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Uzaver PFO — jsme pro?

» Je PFO opravdu vinikem?
» Jsou pacienti ohrozeni rekurenci?

> Je katetrizacni uzaver PFO efektivni,
bezpecny a lepsi nez OMT?

> Jaka OMT?
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Kryptogenni CMP — je PFO
opravdu vinikem?

» Prevalence PFO

» \V obecné populaci ~27%

» Kryptogenni CMP do 60 let ~ 50%
» PFO-related stroke ~ %
» Dalsi faktory — mobilni septum,
Eustachova chlopen, velikost PFO,
koagulopatie, absence klasickych RF




Katetrizacni uzaver PFO - evidence

» 5 randomizovanych
studii

» Metaanalyza
pacientskych dat

» Prodlouzené sledovani
studie RESPECT

» FDA approval
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RESPECT - design

» N=980 (25 cilovych udalosti)

» 1:1 Amplatzer PFO occl. + OMT vs. OMT
» OMT: ASA/Clopidogrel/Warfarin

» 18-60 let, kryptogenni CMP (270d)

» Primarni cil: fatalni + non-fatalni CMP,
umrti do 45 dnu

» Sek. Cile: kompletni uzavér, absence

CMP/TIA
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RESPECT - vysledky

Intent to Treat Raw Count 46.6% 0.157
Intent to Treat KM 50.8% 0.083
Per Protocol KM 63.4% 0.032
As Treated KM 72.7% 0.007
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Primary Endpoint Analysis — ITT Cohort e

: : ; : RESPECT
50.8% risk reduction of stroke in favor of device
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3/9 device group patients did not have a device at time of
endpoint stroke 20

1 Cox model used for analvsls



Primary Endpoint Analysis — As Treated Cohort 7

72.7% risk reduction of stroke in favor of device RESPECT
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The As Treated (AT) cohort demonstrates the treatment effect by
classifying subjects into treatment groups according to the treatment
actually received, regardless of the randomization assignment 22

1 Coax madel 1med for analvele



Studie RESPECT — prodlouzené sledovani

70% Relative Risk Reduction in Recurrent
Cryptogenic Stroke With Device In Place

1.00 §
0.95 -
E'Y::at;)f:;'ete [l AMPLATZER™ PFO Occluder Implanted
y (N=464,; # cryptogenic strokes =7)
1 B Not Implanted
0.90 - (N=516, # cryptogenic strokes = 22)
HR: 0.302
Log-rank p-value: 0.004
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# at Risk (KM Estimates) Time to Event (Years)
AMPLATZER 464 (0%) 445 (0.9%) 357 (0.9%) 206 (1.9%) 82 (1.9%) 20 (1.9%)
Not Implanted 516 (0%) 412 (3.0%) 319 (4.6%) 174 (4.6%) 75 (5.7%) 10(11.2%)
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Metaanalyza

Freedom From Composite Outcome

A. Composite Outcome (Ischemic Stroke/TIA/Death)
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Kent, D.M. et al. J Am Coll Cardiol. 2016; 67(8):907-17.
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B. Recurrent Ischemic Stroke Outcome
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DATA FROM TRIALS OF THE DISC OCCLUDER
C. Primary Composite Outcome (Ischemic Stroke/TIA/Death) D. Recurrent Ischemic Stroke Outcome
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+++ Medical Therapy

» Sloucena data -3
randomizované studie
» N=2303

» 700 pac.
nedokoncilo

» \lyssi incidence FiS
(STARFlex)

» Riziko rekurence

- 1%vs. 0,5 % /rok
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CLOSE

PFO closure group

| Antiplatelet-only group

0:91_ Hazard ratio, 0.03 (95% Cl, 0 to 0.26)
P<0.001 by log-rank test
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REDUCE

1.00

0.98+ PFO closure group
0.96-
0.94 -
Antiplatelet-only group

0929 Hazard ratio for recurrent stroke,

| 0.23 (95% Cl, 0.09-0.62)
0.90+5,

4 P=0.002 by log-rank test
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N =664, FU 3,2 r, rekurence 5,7 vs. 1.4 %
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Zaverem
» PFO u 50% pacientl s kryptogenni CMP
» Mladi pacienti, nizké riziko rekurence, ale
dlouhé ocekavané doziti
» Uzavér PFO je bezpecna a efektivni metoda
» Recentni randomizované studie potvrdily
efektivitu uzaveru
» Selekce pacientu — spoluprace neurologa a

kardiologa!
» Uzavér PFO brani jen embolizaci skrze PFO




Procedural Complications and Serious Adverse Events.

Table 3. Procedural Complications and Serious Adverse Events.*

Complication or Event Randomization Groups 1 and 2 Randomization Groups 1 and 3

PFO Closure Antiplatelet-Only Anticoagulant  Antiplatelet-Only
Group Group Group Group
(N=238) (N=235) P Value (N=187) (N=174) P Value

no. of patients (%) no. of patients (%)

Major or fatal device-related or procedure- 14 (5.9) NA NA NA
related complication?

Major or fatal bleeding complication 2 (0.8) 5(2.1) 0.28 : 0.18
Atrial fibrillation or flutters: 11 (4.6)§ 2 (0.9) 0.02 i 0.23
Death 0 0 NA i 0.65
At least one serious adverse event 85 (35.7) 78 (33.2) 0.56 - 59 (33.9) 0.88

* Definitions of major or fatal device-related or procedure-related complications, definitions of major or fatal bleeding complications, and a
full list of serious adverse events are provided in the Supplementary Appendix.

T Major or fatal device-related or procedure-related complications in the PFO closure group are listed for those that occurred within 30 days
after the procedure and included atrial fibrillation (9 patients), atrial flutter (1 patient), supraventricular tachycardia (2 patients), air embo-
lism (1 patient), and hyperthermia resulting in prolongation of hospitalization (1 patient).

i Atrial fibrillation or flutter was classified as cases that required treatment for more than 1 month.

§ In 10 patients, atrial fibrillation or flutter occurred within 30 days after the procedure.

9§ The one death was due to pancreatic cancer.
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