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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
YROQSMNNFQGLRSFGCRFGTCTVQKLAHQIYQFTDKDKDNVA

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
YRQSMNNFQGLRSFGCRFGTCTVQKLAHQIY(Q

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

Fig. 3 a:

100

i

% activation
h Oy ~ 0 O
QS O O O
1 ] | | 1

0,1 1 10 100 1000
hADM [nM]

Fig. 3 b:



WO 2013/072514

6/26

100 -
80 +
80 -
70 -
60 -
50 -
40
30
20 -
10 -
0

% inhibition

100 100C 10000

antagonist [ni]

% inhibition

100,0

1,0 10,0
CT-H [pg/mlj

Fig. 3 a:

PCT/EP2012/072933



WO 2013/072514
7/26

PCT/EP2012/072933

100
80 -

% inhibition

0@ — 3 e i T

10 100

MR-H [pg/mil]

Fig. 3 e:

100 -

% inhibition

100

NT-H [ug/ml]

Fig. 3 f:



WO 2013/072514
8/26

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

% activation

0 001 01 1 10
mADM [nivi}

100

Fig.3 g:

PCT/EP2012/072933

100

% inhibition
o
o

0 100 1000
antagonist[nM]

10000

Fig.3 h:



WO 2013/072514 PCT/EP2012/072933

% inhibition

0 " | | i
0 0,1 1 10 \o0
CT-M [ug/mi]

Fig. 3 i:

100

% inhibition

0 & s & | |

’ o ! 10 100
MR-M [ug/mi]

Fig. 3 j:



PCT/EP2012/072933

WO 2013/072514
10/26
100 -
90 -
80 -
70 -~
c
§ 60
o
£ 01 e
£ 40 :
3?
30 -
20 -
10 -+
0 e T i
0 G,1 1 10 100
NT-M [ug/ml]
Fig. 3 k:
100+
80+
9
= 60
c
2
2 40
£ @
20- ®
0- A s
0.01 0.1 1 10 100

Fig.31:

F(ab)2 NT-M [ug/mil]



WO 2013/072514 PCT/EP2012/072933
11/26

100+

D
<

'S
i

Inhibition [%]

)
T

LI B e R ] oy

0.01 0.1 o ‘l 10 100
Fab NT-M [pg/mi]



WO 2013/072514

Fig. 4:

1000300+

RLU

12/26

Standard curve hADM

PCT/EP2012/072933

LA | T TTT T T

10 100 1000

hADM-concentration (pg/mi)

10000

100000

1000000



WO 2013/072514 PCT/EP2012/072933
13/26

Fig. S:
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Fig 6:

1IGHV1-69*11:
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGT
ANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGT
TVTVSS

HB3:

QVQLQQSGAELMKPGASVKISCKATGYTFSRY WIEWVKQRPGHGLEWIGEILPGSGS
TNYNEKFKGKATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWGQGTT
LTVSS

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

IGHV1:

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGTANYAQKFQGR
VIITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWEOGTTVTVSES

HB3:

QVOLOOSGAELMEPGASVEISCKATGYTFSRYWIEWVKCORPGHGLEW IGEI L PASCOTNYNEKFKGEK
ATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWEOGTTLTVES

FRAE kRkhE . kdkkokkk o RhEE K kkdk k% kk gk Rk kkEk .k Kok kg kE .kk. K,
LEk kR ko Rk Kk pokkkk khkk kkk Rk, Kk Kk Kok kkkkhk s kk ok
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Fig. 7
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Fig. 11:
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Fig. 16:
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Fig. 17:
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Fig. 19:
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Fig. 24:
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