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STUDY HYPOTHESIS: CLOSURE-AF CLOSURE-AF

« Catheter-based left atrial appendage closure is a potential alternative to oral
anticoagulation for stroke prevention in patients with atrial fibrillation.

 Current guideline recommendations in patients with atrial fibrillation and high risk of
stroke and high risk of major bleeding on OAK from AHA/ACC/ACCP/HRS are 2b B and

from ESC IIb C.

« CLOSURE-AF was designed to compare catheter-based left atrial appendage closure and
physician-directed best medical care (including DOAC treatment when eligible) in patients
with atrial fibrillation with high risk of stroke and bleeding for a primary endpoint (tested
for non-inferiority) of time to a composite of:

» Stroke (ischemic or hemorrhagic)
» Systemic embolism

« Cardiovascular/unexplained death
* Major bleeding (BARC > 3)
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Study design: CLOSURE -AF 888pts ™**

Atrial fibrillation with LRI Ol Ll
«  CHA2DS2Vasc-Score >2 * BARC-3A-Cor
- Increased Bleeding Risk  History of intracranial/intraspinal
> HASBLED-Score >3 or bleeding, intraocular bleeding
> History of Bleeding” or imparing vision, or Gl, GU or
» CKD: eGFR 15-29 ml/min/1.73m? Respiratory Tract bleeding with
persistently increased bleeding
Randomisation risk
! 1:1 |
Catheter-based Physician-directed
Left atrial appendage closure Best medical care

Lx ]+

Primary endpoint:*

Composite of stroke, systemic embolism,
cardiovascular/unexplained death or major bleeding (BARC>3)

*At least 18 months and 6 months
follow up after 1t and 2ndinterim
analysis, respectively.
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Patient characteristics: CLOSURE-AF

Left atrial Physician-directed Best
appendage closure medical care

Total

Characteristic

(N=446)

(N=442)

(N=888)

Female — no./total no. (%)

Caucasian

Not disclosed
HAS-BLED score

Hypertension — no./total no. (%)

Smoking — no./total no. (%)

Landmesser U et al.; Am Heart J 2025

172/446 (38.6)
415/446 (93.0)
29/446 (6.5)
3.1%0.9

417/446 (93.5)

30/415 (7.2)

171/442 (38.7)
416/442 (94.1)
25/442 (5.7)

3.0x0.9

417/442 (94.3)

0/411 (12.2)
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343/888 (38.6)

831/888 (93.6)

54/3888 (6.1)

3.0%0.9
834/888 (93.9)

80/826 (9.7)
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STUDY DESIGN: CLOSURE-AF

« Recommendations for antithrombotic treatment in both study groups

Catheter-based

Left atrial appendage closure

Patient with high bleeding risk

» Consider 3 months DAPT, then
Aspirin only to be continued
> 6 month when there is another
clear indication

Patients with excessive bleeding risk

» Consider minimum of 6 weeks DAPT
or Aspirin monotherapy up to 3
months

Landmesser U et al.; Am Heart J 2025

Physician-directed
Best medical care

Anticoagulation by DOAC
should be considered if
patient is eligible.
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Antithrombotic treatment in the study groups

Left atrial appendage closure Physician-directed Best medical care
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Primary outcome (ITT):. CLOSURE AF

Cumulative incidence (%)

Patients at risk
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Primary endpoint *

P non-inferiority =0 -44

Left atrial appendage closure

Stroke, Systemic Embolism,
cardiovascular/unexplained
Death, Or

Major bleeding (BARC>3)

Physician-directed best medical care

Physician-directed best medical care 442

Left atrial appendage closure

446

Years since randomization

306
304

T

203
202

136
117

T
4

77
71

T
5

40
33

*Noninferiority margin of 1.3



SECONDARY OUTCOMES: CLOSURE-AF

Outcome

Left Atrial Appendage Closure
(N=446)

Events/patient-years
(Incidence per 100 patient-years)

Physician-directed Best
Medical Care (N=442)

Events/patient-years
(Incidence per 100 patient-years)

CLOSURE-AF
DZHK TRIAL 16

Adjusted hazard ratio
(95% ClI)

Systemic embolism

Stroke including ischemic o
hemorrhagic stroke

Major bleeding
Cardiovascular or
unexplained death
All-cause death

3/1042.7 (0.29)
27/1019.0 (2.65)
70/941.5 (7.43)
99/1045.2 (9.47)

155/1045.2 (14.83)

1/1045.4 (0.10)
27/1015.1 (2.66)
61/978.7 (6.23)
81/1045.4 (7.75)

141/1045.4 (13.49)

2.99 (0.31, 28.79)
1.02 (0.59, 1.74)
1.21 (0.86, 1.71)
1.25 (0.93, 1.68)

1.12 (0.89, 1.40)
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Periprocedural complications:
CLOSURE AF

Peri-procedural complications at 7 days or discharge

Pericardial tamponade
Major bleeding requiring transfusion (BARC 3-5) 1
Device embolization (removed surgically)
Procedure-related TIA

Peripheral embolism

Death within 7 days after implantation

N = =2 a o O
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STUDY SUMMARY AND CONCLUSIONS: CLOSURE-AF
CLOSURE-AF

In this multicenter randomized trial, a strategy of LAAO did not achieve non-
Inferiority compared to physician-directed Best medical care in older
patients with atrial fibrillation at high risk of stroke and bleeding.

LAAO was associated with a higher risk of the combined primary outcome
of stroke, systemic embolism, major bleeding, and
cardiovascular/unexplained death over a median follow-up time of 3 years in

these elderly high-risk patients.
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Jak interpretovat CLOSURE AF?

Parametr CHAMPION-AF CLOSURE-AF
Pouzity okluder Vyhradne Watchman FLX Ruzné typy (v€. Watchman a Amulet)
Mladsi, vhodni pro dlouhodobou \ysoce rizikovi pacienti (vysoke riziko
Typ populace ) . g .
antikoagulaci mrtvice i krvaceni)

Neprokazal non-inferioritu; okluze byla v

Hlavni vysledek Non-inferiorni v porovnani s NOAK t6to studii horsi

Signifikantné nizSi u okluderu (o 45 % méné

Krvaceni - . .
neproceduralniho krvaceni)

Bez jasné vyhody oproti farmakoterapii

Mirné vysSi poCet u okluderu

Mrtvice (ischemicka) (3,2 % vs. 2,0 %)

Podobna jako ve skupine s BMC

Nezavislé (vladou financovany projekt v

Financovani Industry (vyrobce Boston Scientific) N&mecku)
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