooboa
oooooood
gooboogobooboao

0~7BE®, mMHRE—FEHETOEE

uoboboooboobooobooobooooboooboooodanb
oooooouooouooooooooooooooooao
-bo0oo0-00o0obooboobobooobooboobooboboao
oooo-ocoo-ocoobo-ocob0Oob0Oboboboboboooao

gooboooboobooobobooboooboobooonb

10

20

30

40

50



)
.[;
N—r

JP 2024-547122 A 2024.12.26

goooooboooobooobogooooobooobobobooobooobooboobooboobooan
-00oo0o-ooooooobooboobobobbOobODbODboOb0O0ob0o0b0b0b0o0oo0oo0oo0ooouoooooo
goooooboptobgooobogbooobbobbobobooboobbo-obog OO
ugooooboooobooobopbobobboobbooboobbo-obb0-obO0Oob0bOO
gooooooobobogobogobobogobooobobooboboobo0ooboobobooboboo
ugooooboooobooobooooooooobooobobobooobooboobooobooboaodan
gooooo-ood-0c0bo000o0oU0oU0oU0oUooOoOoOooooooooooboooboooaon
g-oboo-obooboobobooobooboobbooobobooooboao
oooooooooooooooooobbbanb

gobooboooboobogooboobao
ugboobooouobouooboouobouooouoooobobbooobbouoboobouobooobooboaoado
g

oooogad

gbbodotbbae bbb ODOoobOoOobbOoobO bODoooboobogaob
ooooto-ooooouoouoooooooooooooooooobooboDbDDbODbOOnD
goooooogoobogoobogoobogo-0cb0o0-0c0o0obboo-000-000b0O0OO0O0O-
too-ocoooooodoo-U00U0-O00U0U0DU0DU0UU0UppUoUoUooooooooooo
gooooobooobogobogo-000-000b0b00bo0ooboo0oboobooboDbo
Doooo0o0o0Ox0ODOoOUDoDoDoDOoDOoO0O0O0O00D0DO0DO0OO0O0O0O0pO0000000000
p0o0o0bo0dbaegbobbo0o0bo0o0bppobbobbooboobogobobon
usoooobooooboooboooooooooboooobooobooboobooobooboaaodan
oooooooogoooooooooooopwbboboObObODbODDDODDODDODDODDODOODODODODRO
uoooboopwbOoobooboobooboobbobobboobooboobooobooaodan
ooooooooooooooooooooooboobooboboboboODboODoODoOoOoOOoOoOOon0n
goboooboobogooboboooboobognb

gooooao
usoooobooooboobooobooobooboobo-obo-obo0oob0Ooo-000-00
tooodo-ooo-00b0bbobo00ooo-0U0DO0-O0000D0DO0ODU0U0ODU0UUUOUUOOoo o
ugooooobooooboooobooboo-0b0o-000O0b0O0oO0obO0O0obO0oO0obboOoobobao
ooooooooao

obooooboobogoan
oooooooooooooooooooooboboboboboboDbODbODbODDbODD0DD0DaeOOOOO
gobooboooboobogooboobao

gooooao
ugoobooobooboboob-o0ob-0c0oboboobobooboobooboobboooboboaa
O00DDO0DO0OxO0O0UoDooO0O0O0OO0D0DDO0DO0O0O0eO0O0O0ODDOOOOOOODOOO
usooooobooooboooooo-0obo-00o0obo0ob-00b0-0000000-000
g-ooooooogoo-o00o0b-OC00C00U0UO0CU0OpO0OO0OU0UUOUUOOOoOoOooooooo
gooooboobpptbOoobo0tbo0obbooboboobboppbboobboobooboonn
oooooooooooooooooooooboooooboboODbODbODODbODbODbOOoODODOnOn
goooobooboobogooboooooobobboobobbppeptobboobboobboobbonn
unbobooouobdotopwtooboobooboobbobobboobooboobooobooboaoadao
goboobooboobooooboobooboo

oooogad
ugoooooooobooobogoobooobooooboo-oco0bo-obo0ooboob-000-0
oooooooooooooooooooooobbebObODODDODDODDODDODODOOOOOODRO
goooooooboobotoeooboobbooboboobbooboobooobooboao-
gtooo-oooooo0od-U00-OC0b00U0U0oU0oUoUoUooOooooooooooao
gooooboobogooboobobobooboobogo
ugbooboooboooboooboooboooooobobbooobboobooboobooobooaoaao

10

20

30

40

50



(65) JP 2024-547122 A 2024.12.26

oooooboobooooooboooobobooooboooboobooboooboobooan
I A A A A A 0 O O O W O W
-bogoboogooooooboooboobo0oobooboobbobobboobogonb

O oo oooDoooooooDoDoooogoooao

Oooooooogogodg

00
00
00
0000000000000 000D00D0D0O00000D0DO0D0DDO0O0ODO0DO0OoGOoaOaon
0000000000000 00D0D0O0D0DDO0O0O0DO0O00DODO0ODDO0O0DDOoO0ooaOan
0000000000000 000D000D0000000000000000000a0
0000000000000 00D0DO0DDO0DO0ODO0DO0DDDO0DDO0ODDODO0OODOoGOnDn
0000000000000 000D000D0000000000D000000000a0n
0000000000000 00D0D0D0DDO0DO0OD0DO0ODDO0DDO0ODO0DO0OO0OoGOan
0000000000000 000D00D0D00O00000000D00O0000000n
0000000000000 000D0D0D0DD0O00D0DO00DDO0DDO0ODO0DO0o0oaQan
0000000000000 000D0O0D0DO0O0OO00O00D0O0ODDO0OODDOoOO0OoGoaOan
0000000000000 000D000D0D0000000000D00000000n0n
0000000000000 00DDO0DDO0DO0ODO0DO0ODDO0DDODODOOOOOnDn
0000000000000 000000D00000000000000000000a0
0000000000000 00D0DDO0DDO0OO0ODO0DO0ODDO0DDOODOOOOoGOan
0000000000000 000000D0000000000D000000000a0
0000000000000 00D0D0DO0D0DDO0O0OD0DO0O0DDO0DDO0ODO0OO0OOOoGOan
0000000000000 000D00D0D0000000000D000000000n
0000000000000 000D00D0D0O00000D0DO0D0DDO0O0ODO0DO0OoGOoaOaon
0000000000000 00D0D0O0D0DDO0O0O0DO0O00DODO0ODDO0O0DDOoO0ooaOan
0000

£19
23 FEH Al
G1 PBS REREPESE., SBIC 1@, 88t4E
G2 BC—1C3—-1gG1 30mg. kg, BRERES., Blc1E., §§4@
G3 BC—1C3—1gGH1 100meg .k g. BERZS. Bz 1E, §5t4E
G4 BC—1F4—1gG1 30mg. kg, BIERES. AIZ1E. §54@
G5 BC—1F4—1gG1 100meg ./ k g. BERENZES. BIZ1E. &5 4R
G6 BC—1B6—1gG1 30meg. kg. BEMNES. Al1E, 85t4@E
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INTERNATIONAL SEARCH REPORT

JP 2024-547122 A 2024.12.26

International application No.
PCT/CN2022/140958

A, CLASSIFICATION OF SUBJECT MATTER

CO7K16/28(2006.01)1;CTINLS/1 302006001 )i; AGTK39/395(2006.01)i; AG1K47/6802017 01i; A6 1P35/00(2006.01 )i

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

B. FIELDS SEARCHED

CO7K,CIZN,A61K.A61P

Minimum documentation searched (classification system followed by classification symbaols)

Documentation searched other then minimurm documentation to the extent that such documents are included in the fields searched

antigen binding, tumor,cancer, ADC,SEQ D NOs:6-75

Electronic data base consulted during the international search (narme of data base and, where practicable, search terms wsed)
CNTXT CNABS,VEN, VON,DWPLENTX TC,ENTXT,PubMed ISI Web of Knowledge GenBank, EBL, STN:TNFRZ2,antibody,

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

Category®

Citation of document, with indication, where appropriate, of the relevant passapes

Relevant tn claim No.

2021 (2021-03-12)

the abstracts, claims 1-10,and paragraphs 34,45-48,72 in the description

X CN 112480259 A (BIOCYTOGEN BELING PHARM TECHNOLOGY COLLTD.) 12 March 43,45-54

2021 (2021-03-12)

A CN 11248025% A (BIOCYTOGEN BELIING PHARM TECHNOLOGY COLLTD.} 12 March

the abstracts, claims 1-10,and paragraphs 34,45-48,72 in the description

1-42,44-54

the abstract and claims 1-36

X CN 112955469 A (BIOINVENT INTERNATIONAL AB) 11 June 2021 (2021-06-11) 43.45-54

the ahstract and claims 1-36

A CN 112955469 A (BIOINVENT INTERNATIONAL AB) 11 June 2021 (2021-06-11)

1-42,44-54

Febrnary 2021 (2021-02-11)
the abstracts and claims 1-22

X WO 2021023098 Al (JIANGSU SIMCERE PHARMACEUTICAL CO.,LTD.etal) 11 43.45-54

February 2021 (2021-02-11)
the abstracts and claims 1-22

A WO 2021023098 Al (JIANGSU SIMCERE PHARMACEUTICAL CO.,LTD.etal) 11

1-42,44-54

Fluther documents are listed in the continuation of Box C.

See patent family annex.

*  Special categories of cited documents:

«p” document defining the general state of the art which is not considered
to be of particular relevance

“[y* document cited by the applicant in the international application

“E” earlier application or patent but publish=d on or after the international
filing date

“L" document which may throw doubts en priority claim(s) or which is
cited to establish the publication date of another citation or other

“T* later document published after the internetional filing date or priority
date and not in contlict with the application but cited to understand the
principle or theery underlying the invention

3 document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to invol ve an inventive step
when the document is taken alone

“y> document of particular relevance; the claimed invention cannot be
considered to invelve an inventive step when the document is

6, Xitucheng Rdl., Jimen Bridge, Haidian District, Bejjing
100088, China

Facsimile No. (86-10)62019451

special reason (as specified) combined with one or more other such documents, such combination
{0 document referring to an oral disclosure, nse, exhibifion or other being obvicus o a person skilled in the art
means “&" document member of the same patent family
“p*  document published prior to the international filing date but kater than
the priority date claimed
Date of the actual completion of the international search Drate of mailing of the international search report
07 March 2023 14 March 2023
Name and mailing address of the ISA/CN Authorized officer
CHINA NATIONAL INTELLECTUAL FROPERTY
ADMINISTRATION GUAN,Bing

Telephone No. (+86) 010-53961945

Form PCT/ISA/210 (second sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.

PCT/CN2022/140958

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*®

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

WO 2021055253 A2 (APEXIGEN,INC.) 25 March 2021 (2021-(13-25)
the abstract and claims 1-37

43,45-54

A

WO 2021055253 A2 (APEXIGEN,INC.) 25 March 2021 (2021-03-25)
the abstract and claims 1-37

1-42,44-54

WO 2020061210 Al (MERRIMACK PHARMACEUTICALS,INC.) 26 March 2020
(2020-03-26)
the abstracts and claims 1-116

43,4554

WO 2020061210 Al (MERRIMACK PHARMACEUTICALS,INC.) 26 March 2020
(2020-03-26)
the ahstracts and claims 1-116

1-42.44-54

TAM,E.M. et al. "Antibody-mediated targeting of TNFR2 activates CDZ+ T cells in mice and
promotes mtitnmor immunity"
Sci. Transl, Med., 02 October 2019 (2019-10-02),

eaax720,pages 1-15

43,45-54

TAM,E.M. et al. "Antibody-mediated targeting of TNFR2 activates CD8+ T cells in mice and
promotes amtitnmor immunity”
Sei. Transl, Med., 02 October 2019 (2019-10-02),

eaax(720,pages 1-15

1-42,44-54
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CN2022/14095%
Box No. [ Nucleotide and/or amino acid sequence(s) (Continnation of iterm 1.¢ of the first sheet)

1. With regard to any nucleotide and/for amino acid sequence disclosed in the international application, the international search wes
camried out on the basis of a sequence listing:

L forming part of the nternational application as filed.
b. D furnished subsequent to the international filing date for the purposes of international search (Rule 13ze. 1(a)).

D accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the international
application as filed.

2 D With regard to any mucleotide and/or amino acid sequence disclosed in the International epplication, this report has been
established to the extent that a meaningtul search could be cartied cut without a WIPQ Standard ST.26 compliant sequence
listing.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CN2022/140958

Box No. IL Ohservalions where certain claims were fonnd unsearchable (Continnation of item 2 of first sheet)

This international search report has not been established in respect of certain claims vnder Article 17{2)a) for the following reasons:

1. Claims Nos.: 47-50, 51-52(partial)
becanse they relate to subject matter not required to be searched by this Authority, namely:
The subject matter of claims 47-52 relates to a method of treating a subject having cancer, a method of
decreasing the rate of tumor growth or a method of killing a tumor cell. Thus, Claims 47-50, 51-52(pattial)
do not warrant an international search according to the criteria set out in PCT Rule 39.1(iv). However, the
search has been carried cut and based on the manufacturing of a medicament.

2. I:l Claims Nos.:
becanse they relate 1o parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
becanse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (continuation of first sheet) (July 2022)
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INTERNATIONAL SEARCH REPORT Iniernational application No.
Information on patent Family members N y—
ciidatiests:::;mr:];n (Szgiﬁfiﬁﬁfﬁ) Patent family member(s) &:flﬁﬁgx::}
CN 112480259 12 March 2021 None
CN 112935469 11 Tune 2021 AU 2019372134 Al 27 May 2021
EP 3873936 Al 08 September 2021
BR 112021007995 A2 10 Angust 2021
JP 2022512905 A 07 Febrmary 2022
CA 3117864 Al 07 May 2020
us 2022073634 Al 10 March 2022
WO 2020085474 Al 07 May 2020
WO 2020089474 AR 24 June 2021
KR 20210087023 A 09 huly 2021
IL 282715 A 30 June 2021
wOo 2021023098 11 February 2021 EP 3907240 Al 10 November 2021
EP 3007240 A4 22 Febmary 2023
AU 2020324183 Al 10 March 2022
us 2022017630 Al 20 January 2022
KR 20220038766 A 20 March 2022
CA 3148881 Al 11 Febroary 2021
TP 2022546905 A 10 November 2022
WO 2021055253 25 March 2021 EP 4031177 A2 27 July 2022
P 202254815% A 16 November 2022
W 202124415 A 01 July 2021
L 201298 A 01 May 2022
AU 2020348224 Al 12 May 2022
BR 112022004086 A2 (5 September 2022
WO 2021055253 A3 29 April 2021
KR 20220071214 A 31 May 2022
CA 3154643 Al 25 March 2021
us 2022372154 Al 24 November 2022
WO 2020061210 26 March 2020 Us 2021371537 Al 02 December 2021
KR 20210089143 A 15 July 2021
IP 2022502076 A 11 Jamuary 2022
CA 3153952 Al 26 March 2020
AU 2016342017 Al 13 May 2021
EP 3853252 Al 28 July 2021
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