WO 2015/054006 PCT/US2014/058646

Ang-{1-7)

)
g

o
th
[
——y
gl

n
]

$ 3 o

I I I
-11 -10 -9 -8 -7 -6
Peptide Concentration [M

BDNF concentration (pg/mi)
=

s §
e
g% ]

FIG. 1

HUVEC Cells

1/14



WO 2015/054006 PCT/US2014/058646

Pancyte

(3]
CF

5

(o)
L’?

BDNF concentration (pg/mi)

I ! !
12 -! -10 -9 -8 -7 -6
Peptide Concentration [M]

FIG. 2

HUVEC Cells

2/14



WO 2015/054006 PCT/US2014/058646

TXA301

R
|

f

-

o
|

®

5-

BDNF concentration (pg/mi)
on
|
.

ﬁ" II I ! ! ! !
12 -! -10 -9 -8 -7 -6
Peptide Concentration [M]

FIG. 3

HUVEC Cells

3/14



WO 2015/054006 PCT/US2014/058646

HUVEC (Stimulation in complete cell Medium)

,?

o
?

n
T

)
T

z
=

BDNF concentration (pg/ml)
o .
L]

e
l

| | |
© - o = £ ©
r : = = - =
c 5 - < e~ —
s+ © g B

: i
o
E
FIG. 4

4/14



WO 2015/054006

[\
(.'Fl

)
T

-k
t'.il‘l

=5
T

h
]

PCT/US2014/058646

Ang-{(1-7)

r § 3

BDNF concentration (pg/mi)

s §
e
g% ]

I I
-11 -10 -9 -8 -7 -6
Peptide Concentration [M

FIG. 5

HDMEC Cells

5/14



WO 2015/054006 PCT/US2014/058646

Pancyte
i
2
c
S 40+
?ﬁ
=
!
c 20+ -
8 t
1
a
N {y' T I | J I !
42 1 -0 9 8 7 6

Peptide Concentration [M]

FIG. 6

HDMEC Cells

6/14



WO 2015/054006 PCT/US2014/058646

TXA301

(o]
(.él‘l

sl IsJ
n o
[ 1
—t—
i
o—i
e

ol
o
1
o |

4]
]

1 10 9 -8 -7 -6
Peptide Concentration [M]

BDNF concentration (pg/ml)

X
b

FI1G. 7

HDMEC Cells

7/14



PCT/US2014/058646

WO 2015/054006

corrses
S0,

]
H
e
..\.\\\\\\\ }
7%, egrrrer. ; —__flj
ol 7 .
Ty Lok i
e Vrvrar? K ’ |
i s : .
Lo i
i ’ v " |
7y 777 :
’ 4
gt s A...s..._
o ety s
g 9
v cé JEEnEe
b e [ Ry
3 Y :
% Yrsrre o
(5 7 7 o

g
bl
\\\\\ \\\\\\\\\\\\.\\\
A
\\\\

Vi

8

FIG

HUVEC Cells

8/14



WO 2015/054006

-10

J
-1

|
N

(Busjowd)

dINV2

12

=
=

PCT/US2014/058646

FIG. 9

9/14



WO 2015/054006

EEE THA202

EERTHAZ01

B 1 Yehicle Contral

k& k& . I
*EE v

k%

FEk
*+E

*k+

*h+ .

k%

*+E

k&

PCT/US2014/058646

FIG. 10

f
-
-

L] L] L] L) L] L] L) L) J L) L)
smmhmmwmwx—a

8109s }Sa) Juswase|d quiijalo4

10/ 14



PCT/US2014/058646

WO 2015/054006

Em

¥y

%

ryy

e

3

208 B

vI/ 11

11O

L 0ge | S

¥y ¥r r r¥r v
W W= O
- T T T T o

joquoD seye s x| (I

(sdajs med ya|) 1581 Buiddays



WO 2015/054006

B 174302

EE THA30T

B 1 Yehicle Control

*++%

k&

hE

*EE

k&

*EE

*EE

k%

&

k&

*hF

&%

&%

1

o
-—

PCT/US2014/058646

DD EOHNTODNOROW FTEHNT O
T T T T T T T

(suJny JyB - 34977) e39p Bums Apog

FIG. 12

12/14



WO 2015/054006

B TAA302

EERTAA201

B S Y ehicle Control

*h%

vkt ket e+

&%

*hE  hEF THE

k&

k&

&%

*+&

-

L)
-
-

S}IUn) 2102504N3N

PCT/US2014/058646

FIG. 13

13/14



PCT/US2014/058646

WO 2015/054006

149A4!

vI "OId

Jajsurei(] s|assap

£

05 Bybrigs Zoewxl vic R

1
L~

B

~02

B

Biid

(04) JojRWIRIP $|9559A PUR O1JR1 MO|4 POOI|T

- 004 =

£4% $EE

0S BywOros Lotvxl vig B2

¥

a0 sowsa vt



