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Anatomlic Assessment
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Watchman LAA Closure
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PLAATO™ Device
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CardioVascular Ceriter Frankfurt, Sankt Kathariner)

LAA

Not FDA approved



Endothelialization

48 hours 2 weeks

1 month 3 months
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Tnromous Formation




SCope of the Pronlem
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SCope of the Pronlem
2 AF IS the most cornrmon arrnythrniza
million people in the U.S.
16 million oy 2050
Ifetime riskis 1in 4
X nigher risk of stroxe
30% of stroxes are thrornooermoolic
90% of thrormous originaies in LAA
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Stroke In AF

> Paroxysmal, persistent and ¢ r)erms\‘n—\nr
2| a,),)erlr to increase ine risk of 1s¢ nermr
stroKe to a similar

In the Frarmingnarn study, risik of iscnearnic
stroke atiriouiaole to airial florillation
Increasad 'from 1L.5% at age 50-59,

t0 23.9% at age 30-89



Total
tnromol

Seiiing
TEE B
[== 35
AULOSY 47

FE 4
TEE 13

TEE & operation 11

SPAF Il & TEE 20

TEE 19
TEE 6
Total 2227

Ann Thor Surg 61:755, 1

LAA LA
No. % No. %
616 1

34 97 1 29
35 12

2 50 2 50.0
112 1

g 713 3 27.3
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WATCHMAN LAA Closure
Device In Siiu







I—

flo

afi airial appendage occlusiorn
carn decrease all si ro&e, clezain,
systernic ernoolization and
avold the nead for cnronic
anticoagulation in pailenis witn
non-rheumatig valyular airizal

[

orillation



Safety and
Efficacy evenis

Efficacy events Safety events

Stroke — hemorrhagic

Stroke — procedural

related
Systemic embolism Major bleeding events

Sudden death Both efficacy Pericardial effusions

Stroke — iIschemic Device embolization

and safety

"Primary effectiveness endpoint captures the events
that would also be considered significant safety events
(e, stroke, death and systemic embolism)."
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WATCHMAN Control Rel risk Posterior probapilities
Conort Rate (95% Cl) Rate (95% Cl) (95% Cl) Noninferiority Superiority

4.4 (2.6-6.7) 5.8 (3.0-9.1)

900 pi-yr 5.4(2.1-52)  5.0(2.87.6) 068 (0.37-1.41) 0,998 0.857
1,065 pt-yr 3.0 (1.9-4.5) 4.9 (2.8-7. 0.62 (0.35-1.25)
1,350 pi-yr 2.9 (2.0-4.3) 4.2 (2.5-6.0) 069 (0.42-1.37) >0.999 0.830

1,500 pt-yr  3.0(2.1-4.3) 4.3(2.6-5.9)  0.71 (0.44-1.30)

* Noninferiority criteria met
* 29% lower relative risk in WATCHMAN group —

WITHOUT COUNADIN




Primary efflcacy Over Time

Watchman (no coumadin)
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o o)
Control

Days frorm randomizatior

— 244 207 115 33 /
405 577 230 52 14



—_—
S . - WATCHMAN
D = Control L
=0
.
Y g
>
o,
Years frorm randornization
WATCHMAN 463 262 313 123
Control 244 216 158 54

1-year event rate 2-year event rate 3-year event rate
(95% CI) (95% CI) (95% CI)

WATCHMAN 3.7 (1.9-5.4) 6.1 (3.8-8.5) 7.9 (5.0-10.9)

Control 4.3 (1.7-6.9) 8.0 (4.5-11.6) 12.5 (6.9-18.1)

1,500 patient-year analysis



Inteni-to-Treat: All Siroke

WATCHMAN Control Rel risk Posterior propapilities”
Conort Rate (95% Cl) Rate (95% Cl) (95% Cl) Noninferiority Superiority

3.4 (1.9-55) 3.6(1.5-6.3)  0.96 (0.43-2.57)

900 pi-yr 2.6 (1.5-41)  35(1L.7-57) 0.74(0.36-1.76) 0,995 0,751

1,065 pt-yr 2.3 (1.3-2.6) 3.2 (1.6-5. 0.71 (0.35-1.64)
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Optyr 20 (133.3) 2.7 (1443 0.78(0.41-1.75) 0.98¢

1,500 pt-yr  2.0(1.3-3.1) 2.7(15-4.1) 0.77 (0.42-1.62)

e 23% lower relative risk in WATCHMAN group
WITHOUT COUNMADIN




WATCHMAN Control Rel risk Posterior propapilities”
Conort Rate (95% Cl) Rate (95% Cl) (95% Cl) Noninferiority Superiority

3.4 (1.8-5.4)

o
0
R
©

900 pt-yr 2.9(1.7-4.4) 472571  0.81(032-1.32) 0.999

1,065 pt-yr 3.0 (1.9-4.5) 0.62 (0.34-1.24)

1,350 ptoyr B0 (20-4.4) 44 (2.6-671)  0.70 (0.43-1.36) >0.999 0.62%

1,500 pt-yr 3.2 (2.3-45) 45(2.8-6.2) 0.71 (0.46-1.28)

* 29% lower relative risk in WATCHMAN group
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WATCHMAN 463 364 303 1!
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Upfront risk of procedural complications is real and

Relates to experience with transseptal and structural techniques
And is directly related to operator learning curve.




From acdjunciive deyi
2 guidewire or ceth

3/22 (14%)

otruding delivery sneain frorm transsepizal 2122 (9%)

4122 (18%)

No definitive cause identifled

7122 (32%)

Reddy: Circ (in press)
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Resulis
WATCHMAN Control
Conort Rate (95% Cl) Rate (95% Cl) Rel risk(95% Cl)

11.6 (8.5-15.3) 4.1 (1.9-7.2) 2.85 (1.48-6.43)

900 pi-yr 5.7 (6.4-11.3) 4.2 (2.2-6.7) 2.08 (1.18-4,13)

1,065 pt-yr 1.69 (1.01-3.19)

)

1,350 pi-yr 5.2 (4.7-8.) 3.9 (2.3-5.8) 1,60 (0.99-2.93)

1,500 pt-yr 5.5 (4.2-7.1) 3.6 (2.2-5.3) 1.53 (0.95-2.70)
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PROTECT AF & CAP Regisiry Sarety eve
|
CAP
— PROTECT AF later
—— PROTECT AF =arly
Days frormn irmnplant
460 250 212 133 77
271 226 221 219 218
271 240 235 231 226
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Warftarin Discontinuation —
WATCHMAN Grou

(@

76% of randornized | Visit Wartarin
p:ri'ian'i's discontinuation

AT CU1T

warfarin at 45 days :
c 45 day 348/4071 58,7
* 87% of implanted U Grmonth  355/385 922
patients CAZmonth  345/370  93.2
discontinued ' 24month 293/311 942

|

warfearin at 45 days

Reason for continuation/reinitiation At 45 days At 6 months
NoO. % NO. %

Observation of flow in the LAA 30 7.5 14 3.6

Physician discretion 23 5.7 16 4.2




Anticoagulation

Very riarrow tnerapeuiic range
Close tnerapeutic drug monltoring is requilr
Freguent dose adjusimentis are necessary

|

(D

Mulilple side effec
oorl/rlr g Interaci
Increased risk of pleeding: 5-10% annually
severe 1-2% annually

< 40 % of all AF pailents recejve
anticoagulation inerapy!
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Any localizad or ganaral phnysical e Cerebral aneurysms
f*onJi"tion in which the hazard of e Dissecting aorta
namorrnagye mignt be graatar than o  Deoricarditis

the potential clinical benziits of o Pericardial effusions
anticoagulation o Bacterizal endocarditis

Any parsonal circumstance in which . T

0 7, | R L reateried agoriion
tha hazard of hamorrnage mignt o2 |

TR . o Eclampsia
graatar than tha potential clinical . Dreoc JJ. o
benaiits of anticoagulation resclampsia
e |nadequate laboratory facilities

Pragnancy

I'I"‘fngrfn‘«,lg tandancias o Unsu 0 ervised JOCI_EJ ents

Blood dyscrasias. * /9 ity
Raceant or conternplated surgery of * Alconolism
central Narvous system * Psychosis

Recent of conterplated surgery of  ° Lack of patient cooperation
the aye e  Spinal puncture
Recent of contemplated traurnatic . Ciher r diagnostic procedures with
surgery rasuiting in large open potentl lal for unc omrrollrloJe
surfacas oleeding
Gastrointasting ¢ 199J|f.J ° Therapeuug orocedures witn
Genitourinary tract bleading poten"rlel for uncontrollaole
Raspiratory trac blee,]ing bleeding o
Cerabrovascular harmorrage ° M"J” regional anssthesia

e Lumbper block anestnesia

e Malignant nyperiension



Warftarin will always
nave Its indicailons
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