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FIGURE 3 continued
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FIGURE 4
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FIGURE 5
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FIGURE 6
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FIGURE 11
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FIGURE 12
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FIGURE 14
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FIGURE 16

NEP Digestion of CNP22-PEG conjugates
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FIGURE 18

NEP Digestion of CNP N-terminal Extentions
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FIGURE 20
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FIGURE 22

CNP22-PEG stimulated NIH3T3 cells - cGMP response
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FIGURE 24
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FIGURE 25

Bars from left to right:

control (no CNP22, no FGF2)

CNP22 (0.2 uM) continuous

CNP22 (0.2 uM) 1 hr once daily

CNP22 (0.2 uM) 2 hr once daily

FGF2 (5 ng/mL) continuous

FGF2 + CNP22 (0.2 uM) continuous

FGF2 + CNP22 (0.2 uM} 1 hr daily

FGF2 + CNP22 (0.2 uM) 2 hr daily




U.S. Patent Jun. 12, 2012 Sheet 21 of 61 US 8,198,242 B2

A it

© - FGF2.ONP (0.2 M)
- FGF2+pCPTCOMP (200 M)

%1—e—Forz

5

(4 8] - o ' : &

§ 8 & 2 3

[0 1) jlemsjeo "

e .=

By %6

. 2 i B

o m O 5%
n I Y 1

3 W’ 2

o >

=

-—

I8

il

o

o |

I

< g & g 8 8 @
C‘fﬂ W S D
(D1 %) jlomE| e



U.S. Patent Jun. 12, 2012 Sheet 22 of 61 US 8,198,242 B2
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FIGURE 28
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FIGURE 31
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FIGURE 33
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FIGURE 35
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FIGURE 36

Chondrocyte Hypertrophy
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FIGURE 37
Hypertrophic
Distal tibia Articular Chondrocytes Chondrocytes
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FIGURE 38

Total Growthplate Thickness
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FIGURE 39
c¢GMP levels from conditioned media,
WT ex-vivo femurs
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FIGURE 40
¢GMP levels from conditioned media,
FGFR3 Ach ex-vivo femurs
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FIGURE 41
cGMP levels from conditioned media,
WT ex-vivo tibias
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FIGURE 42
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FIGURE 43

Presence of cleaved collagen type Il in the conditioned media
from ex-vivo WT and FGFR3 femurs
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FIGURE 45
Intravenous Administration
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FIGURE 47
c¢GMP in rat plasma
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FIGURE 51
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FIGURE 53
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