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Figure 1
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Figure 2

Light gray = chain A
Dark gray = chain B
Black = selected sites

BW27

6RLX
Insulin numbering BS1
Site notin structure: A Q-3

Page 2/26



WO 2012/024452 PCT/US2011/048157

Figure 3
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Figure 4
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Figure 5
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Figure 6
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Figure 7

PK evaluation of PEG size
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Figure 8A

Mean RLX serum concentration versus time

Error bars=Std Dev, Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 8B
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Figure 9A

Individual PEG20-AA5-RLX serum concentration versus time
Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 98

Individual PEG20-AR18-RLX serum concentration versus time
Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 10A

Individual PEG20-BV7-RLX serum concentration versus time
Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 10B

Individual PEG20-BW238-RLX serum concentration versus time
Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 11
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Individual PEG20-AV13-RLX serum concentration versus time

Gender=males

Dose=0.5mg/kg, Route = 8C
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Figure 12A

Mean RLX serum concentration versus time
Error bars=Std Dev, Gender=males
Dose=0.5mg/kg, Route = SC

—~ 1000+

3

E

o

£ -~ WT Relaxin
g 100-

o

O

£

3

2 104

(1

E

=

T

%

1 T 1 1
0 2 4 6
Time (hr)
Figure 12B

Individual wt rhRelaxin serum concentration versus time
Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 13A

Mean RLX serum concentration versus time
Error bars=Std Dev, Gender=males
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Figure 13B

individual RLX serum concentration versus time
Gender=males
Route = IV, Dose=0.25 MPK
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Figure 14A

Individual RLX serum concentiration versus time
Gender=males
Route = 8C, Dose=0.5 MPK
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Figure 14B
Individual RL.X serum concentration versus time
Gender=males
Route = SC, Dose=0.25 MPK
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Figure 15

Individual RLX serum concentration versus time
Gender=males
Route = SC, Dose=0.125 MPK
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Figure 16A

Mean Terminal Half-life values versus dose
Error bars=Std Dev
Route=SC, Gender=males
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Figure 16B
Mean AUCinf versus dose
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Figure 17A

Mean Cmax versus dose
Error bars=Std Dev, Route=SC
Species= SD rats, Gender=males
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Figure 17B

Mean Clearance versus dose
Error bars=Std Dev, Route=8C
Species= SD rats, Gender=males
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Figure 18A

Mean Volume of Distribution values versus dose
Error bars=Std Dev
Route=8C, Gender=males
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Figure 18B

Mean RLX serwm concentration versus time
Error bars=Std Dev, Gender=males
Open symbols=IV, Closed symbols=SC
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Figure 19, Part A

PCT/US2011/048157

Effect of Wild-Type Relaxin IV Infusion
on Water Intake and Urine Output in Female Long-Evans Rats
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Figure 19, Part B
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Figure 19, Part C
Effect of Wild-Type Relaxin IV Infusion
on Hematocrit in Female Long-Evans Rats
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Figure 19, Part D
Effect of Wild-Type Relaxin IV Infusion
On Plasma BUN In Female Long-Evans Rats
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Figure 19, Part E

Effect of Wild-Type Relaxin IV infusion on
Water Intake(0-6 hr)in Female Long-Evans Rats
4.5~
g 401 ve® .
o 3.5+ . ®
3.0+ o
S 251 o o —
é 2.0- e o
1.5+
Qo054 °
O.C ]  } ] N
Vehicle 0.3X 1X 10X
Figure 19, Part F
Effect of Wild-T ype Relaxin IV Infusion on Urine
Output (0-6hr) in Female Long-Evans Rats
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Figure 20, Part A

PCT/US2011/048157

Effect of PEG-Relaxin Variant IV Administration
On Water Intake and Urine Output In Female Long-Evans Rats
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Figure 20, Part B
Effect of PEG-Relaxin Variant IV Administration
On Plasma Sodium In Female Long-Evans Rats
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Figure 20, Part C

Effect of PEG-Relaxin Variant |V Administration
On Plasma Na* Change In Female Long-Evans Rats
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Figure 20, Part D

Effect of PEG-Relaxin Variant IV Administration On
Plasma Osmolarity In Female Long-Evans Rats

300

mean + sem, h=3-4

290
—g—\ehicle
~=0.1X
280 wangrms (3K
it | M

270 T T '
Ohr 2 hr b hr

Plasma osmolarity (mosmol/kg H,0}

Page 23726



WO 2012/024452 PCT/US2011/048157

Figure 20, Part E
Effect of PEG-Relaxin Variant IV Administraton
on Plasma Osmolarity Change in Female Long-Evans Rats

© 10 e e e ehd el e e f m e e

= mean £ sem, n=3-4

3 5.,,,,,,7,7777....._ SO i e o -~

1]

m -

E 0 4—— ﬁuVehlcle

=)

= -8-0.1

e 5 Qhr s L X

=11

% =f=0,3X

G -10{ - —=1X

£

& -15 - —eem

(=}

e

g2’ o .

Figure 20, Part F
Effect of PEG-Relaxin Variant IV Administration on
BUN in Female Long-Evans Rats
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Figure 20, Part G

Effect of PEG-Relaxin Variant IV Administration on
Water Intake(0-6hr) in Female Long-Evans Rats

4.5-' ®
@ 4.0
o™ 3
Q 3.5+ . e
5 3.0- —.-.-—- ®
E 2.5‘ ® ..
E 2.0 :
© 1.5
[l [ ]
: 1.0 .
o 0.5
]
3 0.0 L) | L] L
Vehicle 0.1X 0.3X 1X
Figure 20, Part H
Baseline Urine Output (-16-0hr)
in Female Long-Evans Rats
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Figure 20, Part1

Effect of PEG-Relaxin Variant IV Administration
on Urine Output (0-6hr) in Female Long-Evans Rats
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