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Fig. 2:

SEQ ID NO: 21
YRQSMNNFQGLRSFGCRFGTCTVQKLAHQIYQFTDKDKDNVAPRSKISPQGY -
NH2

SEQ ID NO: 22
YRQSMNQGSRSNGCRFGTCTFQKLAHQIYQLTDKDKDGMAPRNKISPQGY-NH:2

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



SEQ ID NO: 31

YRQSMNQGSRSNGCRFGTCTFQKLAHQIYQL

Fig. 3 a:

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

% activation

10
hADM [nM]

100

1000

Fig. 3 b:




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

% inhibition

0 10 100 1000 10000

antagonist [nM]

Fig. 3 c:

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

D T T T 1
0 0,1 1,0 10,0 100,0
CT-H [ug/ml]

% inhibition

Fig. 3d:



100 -
c
Le
2
=
L=
R
D . T T T 1
0 0,1 1 10 100
MR-H [pg/ml]
Fig. 3 e:
100 -
c
Le
=
<
L=
=S
D . T T T 1
0 0,1 1 10 100

NT-H [pg/ml]

Fig. 3 f:



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

% activation

0 001 0.1 1 10 100
mADM [nM]

Fig. 3 0:

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

% inhibition

0 100 1000 10000

antagonist [nM]

Fig. 3 h:



% inhibition

100
90
80
70
60
50
40
30
20
10

0 @

1 10 100
CT-M [pg/ml]

Fig. 3i:

% inhibition

100 -

0@

1 10 100
MR-M [ug/ml]

Fig. 3 j:




-10 -

100 -
90 -
80 -
70 -

% inhibition

NT-M [pg/ml]

Fig. 3 k:

100+

80+

60+

Inhibition [%]

0.01. 0.1 —— r " . 160
F(ab)2 NT-M [ug/ml]

Fig. 3 I:



-11 -

100+

o)
e

IN
e

Inhibition [%]

[N
e

0.01 0.1 1 10 100
Fab NT-M [pg/ml]



-12 -

Fig. 4:
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Fig 6:

IGHV1-69*11:
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGT
ANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGT
TVTVSS

HB3:
QVQLQQSGAELMKPGASVKISCKATGYTFSRYWIEWVKQRPGHGLEWIGEILPGSGS
TNYNEKFKGKATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWGQGTT
LTVSS

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

IGHV1:

QVQLVQOSGAEVKKPGSSVKVSCKASGGTEFSSYAISWVROQAPGOQGLEWMGRIIPILGTANYAQKFQGR
VTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGTTVTVSS

HB3:

QVQLOOSGAELMKPGASVKISCKATGYTEFSRYWIEWVKORPGHGLEWIGEILPGSGSTNYNEKFKGK
ATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGEFDYWGQGTTLTVSS

kAhkhkk Khhkkhkkhkke K hkkekhkkhkkhkeoekhkhkkhkkekhk *khkk * * Khkhkeok kkeoekhkkhkkhkhkeokx *oxk ke okk o kk oo ko

kAkkkhkKk ke Khhkkhkkoekhkhkkk Kkhkkoehkkkhkkhko * kK kek KkkhkkkkhkKk o kKKK
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Fig. 7
Noradrenaline requirements
0,07
[ Vehicle
0.06 + 1 ADM early
EZZ3 ADM late
0,05 -
= 0,04 -
¥
i)
2 0,03 -
0,02 -
7
0.00

Urine production

[ Vehicle
[ ADM earhy
E=A ADM late

T

\




Fig. 9
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Fig. 11:
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Fig. 15:
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Fig. 17:
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Fig. 18:
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Fig. 19:
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Fig. 21:
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Fig. 24:
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