PCYT/IB2012/054310

WO 2013/030743

Figure 1

ALY [RICWBEY

W,
E
b
%
i
.
" ;
] L e
£ L

i T

..A,&ﬂ AMARG WHH BRI

TTTTPIINAIy 4 ety
R A A LT

Ed

R R

TR pt WS

W,

Apog uey BOBLFIG
e

501

0T

STAIDU ON ©
HzsuiedwAseisd o

By Sunndwioy

sigpedwiss o

zor Y

1/28



WO 2013/030743 PCTAB2012/054310

Figqure 2

c

{ Determine }wl

Physiological
parameier

Baseline
- l Ptime
Deliver Energy | %
[ Detect )}
Physiological 3
. Change |

|

- A
Iz X
Compare to 4 § 2
baseline % 5
oo
j’ = Siine
Determine the S X>a = sympatheticnerve

X <-b => parasympathetic nerve

type of nerve X=0 =>nofunctioning nerves

where values of 3 and bwere
deterndned emphricaily from alarge
statisticat group

2/28



WO 2013/030743 PCT/IB2012/654310

Figures 32-3B

3a

303

301 301

301 301

3B

/'. [
304 | P

3/28



PCTAB2012/654310

WO 2013/030743

Figures 3C-3D

3c

301

,;

\\
/ L
gfff m
R 1

301

301

3D

305 305

305

367

4/28



PCT/IB2012/654310

WO 2013/030743

Figures 3E-3F

3E

305

3F

308

305



WO 2013/030743 PCT/B2012/054310

Figures 3G-3H

3G

3H

309

6/28



WO 2013/030743 PCT/IB2012/054310

Figures 3I-3J

3T

7/28



WO 2013/030743 PCT/B2012/054310

Figures 4A-4B

4A

417 417 417 47

828



WO 2013/030743 PCT/IB2612/654310

Figures 4C-4D

iC

4D

421

421

9/28



WO 2013/030743 PCT/IB212/054310

Figures 4E-4F

4E

431 43

10/28



WO 2013/030743 PCT/IB2012/0654310

Figures 5A-5B

5A

539

11/28



WO 2013/030743

Figures 63-6B

64

PCT/AB2012/654310

——

-

0
i

6B

N

f
o }
o “j:"’“ - \\
‘5\,@"“)” ™ N§

12/28



WO 2013/030743 PCT/IB2012/054310

Figures 6C-6D

6C

s
=3
849
6D
P
Q&\ X ﬁf,@

13/28



WO 2013/030743

PCT/AB2012/054310
Figures TA-7B
7a
/?’ 53 755
7B
755
P i

14/28



WO 26013/030743 PCT/AB2012/654310

Figure 8§

Pig {n=3)

R 4
Anesthesia

v

Steady State for blocd
presasure, heart rate

¥

Blood Sample
¥

Left and Right Renal Angiography

%+
Ablation Catheber ints LBA + Anglograpby

I

Blectrical stimalation applied to at lsast 2 sites {Bsnal
and Abdominal dorts Side) within the IRA using different
voltage, resistance and curvent for electrical stimulation.

¥

Blood Prassuve and heart rate measured during slectrical
stimulation of LR2 fo pap maximal desired responsas Lo
site-gpecific stimulation,

1

Performance of at least 4 ablations within the LRA {moving
Anterior-Posteviosr-Superior-Inferior}, 50° Twurn afier each
ablation, 2 8 mm apart for Each Ablation from Kidney to
Ar=fominal Aoria, at BW, 120s sach

:

Ablation Catheter into RRA + Angiography

*

Blectrical stimulation applied to at least 2 sites {(Beanal
and Abdominal Aorta Side) within the RRA using different
volbage, resistance and current for electrical stimulation.

!

15/28




WO 2013/030743

Figure 8 (Cont’d)

PCT/IB20612/054310

Blaod Pressure and heart rate measured during elsctyrical
stimulation of FRA {o map maximal desired responses to
site~spesific stimulation.

¥

Performance of at least 4 ablabions within the RREA {moving

Anterior-Posterior.Superiov-infericr), 80% Turn afitexr sach
sblation, 2 5 mm apart for Each Ablation from Ridney to
Abdominal Aorta, at 8¥W, 120s each

v

Blood Sample IT

¥

Abhlation in Superioxr Mesentevric Axtery {(SMA): 4 Aklations
at 18W, 120s each; & Smm apart for esch sblation

%

Ahlation in Inferior Mesenteric Artery {(IMA): 4 Ablations
at 32W, 120s sach; & Suw apart for each ablation

s

Ablation in Left Iliac Artery {IA): 4 Ablations at 10W,
120s each; 2 S5mm apart for esach ablation

¥

Sacrifice Animals

k]

¥

*

*

*

Zut open for
axamination of
Left Renal Artery

Cut open for
axanination of
SMASIMB/IA

Cant open fox
evamination of
Right Renal Artexy

¥

'

¥

Cut open for

Cut open Lfox

Cut open fox

pictures pilotures piotures
Cat intoe 4 Cut 1 segment Cut into 4
sagments segments

Cassette in
Formalin

¥
Cassette in
Formalin

Cassetise in
Formalin

16/28




WO 2013/030743

ASP {mmHg}

ADP {mmHg)

190

180

170

160

150

iqo

130

140
135
130
125
120
115
110
105
100

95

PCT/IB2012/054310

Figures SA-5B

9a

Effect of Stimulation on ASP in Pigs
{LRA, n=3)

Baseline Maximal Baselina Minimal

9B

Effect of Stimulation on ADP in Pigs
{LRA, n=3)

Baseline Maximal Raszline Minimal

17128



WO 2013/630743

MAP {ramiig)

HR {/min}

150
145
149
138
130
i25
120
115
110

160
15%
150
145
140
135
130
125
120
115

Figures 9C-8D

ac

Effect of Stimulation on MAP in Pigs

Baseline

Effect of Stimulation on HR in Pigs

Basaline

{LRA, n=3)

PCT/IB2012/054310

Maximal

8D

{n=3)

Baseline

Minimal

Maximal

18/28

Baseline

Minimal



WO 2613/030743 PCT/AB2012/654310

Figures 10A-10B

10Aa
Effect of Stimulation on ASP in Pigs
{RRA, n=3}
180 -
180 -
&
T
£ 170 o
E
g,
7 160 -
150~
150 -
130 S . - T T
Baseline Maximal Baseline Minimal
10B
Effect of Stimulation on ADP in Pigs
{RRA, n=3}
140 A
135 -
] 130 -
x
E 125 A
& 120 1
k-4

Baseline Maximal Baseline Minimal

19/28



WO 2013/030743

MAP {romHg)

HR {/min}

150

145

140

135

130

125

120

115

1108

160
155
150
145
140
135
130
125
120
115

Effect of Stimulation on MAP in Pigs

Baseline

Effect of Stimulation on HR in Pigs

Baseline

Figures 10C-10D

10C

{RRA, n=3)

PCT/IB2012/054310

Naximal

10D

{(RRA, n=3}

Basaline

Minimal

Maximal

20/28

Baseline

Minimal



WO 2013/030743

AN

PCT/IB2012/054310

Figure 11

145.6

1400

13540

HR {/min}

1308

1450

covridvete

Effect of Stimulation on HR in Pigs

e

{Stimulation spots=8}

21/28




WO 2013/030743 PCT/AB2012/034310

Figqure 1i2A-12B8

123

Effect of Ablation on ASP in Pigs
{LRA, n=3}

190 -
185 4
180
175
170
i6s
160
155
150

ASP {mmbg)}

12B

Effect of Ablation on ADP in Pigs

LRA, n=3
130 - ( )

128
128
124
122
120
118
118
114
112 -

ADP {mraHg}

22/28



WO 2013/030743 PCTAB2012/054310

Figure 12C-~-12D

l2C

Effect of Ablation on MAP in Pigs

{LRA, n=3}
180 -
145 4
13
£
E 140 -
o.
o
b 135
130
125 - : . : : . : ey
Baseline-1Ab-1 Baseline-24Ah-2 Baseline-3Ab-3 Baseline-4Ab-4
12D
Effect of Ablation on HR in Pigs
{LRA, n=3)
£
g
=
o
x

23128



WO 20137030743 PCTAB2012/654310
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