Nepriznivé soubehy
Stroke vs. PE
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Kazuistika 1

Muz 72 let

Anamnéza: Hypertenzni choroba,
paroxyzmalni fibrilace sini

V den prijmu ve 11:30 nahly vznik
kompletniho levostranného hemisferalniho
syndromu, NIHSS 18 boddu, 1. vysetreni
neurologem 16:30

TK 120/70 mmHg, TF 105/min., spont.
saturace 02 89%, 102 kg, 183 cm



i CT mozku

Nativn




CT angiografie mozkovych tepen




Popis pripadu:

Provedena invazivni angiografie, ktera
verifikovala uzaver ACI

Nasledné provedena katetrova trombektomie

Zlepseni neurologického stavu pacienta na
konci vykonu

Prijem pacienta na koronarni jednotku:
fyzikalni vysetreni, odbéry krve, EKG,
echokardiografické vysetreni



Laborator

INR. . ... ... * 1.76 0.80-1.20
APTTtest. . . . .. * 7595 28.0-38.0
Fibrinogen . . . .. * 45¢g/L  2.0-4.0
Antitrombin . . . . . * 63 % 80-120
D-dimery kvantit. . . . *>20000 ug/L 0-500
S-Kreatinin. . . . 71 umol/L 63-104
S-cTroponinT hs . . * 240ng/L <14.0

S-CRP. . . * 86.8mg/l <5.0
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Popis pripadu

Actilyse v davce 50mg v prubéhu 60 minut

Heparin v davce k dosazeni aPTT 2-3nasobku
Kontroly

Kontrolni echokardiografické vysetreni

Kontrolni nativni CT mozku
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CT mozku po podani
systémoveé trombolyzy




Popis pripadu

2. den hospitalizace rozvoj bolesti pravé dolni
concetiny

Klinickym vysetrenim prokazana kriticka
concetinovy ischemie

Angiorafie — uzaver a. illiaca ext. |. dx. et a. fem. |.

dx. — rekanalizace a implantace stentu —

suboptimalni efekt s uzavérem a. fem. superf. |.
dx.

Konzervativni postup
7. den exitus letalis s priznaky sepse







Kazuistika 2

Muz, 70 let

Anamnéza: DM, hypertenze,
hypercholesterolémie, amaurdoza od 1967,
operace varixu DKK 2003

V poslednich nékolika dnech udaval mirnou
namahovou dusnost

17.2. ve 20:00 bolest levé dolni koncetiny, slabost
a hypestezii

Prijem v 01:00 do kardiocentra
EKG: SR, 79/min., neg. T lI, lll, aVF, V3-5
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Popis pripadu

18.2. v 09:20 rozvoj smisené afazie, pareza n. VI,
pravostranna hemiparéza, NIHSS 18

Neurologické vysetreni 09:25

Nativni CT: hyperdense artery sign (HAS) prokazalo
tromboembolicky uzaver arteria cerebri media vlevo a

rozvijejici se ischemii levé insularni oblasti, Alberta
skore 8-9

Provedena katetrova trobmektomie (levé CCA a levé
MCA, nasledovana tromboaspiraci poplitealni arterie

Kontrolni CT: ischemii vlevo temporalne a v kapsularni
oblasti, bez znamek krvaceni, arterie pruchodné

Podavan UFH v redukované davce, cilové aPTT 40-50



Hyperdense artery sing levé ACM
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TTE + TEE

Normalni leva komora i leva sin
Dilatace a dysfunkce pravé komory, D-shape

Stredné az vice vyznamna trikuspidalni
regurgitace

Neprimé znamky tézké plicni hypertenze

PFO s bidirekénim zkratem, aneuryzma septa
sini, kribriformni septum
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* CT angiografie plic: Bilateralni plicni
embolizace

* DUS: Bilateralni popliteokruralni zilni
trombadza (stara vlevo, akutni vpravo)
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Vysledek

e Pacient propustén do amb. péce pro 13
dnech hospitalizace

* Bez neurologického deficitu (mRS =0)
* Normalni perfuze obou koncetin
e Zalécena plicni embolizace

e Antitromboticka terapie: rivaroxaban +
clopidogrel na 3 mésice, poté
rivaroxaban dlouhodobé




Paradoxni embolizace

* Pritomnost embolu v systémoveé tepne

:
* Pritomnost pravo-levého zkratu
* Pfitomnost hluboké Zilni trombdzy / PE



Kryptogenni CMP: akutni fokalni neurologicky
deficit s nalezem embolického uzaveru pri CT
mozku a v nepritomnosti zdroje embolizace v
srdci, vzestupné aorté a mozkovych cévach

Priblizné 25% vsech iCMP je kryptogennich
34-46% iCMP probéhne ve véeku mezi 18-60 lety
PFO u 10 — 15% populace

PFO je pritomno u 40-50% vsSech pacientu s
ICMP

Do nedavna nebyla dostupna data z RCT o
dlouhodobém vysledku po uzavéru PFO
okludérem



Long-term Comparison of Patent Foramen Ovale (PFO)
Closure versus Medical Therapy after Cryptogenic
Stroke:

Final Results of the RESPECT Trial

David E. Thaler, M.D., Ph.D.

Chairman of Neurology, Tufts University School of Medicine

On Behalf of RESPECT Investigators



Inclusion kritéria Exclusion kritéria

* Kryptogenni CMP v pribéhu ¢ iCMP zpusobena:
9 poslednich mésicl — Rozsahlou cévni aterosklerézou

 TEE-potvrzené PFO (stendza karotid, ...)
 18-60 let

— Fibrilace sini
— Nemoc malych tepen (lakunarni
infarkty)

— 11 jinych specifickych etiologii
« Nemoznost uZivat antikoagulacni
terapii



Patient Flow

Enrolled

) — _
|| - Warfarin
Assigned guideline- | * Aspirin
recommended medication '< * Clopidogrel
regimen ) « Aspirin + dipyridamole
» Aspirin + clopidogrel

[ Randomized ] N~ (eliminated in 2006)

1:1
|

' /-
[ Medical Management } Follow-up:

* Implant within 21 days « Assigned guideline- _< - 1,6,12, 18,
* 1 month of aspirin + recommended and 24 months

clopidogrel, then aspirin until medication regimen * Yearly after 24
6 months months

* Physician discretion thereafter \_




Primarni endpoint

e 980 subjektu zarazenych mezi lety 2003 - 2011,
median follow-up 5.9 let
* Prim. endpoint slozen z:
— Rekurentni nefatalni iCMP
— Fatalni iCMP
— Casné po-randomizaéni umrti (v prabéhu 45 dnd)
e Definice iCMP:

— Akutni fokdlni neurologicky deficit zplUsobeny
mozkovou ischemii s:

* neuroanatomicky relevantni infarkt pri
zobrazovacim vysetreni

nebo
e symptomy trvajici >24 hodin



Antitromboticka medikace v prubéhu follow-up
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RESPECT Final Results

Freedom from Recurrent Ischemic Stroke
(Intention to Treat)

1.00 -
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0.95

Event-free
Probability

0.00] M AMPLATZER'PFO Occluder
T (# strokes = 18)

[l Medical Management
(# strokes = 28)

0.85 1 Risk Reduction: 45%
-~ HR: 0.55 (95% CI: 0.305, 0.999)
Log-rank 2-sided p-value=0.046
U.Uﬂ | || || || | || | || || || ||
sumee (001 2 3 4 5 6 7 8 9 10

(KM Estimates} Time from Randomization (Years)
AMPLATZER 499 (0%) 476(1.4%) 464 (1.6%) 447 (1.6%) 421 (1.9%) 352 (2.6%) 262(3.3%) 197 (4.5%) 128(5.0%) 77(5.0%) 41 (5.0%)
MM 481(0%) 433 (1.8%) 394 (3.2%) 380 (3.7%) 354 (4.7%) 282 (5.0%) 218 (5.0%) 150 (6.6%) 104(7.3%) 59(3.5%) 31 (12.5%)




RESPECT Final Results

Freedom from Recurrent Ischemic Stroke of Unknown Mechanism
(Intention to Treat)

1.uu -II '5_1

0.95 -

Event-free
Probability

0.00 ] M AMPLATZER' PFO Occluder
T (# strokes = 10)

[ ] Medical Management
(# strokes = 23)

0.85 7 Risk Reduction: 62%
~ HR: 0.38 (95% CI: 0.18, 0.79)
Log-rank 2-sided p-value=0.007
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(KM Estimates) Time from Randomization (Years)
AMPLATZER 499 (0%) 476(1.29%) 464 (1.2%) 447 (1.2%) 421 (1.5%) 352(2.0%) 262(2.3%) 197(2.3%) 128(2.3%) 77(2.3%) 41(2.3%)
MM 481(0%) 433(1.3%)394 (2.7%) 380 (3.5%) 354 (4.0%) 282 (£.0%) 218 (4.0%) 150 (5.1%) 104(5.8%) 59(7.0%) 31 (11.1%)




Zavery

* Ve studii RESPECT bylo prokazano, ze uzavér PFO pomoci
AMPLATZER™ PFO okludéru bylo pfinosnéjsi nez
farmakoterapie samotna

e Dulezita je spoluprace kardiologa a neurologa pri vybéru
pacientd

* Pro pacienty s kryptogenni iCMP a PFO predstavuje uzaver PFO
pomoci AMPLATZER™ okludéru vhodnou lé¢ebnou variantu,
ktera redukuje riziko rekurentni CMP



FDA Approval 10/28/16

The AMPLATZER™ PFO Occluder je indikovan k perkutannimu
transkatetrovému uzavéru PFO s cilem redukovat riziko rekurentni iCMP u
pacientl, predevsim ve véku 18 az 60 let, kteri prodélali kryptogenni iCMP
jako nasledek susp. paradoxni embolizace, coz musi byt stanoveno

neurologem a kardiologem po komplexnim vysetreni, které vylouci jiné
znamé priciny iCMP.

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Octcber 28, 2016

St. Jude Medical, Inc
Rashmi Bhushan, PhD
Manager, Regulatory Affairs
5050 Nathan Lane North
Plymouth, Minnesota 55442

Re: P120021
Trade/Device Name: AMPLATZER PFO Occluder
Filed: November 30, 2012
Amended: August 12, 2013, September 9. 2013, February 26. 2014, April 28, 2014, July 1.
2014, February 27, 2015, September 17, 2015, October 8, 2015
Product Code: MLV

Dear Rashmi Bhwshan:

The Center for Devices and Radiological Health (CDRH) of the Food and Drug Administration
(FDA) has completed its review of your premarket approval application (PMA) for the
AMPLATZER PFO Occluder. This device is indicated for percutaneous transcatheter closure of
a patent foramen ovale (PFO) to reduce the risk of recurrent ischemic stroke in patients,
predominantly between the ages of 18 and 60 years, who have had a eryptogenic stroke due to a
presumed paradoxical embolisny. as determined by a neurologist and cardiologist following an
evaluation to exclude known causes of ischemic stroke. We are pleased to inform you that the
PMA is approved. You may begin commercial distribution of the device in accordance with the
conditions of approval described below.



Dékuji za
pozornost.




