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EXPAND Il Trial — Currently enrolling
Objective

The EXPAND TAVI Il Trial is a multicenter, international, prospective, randomized clinical trial to obtain safety
and effectiveness data to support indication expansion for the Medtronic Evolut™ PRO+ and Evolut™ FX
transcatheter aortic valve replacement (TAVI) systems to include patients with moderate, symptomatic aortic
stenosis. The primary objective of this trial is to demonstrate that the Medtronic TAVI system administered in
conjunction with guideline-directed management and therapy (GDMT) is superior to GDMT alone in terms of
safety and effectiveness.

Specifics

Study status/duration
1-year and 2-year outcomes to be reported/10-year follow-up

Sample size
650 subjects, up to 100 sites

Primary outcomes to be measured

1. Safety: Composite of all-cause mortality, all stroke, life-threatening or fatal bleeding, acute kidney
injury, hospitalization due to device or procedure-related complication, or valve dysfunction requiring
reintervention at 30 days (life-threatening or fatal bleeding is defined as BARC Type 3 or 4 and acute kidney
injury is defined as VARC-3 Stage V).

2. Effectiveness: Non-hierarchical composite of all-cause mortality, heart failure hospitalization or event, or
medical instability leading to aortic valve replacement or re-intervention at two years.

Device
Evolut™ PRO+ and Evolut™ FX

Key takeaways

The study will evaluate the safety and effectiveness of the Evolut™ PRO+ TAVI and Evolut™ FX TAVI systems
combined with GDMT compared to GDMT alone in the patient population with moderate, symptomatic
aortic stenosis. The data may be used to support future regulatory submissions to expand the current
indications for the Evolut™ TAVI platform.

Optimize PRO Study'

Objective

The primary objective of the Optimize PRO study is to collect clinical evidence on valve performance and
procedural outcomes associated with an “optimized” pre- and post-procedural TAVI care pathway, including
the cusp overlap technique to deploy the Evolut™ TAVI system.

Specifics

Study status/duration
30-day outcomes reported/1-year follow-up

Sample size
Up to 650 patients

30-day outcomes

Interim results on 400 patients (main cohort) 0.7% Disabling stroke
0.8% All-cause mortality 9.8% PPI
Devices

Evolut™ PRO 8.3%/Evolut™ PRO+ 91.3%

Key takeaways

The interim analysis of the Optimize PRO study reveals excellent outcomes at 30 days. The study showed
minimal all-cause mortality and stroke occurrences, with a new pacemaker implantation rate of 9.8%. Aortic
regurgitation (AR) rates were exceptionally low, with no instances of moderate or severe AR observed

upon discharge. Patients typically had a median length of stay of one day and excellent post-procedure
hemodynamics. As experience with cusp overlap and refined procedural techniques continues to grow,
improved outcomes are anticipated.

Key: primary device used
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Optimize PRO FX Addendum?

Objective

The Optimize PRO FX study evaluates valve performance and procedural outcomes using an optimized TAVI
care pathyway and cusp overlap technique in patients receiving the Evolut™ FX TAVI platform.

Specifics

Study status/duration
30-day outcomes reported/1-year follow-up

Sample size
151 patients

30-day outcomes
1.3% all-cause mortality, 1.3% disabling stroke, 6.7% PP

Devices
Evolut™ FX 100%

Key takeaways

At 30 days, the use of standardized optimized care pathways and cusp overlap technique with the next
generation Evolut™ FX TAVI system is associated with low PPl rates and no moderate/severe aortic
regurgitation. The Evolut™ FX TAVI platform demonstrated favorable clinical and hemodyanmic outcomes
with low 30-day all-cause mortality or stroke (2.7%), large EOAs and mean gradients (at discharge), and

a median length of stay of 1 day. Continued excellent clinical outcomes are anticipated as procedural
techniques continue to be refined.

SMART Trial®

Objective

The SMall Annuli Randomized to Evolut™ or SAPIEN™ (SMART) trial is a prospective, multicenter,
international, randomized, controlled, post-market study comparing the Medtronic Evolut™ self-expanding
valve (SEV) to the Edwards SAPIEN balloon-expanding valve (BEV). This study focuses on patients with
symptomatic severe aortic stenosis (AS) and a small annulus size of 430 mm? or less.

Specifics
Study status/duration
1-year outcomes reported/5-year follow-up

Sample size
N =716 patients

1-year outcomes
Clinical Outcome Co-primary endpoint™: Evolut™ SEV 9.4%, SAPIEN BEV 10.6%

Valve Function Co-primary endpoint®: Evolut™ SEV 9.4%, SAPIEN BEV 41.6%

Devices
Evolut™ PRO/Evolut™ PRO+/Evolut™ FX and SAPIEN 3/SAPIEN 3 Ultra

Key takeaways

The purpose of this trial is to generate randomized clinical evidence on valve safety and performance of
Evolut™SEV versus SAPIEN BEV in patients with symptomatic severe native aortic valve stenosis. The primary
objectives of the trial are to demonstrate clinical noninferiority and hemodynamic superiority of the Evolut™
TAVI system when compared to subjects treated with the SAPIEN 3/Ultra system at 1 year post-procedure. At
1 year follow-up, patients with symptomatic severe aortic stenosis and small aortic annuli undergoing Evolut™
SEV implantation were associated with similar clinical outcomes and superior valve function outcomes
compared with SAPIEN BEV.

T Composite of all-cause mortality, disabling stroke, or heart failure hospitalization at 12 months.
1 BVD is a composite including any of the following: hemodynamic structural valve dysfunction (mean gradient = 20 mmHg), non-structural
valve dysfunction (severe PPM or = moderate aortic regurgitation), thrombosis, endocarditis, and aortic valve reintervention.



FORWARD PRO Study*

Objective

The objective of the FORWARD PRO Study was to evaluate the acute and long-term clinical performance and
safety of the Evolut™ PRO system in patients with symptomatic severe aortic stenosis or failed bioprosthesis
in routine practice.

Specifics

Study status/duration
3-year outcomes/5-year follow-up

Sample size
N =629

30-day outcomes 3-year outcomes

3.2% All-cause mortality 25.0% All-cause mortality
2.9% Disabling stroke 6.5% Disabling stroke
18.9% New PPI 24.7% New PPI

Device
Evolut™ PRO
Key takeaways

The results of the FORWARD PRO Study highlighted the exceptional safety profile of the Evolut™ PRO valve.
The Evolut™ PRO valve demonstrated outstanding hemodynamics and favorable sealing around the annulus,
as evidenced by a 0% occurrence of moderate/severe paravalvular leakage (PVL) after three years, among
patients with complete echocardiographic follow-up.

Evolut™ PRO Study®

Objective

The Evolut™ PRO Study was a prospective, multicenter, nonrandomized, single-arm study. Primary safety
endpoints were all-cause mortality and disabling stroke at 30 days, and the primary efficacy endpoint was
percentage of patients with no or trace aortic regurgitation at 30 days.

Specifics
Study status/duration
3-year outcomes reported/5-year follow-up

Sample size

N = 60

30-day outcomes 3-year outcomes

1.7% All-cause mortality 25.8% All-cause mortality
1.7% Disabling stroke 10.7% Disabling stroke
11.8% New PPI 15.9% New PP!I

Device

Evolut™ PRO
Key takeaways

Three-year outcomes from the Evolut™ PRO Study demonstrated consistent and excellent performance of
the Evolut™ PRO TAVI system. The primary safety and efficacy endpoints were achieved, maintaining a 0%
occurrence of moderate/severe paravalvular leak (PVL) at 30 days and sustaining this outcome over a span of
three years in a small patient population.

Key: primary device used
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Evolut™ Low Risk Bicuspid Trial®

Objective

The objective of this multicenter, international, prospective, randomized, interventional, premarket trial was
to evaluate the procedural safety and efficacy of the Medtronic TAVI system in patients with bicuspid aortic
anatomy and severe aortic stenosis at low risk.

Specifics

Study status/duration
3-year outcomes reported/10-year follow-up

Sample size

N =150

30-day outcomes 3-year outcomes

1.3% All-cause mortality or disabling stroke 4.1% All-cause mortality or disabling stroke
15.1% New PPI 19.4% New PPI

0.0% > Mild PVL 0.0% > Mild PVL

Devices

Evolut™ R 43%/Evolut™ PRO 57%
Key takeaways

Transcatheter aortic valve replacement in low-surgical risk patients with bicuspid aortic valve stenosis achieved
excellent 3-year clinical outcomes, with low rates of death and stroke. The mean AV gradient at 3-years was

9.1 mmHg and effective orifice area was 2.2 cm?. TAVI patients with bicuspid aortic valves had sustained
improvement in NYHA and KCCQ scores at 3 years with low reintervention rates (1.4%). These results are
comparable to the 3-year results of the Evolut™ valve in low surgical risk patients with tricuspid aortic valve
stenosis.

Evolut™ Low Risk Trial’

Objective

The Evolut™ Low Risk Trial was a prospective, randomized, multicenter, noninferiority study to assess the
safety and efficacy of the Evolut™ TAVI system compared with surgical aortic valve replacement (SAVR) in
patients with a low predictive risk of 30-day surgical mortality.

Specifics
Study status/duration
4-year outcomes reported/10-year follow-up

Sample size
TAVI = 725 and SAVR = 684

30-day outcomes 4-year outcomes

0.5% All-cause mortality 9.0% All-cause mortality

0.5% Disabling stroke 84.7% None/trace PVL

0.1% Clinical valve thrombosis | 0.3% Clinical valve thrombosis

Devices
Evolut™ R 73%/Evolut™ PRO 23.4%/CoreValve 3.6%

Key takeaways

The Low Risk trial’s four-year findings highlighted the impressive performance of the Evolut™ TAVI system
among patients with severe aortic stenosis at a low surgical risk. The primary endpoint of all-cause mortality
or disabling stroke at 4 years was 10.7% TAVI vs 14.1% SAVR; p = 0.05; HR 0.74 (95% CI1 0.54-1.00). At 4 years,
there was a 26% relative reduction in the hazard (p = 0.05) for all-cause mortality or disabling stroke with TAVI
compared to SAVR. The absolute difference between treatment arms for the primary endpoint continued

to increase over time. Additionally, the system showcased statistically better hemodynamic performance
compared to SAVR at the four-year milestone. Notably, both TAVI and SAVR exhibited similarly low rates

of reintervention and clinical valve thrombosis, with 1.3% and 0.3% for TAVI and 1.7% and 0.2% for TAVI

and SAVR, respectively. These results continue to support that Evolut™ TAVI may be a preferred strategy to
surgery in the appropriate patients with severe AS at low surgical risk.




Evolut™ R FORWARD Study?®

Objective

The FORWARD Study was a prospective, single-arm, multicenter, observational study that assessed the
safety and clinical performance of the Medtronic Evolut™ R system in patients with symptomatic native aortic
stenosis or failed bioprosthesis in routine practice.

Specifics
Study status/duration
3-year outcomes reported/3-year follow-up

Sample size
N =1,038

30-day outcomes 3-year outcomes

1.9% All-cause mortality 24.8% All-cause mortality
1.8% Disabling stroke 4.8% Disabling stroke
17.5% New PPI 24.7% New PPI

Device
Evolut™ R

Key takeaways

The FORWARD Study demonstrated excellent and reproducible results in real-world clinical practice. The
high survival rate, low stroke rate, low permanent pacemaker rates, unsurpassed hemodynamics, and low
rates of moderate/severe PVL confirmed the advantages of the Evolut™ R system.

Evolut™ R U.S. Study’

Objective

The Evolut™ R U.S. Clinical Study was a prospective, multicenter, controlled, nonrandomized, single-arm
clinical study that evaluated the repositionable Evolut™ R system in patients deemed high risk or greater for
surgery.

Specifics

Study status/duration
3-year outcomes reported/5-year follow-up

Sample size

N = 241

30-day outcomes 3-year outcomes

2.5% All-cause mortality 25% All-cause mortality
3.3% Disabling stroke 6.1% Disabling stroke
16.4% New PPI 79.2% None/trace PVL
Device

Evolut™ R

Key takeaways
Results from the Evolut™ R U.S. Study highlighted the safety and effectiveness of the Evolut™ R TAVI system.

The 34 mm Appendix Study confirmed the performance of the Evolut™ R 34 mm valve in line with the Evolut™
platform.

Key: primary device used
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Evolut™ R CE Mark Study'

Objective

The Evolut™ R CE Mark Clinical Study was a prospective, multicenter, controlled, nonrandomized, single-arm
clinical study to evaluate the repositionable Evolut™ R system in patients with symptomatic aortic stenosis
and heart team-assessed risk of operative mortality.

Specifics

Study status/duration
2-year outcomes reported/2-year follow-up

Sample size

N =60

30-day outcomes 2-year outcomes

0.0% All-cause mortality 23.6% All-cause mortality
0.0% Disabling stroke 5.3% Disabling stroke
11.7% New PPI 80% None/trace PVL
Device

Evolut™ R

Key takeaways

The Evolut™ R CE Mark Study confirmed the safety and effectiveness of the Evolut™ R transcatheter aortic
valve, a self-expanding bioprosthesis that provides a low-profile delivery system, conformable annular
sealing, and the ability to reposition during deployment.

VIVA Study™

Objective

The VIVA study was a prospective, observational, single-arm, post-market, multicenter study to collect
data regarding use of TAVI with the CoreValve and Evolut™ R devices in patients with failing surgical aortic
bioprostheses at high risk for redo open-heart surgery.

Specifics

Study status/duration
2-year outcomes reported/2-year follow-up

Sample size

N =202

30-day outcomes 2-year outcomes

2.5% All-cause mortality 16.5% All-cause mortality
0.0% Disabling stroke 1.7% Disabling stroke
8.0% New PPI 12.0% PPI

Devices
Evolut™ R 91%/CoreValve 9%

Key takeaways

Results from the VIVA Study confirmed the feasibility, safety, and effectiveness of the TAV-in-SAV intervention
using the CoreValve/Evolut™ R devices in high-risk patients with failing surgical aortic bioprostheses.




SURTAVI Continued Access Study'

Prior to intermediate risk approval, the SURTAVI Continued Access Study (CAS) enrolled patients in the U.S.
who underwent attempted TAV implant under the same inclusion and exclusion criteria and trial procedures
as the SURTAVI Trial with no randomization to surgery.

Study status/duration
5-year outcomes reported/5-year follow-up

Sample size
N =275

30-day outcomes 5-year outcomes

0.0% All-cause mortality 29.2% All-cause mortality
0.4% Disabling stroke 3.4% Disabling stroke
17.2% PPI 27.6% PPI

Devices
Evolut™ R 93%/CoreValve 7%

For patients with severe symptomatic AS at intermediate surgical risk treated with TAVI, five-year data from
SURTAVI CAS showed favorable clinical outcomes, with excellent valve hemodynamics, low reintervention
rates (1.1%), and no clinical valve thrombosis. These data demonstrated the longer-term safety and
effectiveness of TAVI in this risk population.

SURTAVI Trial™

Objective

The SURTAVI Trial was a prospective, randomized, multicenter, noninferiority study to assess the safety and
efficacy of the Medtronic TAVI system to SAVR in patients with symptomatic severe aortic stenosis at intermediate
surgical risk.

Specifics

Study status/duration
5-year outcomes reported/10-year follow-up

Sample size
N = 864 TAVI, N = 796 SAVR

30-day outcomes 5-year outcomes
2.2% All-cause mortality 31.3% All-cause mortality or disabling stroke

3.4% All stroke 3.5% Aortic valve reintervention
0.9% Aortic valve reintervention | 3.0% = Mild PVL
Devices

CoreValve 84%/Evolut™ R 16%
Key takeaways

Among intermediate-risk patients with symptomatic severe aortic stenosis, major clinical outcomes at five
years were similar for TAVI and surgery. Bioprosthetic valve performance was consistent through five years.
TAVI was associated with superior hemodynamic valve performance at five years and had significantly better
hemodynamics than surgery at each follow-up. Clinical valve thrombosis and endocarditis were infrequent
through five years with both TAVI and SAVR. Rates of heart failure or valve-related rehospitalization were similar
as well. Reintervention rates between two and five years were equally low for TAVI and surgery. Health status
improved similarly after TAVI or surgery, and was maintained at five years.

Key: primary device used
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NOTION Study™

Objective

The Nordic Aortic Valve Intervention (NOTION) Trial randomized all-comers with severe native aortic valve
stenosis to either TAVI or SAVR, including a lower-risk patient population from three centers in Denmark and
Sweden.

Specifics
Study status/duration
10-year outcomes reported/10-year follow-up

Sample size
N = 145 TAVI, N = 135, as-treated SAVR

30-day outcomes 10-year outcomes

2.1% All-cause mortality 62.7% All-cause mortality

1.4% All stroke 9.7% All stroke

34.1% New PPI SVDS: 20.2% (TAVI), 37.7% (SAVR); p = 0.0008
Severe SVD: 1.5% (TAVI), 10.0% (SAVR); P = 0.02

Device

CoreValve

Key takeaways

The NOTION trial 10-year results constitute the longest follow-up data from a prospective, randomized trial
between TAVI and SAVR available to date. The NOTION Trial results demonstrate the strong clinical performance
of CoreValve in lower risk patients (80% of patients had an STS < 3%) versus surgery. After 10 years of follow

up, there was no difference between CoreValve TAVI and SAVR with regards to all-cause mortality, stroke, or
myocardial infarction. At 10 years follow-up, the TAVI arm had less severe SVD, defined according a modified
VARC-3 endpoint?, compared to SAVR, whereas there was no difference in bioprosthetic valve failure between
arms (9.7% TAVI and 13.8% SAVR{HR 0.7; 95% CI 0.4-1.5; P = 0.4}).

§ Modified VARC-3 definition: Mean gradient = 30 mmHg; AND increase in mean gradient > 20 mmHg, Severe intraprosthetic AR.

BVD Pooled analysis
from the CoreValve U.S. Pivotal trial, SURTAVI trial, and CoreValve CAS'™

Objective

The purpose of the BVD pooled analysis was to evaluate the five-year incidence, outcomes, and predictors of
bioprosthetic valve dysfunction (BVD) in patients undergoing supra-annular, self-expanding TAVI or surgery
from the CoreValve U.S. High-Risk and SURTAVI randomized clinical trials, and the CoreValve Extreme Risk
and CoreValve CAS non-randomized trials.

5-year incidence

Study status/duration CoreValve/
5-year BVD rate and outcomes reported orevalve

y P Evalutm Tay| | SAVR | Pvalue
Sample size BVD, %1 9.6 15.4 | <0.001
N=5,485 (TAVIRCT = 1,209, TAVI non-RCT = 3,190, SAVR SvD? 2.1 4.5 0.007
RCT=1,086) NSVD? 5.5 9.6 <0.001
Devices Thrombosis 0.3 0.2 0.80
CoreValve 89.0%, Evolut™ R 11.0% Endocarditis 1.6 1.8 0.67

Key takeaways

The CoreValve/Evolut™ supra-annular, self-expanding bioprosthesis is the first and only transcatheter valve to
demonstrate lower rates of BVD and significantly better five-year valve performance compared with surgery in
randomized clinical trials. This difference in valve performance was driven by a two-fold lower SVD and three-

fold lower severe PPM, and was more profound in patients with smaller (< 23 mm) annuli (8.7% TAVI vs. 19.5%

SAVR, p < 0001). Development of BVD, regardless of aortic valve replacement therapy, is associated with a
significantly increased risk for worsened clinical outcomes including a 58% relative increase in 5-year hazard of
death, 85% relative increase in 5-year hazard of cardiovascular death, and 50% relative increase in 5-year hazard of
hospitalization. This was the first analysis to validate clinical criteria for valve performance (BVD) and its association
with clinical outcomes, as evaluated by a comprehensive, contemporary BVD definition and > 5,000 patient analysis.

0 BVD was defined as: SVD* (mean gradient = 10 mmHg increase from discharge/30 9 Adapted from VARC-3 Writing Committee; Généreux P, et al.
days AND = 20 mmHg at last echo or new onset/increase of = moderate intraprosthetic Eur Heart J. 2021;42:1825-1857. Capodanno D, et al. Eur Heart J.
aortic regurgitation), NSVD (30-day severe PPM at 30-day/discharge or severe PVR 2017;38:3382-3390.

through five years), clinical valve thrombosis, or endocarditis.



CoreValve U.S. Pivotal Extreme Risk Trial'®

Objective

The CoreValve U.S. Pivotal Extreme Risk Trial evaluated the safety and efficacy of the Medtronic CoreValve
system for the treatment of patients with symptomatic severe aortic stenosis in whom the predicted risk of
operative mortality or serious, irreversible morbidity was 50% or greater at 30 days.

Specifics

Study status/duration
5-year outcomes reported/5-year follow-up

Sample size
N = 489

30-day outcomes 5-year outcomes

8.4% All-cause mortality 71% All-cause mortality
2.3% Major stroke 10.7% Major stroke
21.6% New PPI

Device
CoreValve

Key takeaways

Results from the CoreValve U.S. Pivotal Extreme Risk Trial achieved the primary endpoint, confirming the
safety and efficacy of the CoreValve system in patients with symptomatic severe aortic stenosis at prohibitive
risk for surgical valve replacement. The five-year results showed sustained hemodynamics with low gradients
and large EOAs.

CoreValve U.S. Pivotal High Risk Trial"

Objective

The CoreValve U.S. Pivotal High Risk Trial was a prospective, randomized, multicenter, noninferiority
study that compared the safety and efficacy of the Medtronic CoreValve system to SAVR in patients with
symptomatic severe aortic stenosis at increased surgical risk.

Specifics
Study status/duration
5-year outcomes reported/5-year follow-up

Sample size
N = 795 (TAVI = 390, SAVR = 357, as treated)

30-day outcomes 5-year outcomes

3.3% All-cause mortality 55.3% All-cause mortality
3.9% Major stroke 12.3% Major stroke

19.8% New PPI 3% Reintervention

Device

CoreValve

Key takeaways

Study achieved one-year all-cause mortality primary endpoint showing the CoreValve system is superior to SAVR
for patients with an increased surgical risk. The CoreValve system is the only TAVI valve to show patient survival
superiority versus SAVR in a randomized controlled study at one year. At the five-year mark, all-cause mortality
was similar for TAVI and SAVR. The significantly better hemodynamic performance was sustained for TAVI over
SAVR. Additionally, TAVI showed less moderate structural valve deterioration® (SVD) than SAVR.

Key: primary device used
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CoreValve Expanded Use Study'®

Objective

The purpose was to evaluate the safety and effectiveness of the CoreValve system in a subset of subjects
excluded from the U.S. Extreme Risk Pivotal Trial population due to one or more additional comorbidities:
e Severe mitral valve regurgitation (MR) * Low gradient low output (LGLO)

e Severe tricuspid valve regurgitation (TR)  ® Failed bioprosthetic surgical aortic valve (TAV-in-SAV)

e End stage renal disease (ESRD) ® Two or more conditions (listed above)*

Specifics
Study status/duration
5-year outcomes reported/5-year follow-up

Sample size
N = 782 (53 = severe MR, 54 = severe TR, 215 = LGLO, 133 = ESRD, 232 = TAV-in-SAV, 95 = 2 or more
conditions)

30-day outcomes for TAV-in-SAV
2.2% All-cause mortality

5-year outcomes for TAV-in-SAV
All-cause mortality: 46.8%

0.4% Major stroke Reintervention: 5.9%
8.1% New PPI Major stroke: 6.7%
Device

CoreValve

Key takeaways

Primary endpoint results confirmed the safety and effectiveness of the CoreValve system in the EUS TAV-in-
SAV, LGLO, severe MR, severe TR, and ESRD cohorts. The safety outcomes within each of the cohorts, to the
extent which they differ from each other and previous trials in inoperable patients, were reasonable given
the underlying disease states in these extreme-risk cohorts and the additional morbidity they introduced.
Similarly, treatment with CoreValve was efficacious through the follow-up with improvements in QoL and
hemodynamic performance being substantial, especially when considered within the context of the baseline
characteristics of the cohorts (e.g., limitations in flow area with the TAV-in-SAV cohort and a very serious
comorbidity limiting the potential to improve QoL in the ESRD cohort).

CoreValve ADVANCE Study"

Objective

The ADVANCE study was a multicenter, prospective, single-arm, observational study to evaluate safety and
performance of the CoreValve system in a routine hospital setting.

Specifics

Study status/duration
5-year outcomes reported/5-year follow-up

Sample size

N = 1,015

30-day outcomes 5-year outcomes

4.5% All-cause mortality 50.7% All-cause mortality
1.2% Major stroke 5.4% Major stroke

26.3% New PPI 0.9% SVD

Device

CoreValve

Key takeaways

Five-year results in real-world, elderly, high-risk patients undergoing TAVI with a self-expanding
bioprosthesis provided evidence for continued valve durability and sustained unsurpassed hemodynamics.

ASVD definition reference: Capodanno D, et al. Eur Heart J. 2017;38:3382-3390.



1. OPTIMIZE PRO

Grubb K, Gada H, Mittal S, et al. Clinical Impact of Standardized TAVI
Technique and Care Pathway: Insights from the Optimize PRO Study. JACC
Cardiovasc Interv. March 13, 2023;16(5):558-570.

2. Optimize PRO FX Addendum

GadaH, etal. Early Outcomes from the Optimize PRO TAVI Pathway Evolut™
FX System addendum study. SCAI 2024; May 2024.

3. SMART Trial

Herrmann HC, Mehran R, Blackman DJ, et al. Self-Expanding or Balloon-
Expandable TAVIin Patients with a Small Aortic Annulus. N Engl J Med. 2025
April 7;390(21):1959-1971.

4. FORWARD PRO STUDY

Manoharan G, Grube E, Van Mieghem NM, et al. Thirty-day clinical
outcomes of the Evolut™ PRO self-expanding transcatheter aortic valve:
the international FORWARD PRO study. Eurolntervention. November 20,
2020;16(10):850-857.

Van Mieghem NM, et al. 3-Year outcomes following TAVI with a self-
expanding valve with pericardial wrap: Results from the FORWARD PRO
Study. Presented at EuroPCR 2022; Paris, France.

5. Evolut™ PRO STUDY

Forrest JK, Mangi AA, Popma JJ, et al. Early Outcomes with the Evolut™
PRO Repositionable Self-Expanding Transcatheter Aortic Valve With
Pericardial Wrap. JACC Cardiovasc Interv. January 22, 2018;11(2):160-168.
Wyler von Ballmoos MC, Reardon MJ, Williams MR, et al. Three-year
outcomes with a contemporary self-expanding transcatheter valve from the
Evolut™ PRO US Clinical Study. Cardiovasc Revasc Med. May 2021;26:12-16.
6. Evolut™ LOW RISK BICUSPID TRIAL

Forrest JK, Ramlawi B, Deeb GM, et al. Transcatheter Aortic Valve
Replacementin Low-risk Patients with Bicuspid Aortic Valve Stenosis. JAMA
Cardiol. January 1, 2021;6(1):50-57.

Zahr F, etal. Three-Year Outcomes from the Evolut™ Low Risk TAVI Bicuspid
Study. Presented at TVT: June 2023.

7. Evolut™ LOW RISK TRIAL

Popma JJ, Deeb GM, Yakubov SJ, et al. Transcatheter Aortic-Valve
Replacement with a Self-Expanding Valve in Low-Risk Patients. N Engl J
Med. 2019 May 2;380(18):1706-1715.

ForrestJK, Deeb GM, Yakubov SJ, etal. 2-Year Outcomes After Transcatheter
Versus Surgical Aortic Valve Replacement in Low-Risk Patients. J Am Coll
Cardiol. March 8, 2022;79(9):882-896.

Forrest JK, Deeb GM, Yakubov SJ, et al. Three-Year Outcomes After
Transcatheter or Surgical Aortic Valve Replacement in Low-Risk Patients
with Aortic Stenosis. J Am Coll Cardiol. February 24, 2023;S0735-
1097(23)00411-4.

Forrest, JK, Deeb GM, Yakubov SJ., et al., 4-Year Outcomes of Patients With
Aortic Stenosis in the Evolut™ Low Risk Trial. J Am Coll Cardiol. 2023 Nov
28;82(22):2163-2165.

8. Evolut™ R FORWARD STUDY

Grube E, Van Mieghem NM, Bleiziffer S, et al. Clinical Outcomes With a
Repositionable Self-Expanding Transcatheter Aortic Valve Prosthesis:
The International FORWARD Study. J Am Coll Cardiol. August 15,
2017;70(7):845-853.

Manoharan G, Van Mieghem NM, Windecker S, et al. 1-Year Outcomes
with the Evolut™ R Self-Expanding Transcatheter Aortic Valve: From the
International FORWARD Study. JACC Cardiovasc Interv. November 28,
2018;11(22):2326-2334.

Van Mieghem NM, Windecker S, Manoharan G, et al. Final 3-year
clinical outcomes following TAVI with a supra-annular self-expanding
repositionable valve in a real-world setting: Results from the multicenter
FORWARD study. Catheter Cardiovasc Interv. January 1,2022;99(1):171-178.
9. Evolut™ R U.S. STUDY

Popma JJ, Reardon MJ, Khabbaz K, et al. Early Clinical Outcomes After
Transcatheter Aortic Valve Replacement Using a Novel Self-Expanding
Bioprosthesis in Patients With Severe Aortic Stenosis Who Are Suboptimal
for Surgery: Results of the Evolut™ R U.S. Study. JACC Cardiovasc Interv.
February 13,2017;10(3):268-275.

Barker C, et al. TAVI with a Repositionable Supra-annular, Self-expanding,
Bioprosthesis in Patients with Severe Aortic Stenosis at High or Extreme Risk
for Surgery: 3-year Results from the Evolut™ R US Pivotal Trial. Presented at
SCAI 2019.

10. Evolut™ R CE MARK STUDY

Manoharan G, Walton AS, Brecker SJ, et al. Treatment of Symptomatic
Severe Aortic Stenosis With a Novel Resheathable Supra-Annular Self-
Expanding Transcatheter Aortic Valve System. JACC Cardiovasc Interv.
August 24, 2015;8(10):1359-1367.

Brecker S. Longest follow-up after implantation of a self-expanding
repositionable TAV: Final follow-up of the Evolut™ R CE Study. Presented
at TCT 2016.

11. VIVA STUDY

Tchétché D, Chevalier B, Holzhey D, et al. TAVI for Failed Surgical Aortic
Bioprostheses Using a Self-Expanding Device: 1-Year Results From the
Prospective VIVA Postmarket Study. JACC Cardiovasc Interv. May 27,
2019;12(10):923-932.

Kornowski R, Chevalier B, Verhoye JP, et al. Transcatheter Aortic Valve
Implantation for Failed Surgical Aortic Bioprostheses Using a Self-
Expanding Device (from the Prospective VIVA Post Market Study). Am J
Cardiol. April 1,2021;144:118-124.

12. SURTAVI CONTINUED ACCESS STUDY

Van Mieghem N, et al. Transcatheter Aortic Valve Replacement with a Self-
Expanding Prosthesis or Surgical Aortic Valve Replacementin Intermediate-
Risk Patients: 1-Year Results from the SURTAVI Clinical Trial. Presented at
TCT 2017.

Popma JJ. Two Year Complete Results from a Randomized Trial of a Self-
expanding Transcatheter Heart Valve vs. Surgical Aortic Valve Replacement
in Patients with Severe Aortic Stenosis at Intermediate Surgical Risk.
Presented at TCT 2018.

Mahoney P, et al. TAVI in Intermediate-Risk Patients: 5-Year Outcomes from
the SURTAVI Continued Access Study. Presented at CRT; February 2023.
13. SURTAVI TRIAL

Reardon MJ, Van Mieghem NM, Popma JJ, et al. Surgical or Transcatheter
Aortic-Valve Replacementin Intermediate-Risk Patients. N Engl J Med. April
6,2017;376(14):1321-1331.

Van Mieghem NM, Popma JJ, Deeb GM, et al. Complete 2-Year Results
Confirm Bayesian Analysis of the SURTAVI Trial. JACC Cardiovasc Interv.
February 10, 2020;13(3):323-331.

Van Mieghem NM, Deeb GM, Sgndergaard L, et al. Self-expanding
Transcatheter vs Surgical Aortic Valve Replacement in Intermediate-Risk
Patients: 5-Year Outcomes of the SURTAVI Randomized Clinical Trial. JAMA
Cardiol. October 1, 2022;7(10):1000-1008.

14. NOTION STUDY

Jorgensen TH, Thyregod HGH, |hlemann N, et al. Eight-year outcomes
for patients with aortic valve stenosis at low surgical risk randomized to
transcatheter vs. surgical aortic valve replacement. Eur Heart J. August 7,
2021;42(30):2912-2919.

Sendergaard L, lhlemann N, Capodanno D, et al. Durability of Transcatheter
and Surgical Bioprosthetic Aortic Valves in Patients at Lower Surgical Risk. J
Am Coll Cardiol. February 7, 2024:ehae043.

Thyregod HGH, Jargensen TH, lhlemann N, et al. Transcatheter or surgical
aortic valve implantation: 10-year outcomes of the NOTION trial. Eur Heart
J. 2024 Feb 7

15. BVD POOLED ANALYSIS

Yakubov, S. et al. Impact of bioprosthetic valve performance on 5-year
clinical outcomes after self-expanding TAVI or surgery in patients at
intermediate or greater surgical risk. NY Valves 2024; June 2024.

16. COREVALVE U.S. PIVOTAL EXTREME RISK TRIAL

Popma JJ, Adams DH, Reardon MJ, et al. Transcatheter Aortic Valve
Replacement Using A Self-Expanding Bioprosthesis in Patients With
Severe Aortic Stenosis at Extreme Risk for Surgery. J Am Coll Cardiol. June
2021;14(6):e010258.

Petrossian G, Hermiller J, Yakubov SJ, et al. Clinical Outcomes at 5 Years
Following Self-Expanding Transcatheter Aortic Valve Replacement in
the Corevalve US Extreme Risk Pivotal Trial. J Am Coll Cardiol. March
2018;71(11_Supplement):A997.

17. COREVALVE U.S. PIVOTAL HIGH RISK TRIAL

Adams DH, Popma JJ, Reardon MJ, et al. Transcatheter Aortic-Valve
ReplacementwithaSelf-Expanding Prosthesis. NEnglJMed.2014;370:1790-
1798.

GleasonTG, Reardon MJ, PopmaJJ, etal. 5-Year Outcomes of Self-Expanding
TranscatheterVersusSurgical AorticValveReplacementinHigh-Risk Patients.
JAm Coll Cardiol. December 4, 2018;72(22):2687-2696.

18. COREVALVE EXPANDED USE STUDY

Bajwa TK, Laham RJ, Khabbaz K, et al. Five-Year Follow-Up from the
CoreValve Expanded Use Transcatheter Aortic Valve-in-Surgical Aortic
Valve Study. Am J Cardiol. December 17,2023;214:1-7.

TAV-in-SAV: Deeb GM, Chetcuti SJ, Reardon MJ, et al. 1-Year Results in
Patients Undergoing Transcatheter Aortic Valve Replacement With Failed
Surgical Bioprostheses. JACC Cardiovasc Interv. May 22, 2017;10(10):1034-
1044.

Dauerman HL, Deeb GM, O’Hair DP, et al. Durability and Clinical Outcomes
of Transcatheter AorticValve Replacementfor Failed Surgical Bioprostheses.
Circ Cardiovasc Interv. October 2019;12(10):e008155.

19. COREVALVE ADVANCE STUDY

Gerckens U, Tamburino C, Bleiziffer S, et al. Final 5-year clinical and
echocardiographicresults for treatment of severe aortic stenosis with a self-
expanding bioprosthesis from the ADVANCE Study. Eur Heart J. September
21,2017;38(36):2729-2738.

Linke A. Two-Year Outcomes in Real World Patients Treated with
Transcatheter Aortic Valve Implantation: The ADVANCE Study. Presented
at EuroPCR 2014.

This material should not be considered the exclusive source of information, it does not replace or supersede information contained in the device manual(s).
Please note that the intended use of a product may vary depending on geographical approvals. See the device manual(s) for detailed information regarding
the intended use, the implant procedure, indications, contraindications, warnings, precautions, and potential adverse events. For a MRl compatible
device(s), consult the MRl information in the device manual(s) before performing a MRI. If a device is eligible for elFU usage, instructions for use can be found
at Medtronic’s website manuals.medtronic.com. Manuals can be viewed using a current version of any major internet browser. For best results, use Adobe
Acrobat® Reader with the browser. Medtronic products placed on European markets bear the CE mark and the UKCA mark (if applicable).

For any further information, contact your local Medtronic representative and/or consult Medtronic's websites.

15



Medtronic

Europe

Medotronic International Trading Sarl.

Route du Molliau 31
Case postale

CH-1131 Tolochenaz
Tel: +41(0)21 802 70 00
Fax: +41(0)21 802 79 00

medtronic.eu

©2024 Medotronic. All rights reserved.Medtronic, Medtronic logo, and Engineering
the extraordinary are trademarks of Medtronic. " Third-party brands are trademarks
of their respective owners. All other brands are trademarks of a Medtronic company.

2024-tavi-clinical-trial-summary-brochure-en-gb-emea-13776736



