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MMP3 (245 a9 2efifk CHO1 © 7 £ / BEilnF)

BLFIE 5 17 (CHO1 - VH)
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EVQLLESGGGLVQPGGSLRLSCAASGFTFSPYAMSWVRQAPGKGLEWVSAITGQGGVTYYADSVK
GRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKISSFHFDYWGQGTLVTVSS

K251 % 18 (CHO1- VL)

EIVLTQSPGTLSLSPGERATLSCRASQSVSSHHLAWYQQKPGQAPRLLIYDASSRATGIPDRFSGSG

SGTDFTLTISRLEPEDFAVYYCQQPRGAPTTFGQGTKVEIK

K235 19 (CHO1 - VH CDR1)
GFTFSPYAMS

A% 5 20 (CHO1 - VH CDR2)
AITGQGGVTYYADSVKG

EHEH 21 (CHO1 - VH CDR3)
ISSFHFDY
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BCFIE 5 22 (CHO1 - VL. CDR1)
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EE‘.?U%% 23 (CHO1 -~ VL. CDR2)
DASSRAT

Bo%#% & 24 (CHO1 - VL CDR3)
QQPRGAPTT

AU AAF IR LHR LGl 0 F I/ BRI

BB S 25 (LG - VH)
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EVQLLESGGGLYQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVK
GRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKHTPSFDYWGQGTLVTVSS

BL5IE S 26 (LG1 - VL)
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B 5% 27 (LG1 - VH CDR1)
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BlFNH5 28 (LG1 - VH CDR2)
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BCH&E = 29 (LG1 — VH CDR3)
HTPSFDY

BL5E % 30 (LG1- VL CDR1)
QGDSLRSYYAS

BL5%F 5 31 (LG1 - VL CDR2)
GKNNRPS

BLFE 7 32 (LG1 - VL CDR3)
NSPYRPKKLVV

AV FARFCEREM R LG22 0T 3 BEES
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B35 2 33 (LG2 - VH)
EVQLLESGGGLVYQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVK
GRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKARYPFDYWGQGTLVTVSS

ALZIE 5 34 (LG2 - VL)
SELTQDPAVSVALGQTVRITCQGDSLRSYYASWYQQKPGQAPVLVIYGKNNRPSGIPDRFSGSSSG

NTASLTITGAQAEDEADYYCNSFGRALPSVVFGGGTKLTVLG

BFI%S 35 (LG2 — VH CDR1)
GFTFSSYAMS

EcFI%E = 36 (LG2 - VH CDR2)
AISGSGGSTYYADSVKG

A% 37 (LG2 —~ VH CDR3)
ARYPFDY

BLHI% 2 38 (LG2 — VL CDR1)
QGDSLRSYYAS

K575 39 (LG2 — VL CDR2)
GKNNRPS

BLFIFE = 40 (LG2 - VL CDR3)
NSFGRALPSVV

AV AAF AR 2EE LG D7 I / FEFEIF

BIFT S 41 (LG3 - VH)
EVOLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVYRQAPGKGLEWVSAISGSGGSTYYADSVK
GRFTISRDNSKNTLYLQOMNSLRAEDTAVYYCAKRARLFDYWGQGTLVTVSS

BB 15 42 (LG3 - VL)
EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGS
GTDFTLTISRLEPEDFAVYYCQQGGSLPLTFGQGTKVEIK

B33 £ 43 (LG3 — VH CDR1)
GFTFSSYAMS
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B35 % 44 (LG3 - VH CDR2)
AISGSGGSTYYADSVKG

B 51% B 45 (LG3 ~ VH CDR3)
RARLFDY

K253 46 (LG3 - VL CDR1)
RASQSVSSSYLA

BiF)#&E = 47 (LG3 - VL CDR2)
GASSRAT

Bd#i&F = 48 (LG3 — VL. CDR3)
QQGGSLPLT

AV ARF RN LA BN OF I/ BRI

ERFIEE 49 (1E1 - VH)
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EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVK
GRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKHEPYIGFDYWGQGTLVTVSS

K255 50 (1E1 - VL)

SELTQDPAVSVALGQTVRITCQGDSLRTFYASWYQQKPGQAPVLVIYGKNNRPSGIPDRFSGSSSGN

TASLTITGAQAEDEADYYCNSSLYPRTPVVFGGGTKLTVLG

EC5I&E % 51 (1E1 - VH CDR1)
GFTFSSYAMS

ELF%5 52 (1E1 - VH CDR2)
AISGSGGSTYYADSVKG

BLF1% 5 53 (1E1 ~ VH CDR3)
HEPYIGFDY

BLF &5 54 (1E1—~ VL CDR1)
QGDSLRTFYAS

K514 % 55 (1E1 — VL CDR2)
GKNNRPS
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BL5%E5 56 (1E1 — VL CDR3)
NSSLYPRTPWV

T4 Y WIS REYRHIE G10 07 I / BEEEF)

K251 % 57 (G10 - VH)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVK
GQFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKANPWAFDYWGQGTLVTVSS
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SELTQDPAVSVALGQTVRITCQGDSLRSYYASWYQQKPGQAPVLVIYGKNNRPSGIPDRFSGSSSG

NTASLTITGAQAEDEADYYCNSSGSQRSPVVFGGGTKLTVLG

B335 59 (G10- VH CDR1)
GFTFSSYAMS

Bi%#% 60 (G10 — VH CDR2)
AISGSGGSTYYADSVKG

EPNE S 61 (G10- VH CDR3)
ANPWAFDY

ALF%E % 62 (G10- VL CDR1)
QGDSLRSYYAS

BECHIE B 63 (G10 - VL CDR2)
GKNNRPS

ALY &= 64 (G10 — VL CDR3)
NSSGSQRSPWV

fifs G10 bifd % BREd D7 DICAVVEEEX T3 A L WO T 2 / BT

RLFIE = 65
MVVTPQGLQLLKNTEDSLLVSWEPSSQVNHYLLSYYPLGKELSGKQIQVPKEQHSYEILGLLPGTKYI
VTLRNVKNEVSSSPQHLLATTDLAVLGTAWVTDETENSLDVEWENPSTEVDYYKLRYGPMTGQEVA
EVTVPKSSDPKSRYDITGLHPGTEYKITVVPMRGELEGKPILLNGRTEIDSPTNVVTDRVTEDTATVSW

DPVQAVIDKYVVRYTSADGDTKEMAVHKDESSTVLTGLKPGEAYKVYVWAERGNQGSKKADTNALT
EIDSPHHHHHH
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International application No

PCT/EP2015/067309

A. CLASSIFICATION OF SUBJECT MATTER

INV. CO7K16/18
ADD.

Aovarding to Intermational Patent Classifioation {IPC) or to both national slassification and IPC

B. FIELDS SEARCHED

CO7K A61K

Minimum documentation searched (classification system followed by classification symbals)

Documentation searched other than minimum doecumentation to the extent that such documents are included in the fiskle searched

Electronic data base

Ited during the intematicnal search {name of data basa and, where practicable, search terms used)

EPO-Internal, BIOSIS, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

6 March 2003 (2003-03-06)
page 59, paragraph 2
figure 1B

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 03/019136 A2 (UNIV CALIFORNIA [US]; 1-4,
VARNER JUDITH A [US]) 33-66

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on ot after the international
filing date

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
cited to blish the publication date of anather citation or other
spacial reason [as specifiad)

"O" gooument referring to an oral disclosure, use, exhibition or other

*T* later deoument published after the intemational filing date or priornity
date and not in oonflict with the applioation but oited 10 understand
the prinoiple or theory underlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered te invalva an invertiva etep when the document ia
combined with one or more other suoh dosurments, such combination

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

mMeans bsing obvious to a persan skilled in the art
"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed & dooument member of the same patent family
Date of the actual carnplstion of the ink tional search Dats of mailing of the intsmational saarch repart
25 September 2015 0470172016
Name and mailing address of the ISA/ Authorized officer

Malamoussi, A

Femn PCT/ASA210 (secand aheet) {(April 2005)
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Category® | Citation of dooument, with indioation, where appropriate, of the relevant passages Relevant to alaim No.
X WARAWDEKAR U M ET AL: "Elevated levels 1-4,
and fragmented nature of cellular 33-66
fibronectin in the plasma of
gastrointestinal and head and neck cancer
patients",
CLINICA CHIMICA ACTA, ELSEVIER BY,
AMSTERDAM, NL,
vol. 372, no. 1-2,
1 October 2006 (2006-10-01), pages 83-93,
XPO27877703,
ISSN: 0009-8981
[retrieved on 2006-10-01]
abstract
page 84, right-hand column, paragraph 3 -
paragraph 4
X ANGELES GARCIA-PARDO ET AL: "Two novel 1-4,
monoclonal antibodies to fibronectin that 33-66
recognize the hep II and CS-1 regions
respectively: Their differential effect on
1ymphocyte adhesion",
BIOCHEMICAL AND BIOPHYSICAL RESEARCH
COMMUNICATIONS,
vol. 186, no. 1, 1 July 1992 (1992-07-01),
pages 135-142, XP055216310,
ISSN: 0006-291X, DOI:
10.1016/50006-291X (05)80785-5
abstract
X AMY 0. SANTAS ET AL: "Alternative 1-4,
Splicing of the IIICS Domain in 33-66
Fibronectin Governs the Role of the
Heparin I1I Domain in Fibrillogenesis and
Cell Spreading”,
JOURNAL OF BIOLOGICAL CHEMISTRY,
vol. 277, no. 16,
19 April 2002 (2002-04-19), pages
13650-13658, XP0O55216313,
ISSN: 0021-9258, DOI:
10.1074/jbc.M111361200
abstract
page 13652, left-hand column, paragraph 2
X PACHIYAPPAN KAMARAJAN ET AL: "The CS1 1-4,
segment of fibronectin is involved in 33-66
human 0SCC pathogenesis by mediating 0SCC
cell spreading, migration, and invasion",
BMC CANCER,
vol. 1@, no. 1,
1 January 2010 (2010-81-01), page 330,
XPO55216316,
ISSN: 1471-2407, DOI:
10.1186/1471-2407-10-330
abstract
page 3, right-hand column, paragraph 1
- / -
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X ELICES M J ET AL: "EXPRESSION AND 1-4,
FUNCTIONAL SIGNIFICANCE OF ALTERNATIVELY 33-66
SPLICED CS1 FIBRONECTIN IN RHEUMATOID
ARTHRITIS MICROVASCULATURE",

JOURNAL OF CLINICAL INVESTIGATION,
AMERICAN SOCIETY FOR CLINICAL
INVESTIGATION, US,

vol. 93, no. 1,

1 January 1994 (1994-01-01), pages
405-416, XP009052418,

ISSN: 0021-9738, DOI: 10.1172/JC1116975
abstract

page 406, right-hand column, paragraph 1
A SR BRAMHALL ET AL: "“Expression of 1-4,
collagenase (MMPZ2), stromelysin {MMP3) and 33-66
tissue inhibitor of the metalloproteinases
(TIMP1) 1in pancreatic and ampullary
disease",

BRITISH JOURNAL OF CANCER,

vol. 73, no. 8, 1 April 1996 (1996-04-01),
pages 972-978, XP055216321,

ISSN: 0007-0920, DOI: 10.1038/bjc.1996.1590
page 973, right-hand column, paragraph 2
table II

A ISABELLA T TAI ET AL: "Periostin 1-4,
induction in tumor cell line explants and 33-66
inhibition of in vitro cell growth by
anti-periostin antibodies",
CARCINOGENESIS, OXFORD UNIVERSITY PRESS,
GB,

vol. 26, no. b,

1 January 2005 (2005-01-01), pages
908-915, XPOD8127943,

ISSN: 8143-3334, DOI:
10.1093/CARCIN/BGIR34

abstract

A ZHU MIN ET AL: "Neutralizing monoclonal 1-4,
antibody to periostin inhibits ovarian 33-66
tumor growth and metastasis".

MOLECULAR CANCER THERAPEUTICS, AMERICAN
ASSOCIATION FOR CANCER RESEARCH,

vol, 10, no. 8, 1 August 2011 (2011-08-01)
, pages 1500-1508, XP009164701,

ISSN: 1538-8514

abstract
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A FLORENCE BRELLIER ET AL: "“Tenascin-W is a 1-4,
better cancer biomarker than tenascin-C 33-66

for most human solid tumors",

BMC CLINICAL PATHOLOGY, BIOMED CENTRAL,
LONDON, GB,

vol., 12, no. 1,

4 September 2012 (2012-09-04), page 14,
XP021115769,

ISSN; 1472-6890, DOI:
10,1186/1472-6890-12-14

abstract

page 2, right-hand column, paragraph 3
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International application Na.
INTERNATIONAL SEARGH REPORT PCT/EP2015/067309
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

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

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

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

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

4. Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:

1-4(completely); 33-66(partially)

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

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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International Applicatioh No. PCT/ EP2015/ 067309

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-4(completely); 33-66(partially)

antibody molecule that binds the IIICS isoform of
fibronectin, sequences relating to c¢lone SWOL

2. claims: 5-8(completely); 33-66(partially)

antibody molecule that binds the IIICS isoform of
fibronectin, sequences relating to clone SWO2

3. claims: 9-12(completely); 33-66(partially)

antibody molecule that binds matrix-metalloproteinase 3
(MMP3), sequences relating to clone CHO1

4. claims: 13-16{completely); 33-66(partially)

antibody molecule that binds periostin, sequences relating
to clone LG1

5. claims: 17-20{completely); 33-66{partially)

antibody molecule that binds pericstin, segquences relating
to clone LG2

6. claims: 21-24(completely); 33-66(partially)

antibody molecule that binds periostin, seguences relating
to clone LG3

7. claims: 25-28(completely); 33-66(partially)

antibody molecule that binds periostin, sequences relating
to clone 1E1

8. claims: 29-32(completely); 33-66(partially)

antibody molecule that binds tenascin W, sequences relating
to clone Gl10O
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CA 2494870 Al 06-03-2003
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W0 03019136 A2 06-03-2003
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