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New Paradigm in AS Disease Management

« What are the
risks/benefits of
waiting?

« What are the
risks/benefits of
preemptive
management?

 When is the optimal
timing for more
proactive care?
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Asymptomatic/Prompt Intervention Evidence

a R

The EARLY TAVR Trial 4 RCT
Primary Results Meta-analysis
Cost of AVS
Early vs Biomarkers

Delayed TAVR

RCT + Observational

Meta-analysis
Cardiac

kDamage
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Question: Should we wait for symptoms to treat
severe AS?

S EARLY TAYR Primary Endpoint
T1=%e  HRINCN 050040063 . Prompt SAPIEN 3 TAVR was proven
40 superior to guideline recommended
o1 surveillance in the EARLY TAVR trial

NNT ~6 at 2Y

Median follow-up 3.8 years
I 1

I I 1 I
0 12 24 36 48 60

50% reduction in the risk of the
composite endpoint: death, stroke, or

Death, Stroke, or
Unplanned CV Hosp (%)

No. at ek Months from Randomization Unplanned cardiovascular
TAVR 455 390 363 285 142 193 hospitalization vs clinical surveillance
Event rates are Kaplan-Meier estimates Patients had a minimum follow-up of 2 years t h rO U g h 5 ye a rS

Answer:
No. The risk of AVR intervention has decreased significantly since “watch and

wait” was established. There is now robust evidence demonstrating no mortality
or stroke penalty for intervention and even superiority of prompt TAVR

-HENRY FORD HEALTH-



FIGURE 1 Clinical Implications of CD Staging in AS

Cardiac Damage/Injury

» Risks of waiting knowing that the 5 3 .
pathophysiology of disease progression - \‘) % )

IS occurring

STAGEO | STAGE 1 STAGE 2 STAGE 3
CARDIAC DAMAGE | | et ):Evd'm"”.;..d‘“’;' P M,.,,::..,:%
STAGING INAS | || e s
Downstream Effects s octor e | T
2 Moderate
Systolic Dysfunction | |  atrial Fibrillation
« STAGE 1: LV enlargement to e
. . | | |
compensate for narrowing Aortic valve - T N B 15! O« 20! ﬁxw: %35
| " | 1 1
. ASYMPTOMATIC 4 N\ CONSIDER EARLY AVR
« STAGE 2: LA enlargement and Mitral SEVERE AS | ' 4 - Ready for Guidelines -
im Pa ct > Atria | Fi b AT-RISK ! \\l ClONSIDER EARLY ;\vn
MODERATE AS J ¥ //: - Future Perspective -
« STAGE 3: Pulmonary Hypertension and ! S W .
SYMPTOMATIC 1 1 I PREFER TAVR vs. SAVR
i i SEVERE AS - Ready for Guidelines -
Tricuspid | , : i

AS = aortic stenosis; AVR = aortic valve replacement; CD = cardiac damage; FAC = fractional area change; GLS = global longitudinal strain

« STAGE 4: RV dysfunction
. (absolute value); LA = left atrial; LV = left ventricular; LVEF = left ventricular ejection fraction; PASP = pulmonary arterial systolic pressure;
S h o u I d we wa It fo r Sy m pto m S ? ? ? ? RV = right ventricular; SAVR = surgical aortic valve replacement; S' = tricuspid annulus systolic wave peak velocity; TAPSE = tricuspid annulus
plane systolic excursion; TAVR = transcatheter aortic valve replacement.
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Pressure Imbalances Lead to
Maladaptive Responses
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2-Year Mortality After AVR Per Clinical Presentation
ASXx vs. Progressive vs. Acute Valve Syndrome

25- p <0.001
20
17.5%
= 15-
z
s
s 107
= 7.6%
5- // 5.8‘%]
0 1 1
0 6 12 18 24
Months Since Aortic Valve Replacement
No. at Risk
— Asymptomatic 2504 1859 1540 1176 934
Progressive 6116 4710 3867 2871 2147
== Acute 9218 6667 5243 3702 2700
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Over 30% of Patients Presented With Advanced Signs Or
Symptoms At The Time of AVR Conversion

Proportion of Patients Presenting with
Advanced Signs/Symptoms was Consistent Through Time

100% - 2.3 1.7 3.3 0 0 3.7 9.1
80% ’ ’ :
2]
& 60%
&
L 40%
(@)
o
S 20%
0%
Total 0-6M >6-12M >12-18M >18-24M >24-36M >36M
N=388 N=116 N=92 N=76 N=28 N=54 N=22
Timing of Conversion to AVR in CS
m Advanced Signs/Symptoms  OProgressive Signs/Symptoms  ®mNo Symptoms

TTTTT

At the time of analysis, 30 patients were still on study but hadn't converted to AVR

This disease progresses rapid and unpredictably

1. TAVR for Asymptomatic Severe Aortic Stenosis: Results of The EARLY TAVR Trial. Presented by P Genereux, TCT 2024.

_l-IE’Nﬂ gniﬁ@lﬂ BaIHEﬁrETW Valve Replacement for Asymptomatic Severe Aortic Stenosis NEJM In Press Oct 28, 2024




Question: What is the benefit of prompt
intervention?

Economic
Cost

Total Healthcare Cost Up to 1'year After AVR Total Costs AVR Length of Stay Hospitalizations during HF Hospitalizations during
ACI‘OSS clinical Presentation (AVR + 1-year follow-up) the 1-year follow-up the 1-year follow-up

$200,000 T 25% v T 56% o

$180,000 P00l £0.00L i6 A 33% - P<0.001

""" A=$36,267 [~~~==1 - ; = 04
’ - a - 9 P<0.001
: : $160,000 ° P=0.019
$140,000 2 P 1
! ' $120,000 ! 08 H 03
| 1 e 5
1

Healthcare Cost and Utilization by Clinical Presentation before AVR

A =527,410 sl 6 07 1 386%

i 5 0.2 P<0.001
$173.719 $182,576 SSO'OO? 4 0.5

; $60,000 3 01 P=0018 [UELE]
$146,309 $40,000 2 0.25

$20,000
. " , 1IN
S0 0 0 0
SVS PVS AVS SVS PVS AVS AL .2 e L F¥3 AV

AVS and PVS before AVR are associated with higher total costs, increased LOS,

higher all-cause and HF hospitalizations post AVR.
SVSs PVS AVS

Answer:

Symptomatic (Both acute and progressive valve syndrome) AVR leads to a significant
Increase in healthcare costs compared to prompt intervention
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Question: Can I predict WHEN patients will
develop symptoms? No

Impact of Age?

Biomarkers?
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100 - = Stage 3/4 =
. Stage 2 Log-rank p=0.98 = 100 + 86.1% 90.4% 95.2%
B —Stage 1 o~ ]
- —Stage O 724 ~ 0
o & o 80
i 66.5 >
64.9 < 60
] o .
+ -—
g 50 Median (Q1, Q3) time to conversion g 40
B = T . . .
o Istage3/4 6.1 (18 10.5) months | ] Median time to conversion: 11.1 months
2 (4.7, 21.4) months 5]
5 Stagel  12.5 (5.8, 16.8) months z 201
o Stage 0 10.1 (5.7, 25.5) months o]
o Total 11.3 (5.0, 21.2) months O 0
=1 T T T T T T T
5 : 5 15 iA 0 6 12 24 36 48 60
NoatHisk Months from Randomisation Months from Randomization
Swmgedfd 1y 6 s 3 3 No. at risk:
sl % Ed = i 2 Clinical Surveillance 446 326 231 119 45 22 9
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Median follow-up 3.8 years; At the time of analysis, 30 patients were still on study but hadn't converted to AVR

1. IIHEMJRHMFQRDSHEWE”OSB: Results from the EARLY TAVR Trial. Presented by P Genereux, SCAI 2025. 2. Cardiac Biomarkers in Patients with Asymptomatic Severe Aortic Stenosis. Presented by B Lindman, ACC 2025.
3. Incid 0 ImPac ] a i

Sévere Aortic Stenosis. Presented by P Genereux, EuroPCR 2025. 4. TAVR for Asymptomatic Severe Aortic Stenosis: Results of The EARLY TAVR Trial. Presented by P Genereux, TCT 2024




Question: Can I predict WHICH patients will
develop acute valve syndrome? No.

Biomarkers?

Impact of Age?

p=0.06 100 100 [ No symptoms
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;\? 80 80 and symptoms
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1. I%Emﬂgan mus igf&e! ethH?tenosis: Results from the EARLY TAVR Trial. Presented by P Genereux, SCAI 2025. 2.Cardiac Biomarkers in Patients with Asymptomatic Severe Aortic Stenosis. Presented by B Lindman, ACC 2025.
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Heart Team

What have we learned?

Shared Valve Who ls MiSSing? Transcatheter Patien
Decision- Caidloloett \S"rg“" Preferen
Making ) f

Structural ¥ ~ | Imaging
\nterventionalist /) @& \Expert

2 Heart Failure

\\Anesthesiologist , 3 Specialist

Dedicated
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Durability — "I don’t want to start the clock on
the valve early” —

Time to Conversion among CS Arm
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« During a median follow-up of 3.8 years, 87%
of patients in the clinical surveillance group

404

onversion to AVR (%)

underwent AVR . e
> TavR Death, Stroke, or HF Hospitalization”
« We cannot predict how or when a patient will B A R e e
. uO:T _E = Early TAVR Log-rank p = 0.008 Q
present with symptoms. £3 = D - -
s 4.0% 32 _'_,J"_'_ e
- . £ @ 10 13% 2.9% :
 The consequences of Waltlng and Supportlng O; U_f.':_____-_,-———"f_‘_a'“’

data demonstrate: Hospitalization, X ?

Months from Procedure
at risk.
AVR
d A

Mortality, Stroke, LV/LA health, Economic o ¢
cost o

430 409
175

Kaplan-Meier estimales ventilation for pulmonary edema, or hemodialysis for vol. overioad

Median time from randomization to conversion to AVR was 11.1 months!

te =Nl il arm starting point is from time of randomization to conversion to AVR, not from time of severe AS
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Anatomy Based Decision




Physician Perspective: What should be
recommended for patients with asymptomatic

severe AS?

3 RCTs have shown
superiority of prompt
AVR on the primary
endpoint

Meta-analysis shows significantly lower rate
of HF hospitalization and stroke and
favorable trends on mortality with prompt
AVR

There appear to be benefits
to LV/LA health which may
further mitigate downstream
HF risk

pbenefits seen In rial are conservative
and almost certainly under-estimate what would occur in
the real world
* Many patients thought to be asymptomatic actually
have symptoms
* Clinical surveillance in the trial is not broadly achievable

There is no mortality or
stroke penalty for
prompt intervention

Prompt AVR
HENRY FORD HEALTH-

Increases risk o
procedural complication

Usually if one approach is anatomically higher
risk, the alternative approach can mitigate the

Starting the clock earlier on valve durability
The clock doesn’t appear to start all that much
differently, so age or uncertainty about durability
timeline should not be a deterrent to a prompt
intervention strateg

Patients who think they lack symptoms may
not perceive how AVR will help them

We already have a Class I indication for AVR for
asymptomatic patients when LVEF is <50%

Clinical
Surveillance



The Impact of an Asymptomatic Indication: Simplification of the
Patient Pathway for All Severe AS Patients

GC Visit Echo with Severe AS Refer to Heart Team TAVR

T : i
arget: Aortic § tenosis?
Addressing 8apsalong the Patient joy,
ey

20Days|

Om echo diagy, tﬂVR-
o — Y

d American Heart Association.

Target: Aortic Stenosis’

2024 ACC/AHA Clinical Performance
and Quality Measures for Adults With
Valvular and Structural Heart Disease

Joint Committee on Performance Measures

Patients with an echo indicating severe AS can be directly
referred to the Heart Team for evaluation
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When I push for therapy

« Low EF
e Strain damage
LA dilation
* MR
« PAF
* Velocity >5
* Good Lifetime management
* Need for other surgery
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Take Home Points

« Complete Work up:
« CT
« IC
« CTS
 Lifetime management
» Patient Focus
« Define anatomy TYPE A, B, C TAVR
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