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DTSYNONFEKGRATITADKSTSTAYMELSSLRSEDTAVYYCARGDFAYWGOQGTLVTY
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HuGAL-FR21 VL
DIOMTQSPSSLSASVGDRVTITCKASQGVSNDYAWYQOKPGKAPKLLIYSASYRYTG
VPSRFSGSGRGTDFTIFTISSLOPEDIATYYCQOHSTIPYTFGOQGTKLEIK
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QIQLVQSGPELKKPGETVKISCKASGYTFTDFOMNWMKQAPGKGFKWMGWINTST
GESTYADDFKGRFAFSLETSASTAYLOINNLKNEDMATYFCARNSYYGGSYGYWGG
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ASTRESGVPDRETGSGSGTDFTLTISSVKAEDLAVYYCQOYYSYPWTHFGGGTKLEIK

2B 13.12VH
EVQLVESGGGLVOQPGGSLRLSCAASGEPFTSTGISWVRQAPGRKGLEWVGRTHLGDG
STNYADSVKGRFTISADTSKNTAYLOQMNSLRAEDTAVYYCARTYGIYDTYDMYTEY
VMDYWGOGTLVTVSS

2B 1312VL
DIOMTQSPSSLSASVGDRVTITCRASQDVDTSLAWYKOKPGKAPKLLIYSASFLYSG
VPSRFSGROGAGTDFTLTISSLOPEDFATYYCQOSTGHPOQTFGRGTKVEIK
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INTERNATIONAL SEARCH REPORT

JP 2023-528454 A 2023.7.4

International application No.

PCTAJS 21/35488

A.  CLASSIFICATION OF SUBJECT MATTER
IPC-  AB1K 39/00, AB1K 39/39, A61P 35/00, CO7K

16/30 (2021.01)

CPC - CO7K 16/2863, AB1K 39/3955, A61K 2039/505, COTK 2317/34, CO7K 2317/55, COTK 2317/565

Aceording to International Patent Classification {IPC) or to both national classification and [PC

B. FIELDS SEARCHED

See Search History document

Minimum documentation searched (classification system followed by classification symbols)

See Search History document

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

Sea Search History document

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2014/0322220 A1 {BAYER INTELLECTUAL PROPERTY GMBH) 30 October 2014 1-17, 19-20
(30.10.2014) Abstract; Claim 2; Claim 5; Claim 6; Clairn 7; Claim 9; para [0021}; para [0025];
para [0032]; para [0057); para [0064]; para [0073]; para [0104]; para [G375]; para [0441]; SEQ
ID NO:31; SEQ ID NO:32
A US 8,501,191 B2 (BOSCH et al.) 8 August 2013 (06.08.2013) Abstract 1-17, 18-20

D Further documents are listed in the continuation of Box C.

D See patent family annex.

b Special catepories of cited documents:

"A" document defining the general state of the art which is not considered
to be of particular relevance

"D document cited by the applicant in the international application

“E" earlier application or patent but published on or after the international
filk dale

“L" document which maz throw doubts on priority claim{s) or which
is cited to establish the publication date of anather citation or other
special reason (as specified)

“0” document referring to an oral disclosure, use, exhibition or other means

“P" document published priar to the international filing date but later than
the priority date claimexd

“T"  later docurnent published after the international filing date or priority
date arl nat in conflict with the application but cited to understand
the principle or theory underlying the invention

“X"™ document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to invalve an inventive step
when the document is taken alone

“Y" documert of particular relevance; the claimed invention cannot
be considered to involve an inventive step when the document is
combined with one or more ather such documents, such combination
being obvious lo a person skilled in the art

“&" document member of the same patent family

Date of the actual completion of the international search

30 October 2021

Date of mailing of the international search report

NOV 12 2021

Name and mailing address of the ISA/US

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No, 571-273-8300

Authorized officer
Kari Rodriguez

Telephone No. PCT Helpdesk: 571-2724300

Form PCT/ISA/210 (second sheet) (July 2019)
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INTERNATIONAL SEARCH REPORT international application No.
PCT/US 21/35468
Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item I.c of the first sheet)

1.

2.

3.

With regard to any nucleotide and/or amino acid sequence disclosed in the international apptication, the international search was
carried out on the basis of a sequence listing:

a D forming part of the international application as filed:
I:I in the form of an Annex C/ST.25 text file,
D on paper or in the form of an image file.
b. D furnished wgether with the international application under PCT Rule 13¢er 1{a) for the purposes of imernational search
only in the form of an Annex C/ST.25 text file.
c. furnished subsequent to the intemational filing date for the purposes of intemational search only:
ﬂ in the form of an Annex C/ST.25 text file (Rule 13fex 1(a)).

Pl
on paper or in the form of an image file (Rule 13ter.1{b} and Administrative Instructions, Section 713).

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

Additional comments:

Form PCT/ISA/210 {continuation of first sheet {1}} (July 2019)
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS 21/35468

Box No. I1 Observations where certain ¢laims were found unsearchable {Continuation 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:

|:] Claims Nos.:

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

2. I:I Claims Nos.:

because they relate to parts of the interational application that do not comply with the prescribed requirements to such an
exient that no meaningful international search can be carried out, specifically:

Z‘ Claims Nos.: 18, 21-27, 3144
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this international application, as follows:
——Please sea continualion In first extra sheet ————

1. D 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 Authority 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. m No required additional search fees were timely paid by the epplicant. Consequenﬂy, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:
1-17, 19-20, limited o M048-D01 and GAL-FR23

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.

D WNo protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet {2)} (Tuly 2019
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INTERNATIONAL SEARCH REPORT International application No.

PCTIUS 21/35468

Continuation of Box No. 1Il. Qbservatlons where unity of invention is lacking.

This application conlains the following inventions ar groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13,1, in arder for all inventions to be searched, the appropriate additional search fees must be paid.

Group I+, Claims 1-17, 19-20, directed to a polypeplide or antibody that specifically binds two epitopes in the extracellular domain of a
fibroblast growth factor receptor 2 (FGFR2). The polypeptide or antibody will be searched to the extent that the polypeptide or antibody
encompasses two antigen binding fragments of anti-FGFR2 antibodles selected from the group consisting of M048-D01 and GAL-FR23
{note, these are the first claimed anti-F GFR2 antibodies for the inventive polypeptide or antibody embadiment). it is believed that claims
1-17, 18-20 encompass this first named invention, and thus these claims will be searched without fee to the extent that the polypeplide
or antibody encompasses two antigen binding fragments of anti-FGFR2 antibodies selected from the group consisting of MO4B-D04 and
GAL-FR23. Addilional palypaptide or antlbody polypeptide(s) comprising additional corbination(s) of paratope(s) will be searched upon
the payment of additional fees. Applicants must spacify the claims that encompass any additionally elected palypeptide or antibody
polypaplida(s) comprising additional combination(s) of paratope(s). Applicants must further indicate, if applicable, the claims which
encampass the first named invention, if different than what was indicated above for this group. Failure to clearly idenlify how any paid
additional invention fees are to be applied 1o the "+ group(s) will result in only the first claimed Invention to be searched. An exemplary
elaction would be a polypeptide ar antibody that specifically binds two epitopes in tha extracellular domain of a fibroblast growth factor
raceptor 2 (FGFR2) comprising two antigen binding fragments of anti-FGFR2 antibodies selected from the group consisting of M048-
D01 and 10184 (claims 1-17, 19-20).

Group I, claims 28-30, directed to a method of treating cholangiocarcinoma In a subject.

The inventions listed as Groups I+ and Il do not relate to a single special technical feature under PCT Rule 13.1 because, under PCT
Rule 13.2, they lack the same or corresponding special tachnical features for the following reasons:

Special technical features

Thae inventions of Group |+ each include the special technical featura of a unique amine acid sequence, Each amino acid sequence
comprises a unique peptide, and s considered a distinct technical feature.

Additionally, Group i+ has the special technical feature of a polypeptide or antibody that specifically binds two epltopes in the
extracallular domain of a fibroblast growth factor receptor 2 (FGFR2), that is not required by Group Il

Group Il has the special technical feature of a method of treating cholangiocarcinoma in a subject, that is not required by Group |+
Common technical features

No tachnical features are shared between the antibody amino acid sequences of Group I+ and, accordingly, these groups lack unity a
priari.

Additionally, even if Groups I+ and Il were considered to share the technical features of including:

a biparatopic antibody that specifically binds two epitopes in the extraceilular domain of a fibroblast growth factor receplor 2 (FGFR2),
comprising antigan binding fragmants of an antibody selected from the group consisting of M048-D01, GALFR23, 10164, 2B 1.3.12,
GAL-FR21, or 12433; these shared technical features are made obvious by US 2014/0322220 A1 to Bayer Intellectual Property GmbH
(hereinafler "Bayer’).

Bayer ieaches a plurality of antibodies that specifically bind distinct epitopes in the extragellular domain of a fibroblast growth factor
receptor 2 (FGFR2), comprising antigen binding fragments of an antibody selected from the group consisting of M048-D01 and
GALFR23 {Ciaim 2 - 'An isolated antibody or antigen-binding fragment thereof specifically binding to the extraceliular N-terminal epitope
(1RPSFSLVEDTTLEPE15) of FGFR2 as presented by SEQ ID NO'83", Claim 5 - 'The antibody or antigan-binding fragment acconding to
any one of claims 1 to 4, wherein the antibady or antigen-binding fragment competes in binding to FGFR2 with at least ona antibody
selected from the group "M048-D01*, "M047-D0B", "M017-802", "MO21-H02", "M054-A05", "M054-D03", “TPP-1397", “TPP-1398", "TPP
~1299", *TPP-1400", "TPP-1401", "TPP-1402", "TPP-1403", "TPP-1408", "TPP-1407", “TPP-1408", "TPP-1400", "TPP-141(", "TPP-
14117, "TPP-1412", and "TPP-1415"; para [0441] - 'In contrast, afler pre-incubation the monomeric FGFR2 (10 nM) with GAL-FR22 and
GAL-FR23, but not with GAL-FR21, the amount of detectable FGFR2 appeared to be significantly increased ... Gal-FR22 binds to an
epitope in D2-D3llla, and GAL-FR23 binds to one all or partly located in D1'). Since Bayer teaches generaling variants of antibodies with
improved antigen binding (para [0430] - 'Provided in Table 10 are several examples of variants with amino acid substitutions generated
in the heavy and light chains of M048-D01 (TPP-1403). Al variants showed strong improvement in antigen binding evaluated in two
ELISA formats with different forms of antigen compared to the non COR changed variant (Table 11).'"), it would have been obvious to
ane of ardinary skill in the art that paratopes from twe distinct antibodies could be combined to create a polypeptide with impraved
binding to two distinct epitopes of FGFR2.

As the lechnical features were known in the art at the time cof the invention, they ¢annot be considered special technical features that
would otherwise unify the groupe.

Therefore, Group I+ and |l inventions lack unity under PCT Rule 13 because they do not share the same or correspongding spacial
technical feature.

NQTE, continuation of ltem 4 above: claims 18, 21-27, 31-44 are held unsearchable because they are dependent claims and ars not
drafled in accerdance with the second and third sentences of Rule 8.4(a).

Form PCT/ISA/210 {extra sheet) (July 2019)

10

20

30

40

50



(73)

JP 2023-528454 A 2023.7.4

0000000000
(51)000000

U oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo

Oooooooadg

O

gobgobooooobobobobooo

1/19 (2006.01)
1/21 (2006.01)
5/10 (2006.01)
5/09 (2010.01)
35/00 (2006.01)
43/00 (2006.01)
31/5377(2006.01)
31/506 (2006.01)
39/395 (2006.01)

oo

goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo

1/19 gooo
1/21 gooo
5/10 gooo
5/09 gooo
35/00 gooo
43/00 ooo
31/5377 DOOOO
31/506 OOOO
39/395 [0OOOO
39/395 [OOOO

gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd

gbooobooooood

MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW ,KM,ML,MR,N
E,SN,TD,TG),AE,AG,AL,AM,AO,AT,AU,AZ,BA,BB,BG,BH,BN,BR,BW BY,BZ,CA,CH,CL,CN,CO,CR,CU,
CZ,DE,DJ,DK,DM,DO,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU, ID,IL,IN,IR,IS,IT,JO,JP,K

E,KG,KH,KN,KP KR,KW,KZ,LALC,LKLR,LSLULY MAMDMEMGMKMNMWMXMY MZNAN
G,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QARO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH, TJ, TM,
TN, TR,TT,TZUAUGUSUZVC,VNWS,ZAZM,ZW

ubogoodaod

(740000

(740000

(7490000

(7490000

(740000

(740000

(740000

(740000

(740000

(740000

(7490000

(720000

(720000

ogoboooo Do
100160923
oooooo oo
100119507
ooooono O
100142929
gooooo oo
100148699
oooooo oo
100188433
oooooo oo
100128048
oooooo oo
100129506
oopooono oo
100205707
ogoboooo Do
100114340
oooooo oo
100214396
oooooo oo
100121072
gooooo oo

gooooobob oboobog
uboobooob oooobdo bobobooboo ooobobo bobob obobo bob o
o000 oO00O000O000 ODoobooboooo

ogboobO ooboooo

oobOo0ooOo oooboo0o oooobooobOo oooooo ooo ooooo ooo o
obobO obooooobob obobobooboob
OO00OO000000 4B065 AA91X AA92Y AA93X AA94Y ABO1 AC12 AC14 BAO1 CA25 CA44



(74) JP 2023-528454 A 2023.7.4

gboboooobogDb 4C085 AA13BB11 EEO1 EEO3
4C086 AAO01 AAO2 BC50 CB0O9 GAO7 GA12 MAO2 MAO4 NAOS ZB26
ZC20 ZC75
4H045 AA11 BA10 CA40 DA76 EA28 FA74



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	written-amendment
	reference-file-article
	search-report
	overflow

