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IPC: see extra sheet

According to International Patent Classification (IPC) or to both national classification and IPC
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A WO 2005116658 A2 (ANAMAR MEDICAL AB), 8 December 1-9,12-17
2005 (2005-12-08)

x Further documenits are listed in the continuation of Box C. x See patent family annex.

*  Special categories of cited docurnents: “"  later document published after the international filing date or dgricx'ity

«p*  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory underlying the invention

“E” earlier application or patent but published on or after the international “X  document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive

“L” document which may throw doubts en priority claim{s) or which is step when the document is taken alone

cited to establish the publication date of another citation or other e

L document of particular relevance; the claimed invention cannot be
special reason (as specified)

considered to involve an inventive step when the document is

«y* document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the art
“P*  document published prior to the international filing date but later than =~ w5 :
the pricrity date claimed '&"  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
29-11-2013 29-11-2013
Name and mailing address of the ISA/SE Authorized officer
Patent- och registreringsverket .
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A Fosang A. J. et al., Neoepitopes as biocmarkers of cartilage 1-9, 1217
catabolism, 2003, Inflammation Research, Vol. 52, pages 277-
282
A Lai Y., et al., Enhanced COMP catabolism detected in serum 1-9,12-17

of patients with arthritis and animal disease models through a
novel capture ELISA, 2012, Ostecarthritis and Cartilage, Vol.
20, pages 854-862

A Neidhart M. et al., Small fragments of Cartilage Cligomeric 1-9,12-17
Matrix Protein in synovial fluid and serum as markers for
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Box No.II  Observatlons where certain ¢laims were found pnsearchable (Continnation of ftem 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:

1 I:| Claims Nos.:

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

2. I:' Claims Nos.:

becansze 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. |:| Claims Nos.:

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 nnity of invention is lacking (Continuation of item 3 of first sheet)

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

1: Claims 1-9 and 12-17 (all partially) directed to a method of determining pathological
cartilage turnover comprising detecting the presence of a neoepitope on the C-terminally
truncated fragment formed by cleavage of mammalian COMP at the cleavage site between
positions 77 and 78; directed to C-terminally truncated fragments of COMP wherein a C-
terminal of said fragment is amino acid 77 of SEQ 1D NO:1 and said fragment comprises at
least three consecutive amino acids of SEQ ID NO:18 starting from a C-terminal of SEQ ID
NOQ:18 and extending towards an N-terminal of SEQ ID NO:18, or a fragment having the
o

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

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

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

4, E 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.: 1-9, 12-17 (all 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 protest but the applicable protest
fee was not paid within the time 1imit specified in the invitation.

|:| No protest accompanied the payrent of additional search fees.

Form PCT/ISA/210 (continvation of first sheet (2)) (July 2009)
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amino acid sequence as defined in SEQ 1D NC:18; directed to conjugates comprising a
fragment according to the above, or to the use of such a fragment far the production of
antibodies that specifically bind to the neoepitope; directed to an isolated antibody against a
fragment according to the above wherein the antibody specifically binds to the necepitope.

2-15: Claims 1-9 and 12-17 (all partially) directed to a method of determining pathological
cartilage tumover comprising detecting the presence of a neoepitope on the C-terminally
truncated fragment formed by cleavage of COMP at a cleavage site between positions 90
and 91, between positions 104 and 105... or between positions 725 and 726, respectively;
directed to C-terminally truncated fragments of COMP wherein a C-terminal of said
fragment is amino acid 90, 104... or 725 of SEQ ID NO:1, respectively and said fragment
comprises at least three consecutive amino acids of SEQ ID NO:20, 21... or 32,
respectively starting from a C-terminal of SEQ ID NO:20, 21... or 32, respectively and
extending towards an N-terminal of SEQ ID NO:20, 21... or 32, respectively or a fragment
having the amino acid sequence as defined in SEQ 1D NO:20, 21... or 32, respectively;
directed to conjugates comprising a fragment according te the above, or to the use of such
a fragment for the production of antibodies that specifically bind to the neoepitope; directed
to an isolated antibody against a fragment according to the above wherein the antibody
specifically binds to the neoepitope.

16: Claims 1-7 and 10-17 (all partially) directed to a method of determining pathological
cartilage tumover comprising detecting the presence of a negepitope on the N-terminally
truncated fragment formed by cleavage of mammalian COMP at a cleavage site between
positions 77 and 78; directed to N-terminally truncated fragments of COMP wherein an N-
terminal of said fragment is amino acid 78 of SEQ ID NO:1 and said fragments comprise at
least three consecutive amino acids of SEQ |D NO:33 starting from an N-terminal of SEQ
ID NO:33 and extending towards a C-terminal of SEQ 1D NO:33, or a fragment having the
amino acid sequence as defined in SEQ 1D NO:33; directed to conjugates comprising a
fragment according to the above, or to the use of such a fragment for the production of
antibodies that specifically bind to the neoepitope; directed to an isolated antibody against a
fragment according to the above wherein the antibody specifically binds to the neoepitope.

17-30: Claims 1-7 and 10-17 (all partially) directed to a method of determining pathological
cartilage turnover comprising detecting the presence of a neoepitope on the N-terminally
truncated fragment formed by cleavage of COMP at a cleavage site between positions 90
and 81, between positions 104 and 105... or between positions 725 and 726, respectively;
directed to N-terminally truncated fragments of COMP wherein an N-terminal of said
fragments is amino acid 89, 91... or 726 of SEQ ID NO:1, respectively and said fragment
comprises at least three consecutive amino acids of SEQ ID NO:34, 35... or 47,
respectively starting from an N-terminal of SEQ ID NO:34, 35... or 47, respectively and
extending towards a C-terminal of SEQ ID NC:34, 35... or 47, respectively or a fragment
having the amino acid sequence as defined in SEQ ID NQO:34, 235... or 47, respectively;
directed to conjugates comprising a fragment according to the above, or to the use of such
a fragment for the production of antibodies that specifically bind to the neoepitope; directed
to an isolated antibody against a fragment according to the above wherein the antibody
specifically binds to the neoepitope.

Thus, each G-terminally or N-terminally truncated fragment comprising a necepitope is
considered to be a separate invention.

Form PCT/ASAS210 (extra sheet) (Fuly 2009)
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