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PARTNER Study Design

Symptomatic Severe Aortic Stenosis

ASSESSMENT: High-Risk AVR Candidate

| 3,105 Total Patients Screened |
Total = 1,057 patients
2 Parallel Trials: Inoperable BUNESEEE

Individually Powered 1

ASSESSMENT:
Transfemoral
Access

1:1 Randomization Not In Study

N =179 N =179

TF TAVR Standard
Therapy
VS

Primary Endpoint: All-Cause Mortality
Over Length of Trial (Superiority)
Co-Primary Endpoint: Composite of All-Cause Mortality
and Repeat Hospitalization (Superiority)




PARTNER Impact - 1

* PARTNER proved that we can rigorously conduct
(even complex) RCTs in risk prone AS patients —
a new evidence-based medicine standard for
clinical research in valvular heart disease - we
need more high quality data from both surgical
AVR and TAVI studies in the future (no more
excuses)!
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PARTNER Impact - 1

* PARTNER proved that we can rigorously conduct
(even complex) RCTs in risk prone AS patients —
a new evidence-based medicine standard for
clinical research In valvular heart disease - we
need more high quality data from both surgical
AVR and TAVI studies in the future (no more
excuses)!

The multi-disciplinary culture (cardiac surgery +
interventional cardiology) infused in every facet of
PARTNER represents a necessary early step in a
radical paradigm shift in patient care - optimal

TAVI requires an integrated valve team approach
and environment (shouldn’t compromise)!
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Transcatheter AVR
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PARTNER Impact - 2

e Standard therapy (including BAV in ~ 80% of pts)
did not alter the dismal natural history of patients
with severe AS and cardiac symptoms

» all-cause and cardiovascular mortality at
1 year was 50.7% and 44.6% respectively
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PARTNER Impact - 2

e Standard therapy (including BAV in ~80% of pts)
did not alter the dismal natural history of patients
with severe AS and cardiac symptoms

» all-cause and cardiovascular mortality at
1 year was 50.7% and 44.6% respectively

e BAV was a meaningful palliative therapy in these
inoperable standard therapy patients

» helped to refine optimal case selection
»improved symptoms (usually transient)
» reduced mortality (cw no BAV patients)

» bridge to other therapies (improved overall
condition may alter operable status)




Mortality With and Without BAV (¢

- Patient does have BAV during trial
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PARTNER Impact - 3

e PARTNER established a new standard for peri-
procedural outcomes (5% mortality @ 30 days)
after TAVI in high risk AS patients - the case
selection intensity and team training approach of
PARTNER should become the future model (dare
to predict results for the PARTNER high surgical
risk cohort?)




Death - All Cause

30 Days

B TAVI(n=179) | standard Rx (n=179)

P =0.0004

49.7




PARTNER Impact -3

e PARTNER established a new standard for peri-
procedural outcomes (5% mortality @ 30 days)
after TAVI in high risk AS patients - the case
selection intensity and team training approach of
PARTNER should become the future model (dare
to predict results for the PARTNER high surgical
risk cohort?)

The mortality benefit of TAVI in PARTNER is of

historic proportions (NNT = 5) - TAVI is the new
standard-of-care in inoperable AS patients!
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0.54 [0.38, 0.78]
P (log rank) < 0.0001
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1Y Endpt - All Cause Mortality

-— Standard Rx A at 1 yr = 20.0%

NNT = 5.0 pts
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PARTNER Impact -3

e PARTNER established a new standard for peri-
procedural outcomes (5% mortality @ 30 days)
after TAVI in high risk AS patients - the case
selection intensity and team training approach of
PARTNER should become the future model

The mortality benefit of TAVI in PARTNER is of
historic proportions (NNT = 5) - TAVI is the new

standard-of-care in inonerable AS patients!
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The QOL benefits of TAVI in PARTNER are equally
impressive - the most fulfilling symptom-reducing
Interventional therapy ever (dwarfs PCI)!




Six-Minute Walk Tests
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NYHA Class Over Time (o) Ennrnen
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Primary Endpoint: (@) e
KCCQ Overall Summary

-8-TAVI MCID = 5 points
- Control

4

A=139 A=207 A=245
P<0.001 P<0.001 P<0.001

10 12

MCID = minimum clinically important differance




PARTNER QOL Analyses
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TAVR not only

adds years to life,
but also,
adds life to years!
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PARTNER Impact -3

* TAVR is associated with increased procedural
costs, but reduced outpatient expenses during the
first year of FU - considering the increased
survival the incremental cost-effectiveness ratio is
favorable!




$100,000

$50,000 + ACost = $79,837
ALE =1.59 years

ICER = $50,212/LYG

$50,000 per LY

-$50,000 -

-$100,000




Published Cost Effectiveness Estimates
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PARTNER Impact - 4

 TAVI-related complications, esp. neurologic
events, bear close scrutiny - can future iterative
enhancements (e.g. lower system profiles) reduce
complications? ...await surgical control arm
results (PARTNER high surgical risk cohort) for
better perspective!




Major Stroke

30 Days

B 7AVi (n=179) [l Standard Rx (n=179)

All Stroke or TIA




Mortality vs. Major Stroke
TAVI patients
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TAVI 2011
Cerebral Embolic Protection

Embrella Claret

Deflectors and Filters




Clinical Outcomes at 30 Days and 1 Year (@) Fanrnes

Major Vascular Major Bleeding
Complications

P<0.0001
P<0.0001 P<0.0001

16.2 16.8

T PO P
— -

30 Days 1 Year

B TAVI (n=179) |l Standard Rx (n=179)




New Pacemaker
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PARTNER Impact - 4

 TAVI-related complications, esp. neurologic
events, bear close scrutiny - can future iterative
enhancements (e.g. lower system profiles) reduce
complications? ...await surgical control arm
results (PARTNER high surgical risk cohort) for
better perspective!

TAVI echo results (except para-valvular leak) are

strikingly similar to surgical AVR.




Aortic Valve Areas Over Time (¢

P<0.0001 = Standard Rx

0.65

Baseline 6 Months

Error bars = =+ 1 Std Dev




30 Day

No changes over time

- None/Trace Moderate

- Mild Severe
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PARTNER Impact - 4

 TAVI-related complications, esp. neurologic
events, bear close scrutiny - can future iterative
enhancements (e.g. lower system profiles) reduce
complications? ...await surgical control arm
results (PARTNER high surgical risk cohort) for
better perspective!

TAVI echo results (except para-valvular leak) are

strikingly similar to surgical AVR.

The overall unexpectedly favorable results from
TAVI in PARTNER are a “game changer” - TAVI
Incremental value clearly demonstrated and
significant carryover momentum to more normal
risk and other “new” patient cohort studies!




