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Introduction

The number of TAVR procedure is increasing worldwide.

“Number of AVR Procedures in the U.S.” “Evolut low risk trial”
Log-rank p value = 0.051 —TAVR —Surgery

B A\VA = . HR 0.70 (95% C1, 0.49, 1.00)

3 Years

A-2.9%

SAVR = : SRS 10.4%

Months Since Procedure

D’Agostino et al. ATS 2019. Forrest, et al. JACC 2023.



Remaining challenges in TAVR

« Antithrombotic therapy after TAVR
 Leaflet thrombosis

« Structural valve deterioration (SVD)

* Valve in valve (TAV in SAV/ TAV In TAV)

« Permanent pacemaker implantation



Why do we need to administer antithrombotic
therapy after TAVR?

What is the role/significance of antithrombotic therapy?

 Prevention of the cardiovascular events.
 Prevention of leaflet thrombosis.

« Maintaining the valve function.




Antithrombotic therapy after TAVR

Previous guideline recommendation

 DAPT was “empirically” recommended.

v'Based on the PCI field.
v'"No clear classification between those who have indication for OAC or not.

— Robust evidence are warranted.



Antithrombotic therapy after TAVR

The concept of antithrombotic therapy after TAVR

TAVR

No indication for OAC indication for OAC



Trial

Popular TAVI

Cohort B
N=313

Atlantis

1st stratum
N=451

ENVISAGE
N=1,426

Antithrombotic therapy after TAVR

Those who have indication for OAC

O 1 3 6 12 18

Treatment VKD

Clopidogrel

Sl VKN

Treatment = Apixabariima—

Control VKA

Treatment | Edoxaba

Control vKA—

Antithrombotic therapy
duration (months)

1-year MACE
13.4%
P=NS
17.3%

1-year NACE*

21.9%
HR 1.02(0.69-1.51)

21.9%

1-year NACE*
17.3%
HR 1.05(0.85-1.31)
16.5%

1-year bleeding* Leaflet thrombosis

21.7%
P=0.01 L
34.6%

1-year bleeding

10.3% 0.9%
HR 0.91(0.52-1.60) OR 0.68(0.11-4.08)
11.4% 1.3%

1-year bleeding
9.7%

HR 1.40(1.03-1.91) NA
7.0%

* Primary outcomes



Antithrombotic therapy after TAVR

Those who have indication for OAC

DOAC = VKA
No need for additional SAPT



Antithrombotic therapy after TAVR

Those who have no indication for OAC

DAPT vs. SAPT
SAPT vs. OAC



Antithrombotic therapy after TAVR

Those who have no indication for OAC
0O 1 3 6 12 18 90-day NACE* 90-day bleeding Leaflet thrombosis

Trial Clopidoarel =TT
Treatment OpAs%?rrii 15.3% 10.8% { |
ARTE P=0.07 P=0.04 I NA
N=222 I
Control Aspirin 7.2% 3.6% | |
, l
1-year NACE 1-year bleeding* I :
Aspirin [0) 0
Popular TAVI Treatment 23.0% 15.1% | |
Cohort A P=0.04 P=0.001 I NA |
- Clopidogrel
N=665 Control Aspirin 31.1% 26.6% \ - _
1-year MACE* 1-year bleeding
' D
Treatment | R“&/2<b% 9.8% 4.3% 12.4%
GALLILEO
N=1,664 P=0.04 P=0.08 P=NS
i Clopidogrel
Control Aspirin 7.2% 2.8% 32.4%
6-month Death 6-month bleeding
Treatment = Edoxabaillln 2.7% 11.7% 9.8%*
ADAPT TAVR P=0.68 P=0.82 P=0.076
NEZSD Clopidogrel O/n%
Control At 1.7% 12.7% 18.4%
Antithrombotic therapy * Primary outcomes

duration (months)



Antithrombotic therapy after TAVR

Incidence of leaflet thrombosis in SAPT/DAPT.

Subclinical Leaflet Thrombosis After

Transcatheter Aortic Valve Replacement
A Meta-Analysis

SLT
DAPT SAPT Risk Ratio Risk Ratio
Events Total Events Total Wei IV, Random, 95% CI IV, Random, 95% CI
Pache et al. 2016 76 17 4.8% 0.45[0.12, 1.61]
Hansson et al. 2016 195 32 10.5% 0.52[0.22, 1.20]

Yanagisawa et al. 2019 267 190 20.4% 0.78 [0.44, 1.37]
Chakravarty et al. 2018 208 405 33.0% 0.96 [0.64, 1.42]
Basra et al. 2018 45 24 11.5% 1.42 [0.64, 3.16]
Franzone et al. 2017 833 63 1.0% 1.46 [0.09, 24.77]
Makkar et al. 2017 20 29 16.6% 1.59 [0.84, 3.02]
Tang et al. 2019 157 25 21% 2.39[0.33, 17.30]

Total (95% CI) 1801 785 100.0% 0.97 [0.72, 1.29]
Total events 130 110
Heterogeneity: Tau? = 0.03; Chi? = 8.20, df =7 (P = 0.32); I?’=15%

Test for overall effect: Z = 0.22 (P = 0.83) 0.2 0.5 1 - ® 14

Favors DAPT Favors SAPT

Bogyi, et al. J Am Coll Cardiol Intv 2021.



Antithrombotic therapy after TAVR

Recent recommendation

Bleeding: DAPT < SAPT

HALT. DAPT = SAPT



Antithrombotic therapy after TAVR

What is the optimal SAPT? ASA vs Clopidogrel.

Circulation: Cardiovascular Interventions

e e & v’ Clopidogrel > Aspirin
Aspirin Versus Clopidogrel as Single

Antithrombotic Therapy After Transcatheter Aortic v" Low incidence of ischemic events
Valve Replacement

Insight From the Optimized Transcatheter Valvular Intervention Registry

No indication for OAC indication for OAC
: . L:‘ﬂ,::‘:(a:?big.;zll%\cl, 1.16-10.7) c s L::r'an;pfb_dj ( , 1.09-10.2) | -
?; ; § 3 Aspirin
d B <l B Clopidogrel
> >
@) @)

12 12
Months after TAVI Months after TAVI
Patients at Risk
7 Aspirin 157 127
79 Clopidogrel 157 132

Kobari, et al. Circ Cardiovasc Interv, 2021



Antithrombotic therapy after TAVR

What is the optimal SAPT? ASA vs Clopidogrel.

Study Design

Study Type @ : Interventional (Clinical Trial)
Estimated Enroliment @ : 230 participants
Allocation: Randomized
Intervention Model: Parallel Assignment

Masking: N O Label 11 . . »y
T e e Aspirin v.s. Clopidogrel after TAVR

Primary Purpose: Treatment
Official Title: Aspirin Versus Clopidogrel for Leaflet Thrombosis Prevention in Patients Undergoing Transcatheter Aortic Valve Replacement: ACLO-TAVR Trial

Estimated Study Start Date @ : September 15, 2022
Estimated Primary Completion Date €@ : July 2024
Estimated Study Completion Date @ : July 2025




Antithrombotic therapy after TAVR

DO we have to treat HALT?
“GALLILEO trial”

Reduced Leaflet Motion of Grade =3
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Ischemic events: APT > OAC
Bleeding events: APT> OAC
HALT : APT < OAC

Dangas, et al. N Engl J Med 2020.




Antithrombotic therapy after TAVR

DO we have to treat HALT?

Composite of all-cause death, HF readmission and stroke

A) Composite endpoint
Logrank P = 0.916
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Time Since Procedure (Years)
No. at risk:

No. at nisk

617 552 461 310 189
101 N 74 42 15

No-HALT

HALT

449 435 378 242 154
76 70 60 29 13

Imaeda, et al. JAHA 2022 Hein M, et al. J Am Coll Cardiol Intv. 2022



Antithrombotic therapy after TAVR

Summary of the current recommendation

ESC Guideline, 2022
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DOAC = VKA
Clopidogrel > Aspirin??
Capodanno D, et al. J Am Coll Cardiol Intv 2021.



Antithrombotic therapy for patients
with high bleeding risk

Antithrombotic therapy might not be needed in patients with high bleeding after TAVR.

Study flow chart

Kobari and OCEAN-SHD. J Am Coll Cardiol Infv 2023.

OCEAN -TAVI registry (n=6,587)

Exclusion

>

_| * Anticoagulation (n=1,878)

,,,,,,,,,,,,,,,,,

Patients included in the study

*death, MI, ACO, stroke/TIA, All bleeding. ..

(n=3,575)
) SAPT DAPT
No antu;z:\a:gge;)therapy Aspirin or Clopidogrel Aspirin plus Clopidogrel
(n=1,354) (n=1,928)
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P— Log rak p-0.02
BAF Nowe vs. DAFT [reference): aHR, 0.51; 95% C10.27-0.95, p-0.04
—_— Nowe vs. SAPT |reference): aHR, 0.63; 95% CL 0.35-1.19, p~0.12

Log rank p= 0.02

Log rank p-0.97

Newe v DAPT [reference: aHR, 1.09; 95% C1, 0.74-1.62, p-0.67
Nooe vy SAPT [reference]: allR, L18; 95% CLATT 179, p-045

Log rank p= 0.97

L 1 : 3
Years ulter TAYR

Kobatri, et al. 3 Am Coll Cardiol Intv 2023.



Ongoing randomized control trials
from OCEAN-TAVI registry

Study proposal

No antithrombotic therapy

1. Cardiovascular event

X . NAPT trlal 2. Leaflet thrombosis

No Atth ombotic the Py ft Transcathete &
alve implantatio

3. QOL

Exclusion: o SAPT
Procedural complications

&
Indication for SAPT




Summary of recommendations

Current practice and Future practice

[ Patients |
Post-TAVR N
i Noindic‘:ation for i indicagrion for
OAC ) L OAC
\ 4 {V
Recent PCI Recent PCI
NO NO
YES YES
1-3months | | DAPT | | DAPT
SAPT NAPT OAC
thereafter { SAPT ] [ OAC
v

“High Bleeding risk” “Low Bleeding risk”

“Current” practice

“Future” practice?



Conclusion

« SAPT Is recommended for patients without indication for OAC

 OAC Is recommended for patients with indication for OAC.

« Routine use of OAC for the prevention of the leaflet thrombosis is not advised.
« OAC may still play a role in reducing SVD.

 Further research is needed to establish an optimal antithrombotic regimen for
this procedure.



