WO 2012/107363

Fig. 1

[’HICAMP accumuiated {cpm)

amdh
)
Q
(=]

1000
800
600

400

200

PCT/EP2912/05188¢
1/6
Py
L &  Treprostini E
O+ 100 uM Ro-20-1724
W+ 100 uM lbuditast -
LA 4100 uM Cilostazol e

Treprostinit (uM)



WO 2012/107363 PCT/EP2012/(51880
2/6

s, - A
£ 2000 }
o & + 100 pM Ro-20-1724 é
£ O +10 pM Roflumilast . —
e
o
9D 1500
&
e
E
o 1000 +
O
S
=
© 500 b
<
KA
T o
6:?__. O L //// | ) L
o o~ N o

Treprostinil (uM)



WO 2012/107363 PCT/EP2012/051880
3/

Fig. 3

1400~
1300
1200+
1400+
—= 1000= ®
90 ®
800~ o
T 00 S ]
600=
500-
400=
300
200
160
c L} ¥ L4 ] ¥ [ 1§ + ¥ L] ) L 3
G 50 100 150 200 250 300 350 400 450 500 550 600
time (s)

UM P wash UM Forskolin____ wash_

pPA

(

current




W 2012/167363

Fig. 4

B
4]
=]
(=]
]

2000=

15006

1000+

4/6

500 g

[*HJcAMP accumulated [epm]

Oy

M)

N
]
&

Q-

SN ,9\ o

L 4 1] L ¥
N 9
V]

PDE Inhibitor [uM]

PCT/EP2012/051880

fbudilast
Ro-20-1724
Roflumilast
Dipyridamole



WO 2012/167363 PCE/EP2012/051880
56

Fig. 5

E .

a » Treprostnil alone

- I =+ 100 pM Ro-20-1724
o 1500+ :

£ 4+ 100 1M foudilast

S * + 5 uM Roflumilast
§ 1000

o

]

[+

o -

= 504

<L

;.L e - w
ez:t_. (eloopuon oy ¥ =\. (i T T

© Q'-\ Q‘.b g '\Q ".')Q

Treprostinil [uM]



PCT/EP2012/051886

WO 2012/107363

6/6

Fig. 6

¥ T

[ e o
2 i

=

fdo] psjeimunsoe dinyolHe]

250 -
200 -
150



