WO 2010/132657 PCT/US2010/634703

110

s o PI3-K ----»»Akt — YBei2

(IRK, IGF1R, Src}
@? @J \@

Cell Signaling
, BAD IP3R
| o
rRLiD-EA-OH ER Calcium
P Membrane Release
3 _ Stability
Antioxidant
@ROS Ca 2+] CW{JSDI
CELL SURVIVAL

Figure 1



WO 2010/132657 PCT/US2010/034701

Phosphorylated Akt / Total Akt

(background subtracted)

2/10

3
2..
# rRLip-EA-CH
A RLip-OH
1
10° 104

Compound Concentration (M)

Figure 2



WO 2019/1326587 PCT/US2010/034701

3710

12+

& RrLip-EA-OH %
4 RLip-EA-OH + LY

10

B~

4

Phosphorylated Akt / Total Akt
{background subiracted)

5

Compound Concentration (M)

Figure 3



WO 2010/132657

Peak Intracellular Calcium (% of vehicle)

100+

80~

80~

70

60~

504

40+

30+

20+

16+

PCE/US20106/034701

4/10

% RLip-EA-OH
4 RLip-OH
¥ Ac-EA-OH

LN I B v T LA Aaith 2 S A B L v MMt st June aina |

10% 10 10
Compound Concentration (M)

Figure 4



WO 2016/132657 PCT/US20%0/634701

5/10

0.45

0.4

0.35

0.3 -

0.25 -

0.2 4

MiArea At Risk

0.15 -

0.1 4

0.05 -

Vehicle RLip-EA-OH

Figure 5



WO 2018/1326587 PCT/US2010/03470¢

6/10

0.5 1

0.45 -

0.4 A

0.35 1

0.3 1

.25 -

0.2 1

Ml/Area at risk

0.15 o

0.1 1

0.05 4

Vehicle Pre-Occiusion Guring At Reperfusion
Occlusion

Figure 6



WO 2010/1326587

0.4 A

0.35

i
—

0.3 1

0.25

M1/ AR Ratio
[’

A (o]

(433 3%

@
—
i

0.05

7/10

Vehicle IV

3mglkg IV Emglkg IV 0m
RLIP-EA-OH Dose (mg/kg)

Figure 7

PCT/US2010/034701




WO 2010/132657 PCT/US2010/034701

8/10

0.400 -
0.350 -
0.300 -

0.250 -

0.200 -

MI:AR Ratio

0.150

0.100 -

0.060

0.000 J—

Vehicle Single (10_0) Multiple (10_10)

Treatment Grp

Figure 8



Mean RLip-EA-OH (ng/mL)

WO 2010/132657

9/10

Time {(h)

Figure 9A

PCT/US2016/034701
& 20 mg
= 50 mg
=&~ 150 mg
-4 300 mg
9 10



WO 2016/132657 PCTUS2016/034701

10/10

100000 ¢
-
=
e
o
=
5
; e 20 my
<L
L & 80 mg
O
= - 150 mg
x -4 300 mg
©
QO
=

Figure 9B



