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Fig. 1:
SEQ ID NO: 21
YROSMNNFQGLRSFGCRFGTCTVQRLABQIYQFTDKDKDNVAPRSKISPQGY-

NH;

SEQ ID NO: 22
YROSMNOGSRSNGCRFGTCTFQKLAHQIY QLTDKDKDGMAPRNKISPQGY-NH,

SEQ ID NO: 23
YRQSMNNFQGLRSFGCRFGTC

SEQ ID NO: 24
YROSMNNEQGLRSFGCRFGTCTVQKLAHQIVQFTDKDKDNV A

SEQ ID NO: 25
PRSKISPOGY-NH2

SEQ 1D NO: 26
YROSMNNFQGLRSF

SEQ ID NO: 27
VROSMNNFQG

SEQ 1D NO: 28
YROQSMN

SEQ ID NO: 29
YROSMNNFQGLRSFGCRFGTCTVOKLAHQIVQ

SEQ ID NO: 30
YROSMNQGSRSNGCRFGTCTFQKLAHQIVQLTDKDKDGMA
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SEQ ID NO: 31
YROSMNQGSRSNGCRFGTCTFQKLAHQIYQL

Fig, 3 a:

% activation

100 1000
hADM [nhi]

Fig.3 b:



WO 2813/072513

6/24

100 -
890 A
80 -
70 -
60 -
50 4
40 -~
3 -
20 -
10 -

% inhibition

o &
0 10

100 1006 10000

antagonist ini}

% inhibition

0 & ;
o a1

‘1 ’Q 191{} TGFG,G
CT=H fpglmi]

PCT/EP2012/072932



WO 2013/672513
724

100 -
90
7 ST T T T T
BO -
50 A
40 -
30 -
20
10 4

% inhibition

100
MR-H [ug/mi]

% lnhibition
50
&

10 % ~
5 = | [

0 G, 1 10
NT-H [gimi]

100

Fig. 3 f:

PCT/EP2012/072932



WO 2013/072513

B/24

106
20
80 -
70 A
60 -
50 4
40
30 -
20 1
10 4

% activation

0,014

1 f

0.1 1 10
mADM [nh}

106

Fig. 3 ¢

PCT/EP2012/072932

100 -
o0 -

70
&0
50
40 A
30 -
20 -
10

1

i

% inhibition

100 1000
aniagonist [nM]

10000

Fig. 3 ks



WO 2013/072513

PCT/EP2012/072832

80 -
80 -
70 1
G0 -
50 -
40
30 -
20 -
10

% [rhibition

100 3 = =

A ER MED SEOR  MENS b GROY IR GEE OGN coms  Emen  bm o Seprn

0.1 1 10
CT-M [pgfmi]

100

Fig. 3 i:

160 j]

% inhibition

100

Fig. 3 j:



WO 2613/672513 PCT/EP2012/072932

10/24
100 -
a0
80
70
& :
5 60-
= i
= 50
£ 40 -
&Q
30 4
20 -
10 -
0 & i ;
G 0,1 1 10 100
NT-M [g/mi]
Fig. 3 k:
100~
80
e
=~ gp-
&
&
% 40~
£ ®
mmmmmmmmm B
20-
.01 0.1 1 19 400

Flab)y2z NT-M [pg/mi]

Fig. 3 I



WO 2013/672513 PCT/EP2012/072932
1124

100

80+

60~

Inhibition [%]

00t 04 1 10 100
Fab NT-M [pg/mi]



WO 2013/072513 PCT/EP2012/072932

12/24
Fig. 4:
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Fig 6:

IGHV1-69%11:
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGT
ANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGT
TVIVSS

$B3:

OVQLOQSGAELMKPGASVKISCKATGY TFSRYWIEWVKQRPGHGLEWIGEILPGSGS
TNYNEKFKGKATITADTSSNTAYMOQLSSLTSEDSAVYYCTEGYEYDGFDYWGOGTT
ETVSS

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

IGHVL:

OVOLVQOSGARVKE PGS SVEVSCKASGETFSSY AL SWVROAPCGOCLEWMGR LIPITLGTANYAQKFQGR
VEITTADES TS TAYMELESSLRSEDTAVYYCARYVYYYEMDVWGQGETTVTVSS

HB3 @

OVQLOOSGAR LMK PCAS VK LECKATGY T SRYWIEWVRKQRPGHRGLEW IGE I LPGSGETRYNEKFEGK
ATITADTSENTAYMOLESL TSEDESAVY YCTREGYEY DO FDYWGQGTTLTVES

FkkE kdhkkh: hkk kR E L kREE ;R ko % ok KKk wkgdkokk ok Kkah  Far kR shkp k.
Jhwkdk k. kEEEk AR ER hFE&  hkkAEy ok F kok kEkhRkhkdw
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Fig. 7
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Fig. 9
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Fig. 13:
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Fig. 15:
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Fig. 19:
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Fig. 2%:
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Fig. 23:
Vehicle N=8, 1.333 mifkg on day
4= D, 0,666 mitkg on days 1,2
{23 NT-Mm N=8, 4 mg/kg on day
. 0, 2 mg/fkg on days 1,2
med
B 3
I=)
£
&
&
£ 2 T
Lo 2
g
&
E
=
G 1
&
0




WO 2013/672513

Fig. 24:

Endogenous Creatinine Clearance (mb/hr)

4

24124

PCT/EP2032/672932

Vehicle N=8, 1.333 ml’kg on day
G, 0.666 mitkg on days 1,2

1 NT-M N=8, 4 mg/kg on day
0, 2 mglkg on days 1,2

Day -1~0

DayID~‘i




