WO 2012/024452 PCT/US2011/048157

Figure 1
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Figure 2

Light gray = chain A
Dark gray = chain B
Black = selected sites
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Figure 3

Light blue= chain A
Dark blue=chain B
Yellow = receptor binding site
Orange=selected sites

AV1Z

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

Page 3/26



WO 2012/024452 PCT/US2011/048157

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

individual PEG20-AQ1-RLX serum concentration versus time
Gender=males
Dose=0.5mg/kg, Route = SC
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Figure 9A

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

jE-.1000
B o°§ 8 g
£ ) 0 Anf
g' 100 g O An2
8 ‘ A An3
= gg v And
%
An5
5 10 ¢ An
(e
E
-
QO
n 1I L] L] I ' '
0 20 40 60 80 100
Time (hrs)
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

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=8C, Gender=males
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Figure 16B
Mean AUCinf versus dose
Error hars=5td Dev, Route=5SC
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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
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Figure 19, Part F

Effect of Wild-T ype Relaxin IV Infusion on Urine

Output (0-6hr) in Female Long-Evans Rats

S

® L

=
[11] .
22 .
2 -
3 . *
.g, . o e a— -
Q 1+
E ®
-] L]
G .
> ®

G T T T T

Vehicle 03X 1X 10X

Page 21/26



WO 2012/024452

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

PCT/US2011/048157

Plasma Na* Change from Baseline

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

Plasma osmolarity {mosmol/kg H,0}

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