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Elevated Morbidity and Mortality
Risk

Uncontrolled Hypertension
Is a Risk Factor for
Cardiovascular
Morbidity and Mortality

*  Chronic uncontrolled
hypertension is related to
cardiovascular conditions
such as stroke and heart
failure’

* The risk of cardiovascular
death increases with rising
blood pressure, every 20
mmHg rise in SBP
doubles
the risk of cardiovascular

death (See Figure)** 115/75 135/85 155/95 175/105
Systolic/Diastolic Blood Pressure (mmHg)

Cardiovascular Mortality Risk
Increases as Blood Pressure Rises™

~ o o0 O

Cardiovascular Mortality Risk

*Measurements taken in individuals aged 40-69 years, beginning with a blood pressure of 115/75 mmHg, the data in this graph
is from Lewington et al. 20022
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Despite Treatment, Many Patients With
Hypertension Do Not Achieve Blood
Pressure Control

Established Market Economies

Treated
Hypertension Hypertension
Age Aware Treated Controlled Controlled

Country Study Year  Range (%) (%) (%) (%)
United States 1999-2000 18-80+ 68.9 58.4 31.0 o b 5 |
Canada 1986-1992 18-74 58.0 39.0 16.0 41.0
Spain 1990 35-64 445 32.0 5.0 15:5
England 1998 16-75 16.2 31.8 9.3 o
Germany 1994-1995 25-74 595 35.1 11.8 33.6
Greece 1997 18-90 60.8 54.5 27.0 49.5
China* 2000-2001 35-74 44,7 28.2 8.1 28.8
T e

*Based on World Bank criteria used in this study, China was not considered an established market
economy at time of publication.
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Renal Sympathetic Activation: Afferent Nerves

Vasoconstriction
Atherosclerosis

*
“

"""" Hypertrophy
e Sleep Arrhythmia
Insulin Disturbances | Renal Afferent Oxygen Consumption
Resistance Nerves

7 Renin Release = RAAS activation
T Sodium Retention
| Renal Blood Flow




Kidneys, in response to ischemia, send afferent
sympathetic signals to the brain that disinhibit
the nuclei tractus solitarii (NTS), increasing
sympathetic outflow.

TRenin release Afferent

The NTS in the brainstem control efferent sympathetic signals from the
brain to various organs of the body. Sympathetic signals raise blood
pressure by increasing the heart rate, constricting arteries, and, in the
kidney, increasing renin release and sodium and fluid retention.

Vascular effects:

TSodium retention
LRenal blood flow
Efferent

b 4 Vasoconstriction
Atherosclerosis

-~

A Cardiac effects:

LV hypertrophy
Arrhythmia

Catheter-based 10, consumption
renal denervation

Sympathetic
nerves

Adventitia

Radiofrequency
energy

Renal artery
cross-section

In the renal denervation procedure, a specially designed
catheter is positioned in the renal artery, and radiofrequency
energy is applied to the endoluminal surface.
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Surgical History
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Surgical Sympathectomy

Grimson, Ann Surg 1941



BP Control Maintained Long Term
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Renal Nerve Anatomy

* Nerves arise from T10-L2
* The nerves arborize around the
artery and primarily lie within the

10



From: Eligibility for Renal Denervation in Patients With Resistant Hypertension: When Enthusiasm Meets
Reality in Real-Life Patients

J Am Coll Cardiol. 2012;60(23):2422-2424. doi:10.1016/j.jacc.2012.08.1002

stant
mmHg or 150 mmHg
betich
3
Out-of-office BP normal (<135/85 mmHg)
N | . 2
eGFR < 45ml/min/1.73 m?
¥ ligible for renal denervation
n=24
Renal anatomy unsuitable for renal
s denervatio
Renal an uitable for renal
tion

Figure Legend:

Patient Screening and Selection

Diagram showing patient screening for renal denervation in accordance with a
European Society of Hypertension position paper. BP = blood pressure; eGFR

p== @stimated glomerulardiltration-rate; & N-= hypertension.
2/17/2014 All rights reserved.



Renal Nerve Anatomy Allows a
Catheter-Based Approach

Renal artery access via standard
interventional technique
4-6 two-minute treatments per artery

Proprietary RF generator
— Automated
— Low power
— Built-in safety algorithms

12



Procedure




Example of Vessel Reaction

Baseline

y Bl 5 Week
82 r i Follow-Up




PARADISE
RENAL DENERVATION
GENERATOR r



Symplicity HTN-1: BP Reductions through
3 years

0 -

-5

-10 -
BP change

(mmHg) A5

20 - 19

19

-25 = Systolic BP

O Diastolic BP

-30

.35 -33 -33 -33
P<0.01 for A from BL

for all time points

1M 3M 6M 12 M 18 M 24 M 30 M 36 M
(n=143) (n=148) (n=144) (n=130) (n=107) (n=59) (n=24) (n=24)

*Expanded results presented at the American College of Cardiology Annual Meeting 2012 (Krum, H.)



Symplicity HTN-1: Percentage Responders
Over Time

Responder was defined as an office SBP reduction 2 10 mmHg
100%

90% 92%

100% -
90%
79%  81%
80%
e [ 7%

70%

60%

50%

40%

30%

20%

10%

0% I I I

1 Mo 3 Mo 6 Mo 12 Mo 18 Mo 24M0 30 Mo 36 Mo
(n=143) (n=148) (n=144) (n=130) (n=107) (n=59) (n=24)  (n=24)

*Expanded results presented at the American College of Cardiology Annual Meeting 2012 (Krum, H.)



Symplicity HTN-1: Response Rate Among
Non-responders at 1 Month (n=45)

100%

Responder was defined as an
office SBP reduction 2 10 mmHg

100%
90% -
80% -
70% -
60% -
50% -
40% -
30% -
20% -
10% -

0% .

1 Month 3 Months 6 Months 12 Months 24 Months 36 Months
(n=45) (n=45) (n=44) (n=39) (n=17) (n=8)

*Expanded results presented at the American College of Cardiology Annual Meeting 2012 (Krum, H.)



Symplicity HTN-2: Primary Endpoint and Latest

Follow-up

Primary Endpoint
(6M post Randomisation)
RDN (n=49) Control (n = 51)

10 -
0 —]—ii%
A from
Baseline = | l Systolic Diastolic
o 5. -12 |
6 Months Diastolic
mmH
(mmHg)
40 -32 p <0.01 for
B Systolic difference
between RDN
-50 - and Control

Primary Endpoint:
*84% of RDN patients had =210 mmHg
reduction in SBP

*10% of RDN patients had no reduction in SBP

Expanded results presented at the American College of Cardiology Annual Meeting 2012 (Esler, M.)

Latest Follow-up
(12M post Randomisation)

RDN (n=47)
10 -
0 _
Afrom  _4g |
Baseline
to 20 -
12 Months
(mmHg) 30 | 28
-40 - syStO"C
p <0.01 for A
-50 - from baseline

Latest Follow-up:

*Control crossover (n = 35): -24/-8 mmHg
(Analysis on patients with SBP = 160 mmHg
at 6 M)






Simplicity 3 gokasa ye:

1. EdpekTa Ha npouenypara € nNo MmanbK OT ToBa
KOETO NnokasBaT He3achneneHuTe npoy4ysaHuns

2. AbpoamepukaHumTe N NaUMEHTUTE C nowia
bbOpeyHa PyHKUNA HAMAT edPEKT CbC cucTemMaTta
Ha Medtronic

3. Moxem ga nocTurHem OTNIMYeH KpTakoCpO4eH
edeKkT Npn pecUcTeHTaH XMNnepToHnda ¢ UMUTaLns
Ha peHanaHa geHepBauus
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