1128

40007 o 4321 N1
| s pavis
3000+

e B
b 2000

1000-
0 s
9 3
40004 e 1321 N1 .
& P2Y13 |
3000
_
& 2000
1000 -
G |4 H H ¥ i
9 8 7 6 5 -4 3
Log [R-Ih] [M]
OO
50007 & 4321 N1
40004 & P2Y13
L0004
§den
5004 3
'1;3;;8“* A )
- B
{\J, [ ¥ 1 H H H
9 8 7 6 -5 4 3

FIGURE T



2128

40~ 207w 1321N1
& F2Y1:
30- 51 4P
& 20+ T 10- o j
10- 5- ik
{;} ¥ T ] ‘:} ¥ f ¥ ¥ 7 ¥ ¥
42 0 -8 6 4 40 -3 8 7 -8 -5 -4 -3
Log [Va] [M] Log [Hla] (M]
147 5 1321N1 . 307w 1321N1
21 . P2Y13 i s P2Y13 1
10 B 20+
o 84 = £
i LE.
= 6 I %o
4 A g g
5] E: | ] B &
G T ¥ ¥ T § 1 Q 7 ¥ ¥ ¥ %
A0 9 -8 7 6 5 4 A0 9 -8 7 -8 5
Lag [Hb] [M] Log [Xal [M]
1571 e 1321N1 1757« 1321N1
o P2Y1S 15.0- o P2Y13 ‘
™~ 12.5
- | = 10.0-
o £ 75 M . ¢
5 - é & ® 5 0 ; o § © B
2.5
§ ¥ ¥ 3 ¥ ¥ {}O ¥ ¥ ¥ ¥ 3
40 -8 8 7 -6 -5 4 40 -9 -8 7 6 -5 -4

FIGURE 2

Log [Vilal [M]




28

i

f ; ; ¢
e &3 €3 €
s “©e =% &4

{0 03 198) 1043000 BY] sAOCYR 9

FIGURE 3



oy

100 -

50

4128

Reference Compound
oo _ = Compound Hia
~x Gompound lc

&3

“% above the control {sel to §)
dn
o]

3
&3

3

T 1
1000 10000

[Molecule] (Lognh)

& Reference Compound
~g- Th (R-lsomer)
-k Fh (S-isomer)

o

% above the control (set to 0)
0 )
[ Ls]

i § ¥ {
1 10 100 1000 10000

IMolecule] {(Lognh)

FIGURE 4

Yo A




H

i
SN \vzft\ ™

3

|
ARSI {5\‘@“\

RS S
PSP NP
& &
W DEEERNS

FIGURE 5




BSNOW/0I8I8

[t e

(g Bybus)
asnowyspidioydsoyy

(itu/Bw) [spidijoyd

Old

56

T
»y

FIGL



: , : e, 2,

: : 7B g ——p— % (7 57
2 8 & \ STEE ST 7 T o rrrsaa Y F
s S o™ oS e SR

(Bysaiow) (g By/Bu (@ By/Bu)
asnow/sp 0] BSNOW/0J81S9]040 9119 asnouyspidoydsoyd ey

% |
%
ES
3
o 1
<
" w F ¥ 5 P e g
= o 7 @ Uy @ W o / T STETETETE S Y g
Croux G D PN S R N i

N T
<< () fspioe apgl (jwyBw) [josmseioud apg) (1u/Buw) [spidoydsoy]

7

~

RE

i

v

FIGL



528

200+ " i

RN
{F

fkg)

umole

{

ile acids] (mi)
o

£

r
{
|3

Total bile acids/mouse

L]

[Bile cholesterol] (mg/mi)
Bile cholesierol/mouse

ol
T

simous

o
LA

FIGURE &




128

I

300
200+

g

(By/aiou)

SSNCL/SPIOR 81T 18104

v—

-

stk

3

[t}

o od v
(Mg By/Bui) o
BSNOWHICI88RI0UD )Y BENOLI/SPIGHT

13 13 H H
<MD O Wl
w0

0.0

B

1N

f
2
N

(i)

%
R T ) T N

Lt I

5 oy (uiBus) [spidijoydsoy]

E9

-
{
;

FIGL



10728

£ (ue
BNOUW0

BjOu)

8

159{042 8iig

' I

L

mz.f

¥ 3 ¥ ¥ o
[ So B BN T o B w5 T * 0 B o 4
OO e v

-

{1w/Bu} [spidioydsoy ]




250+ 2

. 3
= 2004 £ !
& 5 z

1504 177
100+

cids
lefkg BW)

i
i

§

i
ud

um

{Bile acids]

Total bile aci
{

Q.{.}' sk

o
o

5,
faw]

(mglkg BW)

Bile cholesterol/mouse

V)
Cad

2~

st

) e
pe " "13
M,

Himi
gv!

H

ospholipidsimouse

i
b
-

(s

iy
H

f

Di

8

[Phospholi

Bl

GGURE 11




(g By/buy
SSNOLI0IBISEI0YD 8llY

12728

400+

od O wm e

{(ana Bwyejoun]
FENOW/SPIOE ST 1R10]

ot

o

URE 1-

[

)

i



FIGURE 13




14728

15
10+
0.0 :
3
&
{2
o

FIGURE 14




i
o

e

f
o2
©3

&
£
(0 01 198) 1043U0D BY} BACYERE 8,

3

)

IRE 15

FIGU



-

0
- {S10UU)
Jeppeighelfosess|oyo ojig

Y
3 1 ¥ ;
D A
o v e D
3
(@mw@;

lgppefgielbspioe

aiid

H
Feior

s
b

Can

.....

16

/28

{ T ;
5 B ol

(A8 Byeiowu)
SENOW/I0JBISHIoUD B1Ig

3
X B g
= = s <
[t o s
i g

(g Byerown)
S3NQ/SRIDE alif

kg

H
i

g/

h

300u

kg

By

FIGURE 16




17128

{By/0w) il
£0 800 €00

-

L AAR
why

FaYavay

- 000

.«mg.c

m

Q“

L SO0

91 HdNoHild

=

3
(T

=

fo
P
)

TQH Je1seiAie]saioyo-[He]

goiaA
H

P2y

HONEUSIL0D 0i8188i0UD Ul 8bBuByD

|}
o

[
Lone)

Lol
Lt

DL}

o
A
JBAL UL SpI0B B)ig

siye

|

8ng

{

(sanudp)

0H josesajous-lHel



D]
£

i

8/

H

91 Hdl1Dld

ST
: 0
-008
—— -000}
008}

g

o8 9

) &pi

Jias

08}

5]

(s

8018
g

N —

LA
- ol b Ay

- op0 LG

- on0EX8

)

dp

ALl

i

SETN

O jCheis

]

{3

oyo-{H

é



« =1
m o
&2
- - 5
i
i -

¥ ¥ 3 H

L g g Lower <0

o

1l ejpaUI/BI

[
2
==
[e)
o
- 28D
<i =

{pae ey

Vil

Nt i

FIGURE 17



B2

Cholasterolicarotid

WIND e, g‘"

=8 T

BB by - =

[ b

2o o

285 4l i

il ..E; 5 %

£ 2 =z -

e B i

EEN 0 0 77

’J" "/I - A
{ 7 Sl ¥ oy 0. o
shRNA Mook Mack  P2YI3 BZYQ3 shRNA VARK!

e - + - ¥ oo + . +

.,a‘ ? ,0"" . Oﬂ) -
o fan)
@ & 005
B . I
5 & "*;'W = QGO : e /i
> & (b woE v i s
22 T 2 28 00 -
T y Y : / e
= g 7 /B - Y R s
00 {2 5 7
shRNA shRNA  Mock  Mock  P2Y13 PIYDS

mo - ' : ho - +

FIGURE 18




o1 e

i 4 f
6 0 f
wl 3
3 - 17 & j
im 57 v = s
& =5 S
& e -G 2
2 ¥ ,_s.w Fg) - (w2
P ‘il 1] - prousil
- W= )
. M = = £
£33 ” o &
S -39 = g &
=X jone R I 2HE
m a o0 [aS) WE TS
- % —— o —— e
|4 s LT B =
== N RANES -

@ -y -0 -G

= E E g

g

00 00 0
N L "N (IRY Y
%
= —
= - i &=
o <2 LY P e 53
A= -0 B VP e
N u ﬁ.w ¥ = oo 8 o
, = o Na=N-1
e = Ve &
e 371 ) ED P el 2.
YV in U & = &
* = S U
= £
IR ks { . =3 9=
- 0 @ & -G = T2 oo
VOB Iy & . - B G
2 # Y e
[N S— e f )
-
- 00 == n e
FRS 07 i



9

JURE 1

1

13



VLDL-C
change from predoss)

LDL-C

{

sterol in

£
W

i2)

aorta {(nmole/mg tisst

oy

%

-

e from predose)

oy]
L]

H

h

%

&

[

o]
H

P2
3
:

[
<D
g

2312

<

100

¥

Vehicle

¢

3ughkg 100ugfkg  300uglkg

A

¥

Yehicle

30ugks  100pafkg  300pg/kg

FIiG.20




fkg

g

kg 300

)
b

H

00 e

7
-
g RS
H
ugkyg 1

|
eenebnen

%
ghicle
-

Vehicle

%

;

fkg

g

00 1

3

-
s

30uglkg 100 ughky

FIG.20

e

hick

i
{

Ve

4

H
o2 < - o
75 ¢

100 +
ENE

1

L

<

op-a4d woy sbueyd o) Mmm%m@ (04 obiuBud v
10 Lid ewiseid 1G0R U pm&




T

Triglycerides in rabbil plasma

088)

{% change from pra-d

g tissue)

B

{nmole

100 4

"y
L]
}

25(28

—ie

0

P
H

£

o

o2

i
j

)
)
3

¥
Vehicle




26728

hicle

o

F1G.20




HA

20

G

é

F



{

/2

<, G,

H ¥ 3
e S T s TR s S e
T R o

{asopaid wois sbueyo o)
plusepd uggel ur yode

Large Hiﬁ'} |

»

Li.

hots

|0J9188)0U0 pasiden gode ewseld

4 4
Tan £ .

asopaid si; 8008 {9) Xn

L
B

E21

v
A

FIGUE



