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#£1 EMEFIRGMcE//O—FIILHADVHE K UVLEE D
BESIUT7I/EBEREIOREH

BB

[zl
#S

Bc5

1A-2258-107
(VH)

GAAGTG CAGCTG GTGGAG TCTGGG GGAGGC TTAGTG
AAGCCT GGAGGG TCCCTG AAACTC TCCTGT GCAGCC
TCTGGA TTCACT TTCAGT GACTAT TTCATG TTTTGG
GTTCGC CAGACT CCGGAG AAGAGG CTGGAG TGGGTC
GCAACC ATTAGT GATGGC GGTAGT TACACC TACTAT
TCAGAC AGTGTG AAGGGG CGATTC ACCATC TCCAGA
GACAAT GCCAAG AACAAC CTGTTC CTGCAA ATGAGC
AGTCTG AAGTCT GAGGAC ACAGCC ATGTAT TACTGT
GCAAGA GACAAG TATGGT GACTAC GATGCT ATGGAC
TACTGG GGTCAA GGAACC TCAGTC ACTGTC TCCTCA

1A-2258-107
(VH) CDR-H1

GGA TTCACT TTCAGT GACTAT TTCATG TTT

1A-2258-107
(VH) CDR-H2

ACC ATTAGT GATGGC GGTAGT TACACC TACTAT TCAGAC
AGTGTG AAGGGG

1A-2258-107
(VH) CDR-H3

GACAAG TATGGT GACTAC GATGCT ATGGAC TAC

1A-2258-107
(VL)

GACGTT GTGCTG ACCCAA TCTCCA GCTTCT TTGGCT
GTGTCT CTAGGG CAGAGG GCCACC ATCTCC TGCAAG
GCCAGC CAAAGT GTTGAT TATGAT AGTGAT AGTTAT
ATGAAC TGGTAC CAACAG AAACCA GGACAG CCACCC
AAACTC CTCATC TATGCT GCATCC AATCTA GAATCT
GGGATC CCAGCC AGGTTT AGTGGC GGTGGG TCTGGG
ACAGAC TTCACC CTCAAC ATCCAT CCTGTG GAGGAG
GAGGAT GCTGCA ACCTAT TACTGT CAGCAA AGTAAT
GAGGAT CCTCCG ACGTTC GGTGGA GGCACC AAGCTG
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GAAATC AAACGG

1A-2258-107
(VL) CDR-LI

AAG GCCAGC CAAAGT GTTGAT TATGAT AGTGAT AGTTAT
ATGAAC

1A-2258-107
(VL) CDR-L2

GCT GCATCC AATCTA GAATCT

1A-2258-107

10

CAGCAA AGTAAT GAGGAT CCTCCG ACG

(VL) CDR-L3

1A-2151-163 | 11 GAGGTC CAGCTG CAACAG TCTGGA CCTGAG CTGCTG

(VH) AAGCCT GGGGCT TCAGTG AAGATA TCCTGC AAGGCT
TCTGGA TACTCA TTCACT GACAAC ACCATA CACTGG
GTGAAG CAGAGC CAAAGA AAGAGC CTTGAG TGGATT
GGAGGT ATTAGT CCTAGG TATGGT GATATT AGATAC
AACGTG CAGTTC AAGGAC AAGGCC ACATTG ACTGTA
GACAAG TCCTCA AGTACA GCCTAC ATGGAG CTCCGC
AGCCTG ACATCT GAGGAT TCTGCA GTCTAT TACTGT
ACAAGA TGGGAT GATGGT TACTAC GAGGAC TATGCT
ATGGAC TACTGG GGTCAA GGAACC TCAGTC ACCGTT
TCCTCA

1A-2151-163 |12 | GGA TACTCA TTCACT GACAAC ACCATA CAC

(VH) CDR-H1

1A2151-163 |13 | GGT ATTAGT CCTAGG TATGGT GATATT AGATAC AACGTG

(VH) CDR-H2 CAGTTC AAGGAC

1A2151-163 |14 | TGGGAT GATGGT TACTAC GAGGAC TATGCT ATGGAC TAC

(VH) CDR-H3

1A2151-163 |15 | GACATC TTGTTG ACTCAG TCTCCA GCCATC CTGTCT

(VL) GTGAGT CCAGGA GAAAGA GTCAGT TTCTCC TGTAGG

GCCAGT CAGAGC ATTGGC ACAAGT TTACAT TGGTAT
CAGCAA AGAAGA AATGGT TCTCCA AGGCTT CTCATA
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AAGTAT GCTTCT GAGTCT ATTTCA GGGATC CCGTCC
AGGTTC AGTGGC AGTGGA TCAGGG ACAGAT TTTACT
CTTAGC ATCAAC ACTGTG GAGTCT GAAGAT ATTGCA
GATTAT TACTGT CAACAA AGTAAT AGCTGG CCGTAC
ACGTTC GGAGGG GGGACC AAGCTG GAAATA AAACGG

1A-2151-163 16 AGG GCCAGT CAGAGC ATTGGC ACAAGT TTACAT
(VL) CDR-L1
1A-2151-163 17 TAT GCTTCT GAGTCT ATTTCA

(VL) CDR-L2

1A-2151-163 | 18 CAACAA AGTAAT AGCTGG CCGTAC ACG

(VL) CDR-L3

1A-2989-187 |19 | GAGGTT CAGCTG CAGCAG TCTGGG GCAGAG CTTGTG

(VH) AGGTCA GGGGCC TCAGTC AAGTTG TCCTGC ACAGCT
TCTGGC TTCAAC ATTAGA GACTTC TATATA CACTGG
GTGAAA CAGAGG CCTGAA CAGGGC CTGGAG TGGCTT
GGATGG ATTGAT CCTGAG AATGGT GATATT GAATAT
GCCCCG AAGTTC CAGGGC AAGGCC ACTATG ACTGCA
GACACA TCCTCC AACACA GCCTAC CTGCAA CTCAAC
AGCCTG ACATCT GAGGAC ACTGCC CTCTAT TACTGT
AATGGG AATGGT TACTAC CTTGAC TACTGG GGCCAA
GGCACC ACTCTC ACAGTC TCCTCA

1A-2989-187 |20 | GGC TTCAAC ATTAGA GACTTC TATATA CAC

(VH) CDR-H1

1A-2989-187 |21 TGG ATTGAT CCTGAG AATGGT GATATT GAATAT GCCCCG

(VH) CDR-H2 AAGTTC CAGGGC

1A-2989-187 |22 | AATGGT TACTAC CTTGAC TAC

(VH) CDR-H3

1A-2989-187 |23 | GATGTT GTGATG ACCCAG ACTCCA CTCACT TTGTCG

10

20

30

40



(46) JP 2015-502752 A 2015.1.29

(VL) GTTACC ATTGGA CAACCA GCCTCC ATCTCT TGCAAG
TCAGGT CAGAGC CTCTTA CATAGT GATGGA AAGACA
TATTTG AATTGG TTGTTA CAGAGG CCAGGC CAGTCT
CCAAAG CGCCTA ATCTAT CTGGTG TCTAAA CTGGAC
TCTGGA GTCCCT GACAGG TTCACT GGCAGT GGATCA
GGGACA GATTTC ACACTG AAAATC AGCAGA GTGGAG
GCTGAG GATTTG GGAGTT TATTAT TGCTGG CAAGGT
ACACAT TCTCCG TGGACG TTCGGT GGAGGC ACCAAG
CTGGAA ATCAAA CGG

1A2989-187 |24 | AAG TCAGGT CAGAGC CTCTTA CATAGT GATGGA

(VL) CDR-LI AAGACA TATTTG AAT

1A-2989-187 |25 | CTGGTG TCTAAA CTGGAC TCT

(VL) CDR-L2

1A-2989-187 |26 | TGG CAAGGT ACACAT TCTCCG TGGACG

(VL) CDR-L3

1A-2860-475 |27 | GATGTG CTTCTT CAGGAG TCAGGA CCTGAC CTGGTG

(VH) AAACCT TCTCAG TCACTT TCACTC ACCTGC ACTGTC
ACTGGC TACTCC ATCTCC AGTGGT TATAGT TGGCAC
TGGATC CGGCAG TTTCCA GGAAAC AAACTG GAATGG
ATGGCC TACATA CATTAT ACTGGT AATACT AATTAC
AATCCA TCTCTC AAAAGT CGAATC TCTATC ACTCGA
GACACA TCCAAG AACCAG TTCTTC CTGCAC TTGAAT
TCTGTG ACTACT GAGGAC ACAGCC ACATAT TATTGT
GCCCTT TTTGGT CTTAGC GGTTTC TGGGGC CAAGGG
ACTCTG GTCACT GTCTCT GCA

1A-2860-475 |28 | GGC TACTCC ATCTCC AGTGGT TATAGT TGGCAC

(VH) CDR-H1

1A-2860-475 |29 | TACATA CATTAT ACTGGT AATACT AATTAC AATCCA

(VH) CDR-H2

TCTCTC AAAAGT
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1A-2860-475 [30 | TTTGGT CTTAGC GGTTTC

(VH) CDR-H3

1A2860-475 | 31 GATGTT TIGATG ACCCAA ACTCCA CTCTCC CTGCCT

(VL) GTCAGT CTTGGA GATCAA GCCTCC ATCTCT TGCAGA
TCTAGT CAGACC ATTGTG CATAGT AATGGA AACACC
TATTTA GACTGG TACCTG CAGAAA CCAGGC CAGTCT
CCAAAG GTCCTG ATCTAC AAAGTT TCCAAC CGATTT
TCTGGG GTCCCA GACAGG TTCAGT GGCAGT GGATCA
GGGACA GATTTC ACACTC AAGATC AGTAGA GTGGAG
GCTGAG GATCTG GGAGTT TATTTT TGCTTA CAAGGT
TCACAT GTTCCG TGGACG TTCGGT GGAGGC ACCCAG
CTGGAG ATCAAG CGG

1A-2860-475 |32 | AGA TCTAGT CAGACC ATTGTG CATAGT AATGGA AACACC

(VL) CDR-L1 TATTTA GAC

1A-2860-475 |33 | AAAGTT TCCAAC CGATTT TCT

(VL) CDR-1.2

1A-2860-475 |34 | TTA CAAGGT TCACAT GTTCCG TGGACG

(VL) CDR-L3

1B-3363-715 |35 | GATGTG CAGCTT CAGGAG TCAGGA CCTGAC CTGGTG

(VH) AAACCT TCTCAG TCACTT TCACTC ACCTGC ACTGTC

ACTGGC TACTCC ATCACC AGTGGT TATAGC TGGCAC
TGGATC CGGCAG TTTCCG GGAAAC AAACTG GAATGG
ATGGGC TACATC CACTAC AGTGGT AACACT GACTAC
AACCCA TCTCTC AAAAGT CGCATC TCTTTC ACTCGA
GACACA TCCAAG AACCAG TTCTTC CTGCAG TTGAAT
TCTGTG ACTACT GAGGAC ACAGCC ACATAT TTCTGT
GCAATA GGAACT GGGCCC TGGGGC CAAGGC ACCACT
CTCACA GTCTCC TCA

1B-3363-715

36

GGC TACTCC ATCACC AGTGGT TATAGC TGGCAC
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(VH) CDR-H1

1B-3363-715 |37 | TACATC CACTAC AGTGGT AACACT GACTAC AACCCA

(VH) CDR-H2 TCTCTC AAAAGT

1B-3363-715 |38 | GGAACT GGGCCC

(VH) CDR-H3

1B-3363-715 |39 | GATGTT TTGATG ACCCAA ACTCCA CTCTCC CTGCCT

(VL) GTCAGT CTTGGA GATCAA GCCTCC ATCTCT TGCAGA
TCTAGT CAAAAT ATTGTA CATAGT AATGGA CACACC
TATTTA GAATGG TACCTG CAGAAA CCAGGC CAGTCT
CCAAAG CTCCTG ATCTAC AAAGTT TCCAAC CGATTT
TCTGGG GTCCCA GACAGG TTCAGT GGCAGT GGATCA
GGGACA GATTTC ACACTC AAGATC AGCAGA GTGGAG
GCTGAG GATCTG GGAGTT TATTAC TGCTTT CAAGGT
TCACAT GTTCCG TGGACG TTCGGT GGAGGC ACCAAG
CTGGAA ATCAAA CGG

1B-3363-715 |40 | AGA TCTAGT CAAAAT ATTGTA CATAGT AATGGA CACACC

(VL) CDR-L1 TATTTA GAA

1B-3363-715 | 41 AAAGTT TCCAAC CGATTT TCT

(VL) CDR-L2

1B-3363-715 |42 | TTT CAAGGT TCACAT GTTCCG TGGACG

(VL) CDR-L3

1A-2493-121

(VH)

86

GATGTG CAGCTT CAGGCG TCAGGA CCTGAC CTGGTG
AAACCT TCTCAG TCACTT TCACTC ACCTGC ACTGTC
ACTGGC TACTCC ATCACC AGTGGT TATAGC TGGCAC
TGGATC CGGCAG TTTCCA GGAAAC AAACTG GAATGG
ATGGCC TACATA CACTAC ACTGGT GACTCT AACTAC
AACCCA TCTCTC AAAAGT CGAATC TCTATC ACTCGC
GACACA TCCAAG AACCAG TTCTTC CTGCAA TTGACT
TCTGTG ACTACT GAGGAC ACAGCC ACATAT TACTGT
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GCCCTT TTTGGT CTTAGC GGTTAC TGGGGC CAAGGG
ACTCTG GTCACT GTCTCT GCA

1A-2493-121 |87 | GGC TACTCC ATCACC AGTGGT TATAGC TGGCAC

(VH) CDR-H1

1A-2493-121 |88 | TACATA CACTAC ACTGGT GACTCT AACTAC AACCCA

(VH) CDR-H2 TCTCTC AAAAGT

1A-2493-121 |89 | TTTGGT CTTAGC GGTTAC

(VH) CDR-H3

1A2493-121 |90 | GATGTT TTGATG ACCCAA ACTCCA CTCTCC CTGCCT

(VL) GTCAGT CTTGGA GATCAA GCCTCC ATCTCT TGCAGA
TCTAGT CAGAAC ATTATA CATAGT AATGGA AACACC
TATTTG GACTGG TACCTG CAGAAA CCAGGC CAGTCT
CCAAAG GTCCTG ATCTAC AAAGTT TCCAAC CGATTT
TCTGGG GTCCCA GACAGG TTCAGT GGCAGT GGATCA
GGGACA GATTTC ATACTC AAGATC AGCAGA GTGGAG
GCTGAG GATCTG GGAGTT TATTAC TGCCTT CAAGGT
TCACAT GTTCCG TGGACG TTCGGT GGAGGC ACCAAG
CTGGAA ATCAAA CGG

1A-2493-121 |91 | AGA TCTAGT CAGAAC ATTATA CATAGT AATGGA AACACC

(VL) CDR-LI TATTTG GAC

1A2493-121 |92 | AAAGTT TCCAAC CGATTT TCT

(VL) CDR-L2

1A-2493-121 |93 | CTT CAAGGT TCACAT GTTCCG TGGACG

(VL) CDR-L3

7/ BRI
(1A-2258-107) |43 | EVQLVESGGGC LVKPGGSLKL SCAASGFTFS DYFMFWVRQT
mAb VH PEKRLEWVAT ISDGGSYTYY SDSVKGRFTI SRDNAKNNLF
7R LQMSSLKSED TAMYYCARDK YGDYDAMDYW
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GQGTSVTVSS

1A-2258-107 |44 | GFTFS DYEMF

(VH) CDR-H1

1A-2258-107 | 45 T ISDGGSYTYY SDSVKG

(VH) CDR-H2

1A-2258-107 |46 | DK YGDYDAMDY

(VH) CDR-H3

1A-2258-107 | 47 DVVLTQSPAS LAVSLGQRAT ISCKASQSVD YDSDSYMNWY

(VL) QQKPGQPPKL LIYAASNLES GIPARFSGGG SGTDFTLNIH
PVEEEDAATY YCQQSNEDPP TFGGGTKLEI KR

1A-2258-107 | 48 KASQSVD YDSDSYMN

(VL) CDR-L1

1A-2258-107 | 49 AASNLES

(VL) CDR-L.2

1A-2258-107 | 50 QQSNEDPP T

(VL) CDR-L3

1A-2151-163 |51 EVQLQQSGPE LLKPGASVKI SCKASGYSFT DNTIHWVKQS

(VH) QRKSLEWIGG ISPRYGDIRY NVQFKDKATL TVDKSSSTAY
MELRSLTSED SAVYYCTRWD DGYYEDYAMD
YWGQGTSVTV SS

1A-2151-163 |52 | GYSFT DNTIH

(VH) CDR-H1

1A-2151-163 | 53 G ISPRYGDIRY NVQFKD

(VH) CDR-H2

1A-2151-163 |54 | WDDGYYEDYAMD Y

(VH) CDR-H2

1A2151-163 |55 DILLTQSPAI LSVSPGERVS FSCRASQSIG TSLHWYQQRR
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(VL) NGSPRLLIKY ASESISGIPS RFSGSGSGTD FTLSINTVES
EDIADYYCQQ SNSWPYTFGG GTKLEIKR
1A-2151-163 |56 | RASQSIG TSLH
(VL) CDR-LI
1A-2151-163 |57 | Y ASESIS
(VL) CDR-L2
1A-2151-163 |58 | QQ SNSWPYT
(VL) CDR-L3
1A-2989-187 |59 | EVQLQQSGAE LVRSGASVKL SCTASGENIR DEYIHWVKQR
(VH) PEQGLEWLGW IDPENGDIEY APKFQGKATM TADTSSNTAY
LQLNSLTSED TALYYCNGNG YYLDYWGQGT TLTVSS
1A-2989-187 |60 | GENIR DEYIH
(VH) CDR-H1
1A-2989-187 |61 | W IDPENGDIEY APKFQG
(VH) CDR-H2
1A-2989-187 |62 |NG YYLDY
(VH) CDR-H3
1A-2989-187 |63 | DVVMTQTPLT LSVTIGQPAS ISCKSGQSLL HSDGKTYLNW
(VL) LLQRPGQSPK RLIYLVSKLD SGVPDRFTGS GSGTDFTLKI
SRVEAEDLGV YYCWQGTHSP WTFGGGTKLE IKR
1A-2989-187 |64 | KSGQSLL HSDGKTYLN
(VL) CDR-L1
1A-2989-187 |65 |LVSKLDS
(VL) CDR-L2
1A-2989-187 |66 | WQGTHSP WT
(VL) CDR-L3
1A-2860-475 |67 | DVLLQESGPD LVKPSQSLSL TCTVTGYSIS SGYSWHWIRQ
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(VH) FPGNKLEWMA YIHYTGNTNY NPSLKSRISI TRDTSKNQFF
LHLNSVTTED TATYYCALFG LSGFWGQGTL VTVSA
1A-2860-475 |68 | GYSIS SGYSWH
(VH) CDR-H1
1A-2860-475 |69 | YIHYTGNTNY NPSLKS
(VH) CDR-H2
1A-2860-475 |70 | FG LSGF
(VH) CDR-H3
1A-2860-475 |71 | DVLMTQTPLS LPVSLGDQAS ISCRSSQTIV HSNGNTYLDW
(VL) YLQKPGQSPK VLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
SRVEAEDLGV YFCLQGSHVPWTFGGGTQLE IKR
1A-2860-475 |72 | RSSQTIV HSNGNTYLD
(VL) CDR-L1
1A-2860-475 |73 | KVSNRFS
(VL) CDR-L2
1A-2860-475 |74 | LQGSHVPWT
(VL) CDR-L3
1B-3363-715 |75 | DVQLQESGPD LVKPSQSLSL TCTVTGYSIT SGYSWHWIRQ
VH) FPGNKLEWMG YIHYSGNTDY NPSLKSRISF TRDTSKNQFF
LQLNSVTTED TATYFCAIGT GPWGQGTTLT VSS
1B-3363-715 |76 | GYSIT SCYSWH
(VH) CDR-H1
1B-3363-715 |77 | YIHYSGNTDY NPSLKS
(VH) CDR-H2
1B-3363-715 |78 | GTGP
(VH) CDR-H3
1B-3363-715 |79 | DVLMTQTPLS LPVSLGDQAS ISCRSSQNIV HSNGHTYLEW
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(53)
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OoOoo0ooood

(VL) YLQKPGQSPK LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI
SRVEAEDLGV YYCFQGSHVP WTEGGGTKLE IKR

1B-3363-715 |80 | RSSQNIV HSNGHTYLE

(VL) CDR-LI

1B-3363-715 | 81 KVSNRF S

(VL) CDR-L2

1B-3363-715 |82 | FQGSHVP WT

(VL) CDR-L3

1A-2493-121 [ 94 | DVQLQASGPD LVKPSQSLSL TCTVIGYSIT SGYSWHWIRQ

(VH) FPGNKLEWMA YIHYTGDSNY NPSLKSRISI TRDTSKNQFF
LQLTSVTTED TATYYCALFG LSGYWGQGTL VTVSA

1A-2493-121 |95 | GYSIT SGYSWH

(VH) CDR-HI

1A-2493-121 |96 | YIHYTGDSNY NPSLKS

(VH) CDR-H2

1A-2493-121 |97 | FGLSGY

(VH) CDR-H3

1A-2493-121 |98 | DVLMTQTPLS LPVSLGDQAS ISCRSSQNII HSNGNTYLDW

(VL) YLQKPGQSPK VLIYKVSNRF SGVPDRFSGS GSGTDFILKI
SRVEAEDLGV YYCLQGSHVP WTFGGGTKLE IKR

1A-2493-121 |99 | RSSQNII HSNGNTYLD

(VL) CDR-L1

1A-2493-121 | 100 | KVSNRFS

(VL) CDR-L2

1A-2493-121 | 101 | LQGSHVP WT

(VL) CDR-L3
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B

]

Hu IgG

RGMc-huFe

NC

2.0 pg/ml

0.10

0.09

RGMc PC

2.0 pg/ml

0.13

1.69

Hu IgG PC

0.08 pg/ml

1.94

1.90

1A-2151

1:125

0.07

1.25

1A-2258

FKHER

0.08

0.81

1A-2860

1:125

0.06

1.66

1A-2989

1:125

0.06

1.55

1B-3363

1:125

0.07

2.80
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St IR RGMa-CF RGMb-CF RGMec-CF
X4 RGMa 0.4 pg/ml 1.75 0.23 0.13
X RGMb | 0.4 pg/ml 0.19 1.89 0.14
YE# RGMc | 2 pg/ml 0.12 0.15 0.85
T ANC 2 ug/ml 0.10 0.09 0.14
Ms 794 kEIR 0.07 0.07 2.06
Biffifa £ &
1A-2151 1:25 0.16 0.08 1.27
1A-2258 Neat 0.06 0.07 0.41
1A-2860 1:125 0.08 0.06 1.34
1A-2989 1:125 0.07 0.07 1.58
1B-3363 1:125 0.09 0.09 2.53
googooao
I I e I T I I I A R A 0 R B N O B A W A B R R N O
N I e e I I I I I O Y O Y R RO R O
N e e A I I I I I o O 6 R MO R O
I I e e T I A B R A B R N O N O M A W A B R R O
gooobooboboooobbobooobbooobbooobbbboo bbb Uobbooobao
N A I I I I Y A 6 R A O R WA
I I 6 R A 0 R B W O N A B A B A R W N A A AR
gooobbobooobobouoobbooobboooobboo o bbb obbooobao
N e I I I I Y O 6 R RO A O
I T I e e T I 0 O A I O B R B A B R R N N N N A NN N N R NN
I I e T I I e I I 6 B R A 0 R B O N O M A W A B R A O
goooobooooboboooobbuooobbooobboo bbb oUobbbooobao
N e e A I I I I I o O 6 R MO R O
I I e e A 1 I A O B R B A B R W R N O N A W A B A AR O
ggogooboobooobbobouoobbooobbooad
oooboon
0 I T I e I A 0 o 0 N A B A B A B R e N N A N e N N N N N NN N N NN
gogooboobooobobooobbooobbooobboooooood
ooooono
I T I e I T I 1 I 6 B B R B A B R O N A B A B A N N N N A WA
I I e T I I e I I 6 B R A 0 R B O N O M A W A B R A O
gooobooboboooobbobooobbooobbooobbbboo bbb Uobbooobao
goobobobobobobobobobobobo0obU0obUobUobUoboboDoboboooooog
I I e e A 1 I A O B R B A B R W R N O N A W A B A AR O
gooobbobooobobouoobbooobboooobboo o bbb obbooobao
gooboboboboboobobobobobobo0obU0obobuoboboooooao
googooao
I I e I T I I e I I A R A 6 R M e N O B A W A B R R M O
goobooboobobotbobobobobuobobUobbU0obUobUobUoboboob oo

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy s ey ey e R e s [ [y
ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

O 0Oooo

OooOoo0ooood
Ooo0oooogod
OooOoo0ooood
Oooooogod
OOoo0oooogd
Ooooooogod
OOoo0oooogd
OooOoo0ooood
OoOoo0oooogd
Oooo0oood
OoOoo0oooogd
OooOoo0oood
OoOoo0oooogd
OooOoo0ooood
OoOooooogd
OooOoo0ooood
Ooooooogod
Oooooogdg
OoOoo0ooogod
OoOoo0oooogd
Oooo0oood
OoOoo0oooogd
OooOoo0oood
OoOoo0oooogd
OooOoo0ooood
OoOoo0oooogdg
OooOoo0ooood

OooooooooooooQgogoao
Ooooooo0ooooogogogoao
Ooooooooooooogogoao
Ooooooo0ooooogogoao
OO0 ooooooooogoQgogao
OoooooooooogogQgoao
Oo0ooooooooogQgogao
OoooooooooogogQgoao
OooDooooooooggogao
OoooooooooooQgoao
Oooooooooooggogao
OoooooooooooQgooao
OoooooooooogQgogoao
OoooooooooooQgoao
OoooooooooogogQgoao
OoooooooooooOooOoao
OoooooooooogogoQgoao
OO0 oDoogogooooog x »go

Oooooooooooooooood

Ooooooooooooooooogodg

O Oooo

Oooooooooooooooood

O 0ooo

Oooooooooooogoooao
OO0 0oDoo4gogooooogogooao
Oooooooooooogoooao
OO0 oDoDoogogooooodgogooao
Oooooooooooogogooao
OO0 oDoDoo4gogooooogogooao
Ooooooooooooogoogoooao
OOo0ooDoooooooogogooao
Ooooooooooooogoogoooao
Oooooooooooogogooao
Ooooooooooooogoogogooao
Oooooooooooogoooao
Ooo0oooooooooooogoogooao

O Oooo

O o0ood

O 0Oooo

O 0O oo

O Oooo

O Oooo

O Oooo

O Oooo

O 0Oooo

O Oooo

(111)

O O0ooo

O Oooo

O 0ooo

Oooooooooooogogoao

O Oooo

Ooooooooooooogoo

O o0ood

OoooooooooogooQgoao
OoDoDooooooooggogao

OoooooooooooogoQgoao

O Oooo

OO0 ooDoogogogoooogogoao

O 0o oo

Oooooooooooogdg
Ooooooogoooogd
Ooooocooooooogod
Ooooooogoooogd
Ooooocooooooogod
Ooooooogoooogd
OOooooooooooogod
OooDooooooooogdg
OO0 o0oooo4gogooooogd
Oooooooooooogdg
OO0 oooo4gogoooogd
Oooooooooooogdg
Oooooogogoooogd
Oooooooooooogodg

Oo0ooooooooooogogogoao

O Oooo

OOo0ooDoooooooogogoao

O Oooo

JP 2015-502752

O o0Ooo0Oo0ooao
OoOoo0oo0ogao

Ooooooooooooogogoo
Oo0oooooooooogogoao
Oooooooooooooogogogoao
Oooooooooooogogoao
Ooo0oooooooooooogoogoao
Oooooooooooogogoao
OO0 o0ooDooggogoooogogogao

O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0O oo

OOoo0oooao

OooooooooooogoQgoao

O 0Oooo

2015.1.29

O Oo0oooao

OO0 ooDoogog4gogoooogogogao

O 0O oo

OOoo0oooao

Ooooooooooooogogoo

O 0Oooo

O Ooo0oooao

OOo0ooDoogog4ogoooogogoao

O Oooo

OOoo0oooao

Oooooooooooooogogoao

O 0Oooo

10

20

30

40

50



O Ooo0oooao

OooooooooooooQgoo
O 0Oooo

Ooooooooooooogogoooao
OoooDoooooooogogooo
Oooooogogao

Oooooooooooooooooad
OoOoooooooooooooogoogoodg

oooooao
oooao

OooOoo0oooOod

(112)

JP 2015-502752

000000000000 oDoDoooOao
0000000000000 D0D0D000O0O0DD0DOoDOoOoOOoOOoOOan
0000000000000 D0D0D0000O0D0DOoDoOoOoOOoOOn
0000000000000 D0D0D0000o0Do0DoDooOoOoOOn
0000000000000 D0D0D000000DDO0O0oOOoOO00an
0000000000000 D00000000O000000an
0000000000000 D0DO0D0O00O0O0DDOoDOoOoOOoOOoOOan
0000000000000 D0000000D0DoDoOoOoOOoOOn
0000000000000 D0D0D0000o0Do0DoDooOoOoOOn
0000000000000 D0D0D0000O0D0DODOoOoOOO00an
0000000000000 D0D0D000O0O0D0DDoDOoOOoOOoOOn
ooooo
=7

F(EBE -
Btn 2 FE (c/mL) 1A-2151 1A-2258 1A-2989
MAbs
1A-2151 2.00 0.20 0.31 2.29
1A-2258 5.00 3.17 0.09 1.76
1A-2989 2.00 3.94 0.15 0.39
1B-3363- 5.00 1.72 0.15 1.91
502
1A-2860- 1.00 0.57 0.09 0.76
177

=8

FkERE
Btn p1i53 1B-3363- | 1A-2860- | R&D BB
MAbs (c/mL) 502 177 Mab
1A-2151 2.00 0.55 0.52 0.33 0.06
1A-2258 5.00 0.79 0.66 0.30 0.06
1A-2989 2.00 1.21 0.99 0.34 0.06
1B- 5.00 0.20 0.14 0.29 0.04
3363-
502
1A- 1.00 0.10 0.15 0.58 0.04
2860-
177
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FESmAE
Btn 1A-2860- 1A-2151 1A-2258 1A-2989 1B-3363-
MAbs 177 502
1A-2151 +/- - +/- ++ +/-
1A-2258 + ++ - ++ +
1A-2989 + ++ - +/- +
1B-3363- - ++ - ++ -
502
1A- - +/- +/- + -
2860-177
0Do0o00oo
ODooooo
0000000000000 D0O0D0O00O0O0ODO0O0O0OO0ODO0DO0OO0ODOODO0OOoODOoOoOon
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%10
40— | 74Y4847° |It}h—=7"  |BMP-2IZ | BMP-4IZ |BMP-6I= |Neo—Hisl=|BMP—6IC
&S SEES |HIL  HTE  |®¥e HYE (HID
#FEARIC wEIC =alc #HweIC FEEIC
21T 2T DT [Pt | RPWWT
RGMc& | RGMc |RGMc& |RGMck | RGN
2 2 —_
BWETD | HWETD |BEATH WmeTH |FLFe
med D
1A-2151 | IgGlk 1 + ++ + -
1A-2258 | IgGlk 5% + +/- + + -
1A-2860- | IgGK 3 + + ++ ++ -
177
1A-2989 | IgGlk 1 ++ +/- + + -
1B-3363- | IeG2bK |3 + + ++ ++ -
502
Ooo0ooo
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&S

I&viiva

R

BSA

RGMec-

CF

RGMec-

Fe

RGMa

RGMb

IgG
Fc

1A-
2151

TIeGlk

1:25

0.09

1.58

1.69

Neg.

Neg.

Neg.

1A-
2258

IeG 1k

1:5

0.05

0.55

0.62

Neg.

Neg.

Neg.

1A-
2860-
177

IeGK

1:10

0.08

0.74

1.03

Neg.

Neg.

1A-
2989

oG 1k

1:10

0.06

1.44

1.13

Neg.

Neg.

Neg.

1B-
3363-
502

1eG2bK

1:10

0.07

0.52

0.90

Neg.

Neg.

Neg.
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TVWE ~hJ IR pg/mL FiE%
2¢/dL b MWET AT | (13E) 4.098 4.16
v
Tg/dL B MIET LT | (1F) 4276
VS
1Bg/dL & MIET7 LT | (13E) 4.145 -3.06
VS
TA iR (H20)% (I5) 4.189
600mg/dL I (1Y) 4299 2.63
N ZURY K7V R | 7k U oAl 1.452
U kR
3200mg/dL. U Z VB | Z g R Y o AfbE 1.494 2.89
J R
EUJLEA(0.IN NaOH) | 7 = W) b U v A 1.628
POES
30mg/dL BV LBV 7 T AET U D LISE 1.597 -1.90
ogooogano
gooooao
goooooooobgobobuobg0obobobobobobobao
1 I T I A A 6 o O O A R B A 0 R B O A R M R W A
I I I e e e I e I 1 I A R 6 0 R M O M O M R W A
goooooooooooooooadg
goooao
0 1 I T I I I 1 1 A 6 0 O M O A O M R W A
gooooboooooobtoooobbooobbuooobbooobbooobbao
gooooooobobgobobgobotbo bbb bUobUobUobobob o
0 1 T I T I A A I 0 O A R B A 0 R B O A M R W A
I I I e e A A 1 0 O O M O M R W A
gooooao
oooogano
I I I e e e I e I 1 I A R 6 0 R M O M O M R W A
I I I - - I I A A O A R 0 R B O W R W A
gooooooooooan
ogooogano
gooooao
gooooooooooogonno
1 I T I A A 6 o O O A R B A 0 R B O A R M R W A
I 1 I e e e I A 1 I A R 6 0 R B O R O M R W A
goooooooofbobgobobgobgobg0otbobgUo b0 b0 bUobUobUobuobob o
goooooobobgobobuobobo bbb bobobUobUobuobuwDboOo
I I I T I A A 1 A R 6 0 O O O A O A W A
I I I T e I 1 O A R A 0 R B O W R W A
gooooooobgobgobobgobotbobob0o bbb obUobUobobob o
0 1 I T T I A A I I O A R 6 A 0 R B O R M R W A

O OooOooo
O Ooo0ooo

Oooooogdg
OoooooooQgodg

10

20

30

40

50



Iy e e e e ey e e e [ e s s [y
e e e ) e e e e e e A [ e s Y [
Iy sy e = [ e s s [y

ey e e e s ey e e e e e e s s [y
Iy e [ [y
ey e e e e ey e e e e e s ) [y

Oooooooooooooogodg
Oo0oooooooooogoggog
Oooooooooooogdg
OO0 oooooooooogogog

OO0 oo ooogo4Qgogoooao
oo oooooQgoooao
OO0 ooooogo4Qgoooao
oo oooooQgoooo
OO0 ooooogogQgoooo
oo oooooQooooo
T OO+ oOooOoooogoo
Ooooooooogooooao
OO0 ooooogogQgoooo
Ooooooooogooooao
oo ooooogoQogoooo
OoooooooogooOoooao
oo oooooQgoooo
OO0 oo ooogo4Qgogoooao
oo oooooQgoooo
OO0 ooooogo4gQgoooao
oo oooooQgooooo
OO0 ooooogoggQgoooo
Ooooooooogooooo
OO0 ooooogogQgoooo
Ooooooooogooooao
OO0 ooooogogQgoooo
Ooooooooogooooao
oo ooooogoQgooooo
OO0 oOooooogo4Qgogoooao
oo oooooQgoooao

O
O
O
O
O
O
O
O
O
O
O
O
O

O 0Oo0ooao
O 0Ooooo

oo oooooogoog-g
OO0 oooooogoQgog
Ooooooooogo-g
OO0 oooooogoQgoog
OO0 ooooogogog
oo oooooogoQg-g
OO0 ooooogogg
oo oooooogoQgog
OO0 oooooggog
oo oooooogooQgoog
OO0 oooooogogog
oo oooooogooQgo-g
O oo ooooogogog
Ooooooooogo-g
OO0 oooooogoQgoog
OOooooooooQgodg
oo oooooogoQgoog
OO0 ooooogogdg
OO0 oooooogoQgog
OO0 ooooogogog
oo oooooogogoQgo-g
OO0 oooooogogog
oo oooooogooQg-g
OO0 oooooogogog
oo oooooogoog-g
OO0 ooooogoQgog
Ooooooooogo-g
oo oT oooogoQgoo-g
OO0 o oooogogdg
oo oooooogoQg-g

OooOooooogoogao
OoooogogaoQg
N Y Iy
Oooooogogao
OO0 oooogogaog
Ooooooogogo
Oo0ooogogaog
Ooooooogogo
OoOoooogogoQg
Ooooooogoogao
OoooogogaoQg
Ooooooogoogao
Ooooogogao
OooOoo0ooooogao
Oooooogogo
OooOoooooogao
Oooooogogao
OOo0ooogogaog
Ooooooogogao
OOo0ooogogaog
Ooooooogogao
OoooogogaoQg
Ooooooogoogao
Oooooogogao
OooOooooogoogao
Ooooooogogao
N Y Iy
Oooooogogao

O Ooo0ooo
O Ooooo
O Ooo0ooao
O Ooooo
OO oOgoo
O Ooooo
OO oOooo
O Ooooo
O OoOooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooOoao
O Ooooo
O O0Oo0ooOoo
O Ooooo
OO oOgooo
O Ooooo
O OoOgooo
O Ooooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
O Ooo0ooao

O 0Oooo
O Oooo
O 0O oo
O Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0ooo
O Oooo
O 0Ooo
O Oooo
OO oo
O 0Oooo
O 0Oooo
O Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O Oooo
O 0O oo
O Oooo

|

]

(118)

ooao

O
O
O
O
O
O
O

|

]

JP 2015-502752

oooooao

O

O

O

O

O

O Oooo

|

O
|

OoOoo0oOoogood
Oo0oo0Oo0oo0ood

O o0oodg

O Oooo

2015.1.29
oooao
gooao
gooao
gooao
gooano
gooano
oooao
gooao
gooano
gooano
gooao
gooao
gooano
oooao
ogooao
gooao
gooao
gooano
gooao
gooao
gooano
gooano
gooano
gooao
gooao
gooano
gooao
gooao
gooano
gooao
gooao
gooano
oooao
gooao
gooano
gooao
gooao
gooao

10

20

30

40

50



e e

OO0 oDooo4dodoooogogoooooggg
Ooooooo0oooooooooogogQgdg
OOoooooo0oooogogoooooggg
Ooooooo0oooooooooogogQgodg
Ooooooo0ooooooooooggg
Oooooooooooooooood
Oooooooooooogogoooodg
Oooooooooooooooood
Ooooooooooooogoooodg
OO0 o0DoDoo40dooDoogoggooood
Ooooooo0oooooogoooodg

OO0Oo0Dooo40ooooUooUDoDoDooUgUUoDoDooggooao

Ooooooo0ooooooo0ooDoooo0ooooogoogooao

OO0 OoDoooUo0oooooUDoDoDooogUooDoooggooao

Ooooooooooooo0ooDooooooooogoogooOoao

O Ooooo
O 0Oooo
O oOooo
O 0Ooo
O oOooo
OO oo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O Oooo
O 0Ooo
O Oooo
O 0Oooo
O oOooo
O 0Ooo
O oOooo
OO oo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo

OooooooooDoooUooDooogogogooao

O oOoo0ooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
O oOoooo
O Ooooo
O oOoooo
O oOooox=
O oOoooo
O oOoooo
O oOoooo
O oOoooo
O o0Ooo0ooao
O oOoooo
O 0Ooo0oo0oao
O oOoooo
O 0Oooogoo
O oOoooo
O 0Ooooo
O oOoooo
O Ooooo
O oOoooo
O oOoooo
O oOoo0ooo
O oOoooo
O o0Ooo0oo0oao
O oOoooo
O 0Ooooo
O oOoooo
O Ooooo
O oOoooo
O Ooooo
O oOoooo

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Ooooooooogooooao

OO0 ooooogoQgoooo

OoooooooogooOoooao

oo oooooQgoooo

Ooooooooooogao

oo oooooQgoooo

OO0 ooooogogogoooao

OO0 oDoDoogg4ooooogogogogoao
Ooooooooooooogoogooao
OO0 oooogog4ogooooggooao
Oo0oooooooooooogoogoooao
Oo0oooooooooogogooao
Oo0oooooooooooogoogoooao
Oo0ooooooooooogogooao
Oo0oooooooooooogoogogooao
Oo0ooooooooooogogogooao
Oo0ooooooooooooogogoOooao
Oo0ooooooooooogoogoooao
OO0 o0DoDoogg4ogooDoogogogoao
Oo0oooooooooooogoogoooao
OO0 oDoDoogg4ogooooggooao
Ooooooooooooogoogooao
OO0 oooogog4ogoooogogooao
Oo0ooooooooooogoogoooao
Oo0oooooooooogogooao
Oo0oooooooooooogoogoooao
Oo0ooooooooooogogogooao
Oo0oooooooooooogoogogooao
Oo0oooooooooooogogogoooao
OO0 o0DoDoogg4ogooDoogogogoao
Oo0ooooooooooogoogoooao
OO0 oDoDoogg4gogooDoogogogogoao
Oo0ooooooooooogoogoooao
OO0 oooogog4ogooooggooao
Oo0oooooooooooogoogoooo

oo oooooQgooooo

OO0 ooooogogoooao

oo ooooooQgooooo

OO0 ooooogogoooo

Ooooooooogooooao

oo ooooogoQgoooo

(119)

Ooooooooogooooao

oo oooooQgoooo

OoooooooooOoooao

oo oooooQgoooo

OoooDooooooogao

oo oooooQgoooo

OO0 ooooogogQgogoooao

oo ooooooQooooo

OO0 ooooogogoooo

JP 2015-502752

oooooao

od

Oooooooogooooao
OO0 ooooogoooo

O

Ooooooooogooooao

O

OooooogodQgoooao
OooooogooOoooaoo
OoooooQgoooao
OO0 oDooogodgoooao
Oo0ooooOoQgoooao
OO0 oooogogdQgoooao
Oo0ooooOoQgoooao
Oo0oooogogdQgoooao
Oo0ooooQogoooaoo

O

O

O

2015.1.29

ooan

O

O

O

O

10

20

30

40



JP 2015-502752 A 2015.1.29

(120)

oooOao

ooono

rAC1 N
ag o
ad
WG— 40062 HMBIBE - ﬁ\ wu
bk -+
4
ﬂm_ mm_ﬂ_ml_ wwu_ _Hmml_
a3

QURHELNY R L OTLTRY

St

VGE Ll %

Y A=sbx

-
OIYOWOH

< 9dwg

@

A=k
< loshwoy

} ‘ainbi4

FURHE UM
2LCPIWBE R L —HOTLANGRALALS

BG40 G AR
¥ T

BBHEE — + PINRG—LL 062 HIMBIBY

M M

}
2’

GEAGAL T

REALNRILTEI UREE N — d )
a> g
LAE—nTe LTLEE AHHEHEV
851 SQYNS 4/
& e
@GN —
% %1 4dW8 < S8 AA \mM —

< f{oshowey Eamapar

goooaon

oggoao

Figure. 48

Figure. 3

ACDSVh: EnE

HRGMa 1

Al

[:3
4
12
10

~EFOcy gidl

15
0
5
0
2

Hb L~ L (g/dl)

ooooOao

ooooao

Figure. 4C

Figure. 4A

h5FS-AME

higG *#&

~xForygidl

~xgoEy gldl

10




(121)

goooad
Figure, 4D
h5F9.23
16 l————*——i
~xFOE glidl I———.——l
14
117
10 T -~ £
S ¢ P
Ooooooa
000000026090 20 (2014.9.2)
goooooad
goobooboobooboao
ooooooooooodd
oooooooada
goooooagd
Oooooao

2015502752000001 . app

JP 2015-502752 A 2015.1.29



gogooodoagdo

(122)

INTERNATIONAL SEARCH REPORT

JP 2015-502752 A 2015.1.29

International application No

PCT/US2012/069584

INV.
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Documentation eearched other than minimum decumentation to the extent that such dorurnents are indluded in the fields searched

Electronio daia bhase consulted during the international search {name cof data base and, whera practicable, search terme ueed)

EPO-Internal,
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Citation of dogument, with indication, where appropriate, of the relevant passages

Relsvart to claim Na.

M. NILI ET AL: "Soluble Repulsive
Guidance Molecule c/Hemojuvelin Is a Broad
Spectrum Bone Morphogenetic Protein (BMP)
Antagonist and Inhibits both BMP2- and
BMP6-mediated Signaling and Gene
Expression",

JOURNAL OF BIOLOGICAL CHEMISTRY,

vol. 285, no. 32,

6 August 2010 (2010-08-06), pages
24783-24792, XP0O55056384,

ISSN: 0021-9258, DOI:

10.1074/jbc.M110. 130286

The whole document, in particular, fig.?
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1-5,7,
31-99

Further decuments are ligted inthe oentinuetion of Bex C.

See patent family ennex.
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"A" document defining the genaral state of the art which ia not coneiderad
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filing date
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means
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the priority date elaimed
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being obvious to & person skilled in the art

"&" documant mamber of the sama patant family

Date of the actual sompletion of the international search
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European Patent Office, P.B, 5818 Fatentlaan 2
NL - 2280 HV Rijawil

Tel. {+31-70) 340-2040,
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non-alcoholic fatty liver disease",
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1 December 2010 (2010-12-01), pages
1227-1238, XP055056443,

ISSN: 1386-6346, DOI:
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X R. KUNS-HASHIMOTO ET AL: "Selective 1-5,7,
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. pages C994-C1003, XP055056391,

ISSN: 0363-6143, DOI:
10.1152/ajpcell.00563.2007

the whole document
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NATURE GENETICS, NATURE PUBLISHING GROUP,
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vol. 41, no. 4, 1 April 2009 {2009-04-01),
pages 482-487, XP008l47148,

ISSN: 1061-4036, DOI: 10.1038/NG.335
[retrieved on 2009-03-01]

the whole document

X A. 5. ZHANG ET AL: "The Role of 1-5,7,
Hepatocyte Hemojuvelin in the Regulation 31-99
of Bone Morphogenic Protein-6 and Hepcidin
Expression in Vivo",
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. pages 16416-16423, XP055056390,

ISSN: 0021-9258, DOI:
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the whole document
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[us]) 20 May 2010 (2010-05-20)

the whole document
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8 November 2012 (2012-11-08)

the whole document
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A RUDIKOFF S ET AL: "Single aminc acid 1
substitution altering antigen-binding
specificity",

PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES, NATIONAL ACADEMY OF SCIENCES,
us,

vol, 79, 1 March 1982 (1982-03-01), pages
1979-1983, XPOB7901436,

ISSN: 0027-8424, DOI:
10.1073/PNAS.79.6.1979

the whole document

AP A. CASADEVALL ET AL: "Immunoglobulin 1
isotype influences affinity and
specificity",

PROCEEDINGS OF THE NATIONAL ACADEMY OF
SCIENCES,

vol. 109, no. 31,

31 July 2012 (2012-07-31), pages
12272-12273, XP055047920,

ISSN: 0027-8424, DOI:

10.1073/pnas. 1209750109

the whole document
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BoxNa.ll  Observations where certain claims were found unsearchable {Continuation of item 2 of first sheet)

This international search repert has not been estaklished in respect of certain claims under Aricle 17(2)(a) for the following reasons:

1. |_] claims Nos.:
because they relate to subject malter not required to be searched by this Authorlty, namely:

2. [] claime Nos.:

because they relate to parts of the international application that do net comply with the preseribed requirements to such
an extent that no meaningful intemational search can be czrried out, specifically:

3. I:l Claime Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNa. Il Observatlons where unity of Invention Is lacking (CGontlnuation of ltem 3 of first sheet)

This Internaticnal Searching Autherity found multiple invantions in this international application, as follows:

see additional sheet

1. As all required additional saarch fees were timely paid by the applicant, this intemational search report covers all searchable
olaims.

2. I:l As all searchable olaims could be searched without effort jusiilying an additional fees, this Authority did not invite payment of
additional fees.

3. 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. Ne requirad additional searnh fees were timely paid by the applioant. Consaquantly, this intemational search report is
restricted to the invention firet mentioned in the olaims; it is ocverad by olaimas Nos.:

1-5, 7, 31-99(all partially)

Remark on Protest The additional search fass were ascompanied by the applicant’s protest and, whera applicable, the
payment of a protest fee.

The additional search fees ware accompanied by the applicant's protest but the applicable protest
fea was not paid within the time limit apecified in the invitation.

|:| No pretest accompanied the payment of ackitional search fees.

Form PCTASA/210 (continuation of first shest (2)) (April 2005)



(126) JP 2015-502752 A 2015.1.29

Intemational Application No. PCT/ Us2012/ 069584

FURTHER INFORMATION CONTINUED FROM PCT/ASA/ 210

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

1. claims: 1-5, 7, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a VH of SEQ ID NO:43

2-8. claims: 1-12, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a VL of SEQ ID
NO:47,55,63,71,79, or 98

9-15, claims: 1-12, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a VL of SEQ ID
N0:51,59,67,75, and 94

16. claims: 1-4, 13, 25, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable heavy chain
comprising a complementarity determining region (CDR)
comprising the amino acid sequence of SEQ ID NO:44, a CDR2
comprising the amino acid sequence of SEQ ID NO:45, and a
CDR3 comprising the amino acid sequence of SEQ ID NO:46

17. claims: 1-4, 14, 25, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable 1ight chain
comprising a CDR1 comprising the amino acid sequence of SEQ
ID ND:48, a CDRZ comprising the amino acid sequence of SEQ
ID ND:49, and a CDR3 comprising the amina acid sequence of
SEQ 1D NO:50

18. claims: 1-4, 16, 26, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable Tight chain
comprising a CDRl comprising the amino acid sequence of SEQ
ID NO:56, a CDR2 comprising the amino acid sequence of SEQ
ID NO:57, and a CDR3 comprising the amino acid sequence of
SEQ 1D ND:B8

19. claims: 1-4, 18, 27, 31-99(all partially)
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FURTHER INFORMATION CONTINUED FROM PCTASA/ 21

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable light chain
comprising a CDRI comprising the amino acid sequence of SEQ
ID NO:64, a CDR2 comprising the amino acid sequence of SEQ
ID NO:65, and a CDR3 comprising the amino acid sequence of
SEQ 1D ND:66

290. claims: 1-4, 19, 28, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable heavy chain
comprising a CDR comprising the amino acid sequence of SEQ
ID NO:68, a CDR2 comprising the amino acid sequence of SEQ
ID NO:69, and a CDR3 comprising the aming acid sequence of
SEQ 1D NO:70

21. claims: 1-4, 20, 28, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMe,
wherein said antibody comprises a variable light chain
comprising a CDR comprising the amino acid sequence of SEQ
ID NO:72, a CDR? comprising the amino acid sequence of SEQ
ID ND:73, and a CDR3 comprising the amino acid sequence of
SEQ 1D NO:74

22. claims: 1-4, 21, 29, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable heavy chain
comprising a CDRL comprising the amino acid sequence of SEQ
ID NO:76, a CDR2 comprising the amino acid sequence of SEQ
ID NO:77, and a CDR3 comprising the amino acid sequence of
SEQ 1D ND:78

23. claims: 1-4, 22, 29, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable light chain
comprising a CDRL comprising the amino acid sequence of SEQ
ID NO:80, a CDR2 comprising the amino acid sequence of SEQ
ID ND:81, and a CDR3 comprising the amino acid sequence of
SEQ 1D NO:82

24, claims: 1-4, 23, 30-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable heavy chain

comprising a CDR comprising the amino acid sequence of SEQ
ID NO:95, a CDRZ comprising the amino acid sequence of SEQ
ID NO:96, and a CDR3 comprising the amino acid sequence of
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FURTHER INFORMATICN CONTINUED FROM PCT/ISA! 21P

SEQ ID NO:97

25. claims: 1-4, 24, 30-99{all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable Tight chain

comprising a CDR comprising the amino acid sequence of SEQ
ID NO:100, a CDR2 comprising the amino acid sequence of SEQ

ID NDO:100, and a CDR3 comprising the amino acid sequence of
SEQ ID NO:101

26. claims: 1-4, 15, 26, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable heavy chain
comprising a CDR1 comprising the amino acid sequence of SEQ
ID NO:52, a CDRZ comprising the amino acid sequence of SEQ

ID NO:53, and a CDR3 comprising the aming acid sequence of
SEQ ID NO:54

27. claims: 1-4, 17, 27, 31-99(all partially)

An isolated antibody or fragment thereof which binds RGMc,
wherein said antibody comprises a variable heavy chain
comprising a (DRI comprising the amino acid sequence of SEQ
ID NO:60, a CDRZ comprising the amino acid sequence of SEQ

ID NO:61, and a CDR3 comprising the amino acid sequence of
SEQ ID NO:62
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JP 2012508764 A 12-04-2012
Us 2010136015 Al 03-06-2010
WO 2010056981 A2 20-05-2010
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