PCT/US2008/062561

WO 2008/137787

1717

s
SN\

100~

o

JIUCD BRYEONILIN JO UOIBIGIYUL 9,

*P<0.01
n=4

FIG. 1



PCT/US2008/662561

WO 2008/137787

2117

Mean ¥ SEM n=4

\\\\\\\\\\\\
\\\\\\\\\\\\\\\\

\\\\\\\\\\\\

200

AYSUSIUY JUDISBION] VDI

Y %, %,
T§ 0@0@

FIG. 2



PCT/US2008/062561

WO 2008/137787

3717

¢ Ol

WA 0L + UBQEXINOYG WM G weeme
il 1L+ uegeXtsg Wi G w=e-
HRUEXINSE T G e

Goe

100y

1008

1008

10004

100624

Gowi

{urt) e f (enjea jexd)
AUSUSIUI SOLISDSTION] JO B



PCT/GS2008/062561

WO 2008/137787

4117

v old

{ces) sy}

0GeL 00GE Qmw omm cm:m owm

UBGEXLISE + Y DUNOTLUICT) s

Y PUNGHLGD) me e —

UBYEXINEE mmmme
1673 {0a Y p—

- 0002

{siuny Amiigeay) A1ALOR UKo



WO 20081137787 PCT/US2008/062561

5717

Platelet Thrombus Size
{Flunrescence}
[#7]
[
I

40 -

20 -

o T T ¥ T 1
0 2z 4 3 8 10

Anti-FXT {pgiml}

~gp-- with Compound A ~§§~ Control

FIG. 5



PCT/US20068/062561

WO 2008/137787

6/17

£1 91 9=N

XA
Uy w3 oL

v punoduios wi 01

AL/80 UOIUD

9 Ol

HRCRXIIOH
WU Goa1L

v punodwen wril o1
ALA0D Uoayn

¥ punoduio) wri gt
ALA0D oIS

e

Torerfrnnd

pred

.01
L 0Z
- 0g
L0
- 05
- 09
02
03
- 06
00}

{s15(9%81)
WG ~/+ SOUBDSSION]



WO 2008/137787

mean Huorescence intensity

{pixal value) / area {pm°)

700

600+

500+

400+

7117

PCT/US2008/0623561

e QUM Compouind A
~eee Ot Compound A
= L Compound A
=eme 100N Compound A




PCT/US2008/062561

WO 2008/137787

Go%

8 Ol

i1

i

v puncdiion Wi €29 84-1260 ‘Wadse - it
v punodwion Wri L1 L 9 §4-12680 HHdSE —e i}
Y puncdwlog N 280 8 82-1260 "HAUSE e
¥ punodwio] Wi £21°0 8 R4 1260 UETSE v
v punodwod wrt L50°0 9 841260 ‘umdse ----
8/-1260 WH § + tndsg =it

0Ge

{ urt) waue ;7 {anpea [exud}
AJSUSIUL 3OUSDSRIONY VB



PCT/US2008/062561

/17

6 9l

i L]

oog 0%¢ Gie 0G1 0ot oG 0 OG-

ooz
P e {00y
1009
1008

o0k

1

0oL

uegoned Wi £'¢ + (W L7L) v punodwlod e
ueqonay wrl 1+ (it L) v punodlo]) e | | . “ _ _ q 8071
uegonay Wu 00g + (Wt L'L) v pUnodoD g
uegosey wu 08 + (i 1 1) v punodildon e
upidse + (gt L)) pUnoduwion) e e
Y PUNOGLEOT) s

uegonag Wi © + (At L) v punodiio e

WO 2008/137787

{,uni) eaae / (anjea joxd)
AJSUSIUI 90US0SSION]} JO UBBW



PCT/US2008/062561

WO 2008/137787

10717

0l "9id

Bbw oo  Bybw oz Bybwgy Bybwgz Bybwggo DA

1

7

7

ByBwog  BybBw oz Bybwgy Bybwgz ByBwego oA

- 068

- 05

- 0G4

- 000}

00 PPP A 4( -.-

. v T v A puln
° et Ay g A v «.cm_ "

[ ]

A

jopowt Adoosola|w jejlaeijul ul
snquiosy ] 3sl14 jo aoueleaddy Joj awi] sAejap vy punodwod)

- 0G4

- 0001

(09%) snqwoay] 3sii4 jo
asuelesddy ao) suil .

(o9s) snquolyy 18114 jo
aueseaddy 103 awi]



PCT/US2008/062561

WO 2008/137787

M7

e

bL Ol

(i) ) -~ (uyEd)Boy fy punodwos

- 0
o
b

T
s
W
[a\]

- 005

-0GL

-0001

{pas) snquioayy 1sa14 jo

oueieaddy 10 awg



WO 2008/137787 PCT/US2008/062561

12117
25001 .o, cmmme —COOO
* ..

T 2000-
o
o
2 15004 ,
E:
8
S 1000- .
3 B
E 500 -—-«--.—~—: gl Tyl ‘
= . ¥
. .:l Aaaat ;:;v ¢

0

VC 0.83mg/kg 2.5mg/kg 7.5mg/kg 20 mg/ka 60 mag/kg
2500- .

= _E_\ //
2 20001 \
H T \ /
% 15001 7
S 1000- /
L
@ / \\ /
£ 500 - % /

. @ N7 N %

VC 0.83 mg/kg 2.5 mg/kg 7.5mg/kg 20 mg/kg 60 mglkg

FIG. 12



PCT/UGS2008/062561

WO 2008/137787

13717

el 94
(quybirl )
fBu) v punodiues
S z L
{42 5ot L s [ 11 O
= H
£ i % TH toos
£l
r1 oA 0001
£ L 60g
, L0002,
o By eag %oy
#2180 =2
<
[ B nocz

{o8g) UOIBNIoN Of 3y



PCT/US2008/062561

WO 2008/137787

14717

(g'aiv+(oL) Bybw gy

ueqexuleg uegexuleg Uegexuleg uegexuleg ueqexuieg ueqgexuisg ByBwgz v

i Ol

(G2)v+(y)  Bybuw ¢

(goiv+(z) Bybwg

OA

/

i/,

r___

LY LY R
RN
e N W R N e
W
A
o NN Y
\‘\‘\\\"\\\‘\\\
AR
SRR
SANERY
R

10'0>d

AN

S0 0>d

- 001

- 00¢

- 00€

- 00

(0as) snquiouy] 3si14 jJo soueieaddy Joj awulg



PCT/US2008/062561

WO 2008/137787

15717

(g'Z)v+(0L)

GL Ol

Babw gL (S2v+(p) Bybwy (g2v+z) Bybwg

uegexilog uegexuyag uegexuieg uegexiieg uegexuleg uegexiyeg ByBwgzy DA
0
v 3 BBe Xl vY Yy mn . 001
a2 M o et i3, A T b
A A vy ¥ #
Y v oot ot si - 00z
v i L 008
ﬂ ¢
A L 00¥
i
AA 005
50°0>d - 009
. ]
L 002
L0 0>d
- 008
L 006
v
L 000

{aes) snguioly ] 35414 Jo asueteaddy 1oy sy |



PCT/US2008/062561

WO 2008/137787

16/ 17

91l "©id

(gav+(oL) ByBw oy (c2w+y) Bybwy (g2)v+(z) Bybwg

(By/Bw) uegexuyag uegexuieg uegexilag uegexiieg uegexijeg uedgexujeg ByBws v IA
- gy e 0
: A VA W 3R
// Y e M\\//“ \ Nm> \
A o V2 s
// AT Z MZ\ a0
SA R X ks .
Lo'0=d nmmu“ww,wm B L 009
/,, b7 %
AN ;_. I 00Z1
M m w G0'0>d
G00>d G0 0>d
m L0081
G0'0>d
Ho= L0ovz

(93s) uoISN|92() 0} S|



PCT/US2008/062561

WO 2008/137787

17717

L1 Ol

(g2v+(ol) BybwoL (cv+ly) Bybwy (gzv+{z) Bybwz
uegexuiag  uegexuiag ueqeXISg uegexueg ueqexujeg ueqexuyeg bByBwgz v A
0
] & & @ 3 F A v v [} |
W] 2% "o ® ey YyYI¥Y all
QQ Oy 228 et N Adadt  TVYEY _m o m | 00S
k74 imis &9 ° v Yy =
bb ] % a \4 .
¥ I A
JUUSINNS: 1 SOS & [ -]
A v ° - 000
A L3 &
A v - M
% -00G L
- 0002
& L3
%
AR A vV [
. 0052

{n8s) UoIsN|29(Q 0} WL



