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Aortic Valve Stenosis

What is Aortic Stenosis (AS)?

* Narrowing of the aortic valve?
* Primarily due to calcium deposits
e ~2% of adults over 65 have AS
* May be congenital

* Bicuspid AV present in 2% of population?

Normal Aortic Valve Stenotic Aortic Valve « AS May lead to?:

* AFib and atrial flutter

* Stroke

* Syncope

* Heart failure

* Pulmonary hypertension

Treatment options3:

* Medical treatment (diuretics, nitrates,
betz-blockers)

» Surgical valve repair/replacement

* Valvuioplasty

Calcified Aortic Valve * Transcatheter valve replacement

10tto, et al. Braunwald’s Heart Disease: A Textbook of Cardiovascular Medicine. 9t" Ed. 20i1:chap 66. 2Siu SC. J Am Coll Cardiol 2010;55:2789-800. 3Nishimura, et al. J Thorac
Cardiovasc Surgery. 2014; 148(1):e1-e132 Top image adapted from Nath and Kumar, J Vasc Med Surg 2015, 3:2 http://dx.doi.org/10.4172/2329-6925.1000195. Lower image
adapted from http://www.heart-valve-surgery.com/heart-surgery-blog/2010/04/05/calcium-supplements-heart-valve-leaflets-disease/.



ACURATE neo ™ Valve

Stabilization Arches Supra-annular Valve

e Axial self-aligning * Porcine pericardium leaflets
* BioFix" anti-calcification
process

* Low gradients

Upper Crown

* Minimal supra-annular
anchoring

* (aptures native leaflets and
provides coronary clearance

Pericardial Skirt

LANDING ZONE / * Inner and outer anti-leak skirts

7mm ht.
Lower Crown /"' ! l Ip Self-expanding Nitinol Frame
* Minimal protrusion into LVOT e Treats annulus from
* Low risk of conduction system 21mm to 27mm

interference

Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



ACURATE Transfemoral Delivery System

Safety Button

Flexible Delivery Catheter e Prevents premature implantation

e Designed for trackability —

Top-Down Deployment Mechanism Two Rotation Knobs
e Stable & predictable valve release e Allows for an uncomplicated
3-step implantation

*18F introducer sheath compatible, e.g. REGULUS™, LOTUS™ Introducer Set Small (LIS-S}, TRANSGLIDE®, Cook XL Check-Flo® 20F, Gore® DrySeal 20F

Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



ACURATE neo TF Deployment

Unigque two-step, top-down deployment for stable
positioriing and predictable valve release

Valve positioning Release of Full valve
pre-deployment stabilization arches release

Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



ACURATE neo Clinical Program

| TF20 FIM Post-Market Registry

S > High Risk Patients with Severe AS
TF89 N=1000; single arm; 25 EU centers

- 3 valve sizes (21mm-27mm)

 saviTF B 1-yr ReSults
‘“‘-’ 1° Endpoint: All-cause mortality at 30d

2° Endpoints: Procedure success post-

implant, device performance at 7d and

12m, VARC-2 safety and NYHA class at
30d and 12m

PROGRESS

SAVI = Symetis ACURATE Valva Implantation

Mollmann, EuroPCR 2016

Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



SAVI TF Registry

Baseline Patient Characteristics (N=1000)

Mean Age (years, mean * SD) 81.1+5.2
Female (%) 61.2
Log. EuroSCORE (%, mean + SD) (n=872) 18.1+12.5
STS Score (%, mean £ SD) (n=630) 6.0+5.6
NYHA Class IlI/IV (%) (n=963) 81.2

Mean Aortic Gradient (mmHg, mean + SD)
(n=872)

Mean EOA (cm?, mean + SD) (n=865) 0.72+0.2

42.7 +15.2

Mollmann, EuroPCR 2016
Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



SAVI TF Registry
Mean Aortic Gradient and EOA
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Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



SAVI TF Registry
Primary and Key Secondary Endpoints

All-Cause Mortality Procedural Success
at 30 Days Post-Implant”
(N=994) (N=1000)

98.7%

100 -
15 5
2 275 -
Q o
= 5
Hg .:.0 _ g)o 50 |
S
&) S
% 5 - % 25 -
O 1.4% -
a e d
0 O N

48.7% deployed with rapid pacing

Mollmann, EuroPCR 2016. *Non-successful procedures included: 0.9% (9/1000) V-in-V, 0.3% (3/1000) conversion to surgery, and 0.1% (1/1000) aborted procedure.
Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



SAVI TF Registry
Safety Endpoints at 30 Days and 1 Year

Safety Endpoints

All-cause mortality
Stroke

W

Life-threatening bleed

Major vascular complication

% at 30d (n/N)

Coronary obstruction requiring

reintervention

Repeat procedure for valve-related dysfunction”

AKI Stage 2 or 3™

PPMI
Freedom from MACCE

Mollmann, EuroPCR 2017.

% at 1Yr (n/N)
8.0 (78/983)
3.6 (35/983)
1.3 (13/983)
2.1(21/983)

4.2 (41/983)

1.4 (14/994)
1.9 (19/994)
0.3 (3/994)
1.5 (15/994)
3.8 (38/994)

0 (0/994) 0.1 (1/983)

1.2 (12/994)
1.5 (15/994)
2.2 (82/994)
96.5 (959/994)

1.7 (17/983)
3.3 (32/983)
10.0 (98/983)
87.8 (863/983)

*9 V-in-V and 3 SAVR at procedure; no further reintervention post-discharge to 30 days. **AKI stage unknown for one patient.
Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



SAVI TF Registry
30-Day and 1-Year Results Summary

All-Cause Mortality & Stroke PVL
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All-Cause Mortality Stroke (N=999) (N=604)
Permanent pacemaker implanted 30 Day {N=994) 1 Year (N=983)
Among all patients 8.2% 10.0%

Mollmann, EuroPCR 2017.

Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



Urgent TAVI with self-expandable
valve for acute aortic regurgitation
post Mitral valve replacement
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Patient Characteristics

e 62vy/oF
e Rheumatic heart disease — Mitral valve

rep

e Rec

Bio-

acement + Tricuspid repair : 1997

o Mitral valve replacement (2016) —
prosthetic (mosaic 27mm)

e Post surgery: severe aortic regurgitation-
suspected aortic leaflet injury

e Chronic heart failure




Case Challenges

No aortic annulus/leaflet calcifications

Depth of implantation- close proximity between biological
mitral valve struts to the left ventricular outflow tract

Dilemma between different valve frames’ radial forces -
which valve to use?




Trans-esophageal echocardiogram pre-mitral valve
replacement: trivial aortic regurgitation
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Post-mitral valve replacement:
acute severe aortic regurgitation
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Symetis in Isolated AR
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Symetis in Isolated AR




Symetis in Isolated AR




Symetis in Isolated AR
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Final Result




Post-TAVI 3-dimensional
echocardiogram

PHILIPS 08/11/2016 10:10:52 TIS0.2 MI 0.5
CX7-2tI3DTEE
FR 15Hz sU Beats 1 M4
11em
3D o 125 wo
3D 47%
3D 404dB \
PAT T: 37.0C
TEE T: 40.6C




Final results
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Baseline Patient Characteristics (N=20)

Mean Age (years)
Female (%)

STS predicted risk of mortality
score (%)

Aortic regurgitation

Moderate (grade 2)

Moderate-severe (grade 3)

Seveie (grade 4)
NYHA Class HI/IV (%)

Mean Aortic Gradient (mmHg)

Mean EOA (cm?)

Calcification of the native valve

None or mild

Moderate

70+ 8
15 (75%)

8.3+9.3

1 (5%)

10 (50%(

9 (45%(
17 (85%)

11+8

1.9+0.8

19 (95%(

1 (5%(

Procedural Outcomes

Procedural Success™

30- day Outcomes

Death

Stroke*

Ml
Reintervention**
Aortic regurdutation
none

mild

moderate

New Pacemaker

NYHA Class 1/11(%)
Mean EOA (cm?)

%(n/N)
90.0 (18/20)

0 (0/20)

5 (0/20)

0 (0/20)
5.0 (1/20)

14 (70%)
5 (25%)
1 (5%)
3 (15%)
17 (85%)
2.2+0.6



Conclusions

In a selected patient population, transfemoral TAVR
using the Acurate neo transcatheter heart valve was
successful in treating aortic regurgitation, significantly
reduced left ventricular dimensions, and improved
ciinical symptoms



Summary

 ACURATE neo TF Valve Design Goals:

— Supra-annular valve for low gradients
— Sealing skirt for PVL prevention

— Upper and lower crown design to capture native leaflets and minimize
interaction with the LVOT

— Top-down deployment for predictable valve release

— Axial self-alignment with stabilization arches

e Positive clinical performance of the ACURATE neo TF Valve
supported by:
— SAVI TF1000 Real-World Registry Data (N=1000}:
»  Excellent procedural success (98.7%)
» Low mortality (8.4%) and low stroke (3.6%) at 1 year
» Low PPM (10%) and minimal maod/severe PVL (3.6%) at 1 year

Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.
Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



Back up slides



ACURATE neo TF: Prospective, Single Arm, Impact of
Pre- & Post-Dil Balloon Selection Study at 3 Centers (N=175)

30d Outcomes (N=175)
5 7 4,6

2,5 -
1,7

Percent of Patients

0,6

- 1

Any Stroke Mortality = > Moderate PPM
PVL

* Pre-dil required in all patients using a balloon 1-3mm simaller than the annular diameter
e 26.3% of patients received post-dil for PVL with balioon 1-2mm smaller than annular diameter

Toggweiler, Eurolntervention 2017.
Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations.

Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



All Stroke to 1 Year
TAVi Clinical Trials
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1B 1A Ext. Risk High Risk CoreValve | otys /11 EXT
Lotus

R* TF1000 2AXT 2 S3i*

N=1011 N=953 N=879

N=179 N=348 N=489 N=390 N=297 N=587 N=249 N=198| N=983

*KM estimate. **Bayesian rate. PARTNER 1B: Leon, NEJM 2010. PARTNER 1A: Smith, NEJM 2011. CoreValve Ext. Risk: Popma, JACC 2014. REPRISE Ill: Feldman, PCR 2017.
REPRISE II/1l EXT: Meredith, PCR LV 2014. CoreValve High Risk: Adams, NEJM 2014. EVOLUT R: Fopma, TCT 2016. SAVI TF1000: Md&llmann, EuroPCR 2017. PARTNER 2A XT:
Leon, NEJM 2016. PARTNER 2 S3i: Thourani, Lancet 2016. SURTAVI: Reardon, NEJM 2017. Results from different studies are not directly comparable. Information provided
for educational purpose only. Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with
applicable product registrations. Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.




Moderate/Severe PVL to 1 Year
TAVI Clinical Studies
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Thourani, Lancet 2016. SURTAVI: Reardon, NEJM 2017. For educational purposes only. Resu!ts from different studies are not directly comparable. Information provided for
educational purpose only. Information not intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with
applicable product registrations. Indications, contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.



New Permanent Pacemaker to 30 Days
TAVI Clinical Studies

50 1
High/Extreme Risk Intermediate Risk
2 29,1
c -y
) 25,9
=
©
(a
o 18,0
= 15,8 . 164 16,2
10,2 ~ 10,2
<82 g5
I l 2'3
X
CoreValve REPRISE III REPRISE Ill RESPOND EVOLUT MORENA| MORENA  SAVI  Pra-/Post-|PARTNER PARTNER SURTAVItT
High Risk CoreValve |otys  Ext. Lotus R* S3 ACURATE TF1000 Dil Study*| 2AXT  2S3i**
with Depth neo

Guard
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*Pre-dil with balloon 1-3mm smaller than annulus required in every case; post-dil in 26.3% of cases with balloon 1-2mm smaller than the annulus. **KM estimate. TBayesian
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2016. SURTAVI: Reardon, NEJM 2017. Results from different studies are not directly comparable. Information provided for educational purpose only. Information not
intended for use in France. CE mark received 2014. Information for the ACURATE Valve System is for use in countries with applicable product registrations. Indications,

contraindications, warnings and instructions for use can be found in the product labeling supplied with each device.
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