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(18) JP 2017-536354 A 2017.12.7

Ooo0o0o0oaod

70 GDF8 (k)
NENSEQKENVEKEGLCNACTWRQNTKSSRIEAIKIQILSKLRLETAPNISKDVIRQLLP
KAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFF
KFSSKIQYNKVVKAQLWIYLRPVETPTTVFVQILRLIKPMKDGTRYTGIRSLKLDMNP
GTGIWQSIDVKTVLQNWLKQPESNLGIEIKALDENGHDLA VTFPGPGEDGLNPFLEV
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSG
ECEFVFLQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLY FNGKEQITYGKIPAMY
VDRCGCS (maEs  52).

7o GDF8 ( 3wk )
NEDSEREANVEKEGLCNACAWROQNTRYSRIEAIKIQILSKLRLETAPNISKDAIRQLLP
RAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTESDFLMQADGKPKCCFF
KFSSKIQYNKVVKAQLWIYLRAVKTPTTVFVQILRLIKPMKDGTRYTGIRSLKLDMSP
GTGIWQSIDVKTVLONWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGLNPFLEV
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWITAPKRYKANYCSG

ECEFVFLQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLYFNGKEQITYGKIPAMV
VDRCGCS (®BH%ES  53).

70 GDF8 (=% ):
NEGSEREENVEKEGLCNACAWRQNTRYSRIEAIKIQILSKLRLETAPNISKDAIRQLLP
RAPPLRELIDQYDVQRDDSSDGSLEDDDYHATTETIITMPTESDFLMQADGKPKCCEF
KFSSKIQYNKVVKAQLWIYLRPVKTPTTVFVQILRLIKPMKDGTRYTGIRSLKLDMSP
GTGIWQSIDVKTVLQONWLKQPESNLGIEIKALDENGHDLA VTFPGPGEDGLNPFLEV
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIAPKRYKANYCSG

ECEFVFLOQKYPHTHLVHQANPRGSAGPCCTPTKMSPINMLY FNGKEQITY GKIPAMV
VDRCGCS (mRIES 54).

70 GDF8 (h=s441 )
NENSEQKENVEKEGLCNACTWRQNTKSSRIEAIKIQILSKLRLETAPNISKDAIRQLLP
KAPPLRELIDQYDVOQRDDSSDGSLEDDDYHATTETIITMPTESDFLMQVDGKPKCCFF
KFSSKIQYNKVVKAQLWIYLRPVETPTTVFVQILRLIKPMKDGTRYTGIRSLKLDMNP
GTGIWQSIDVKTVLONWLKQPESNLGIEIKALDENGHDLAVTFPGPGEDGLNPFLEV
KVTDTPKRSRRDFGLDCDEHSTESRCCRYPLTVDFEAFGWDWIIA ( BAI%S 55)
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#z 1L
i CDRHI CDRH2 CDRH3 CDRLI CDRL2 CDRL3

BEAE R 1- | (BEHE = 4- | EIIE (BcH &= (BC 5% = (B2 =
3) 9) 10-11) 12-17) 18-21) 22-23)
Ab1
Kabat: SSYGMH (E'%I% | VISYDGSNKYY | DLLVRFLEWSH | SGSSSNIGSNTV | SDNQRPS (%] | AAWDDSINGV
IMGT: 21 ADSVKG (B35 | YYGMDV @5 | HEMES 12 | %519 HFES 22)
GFTFSSYGMH 5 4) #H510) SSNIGSNT (E2#1 | SDN (El 41 &
EFIE T 2) ISYDGSN (#5113 HF13) 19)
55)
Ab3
Kabat: SSYGMH (%1% | VISYDGSIKYYA | DLLVRFLEWSH | SGSTSNIGSNTV | SDDQRPS (!5 | AAWDESINGV
MGT: ) DSVKG (B 51 KYGMDV (%] | HENEE 14 F520) (BERIFE = 23)
GFAFSSYGMH 56) E51 TSNIGSNT (il% | spD (@5 5
(FeHIES 3) ISYDGSI (F %3 FH 15) 21)
&7
AbS
Kabat: SSYGMH (E!%1% | VISYDGNNKYY | DLLVRFLEWSH | SGSSSNIGGNTV | SDDQRPS (E!% | AAWDESLNGV
IMGT: B 1) ADSVKG (B#I1# | KYGMDV (&% | HEFIES 16) | %520 (B2FE 5 23)
GFAFSSYGMH 58) &FE11) SSNIGGNT (851 | sDD (&l #1% 5
(ELFIE R 3) ISYDGNN (%] 1) 21)
F9)
21 TILCDRH33 KX U'CDRL3 D — D EH[IKabatds X 'IMGTZ B L T\ 5,
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Ooo0o0o0oaod

ER AL - Abl &
QIQLVQSGGGYVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGS
NKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHYY
GMDVWGQGTTVTVSS (BAIES  24)
CAGATCCAGCTGGTGCAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
AGACTCTCCTGTGCAGCGTCTGGATTCACCTTCAGTAGCTATGGCATGCACTGGG
TCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATG
GAAGTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACA
CGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCGATTTTTGGAGTGGTCGCA
CTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
(RAES 38

BEWE R - Ab2 £RER
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20
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oodono
QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDG
SNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHYY
GMDVWGQGTTVTVSS ( En&E  25)
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
AGACTCTCCTGTGCAGCGTCTGGATTCACCTTCAGTAGCTATGGCATGCACTGGG
TCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATG
GAAGTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACA
CGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCGATTTTTGGAGTGGTCGCA
CTACTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
(RnEs  39)

EMAEES -Ab3 #
QIQLVQSGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDGS
[KYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHKYG
MDVWGQGTTVTVSS (mngEe  26)
CAGATCCAGCTGGTGCAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
AGACTCTCCTGTGCAGCGTCTGGATTCGCCTTCAGTAGCTATGGCATGCACTGGG
TCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATG
GAAGTATCAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACA
CGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCGATTTTTGGAGTGGTCGCA
CAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
(RABS 40)

R 2 i - Ab4 HREFH5
QVQLVESGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDG
SIKYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCARDLLVRFLEWSHKY
GMDVWGQGTTVTVSS ( Ra#ES 27)
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
AGACTCTCCTGTGCAGCGTCTGCGATTCGCCTTCAGTAGCTATGGCATGCACTGGG
TCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATG
GAAGTATCAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACA
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Ooo0ooao
CGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCGATTTTTGGAGTGGTCGCA
CAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
(RMES  41)

ErEE T -AbS &
QIQLVQSGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDG
NNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDLLVRELEWSHK
YGMDVWGQGTTVTVSS ( &5I&S  28)
CAGATCCAGCTGGTGCAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
AGACTCTCCTGTGCAGCGTCTGGATTCGCCTTCAGTAGCTATGGCATGCACTGGG
TCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATG
GAAATAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACA
CGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCGATTTTTGGAGTGGTCGCA
CAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
(EFIES 42)

Rk dch- - Ab6 £RER
QVQLVESGGGVVQPGRSLRLSCAASGFAFSSYGMHWVRQAPGKGLEWVAVISYDG
NNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHK
YGMDVWGQGTTVTVSS ( BAES  29)
CAGGTGCAGCTGGTGGAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
AGACTCTCCTGTGCAGCGTCTGGATTCGCCTTCAGTAGCTATGGCATGCACTGGG
TCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATG
GAAATAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAG
ACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACA
CGGCTGTGTATTACTGTGCGAGAGATCTCCTGGTGCGATTTTTGGAGTGGTCGCA
CAAGTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA
(RAEE  43)

BHw AR - Abl 1=

QPVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPSG

VPDRFSGSKSGTSASLVISGLQSDDEADYYCAAWDDSLNGVEGGGTKLTVL ( ®MES
30)

10

20

30

40
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Ooo0o0o0oaod
CAGCCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTC
ACCATCTCTTGTTCTGGAAGCAGCTCCAACATCGGAAGTAATACTGTCCACTGGT
ACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTGATAATCAGC
GCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTC
CCTGGTCATCAGTGGGCTCCAGTCTGACGATGAGGCTGATTATTACTGTGCAGCA
TGGGATGACAGCCTGAATGGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
(mABES  44)

BEAIERY _Ab2 4RSI
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPSG
VPDRFSGSKSGTSASLAISGLQSEDEADYYCAAWDDSLNGVFGGGTKLTVL ( &51%S
31)

CAGTCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTC
ACCATCTCTTGTTCTGGAAGCAGCTCCAACATCGGAAGTAATACTGTCCACTGGT
ACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTGATAATCAGC
GCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTC
CCTGGCCATCAGTGGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGTGCAGCA
TGGGATGACAGCCTGAATGGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
(RAIBE  45)

O -Ab3 ®
QPVLTQPPSASGTPGQRVTISCSGSTSNIGSNTVHWYQQLPGTAPKLLIY SDDQRPSG
VPDRFSGSKSGTSASLVISGLQSDDEADYYCAAWDESLNGVFGGGTKLTVL ( &5 ES
32)

CAGCCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTC
ACCATCTCTTGTTCTGGAAGCACCTCCAACATCGGAAGTAATACTGTCCACTGGT
ACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTGATGATCAGC
GCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTC
CCTGGTCATCAGTGGGCTCCAGTCTGACGATGAGGCTGATTATTACTGTGCAGCA
TGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
(m5ES  46)

B#HEHEE - Abd ERFRF
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ooono

QSVLTQPPSASGTPGQRVTISCSGSTSNIGSNTVHWYQQLPGTAPKLLIYSDDQRPSG
VPDRFSGSKSGTSASLAISGLQSEDEADYYCAAWDESLNGVFGGGTKLTVL ( s &S
33)

CAGTCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTC
ACCATCTCTTGTTCTGGAAGCACCTCCAACATCGGAAGTAATACTGTCCACTGGT
ACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTGATGATCAGC
GCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTC
CCTGGCCATCAGTGGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGTGCAGCA
TGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
(RABE  47)

HE TSR -Ab5 ®
QPVLTQPPSASGTPGQRVTISCSGSSSNIGGNTVHWYQQLPGTAPKLLIYSDDQRPSG
VPDRFSGSKSGTSASLVISGLQSDDEADYYCAAWDESLNGVFGGGTKLTVL ( B&5ES

34)
CAGCCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTC
ACCATCTCTTGTTCTGGAAGCAGCTCCAACATCGGAGGAAATACTGTCCACTGGT
ACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTGATGATCAGC
GCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTC
CCTGGTCATCAGTGGGCTCCAGTCTGACGATGAGGCTGATTATTACTGTGCAGCA
TGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
(RHES 48)

DR - Ab6 EERF
QSVLTQPPSASGTPGQRVTISCSGSSSNIGGNTVHWYQQLPGTAPKLLIYSDDQRPSG
VEPDRFSGSKSGTSASLAISGLQSEDEADYYCAAWDESLNGVFGGGTKLTVL ( @a#Es

35)
CAGTCTGTGCTGACTCAGCCACCCTCAGCGTCTGGGACCCCCGGGCAGAGGGTC
ACCATCTCTTGTTCTGGAAGCAGCTCCAACATCGGAGGAAATACTGTCCACTGGT
ACCAGCAACTCCCAGGAACGGCCCCCAAACTCCTCATCTATAGTGATGATCAGC
GCCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAAGTCTGGCACCTCAGCCTC
CCTGGCCATCAGTGGGCTCCAGTCTGAGGATGAGGCTGATTATTACTGTGCAGCA
TGGGATGAGAGCCTGAATGGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
(RHNES 49)
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Ab2- B8

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDG
SNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDLLVRFLEWSHYY
GMDVWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFN
WYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSS
IEKTISKAKGQPREPQVY TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQK SLSLSL
G(RNBES  50)

Ab2- &8

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVHWYQQLPGTAPKLLIYSDNQRPSG
VPDRFSGSKSGTSASLAISGLQSEDEADYYCAAWDDSLNGVFGGGTKLTVLGQPKA
APSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQSN
NKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (®n#&S 51)
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QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDG
SNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR ( BM&S  36)
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VPDRFSGSKSGTSASLAISGLQSEDEADYYCAAWDDSLNG ( &&= 37)
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Y (BRAUNINGER, A et al.) Epstein-Barr Virus {EBV}-positive Lymphoproliferations in 68/66
Post-transplant Patients Show Immunoglobulin V Gene Mutation Pattems Suggesting
Interfarence of EBY with Normal B Call Differantiation Processes. European Joumal of
Immunclogy. June 2003, Vol. 33, No. 6; pages 1593-1602; Genbank supplemant, page 1; DOI:
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Y WO 2007/061995 A2 (NOVARTIS AG) May 21, 2007; abstract; paragraphs [52], [64], [112] Fal

A US 7,138,501 B2 (RUBEN, S et al.) Novembar 21, 2006; abstract; column 4, lines 56-59, 65-66; |1-2, 3/1-2, 83-64,
column 279, table 1 65/63-64

A US 2007/021B06T A1 (BUTTNER, C et al.) September 20, 2007; figure 2B 11,128

A US 2014/0017262 A1 (BIOGEN IDEC MA INC.) January 16, 2014; paragrapha 0050, [0153] 27

A US 2011165175 Al (LINHARD, € et al.) July 7, 2011; igure 4 27, 87, sa/67
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cited to establish the publication dale of another citation or other
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“0" document referming to an oral disclosure, use, exhibition or other
means

“P*  document published prior to the international filing date but later than
the priority date claimed

“T" later document published after the international filing date or priority
date and not in conflict with the application but cited to ur d
the principle or theory underlying the invention

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

“Y” document of particuiar relevance; the claimed invention cannot be
considered 10 involve an inventive step when the document is
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Box No. 11  Observations where certain claims were found unsearchable (Continuation of item 2 of lirst sheet)

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

1. D Claims Nos.:

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

2, D Claims Nos.:
because they refate to parts of the internalignal application that do not comply with the prescribed requirements to such an
extent that no meaning ful international search can be carried out, specifically:

3. E Claims Nos.: 4-8, 12-26, 162, 70
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4{a).

Box Mo, 111 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this intemational epplication, as follows:

-**-Plaass See Supplemental Page-***.

l. I:l 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 fecs, this Authority did not invite payment of
additional ftes.

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

4. Eﬁ' No required additional scarch fees were timely paid by the applicant. Consequently, this intemational search report is
restricred to the invention first mentioned in the claims; it is covered by claims Nos.:

1-3, 10, 11, 27, 83-88, 71, T2{A}, 72(B), SEQ ID NOCs: 4, 10, 22, 24, 30, 38, 50, 51

Remark on Protest I:l 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
fet was not paid within the time limit specified in the invitation,
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) {January 2015)
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-***-Continued from Box Mo, lli: Observatlons whare unity of Invention is lacking-""-

This application conlains the following inventions or groups of inventions which are not so linked as to form a single general invertive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Groups I+, Claims 1-3, 10, 11, 27, 63-69, 71, 72a, 72b and SEQ ID NOs: 24, 30, 38, 44, 50 and 51 are direcled toward an antibody that
specifically binds o pro/latent-Myostatin and that comprises a heavy chain variable dormain and a light chain variable domain, an
isolated nucleic acid encading sald antlbody; and & methed of assessing a biological sample using said entibody.

The antibedy will ba searched to the exient that it indudas a heavy chain encompassing SEQ ID NOs: 24 (first exemplary antibody
heavy chain variable domain sequenca) and 50 (first exemplary antibody heavy chain sequence}; a light chaln encompassing SEQ 1O
NOs: 30 (first examplary antibody light chain variable domain saquence)and SEQ ID NO: 51 {first exemplary antibody light chain
sequence); a nucleic acld encoding the antibody heavy chain variable domain including a nucleic acid encompassing SEQ ID NO: 38
{first exernplary antibody heavy chain variable domain encoding sequence) and a nucleic acid encoding the antibody light chain variable
domain including a nucleic acid encompassing SEC 1D NO: 44 {first examplary antibody fight chain variable domain encoding
sequence). Applicant is invited to elect additional heavy andlor light chain variable domain amino acld sequence(s) with correaponding
sncoding nucleic add sequence(s), with spadified SEQ ID NC: for gach, andfer speclfic COR sequence{s) substituted into said heavy
and/or light chain amino add sequences to be searched. Additlonal heavy andfor light chain variable domain amine add sequence(s)
and/or COR sequence(s) and caresponding encoding nucleic acid sequence{s) will be searched upon the payment of additional fees. It
is believed that claims 1(in-part}. 2, 3(in-part}, 10(in-part}, 11, 27, 63-65(each in-part), 66, 67-69{each in-pert), 71, 72a{in-part) and T2b
{In-part) encompass this first named invention and thus these claims will ba ssarched without fes to the extent that they encornpass
these heavy and light chain amino acid and encoding nucleic acld sequences. Applicants must speclfy the claims that ancompass any
additionally elecled heavy and/or light chain varlable domain amine acid sequence(s) and/or substiluted CDR sequence(s) and
corresponding encoding nucleic acid sequanca(s), Applicants must further indlcate, if applicable, tha claims which encompass the first
named invention, If different than what was indicated above for this group. An exemplary election would be an antibody including
heavy chain variable domain including an amino acid sequence encompassing SEQ ID NO: 29 (first exemplary elected heavy chain
variable domain amino acld sequence) and a corresponding nucleic acid sequence encompassing SECQ 10 NO: 43 {firat exemnplary
alacted heavy chain variable domain encading nucleic acid sequenca). Failure to clearty identify how any psid additional invention faes
are to be appied to the "+" group(s) will resuit in only the first claimad invention to be searched/axamined,

Group II, Claims 28-30 are directed toward an antibady that specifically binds praflatant-Myosiatin and that inhibits proteclytic formation
of mature myostatin by a lolloid protease.

The inventions listad as Groups |+ and Il do not relate 1o a single general inventive concapt under PCT Rule 13.1 because, undar PCT
Rule 13.2, they lack tha sama or comesponding special technical features for the following reasons: the special technical faatures of
Groups I+ include SECQ ID NO: 30, not prasent in Group II; the spedial technical features of Group |l include a Wollold protease, not
present in any of Groups 1+.

No technical features are shared between the antibody saquences of Groups I+ and, accordingly, these groups lack unity a priori.

Groups |+ and Il share the technical fealures including: an antibody that specifically binds pro/latent myostatin. Groups |+ share the
technical features including: an antibody that comprises a heavy chain variable dorain and a light chain variabla domain, wherain the
heavy chain variable domain semprises thres complemantarity determining reglons (CDRs): CDRH1, CORH2, and CDRH3; an antibody
that spacifically binds to pro/latent-Myostatin and that comprises a heavy chaln variable domain and a light chain variable domain,
wherein the light chain variable domain comprises three complementarity determining regions {CORs): CDRL1, CDRL2, and GDRL3; an
antibody comprising a heavy chain having an aminc acid sequence and a light chain having an amino acid saqueance; a method of
88s%@ssing a biological sample obtained from a subject having a myopathy, the method comprising: {a) preparing an immunalogical
reaction mixture that comprises protein of a blological sample obtained from the subject and an antibody that specifically binds
prollatent-Myostatin; {b) maintaining the immunological reaction mixture under conditions that permit binding comp to form b

the antibody and a profiatent-Myostatin; and (c) determining the extent of binding complax formation; an [solated nuclalc acld comprising
a sequance; and a polypeplide comprising an amino acid sequence.

Howgver, these shared technical features are previously disclosed by AU 2011244851 A1 (THE JOHNS HOPKIMS UNIVERSITY
SCHOOL OF MEDICINE {hereinafter Johns Hopkine’) in view of US 2013/0209489 A1 to Han, et al. (hareinafter 'Han').

Johns Hopkins disdoses an antibody that specifically binds proflatent myostatin (an antibody that spacifically binds promyostatin;
abstract); an antibedy that comprises a heavy chain variabla domain {an entibody that comprises a heavy chain variable domain; page
B4, line 28 to page B5, line 6) and a light chain variable domain (page 84, fine 20 to page BS, line 6}, wharein the heavy chaln variable
domain compriges three complementarity determining regions (CDRa): CORH1, CDRH2, and CDRH3 {wherein the antibody is COR
grafted {wherein the heavy chain variabla domain comprises threa complementarity determining regions (CORs): CORH1, CORH2, and
CDRH3); page B5, lines 5-B); and wherein the light chain variable domain comprises three complementarity detarmining regions (CDRs):
CDRL1, CORL2, and CDRL3 (wharein the antibody is COR grafted (wherein the light chain variable domain comprises three
complementarlty detarmining regions {CORs): CORL1, CDRL2, and CDRL3); page 85, linas 6-8); an antibody comprising a heavy chain
having an amino acid sequence and a light chain having an amino acld sequance {(an antibady expressad by a recombinant method (an
antibody comprising a heavy chain having an amina acid sequence and a light chain having an amino acid sequence); page 84, line 28
to page 85, line 8; page 86, linea 21-23); an isolated nucleic acid {page 18, lines 8-11) compnsing a sequance {encoding a polypeptida;
page 5, lines 23-24); wherein promyostatin is identified in mammallan spedes (page 8, lines 11-12); and wherein myostatin expression
Is detectsd in adipose tissue (page 8, linas 19-20)

Johns Hopkins does not disclose a method of assessing a biclogical sample cbtained from a subject having a myopathy, the method
comprising: {a) preparing an Immunclogical reaction mixture that comprisas protein of a blological sample obtalned from tha subjact and
an antibody that specifically binds proflatent-Myostalin; {b) maintaining the immunclogical reaction mixture under conditions that pammit
binding compl. to form bety the antibody and a predlatent-Myastatin; and (¢) determining the extent of binding complex
formation.

-**.Continued Within the Next Supplemental Box-***-

Form PCT/1SA210 (patent family annex) (January 2015)
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~***-Continued from Previous Supplemental Box-"""-

Han discl my in binding proteins {paragraph [Q133]) for use in diagnostic methods (paragraph [0133]), including detection or
quantification of myostalin in a sample (paragraph [0133]).

It would have baen obvious to a person of ordinary skill in the art, at the time of the invention, to have modified the previous disclosurs of
Jehns Hopkins, for ingluding the use of the ant-promyostatin antibodies disclosed thereby as binding proteins to spadifically detect the
axpresston or level of promyostatin In samples from a patient, as disclosed by Han, Including assessing a biological sample obtained
from a subjact having a myopathy, the method comprising: (a) praparing an immunelogical reaction mixture that comprises protein of a
biological sample obtained from the subjsct and an antibody that specifically binds pro/latent-Myostatin; (b) malntalning the
immunelogical reaction mixture under conditions that permit binding complexes te form batween the antibody and a profiatent-Myostatin;
and {c) determining the extent of binding complex formation, for determining the degree of protsolytic processing of the promyostatin into
myostatin, for providing a more effective means of diagnosing disorders associated with musde development or wasting.

Since none of the special technical features of the Groups -1l inventions Is found in more than one of the inventions, and since all of
the shared technical features are previously disclosed by & combination of the Johns Hopkine and Han referencas, unity of invertion is
lackdng.

Form PCT/1SA/210 (extra sheet) (January 2015)
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