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Fig. 1c:
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Fig. 2:
SEQ ID NO: 21
YRQSMNNFQGLRSFGCRFGTCTVQKLAHQIYQFTDKDKDNVAPRSKISPQGY-

NH,

SEQ ID NO: 22
YRQSMNQGSRSNGCRFGTCTFQKLAHQIYQLTDKDKDGMAPRNKISPQGY-NH,

SEQ ID NO: 23
YRQSMNNFQGLRSFGCRFGTC

SEQ ID NO: 24
YRQSMNNFQGLRSFGCRFGTCTVQKLAHQIYQFTDKDKDNVA

SEQ ID NO: 25
PRSKISPQGY-NH2

SEQ ID NO: 26
YRQSMNNFQGLRSF

SEQ ID NO: 27
YRQSMNNFQG

SEQ ID NO: 28
YRQSMN

SEQ ID NO: 29
YRQSMNNFQGLRSFGCRFGTCTVQKLAHQIYQ

SEQ ID NO: 30
YRQSMNQGSRSNGCRFGTCTFQKLAHQIYQLTDKDKDGMA
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SEQ ID NO: 31
YRQSMNQGSRSNGCRFGTCTFQKLAHQIYQL
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100 -

% activation
o
o
]

0.1 1 10 100 1000
hADM [nM]




_WO0 2013/072511
Fig. 3 b:

6/26

100 -
80 -
80 -
70
60
20
40
30 A
20 -
10 -

0

% inhibition

10

100 1000 10000

antagonist[nM]

% inhibition

T

0,1

1,0 10,0 100,0

CT-H [pg/mi]

PCT/EP2012/072930




WO 2013/072511
Fig. 3 d: 7/26

PCT/EP2012/072930

100 -
90 A

% inhibition

00 —— ' | | ;
0 0.1 1 10 100

MR-H [ug/mli]

Fig.3 e:

% inhibition

0 0,1 1 10 100
NT-H [pg/mi]




WO 2013/072511
Fig. 3 t: 8/26

100 -
90 -
80 +
70 -
60 -
50 -
40 -
30 -+
20 A
10

0 & ; |

% activation

0 0,01 0,1 1 10
mADM [nM]

160

Fig. 3 g:

PCT/EP2012/072930

100 +

% inhibition
(8]
f e

0 100 1000
antagonist[nM]

10000




- WO 2013/072511 PCT/EP2012/072930
Fig. s n:

% inhibition
()]
L)

0 @mmm——"" | | E
0 0.1 ,, ’ -

CT-M [g/mi]

Fig. 3 i:

100 ~

% inhibition

0 @@ 1 j
O o 1 10 100

MR-M [lg/ml]




. WO 2013/072511
Fig. 3 J:

PCT/EP2012/072930

10/26
100 -
S0 -
80 -
70 A
c
:g 60 -
=
£ 0 e
€ 4
]
30 -
20 -~
10 -
O " s T T 3
0 0,1 1 10 100
NT-M [pg/mi]
Fig. 3 k:
100-
80
)
= 60-
[t
2
2 40
£ ®
204 ®
0 vy

0.01 . 0!1 o 1 . 1I0 160
F{ab)2 NT-M [pg/mi]



WO 2013/072511 PCT/EP2012/072930
Fig. 3 [: 11/26

100+

80+

[=2]
o
i

404

Inhibition [%]

0.01 0.1 1 10 ' 160

Fab NT-M [ug/ml]



WO 2013/072511 PCT/EP2012/072930
12/26

Fig. 4:

Standard curve hADM
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Fig. 5:
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Fig 6:

IGHV1-69*11:
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGT
ANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGT
TVTVSS

HB3:
QVQLQOQSGAELMKPGASVKISCKATGYTFSRYWIEWVKQRPGHGLEWIGEILPGSGS
TNYNEKFKGKATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWGQGTT
LTVSS

Alignment (ClustalW2): Identical amino acids are illustrated by stars; points indicate
conservative changes.

IGHVL:

QVQLVQSGAEVER PGS SVEVECKASGETFSSYALSWVRQAPGQGELEWMGRI T PTLETANYAQKFQGR
VIITADESTS TAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGTTVTVSS

HB3:

OVQLQOSGARTLMEPGASVKISCKATGYTFSRYWIEWVKQRPCGHCGLEWIGETILPGSGETNYNEKFKGEK
ATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWEQGTTLTVSS

Kkkk Gkkkk; kkkpkkk kkkk ok kEkk A K Kk Kk kkokk ok kik kg ikk skEok.
LRIk R k. RERKK  ARKK kkk kkkkk: | * Kk kok REAAKkk:kkhK
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Fig. 7
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Fig. 9
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Fig. 12:
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Fig. 15:
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Fig. 17:
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