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AVYYCARGYYGSSYAMDYWGQGTTVTVSS

I IERss VL DIQMTQSPSSLSASVGDRVTITCSASQGISNY

16 LNWYQQKPGKAIKLLIYDTSTLYSGVPSRFS
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) kd (s 143x10° [277x103 [ 3.90x10° [ 1.67x10% | 1.61x103
Al 1
Ko (nM) | 826 17.8 14.2 9.16 10.0
Ka (M) 122x10% [ 056x10° | 0.71x10%5 [ 1.09x10% | 1.00x 108
ka (M's?) [265x10° [237x105 [2.06x10° | 1.63x10° |
) kd (s) 1.67x10° [3.89x 107 [ 2.64x10° [ 1.59x10° |
Al 2
Kp(nM) 6.3 16.4 12.8 9.77 B
K (M) 159x10% [0.61x10% [ 0.78x 108 [ 1.03x10% |
Kn(nM) 728 17.1 13.5 9.47 10.0
RIS 2]
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| ¥ N 7 BL17U1, SSRF
ZE[ERE P3121
BIVFER) a=183.96 b=183.96 ¢=79.09
FAEE(°) a=90.00 p=90.00 y=120.00
5T FRBE(A) 159.3-2.55 (2.63-2.55)
Bat 988771 (81305)
1= HR K 50306 (4625)
2R HE(%) 99.9 (99.9)
TR 19.7 (17.6)
Rmerge® 0.059 (0.962)
12 7%(1) 29.4 (3.5)
wOVY B HT(A) 73.9
U774V A
SHRRE(A) 60.22-2.55
S 50008
rmsd B E(A) 0.010
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Ruyork? (%) 19.27
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HYUNTEDEY) B HT 97.10
SYF LRI T O %)
A FilE 96.34
T 3.48
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AT SRt - (T 5Hht, 3
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ML, = BRI0D A BB AT
TSkt = BEHD T SRR
TStk = BREI0D TS A IEB
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% 10. CT26WT HAFZEFINCHEITS 0X86 BUAFHTS5F > (Oxaplatin)/5-Fu ®

RSN
11 HHDO 1G1 11 H HOWEEHR
B Fi R (mg/kg) N (%) (mm>E¥ + SEM)
WA 0 20 - 1698.5 + 230.5
0X86 0.08 20 48 969.2 = 229.0
FFHTIF
15+15 20 51 936.5 + 92.0
(Oxaplatin)/5-Fu
0OX86 +
FFYTIF 0.08+1.5+15 20 76 559.1 £ 93.0

(Oxaplatin)/5-Fu
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INTERNATIONAL SEARCH REPORT

JP 2023-503031 A 2023.1.26

Tnternational application No.
PCT/CN2020/129964

A, CLASSIFICATION OF SUBJECT MATTER

CO7K 16/28(2006.01)i; AG1K 39/395(2006.01)i; A61P 35/00(2006.01)i; C12N 15/13(2006.01)i

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

B. FIELDS SEARCHED

COTK; A6IK; AGLP; C12N

Minimwmn documentation searched (classification system followed by classification symbols)

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

of Knowledge, NCBI GenBank,
+, chemotherapeutic agent,
FOLFOX, tumor, cancer. carcinoma.

EBI-EMBL:SEQ

Electronic data base consulted during the international search (name of data base and, where practicable, search terms nsed)
CNABS, VEN, CNTXT, EPTXT, USTXT, WOTXT,

non w competitive, Mud45, platinum, oxaliplatin, carboplatin, cisplatin, tetraplatin,

CIFD, CNKI, WANFANG, BAIDU, PUBMED, ISI Web
ID Nos: 1-33, OX40, ACT35, CD134, TNFRSF4, antibod

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

X W0 2013038191 A2 (BIOCEROS B. V. et al.) 21 March 2013 (2013-03-21) 1, 49
claims 1, 39 and 43-44, description page3, lines 2-4 and 15-16

X W0 2016200836 Al (GENENTECH, INC. etal) 15 December 2016 (2016-12-15) 1, 49
claims 1-42

X WO 2015153513 Al (GENENTECH, INC. etal) 08 October 2015 (2015-10-08) 1, 49
claims 1-74

X WO 2016073282 Al (GENENTECH, INC. etal) 12 May 2016 (2016-05-12) 1, 49
claims 1-188

X WO 2016081384 Al (GENENTECH, INC. etal) 26 May 2016 (2016-05-26) 1, 49
claims 1-124

A W0 2016057667 Al (MEDIMMUNE, LLC) 14 April 2016 (2016-04-14) 1-9
the whole document

A US 2017015755 Al (GENENTECH, INC.) 19 January 2017 (2017-01-19) 1-9
the whole document

Further documents are listed in the continmation of Box C.

See patent famnily annex.

#  Special categories of cited documents:
“A™ document defining the genaral state of the art which is not considered
ta be of particular relevance
«g= earlier application ot patent but published on or after the international
filing date
“L» document which may throw doubts on priority claimgs) or which is
cited to establish the publication date of another citatien or cther
special reason {as specified)
“{)” document referring to an oral disclosure, use, exhibidon or other
means
P documnent published prior to the international filing date but later than
the priority date claimed

“T* later document published after the internaticnal filing date or pricrity
date and not in conflict with the application but cited to understand the
principle or theory nnderlying the invention

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

decument of parteulsr relevance; the claimed invention cannot be
considered to involve zn inventive step Wl the document is
combined with cne or mere other such decuments, such combination
being obvious to a person skilled in the art

“&= document member of the same patent family

wgen

wyn

Date of the actual completion of the international search

Date of mailing of the international search report

Facsimile No. (86-10)62019451

22 January 2021 19 February 2021
Mame and mailing address of the ISA/CN Authorized officer
National Intellectnal Property Administration, PRC
6, Xitucheng Rd., Jimen Bridge, Haidian District, Beijing . e
100088 SHEN, Jingjing
China

Telephone No. 86-(10)-53961944

Form PCT/ISA210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.

PCT/CN2020/129964

C. DOCUMENTS CONSIDERED TO BE RELEVANT

mADbs on cytotoxicity of CTL cells against hepatocellular carcinoma”
Chinese Journal of Cellular and Molecular Immunalogy,
Vol. 30, No. 4, 31 December 2014 (2014-12-31),

Abstract

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A LINCH, 5.N.etal. "0X40 Agonists and Combination Immunotherapy: Potting the Pedal to 1-9
the Metal"
FRONTIERS IN ONCOLOGY, Vol. 5, 16 February 2015 (2015-02-16),
Article 34, Pages 1-14
A CHEN, M.S. etal "Effect of PLGA panoparticles conjugated with anti-OX40/anti-AFP 1-9

Form PCT/ISA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2020/129964
Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the firsi sheet)

1. With repard to any nncleotide and/or amino acid sequence disclosed in the intemational application, the international search was
carried out on the basis of a sequence listing:
a. forming part of the international application as filed:

in the form of an Annex C/8T.25 text file.

D on paper or in the form of an image file.

b. D furnished together with the intemational application under PCT Rule 13zer.1(a} for the purposes of intemnational search
ouly in the form of an Annex C/ST.25 text file,

C. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13ter.1(a)).
D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative lnstructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
staternents that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet) (Tannary 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCT/CN2020/129964
Box No. I Ohservations where certain claims were found unsearchable (Continunation of item 2 of first sheet)

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

L. Claims Nos.: 1.9

because they relate to subject matter not required to be searched by this Authority, namely:

[1] The subject matter of claims 1-9 relates to a method of treatment of the human by therapy and
therefore does not warrant a search according to the criteria set out in Rule 39.1(iv). However, the
search has been carried out and based on the use of the anti-OX4{ antibody or antigen-binding
fragment in combination with an additional chemotherapeutic agent of treating a cancer in a subject in
need for the manufacturing of a medicament reagent.

2. D Claims Nos.:
because they relate to 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.:
because 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) (Tannary 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
Information on patent family members PCT/CN2020/1299%4
citizt?:;:;:w;nr:;tm &?ﬁiﬁfﬁ?ﬁ?ﬁ?ﬁ; Patent family member(s) (I:;::ﬁf;ﬁf;:;:)
WO 2013038191 A2 21 March 2013 MD 4612 ClL 31 August 2019
HK 1201852 Al 11 September 2015
KR 20140069172 A 09 June 2014
MD 4578 (Cl 28 February 2019
JP 2014527814 A 23 Qctober 2014
FA 031006 Bl 31 October 2018
EC SP14013259 A 31 May 2014
CL 2014000631 Al 26 September 2014
CO 7020859 A2 11 Auvgnst 2014
CR 20140146 A 02 July 2014
FH 12019501115 Al 13 Tuly 2020
us 2015132288 Al 14 May 2015
MX 352495 B 28 November 2017
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