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Figure 12

Effect of Oxidant on BMP-12
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INTERNATIONAL SEARCH REPORT

Intemastional epplication No

PCT/US2003/046589
A. CLASSIFICATION OF SUBJECT MATTER
INV. C12N1k/12 C07K14/51
According'to ional Patent C ion (IPC) or to both natlonal classification and IRC
B. FIELDS SEARCHED
Minimum documentation searched (classificatlon system foliowed by classificatlon symbols)
C12N CO7K
D i arched cther than mink doci ttafion to the extent that such documents are included In the fields searched
El data base duting the international search (name of data base and, where praciical, search lerms usad)

EPO-Internal, CHEM ABS Data, Sequence Search, BIOSIS, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category | Citaion of ddcument, with indlcation, whete appropriate, of the relevani passages Aetevani 1o clalm No.
X WO 2007/057212 A (BIOPH BIOTECH ENTW PHARM 1,2,5,8,
GMBH [DE]; POHL JENS [DE]; PLOEGER FRANK 9,23,24,
[DE]) 24 May 2007 (2007-05-24) 28,29,
40-43,
46-49,
51,k2,
55-70
Y claims 1,14; figure 2 9-14,22,
31
Y EP 1 880 731 A (BIOPH BIOTECH ENTW PHARM i 9-14,22,
GMBH [DE]) 23 January 2008 (2008-01-23) 31
- paragraph [0053]; claims 1,25; figures
1,2; sequence 3
Y EP 1 574 578 A (HYGENE AG [CH]) 9-14,22,
14 September 2005 (2005-09-14) 31
claims 1-29; figure la
- /__
m Further documents are lisied in the continuation of Box C. E See patent iamly annex.

" Special categoties of lled : T later document publishad after the Intamational filing date

or pricrity date and not in conflict with the application bul

'A' document defining the genoral slale of the art which is not
considered to be of parlicular reievance ghed to bnciexsiand the principle or theory underying the
'E" earker document bul publishied on or afterthe intemational " documant of patticular relevance; the clalmed Invention
filing date cannot ba consldarad novel or cannol be considered 1o
'L document which may throw doubis on priodty claim(s) or involve an invenlive step when the document is Ialmn alone
which is cited 10 esiabiish the publicaion date of another "* docurmant of parti Jovanca; the cleimed T
citalicn or other spaclal reason {as speciiied) canriot be ,D involve an | iva slep when the
'C* document referring to an oral disclosure, use, exhibition or document is combined with ona or mora gther such gocu—
other means ments, such combination being obvious to a person sklled
*P* document published priur to mwamm filing dala but Inths art _
later than Ihe priorily dale clai "%* decument member of tha same patant family
Date of the actual completion of Ihe inlemational search Data of mading of tha intamasiona) search report
27 August 2009 04/11/2009
Name and mailing address of the ISA/ Autherized officer

European Palent Office, P.B. 5818 Patantlaan 2
NL - 2280 HV Rijswijk

T = -2040,
P i1 o) oa Bb1e gurdjian, Didier

Fam PCT/ISA21 0 {second sheet) (April 2006}
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Gitation of document, with indication, where appropriate, of the relevani passages

Catagory* Relovant to claim No.
A WO 2005/113585 A (ACCELERON PHARMA.INC 1,5-14,
[us]; KNOPF JOHN [U$]; SEEHRA JASBIR [US]) 22,23,
1 December 2005 (2005-12-01) ’ 28-31,
40-42,
46-48,
50,51,
55-70
sequences 16-18 -
A US 5 658 882 A (CELESTE ANTHONY J-{US] ET 1,5-14,
AL) 19 August 1997 (1997-08-19) 22,23,
' 28-31,
40-42,
16-48,
50,51,
b5-70

abstract
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7 . } International appllcaﬁm; No.
INTERNATIONAL SEARCH REPORT PCT/US2009/046589

BoxNc. Il  Observations where certain claims ware found unsearchable (Continuation of item 2 of first sheet)

This intermational search report has not been established In respect of certain clalms under Article 17(2)(a) for the following reasons:

1. D Craims Nos.: -
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.: s
. because they relate to parts of the international applicétion that do not comply with the prescribed reguirements to such
an extent that no meaningful intemational search can be carried out, spacifically:

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

Box No.ll  Observations where unity of Invention Is lacking (Continuzation of item 3 of first sheet)

Thig Intemational Searching Authority found multiple Inventions In this Interﬁationai application; as follows:

see additional sheet

1. As all required additional search fees were timely pa:d by the applicant, {His intemationai search repert covers allsearchable '
clalms.

2. l:] di qll:o%aalr'(;r;abie claime couid be seérched without effort justifying an additional tees, this Authority did not invite payment of
’ . itional fees.

3. As only some of the requirect additional search fees were-timely paid by the-applicant, this intemational search repartcovers -
only thoga claime for which fees wers pald, specifically claime Mos.: o

4. ]__x__| No raquired additional search foes were imely paid by the aﬁplicant. Consaguently, this intarnational search rapart ig
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

see annex

Remark on Protest The addiional search fees were accompanied by the appiicant's protest and, where applicable, the
payment of a protast fee. co.

The additional saarch fees were accompanied by the applicant's protest but the applicable protast
fe& was not paid within tha imé Iimit specified in tha invitation. .

D No protest accampanied the payment of additional séarch: fges.

-Form PCT/ISA/210 (continuation of first sheat (2)) (Aprl 2005)
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Intemational Appiication No. PCT/US2009 /046589

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

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

1. claims: 2,24,25,43,49,52 completely and
- 1,5-14,22-23,28-31,39-42,46-48,50,51,
h5=70 partially

BMP-12-related protein comprising at least one amino acid
substitution at a residue corresponding to methionine 84
and/or methionine 121 of SEQ ID NO:1 ,wherein the protein
comprises a sequence that is at Tleast 90% identical to the
SEQ ID NO:1 wherein the protein is capable of inducing the
formation of tendon and/or iigament-like tissue ,
corresponding method’ of production , nucleic acid
,pharmaceutical composition and preparation of a medicament
used in the treatment of 2 disease or defect of tendon or
Tigament-1ike tissue

2. claims: 3,26,44,53 completely and
1,5-14,22-23,28-31,39-42,46-48,50,51,
Bb=70 partially 1

BMP-13-related protein comprising at least one amino acid
substitution at a residue corresponding to methionine 84
and/or methionine 121 of SEQ ID NO:1 ,wherein the protein
comprises a sequence that is at 1least 90% identical to the
SEQ ID NO:3 wherein protein is capable-of inducing the
formation of tendon and/or ligament-like tissue ,
corresponding methed of production , nucleic acid
,pharmaceutical composition and preparation of a medicament
used in the treatment of a disease or defect of tendon or
l1igament-Tike tissue.

3. claims: 4,27,45,564 completely and
1,5-14,22-23,28-31,39-42,46-48,50,51,
55-70 partially

MP-52-related protein comprising at least one amino acid
substitution at a residue corresponding to methionine 84
and/or methionine 121 of SEQ ID NO:1 ,wherein the protein
comprises a sequence that is at least 90% identical to the
-SEQ ID NO:4 wherein the protein 1s capable of inducing the
formation of tendon and/or ligament-Tike tissue ,
corresponding method of production , nucleic acid
,pharmaceutical compositicn and preparation of a medicament
used 1n the treatment of a disease or defect of tendon or
ligament-1ike tissue .

4. claims: 19,33,34 completely and 15—18,32,37,38 partially
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Intsmational Application No. PG T/US2009 /046589

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

A BMP-12-related protein comprising at least one truncated
subunit having an N-terminal truncation of betwsen 1 and 27
amino acids, wherein the truncated subunit comprises a
sequence that is at Teast 90% identical to SEQ ID NO:1 ,
capable of inducing the formation of tendon and/or
Tigament-11ke tissue , as far as not covered by invention 1.

5. claims: 20,35 completely and 15-18,32,37,38 partially

BMP-13-related protein comprising at 1é&ast one truncated
subunit having an N-terminal truncation of between 1 and 27
amino acids, wherein the truncated subunit comprises a
sequence that is at least 90% identical to SEQ ID NO:3,
capable of inducing the formation of tendon and/or
Tigament-1ike tissue , as far .as not covered by invention 2.

6. claims: 21,36 completely and 15—18,32,37,38 partiall

MP-52-related protein comprising at l1east one truncated
subunit having an N-terminal truncation of between 1 and 27
amino acids, wherein the truncated subunit comprises a
sequence that is. at least 90¥% identical to SEQ ID NO:4 ,
capable of inducing the formation of tendon and/or _
ligament-1ike tissue , as far as not covered by inventionm 3
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