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BB : 9T 7 U ORMIARAMN ATRE R IEFIENE L EMEN B & %5 & LT, WATCHMAN
DEMMEE ZEMETNLT 7 ) EEESRE L CGEHMET S 2 &)

ik 707 5] (ITT) OHEERFE A3, WATCHMAN BE & UL 7 7 U UEEIZ 2:1 DR CHEIES I
0o, AMMEOEEFMIER (X, MzEd (Rt X OMiimtE) | O e F
TITRRERAADIELE, S MERIEOEARBE T, <1 XiEEHW T, WATCHMAN #E23
ONT77 U UBICH L THELEETHA I E2RT I E2HEME LTEHEAFEL LTHIE
600 N4y, IR 1,500 NES D7 41 —7 v Ii¥MfThhiz, SbIiZ, YV7 7 U VBRI
3% WATCHMAN F oD fB et 3 A % FEhitE S A7z,
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LFHEEOHMERZRE) OBEARBEN, 100 NMEHZY ORBELR L L TEH SN,
B T OB FEhE Xz,

FERE : MO EEFHMMEEBICOWVWTE LITRT &R0, 600 NMEOBEHRHRIZB W
C WATCHMAN BT 4. 4%, U7 7 U VEETE.8%& 720 U7 7 1 BTN 5 WATCHMAN
BOIELHERHER Iz (FEXFY 227 0.76, 95% 15 HIXM 0.39-1.67, P (A XfEFHC
BIF5HEEZMER) =0.992),

D% bk L CBIER T, 900 A&, 1,588 AMEIZBWTU ML T 7 U VERCKT D
WATCHMAN B£ D IEL MM B | &5t & W8 & 4u., WATCHMAN BEIIAMZE T (F It 3 L OV I p4e) |
DB E TZITREARH O, £ EERIEDOHEXT U A7 % 29% KT (1,588 AF) &
¥HZ ERRINT,

I H12.2,621 AFERB L2, 17T NMEIZBWT 3T Y R 7 2K 4 40%8 L OV 39K T &,
TNT 7 U AT HEEEDN R S T,

£1 FBRAFEICET2BAMEOETETMER UTT £H)

WATCHMAN #E¥ N7 7 ) R Y HHBMER
A o o (95% CI) FHMD BEHMED

FRERE | (95%CI) | FEEZE | (95% CI) P . e

600 A4F 4.4 (2.6, 6.7) 5.8 (3.0,9.1) 0.76 | (0.39, 1.67) 0.992 0.734
900 A4 3.4 (2.1,5.2) 5.0 (2.8, 7.6) 0.68 | (0.37,1.41) 0.998 0.837
1,588 N4 3.0 (2.1,4.3) 43 (2.6, 5.9) 0.71 (0.44, 1.30) >0.999 0.846
2,621 N4 2.3 (1.7,3.2) 3.8 (2.5,4.9) 0.60 | (0.41,1.05) >(0.999 0.960
2,717 N+ 2.2 3.7 - 0.61 0.42,1.07) >(0.999 0.954

95%CI=95%f5 FH K (A RIEIZ L D)
REE=100 NFEH T2 OFBUFEL 100xFBHFH/E NFIT LY EH)

MY 27 =Mt 227 H LIz 22 (U7 7 U U BElcxd 5 WATCHMAN B CTEH)
* BEEENS5) WATCHMAN BB LU LT 7 U UBECHTT 5 95%CTHITRFER,

LZEMOFEIMEERIZE 2 1IRT B0, 2,621 AMEDBHHAMIZIV T WATCHMAN #¥
T3.6% YLT77 U EETIIORBEETH 72, 900 AMFERB L1, 588 NEDHEE
BEWRBE, H2xTUNLT7 U BT L 1% L ON0. 5%DRIFRIK T L, WATCHMAN &
TIE5. 1B LN 1L IWDE TR DALY A7 132.08 BELN1L.53 006 1. 17T ITIET
L.

ZEMEOFEFMIE B IZHE YT 2HEERDL ORBBERIZ OV T Kaplan-Meier Mif%
[ 1127~ L7z, WATCHMAN B CIIBIEHIM OfE & & b ICRERBBOEMENLRFA L, 5
FERBRERTCUNLT 7 VU EIRERE L o7, $2, RIICEZEMOFEFMEB I
BETHOREFRE T LT,

x2 ZTEMOFEFTMEE (TT £H)

WATCHMAN &£ LTy R WY 2
HH ) B/ TRBE B S H/ TR ‘
i 95% CI
PREL | Lk oswucy | FEREE | ok (95% CI) S
900 N4 463 48/554.2 8.7(6.4,11.3) 244 13/312.0 4.2(2.2,6.7) 2.08 (1.48,6.43)
1,588 NE 463 54/979.9 5.5(4.2,7.1) 244 20/554.6 3.6(2.2,5.3) 1.53 (0.95, 2.70)
2,621 NS 463 60/1666.2 3.6(2.8,4.6) 244 27/878.5 3.1(2.0,4.3) 1.17(0.78, 1.96)
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95%CI=95%f5 F KRl (~A RVEIZ L D)
REE=100 NFEH = OFBFE (100xRBFH/ENFIT L0 EH)
MRV 27 =MtV 227 LTV 27 (U7 7Y BTk 5 WATCHMAN B CTEH)

PROTECT AF

100 _ (2621 Patient-Years)

. ——  WATCHMAN
W ———-Control

Freedom from Primary Efficacy Event (%)

80 |
T 483 384 352 330 308 166 WATCHMAN
0 244 214 196 167 136 83 Control
| T T T T 1
0 1 2 3 4 5
Time (Years)
1 REMOTEFFMEBICEZETHSEEEZN L DOMEEE -

Kaplan-Meier Ei##

x3 REMOFEFMEBICEZIT HIATERRRE

ez, WATCHMANZ#EE A I -2

FEHAH FHLR FBUFE FEBIR

H A5 H . 14 3.0% 16 6.6%

DF VR —T S DERITE 12 2.6% 0 0.0%
DAL 7 1.5% 0 0.0%

i P A 6 1.3% 0 0.0%

SHZS 1 4 0.9% 1 0.4%

F A A FEM 3 0.6% 0 0.0%

HH ifn 4 A 25 R 3 0.6% 9 3.7%

Z O GRRBIEDES:) 3 0.6% 0 0.0%
HE R LERITE 3 0.6% 0 0.0%

fia i A ML L 45 ki % 0.4% 0 0.0%
SR - 1fn i 1 0.2% 0 0.0%

£ 1 0.2% 0 0.0%

REERR (—FFR9 LM IR) 1 0.2% 0 0.0%
i f 2 B b 4 A B 0 0.0% 1 0.4%

2. PREVAIL FEREsRBR ©°>79

B : U7 7 U > ORBIRA N ATHE2 IEFREENE D E IS B & %65 & LT, WATCHMAN
DEYMEL ZEME U LT 7 ) VU EEZ R E LCEMT5 2 &,

J5iE 407 B (ITT) OFEBRE S, WATCHMAN BE L UL 7 7 U U BEIC 2:1 DR TEEAIC
T o, AOMEOEEFMMER X, MEF (Bt O M) . OifE 5 E
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TIIRRAADIET, 2HMERIEOESTIBLR T, X1 XiEL HV T, WATCHMAN #£23
INT77 U BRI U TCIEELEETHAZ L E2RT I EHNE LT 18 » AROBIENE
i Sz, FELHEORThHEREL, 18 » ARIOFER U 2 7 O 95%EHEX M D _ERAS 1. 75 &
WOHE ERE Lz, EebIkHERZ T EEFEMEE X, 288 Gt T% 7 8/) %
Br< FHt% 18 » AMOEB MMM, 2 HERECESREEE L LI, S
H EfHT% T Bf) OZEMEOFEEFMER X, T, BlLMERKES, S HEERIE,
BT intervention Z B & T A FH FE 21T A RAEEDOAHIED IR L AT
A X 7z,

FERAE - AMEOTFEFMMEE TH 5, MzEd (Bt X Ot | s e E 72
FERERAAOELT, 2 MHERIEDOEGRELRIIE 4 1TR"T &0 WATCHMAN Ff 0. 064,
INT7 7 U EE0.063 DRELIRTH o72ns, MxtU 27 1.07, &0 95%EHXHE D L[R2
TOFREINTME (1.75 K ZbTHC@Bx7 (1.89) Z &b, IELMIIREINA

3o 7275 PROTECT AF EEREER OAE R L [FIEEIZ WATCHMAN O WA ZMMEDNHER SN TV 5,
x4 BIEOFEMER
WATCHMAN#E 18 » H | o771V 8t 18 » A 18 » HAExtY 27 TE% Y 27 DIELME
FRER A FEAEE (95% Crl) Al EL E
0.064 0.063 1.07(0.57, 1.89) 95%Crl E[R<1.75

95%CrI=95%{5 H X (=4 RXJEIZ XL 5)

£ B EIFUE T BR) ZER< TR 18 » AMOEmMMERZET, 2 hERE
DEEFERRICEL D E RV I 2R T EEHMEER IR S I &R . UALT 7 U
B L OBt R ST,

x5 EREMIEERAZRY ETETMEER

WATCHMAN Wi U

X . 18 » AFEXEY 22 XY A7 D 18 » H 38 HISEE 7= FERBUBEE =D
RE 18 5; }ﬁ FBL | B 18 }};ﬂ R (95% Crl) FE P A T (95% Crl) FE I R A
0.0253 0.0200 1.6(0.5, 4.2) 95%Crl L [E<2.0 0‘00330(2'(7)‘30)190’ 95%Crl _[R<0.0275

95%CI=95%(5 A K[ (A RJEIZ X D)

M G T B ORXEMOFEFMER Th 5, T, BlMHEKES, 2%
FERRIE. BT intervention Z M & 23 FH F 72137 A AEEO S HHE D FHLR
IR 6ITTRTERBD ., 2.23% (95%EEXE 2.65%) T, AT —T LT 7 L— 3 OLHER
A EFWTRE LT/ — T +—~v o ATd—/L (Fl 95%E X R 2. 67%RM) L v EHE
ThbI ENRINT,

xk6 TEMOFEFMER
JE B EL FHEE (BEEIEE)
269 2.23%(6/269)
95%CrI=95%(E H X [#]

95% Crl
2.652%
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ARBRIIBAELFIBBZETTHY . TCT 2014 ([ZBWTHZMMEO EEZHMIE R 72 LI
DEFTORAENLLT D@ R Iz,
BRMEOEEFMIEE (K 2) TiE, 2013 FORHE (R 4) & [FERIC WATCHMAN O @EWE
IPEDSR T, FRREY R 7 @ 95%EFEIX M O LIRS T ORRE S -l (1. 75 Kil) %
M- Z b, LIRS N> T,

PREVAIL: Efficacy Primary
Endpoint (2013 and 2014)

Non-inferiority <1,:|

1.07

0.1

Bayesian model results; Ad hoc analysis

2013 : K 4 TR L7ZEGE (2013 4F 12 A BAf# D FDA Panel TAR)
2014 : TCT2014 THE S A7

X2 AxEOEEFTMER

ZMEH (BT T B 2BR< FEZ 18 » A OB MIEMET , 25 HERIEDCES
FWHRIZ L DERIMERAZ R T EEMAEE (X 3) (2T 2 & OMME TIiL, HxtY
A7 D BUEHER D FRR T ORE I L-fE (0.0275 Rifh) 8Bz IELMEITRENS
Mo T,

13
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PREVAIL Ad hoc Analysis: Second
Primary Endpoint (2013 vs 2014)

Non-inferiority <::|

0.0053

—_——
0.0163

0.04 0.06

Bayesian model results

2013 : & 5 TR L7oAAE (2013 4F 12 A BA{#E D FDA Panel TAR)
2014 : TCT2014 Ty SATZAUiE

X3 28 EINFR7 BRE) ZBRFRR 18 » AMOEMERZED.
EEMEREOEESRRRICLIERMLEEAZRI T EFMMERR

PREVAIL FER#ER Cix, EFC 2 DO FEFHMIA B OfEHTIZ Bayesian model ZEH L TH
V. PROTECT AF EGPRFRER D RAEZ & O TRENT DTV TV 55, K 7 Tl PREVAIL EfFR
BRI DT REFI D AT 2013 4 12 H BH{E D FDA Panel TAZ S U7 & LARRIZ RS
BARO N LR 2 DOFEFEEE OFEROBBBEE N RIN TV D,

AT 2EMERIER X OBEAREOEL 2 & T DIRIE DB S 3R, WATCHMAN
BES.TUCHRI LA T 7 U URES A TIZIER U CTh o7, FFROBHEELAD LR
KRB DFET & & ToDESE. HMMEMZETIZDOWT TV T 7 U BEEDS WATCHVAN £ X 0 &
<. BIMMERMZEFIZ W T WATCHMAN B3 U L7 7 U UL W o 7=,
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#& 7 PREVAIL BRRERBRICEEAN S NT=EBI DA T, 2013 & 12 AR#ED FDA Panel
TRARSNEBEURICREAZO o - EFTME B ORRERE

PREVAIL-only: New First
Events Since 2013 Panel

Primary Efficacy
All Stroke
Ischemic
Hemorrhagic
Systemic Embolism

Death (CV or Unexplained)

* One patient had a hemorrhagic stroke followed by death. This was only counted as a single event for the combined primary endpoint per the

statistical analysis plan

2013 Panel : 2013 4F 12 A BA{#® FDA Panel TAZ

SHIZEK 8 THFEEFMEEODEFEZRORBREREREAENRINTEY, H#AEHAETIH
WATCHMAN B (4.3%) 2"ULT7 57 U B (3.0% LV EL., FEERORKEETIIRT LFH
RO\ DR B,

#& 8 PREVAIL BREREHRICEAN ON-EF DA THOEEFTHIER OFRFHEE

PREVAIL-only: Primary
Efficacy Rates

Composite Primary Efficacy

|Individual Components
All Stroke : 1.0

Ischemic 0.3

Hemorrhagic 0.7

Systemic Embolism 0

2.3

Death (CV or Unexpleined)

* One patient had a hemorrhagic stroke followed by death. This was only counted as a si
statistical analysis plan
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Friberg 512 X - T 182, 678 f5l¢> NVAF HE DB FEE %217 > 7= National Swedish Drug
Registry MDfEF & 2014 EFT ® NICE guidance (233 &, BRIMLMAERZEST ORI EIZOW
C. PROTECT AF ERARFERIS L OF PREVAIL ERIRRBROBAE L 7' my L7 & 2 A, kR
BT D 2013 £ LN 2014 4204 WATCHMAN BEDFEFRRIL, CHA,DS,~VASc Score 75 4R
ESINAWFRBREO TR LIZH>TWbd Z R (M4),

PREVAIL Ischemic Stroke Rate
Aligns with Expected Rate

10
~o-  Untreated AF

—o— Treated with Anticoagulants
8 A WATCHMAN

Ischemic
Stroke ¢
Risk
(events
per 100 4 e
pt-yrs) e PREVAIL

CHA,DS,-VASc Score

Friberg. Eur Heart J (2012); NICE UK (2014)

2013 : 2013 4% 12 A BAfE D FDA Panel TAF
2014 : TCT2014 THRE S NT-FHE

4 PROTECTAF EEEREER 5 & U PREVAIL BEEREBR TRO D 1=
MR ZE D CHALDS,-VASc Score [CED K RIRMEE

PL o L ¥ 0 . PROTECT AF FERRER TIZ UL 7 7 U 2%k % WATCHMAN OB #lift: 23 7= &
iz, F7-. PREVAIL FRIRFHBR CHEBTOBME CTU N T 7 U kT HIELMEITRINT
WRWH DD, WATCHMAN D WVEIMED 5| Eft & s Sivic, 2 D72 IZK[E FDA &AFR
R2016FE3 H 13 HickEhi=Bbns,

=30 V- )
1) Holmes DR, Reddy VY, Turi ZG, et al. Percutaneous closure of the left atrial

appendage versus warfarin therapy for prevention of stroke in patients with atrial

fibrillation: a randomised non—inferiority trial. Lancet 2009;374:534-42.

2) Reddy VY, Holmes D, Doshi SK, Neuzil P, Kar S. Safety of percutaneous left atrial
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appendage closure: results from the Watchman left atrial appendage system for
embolic protection in patients with AF (PROTECT AF) clinical trial and the continued
access registry. Circulation 2011;123:417-24.

3) Viles—Gonzalez J, Kar S, Douglas P, Dukkipati S, Feldman T, Horton R et al. The
clinical impact of incomplete left atrial appendage closure with the Watchman device
in patients with atrial fibrillation. J Am Coll Cardiol 2012;59:923-9.
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National Swedish Drug Registry OfE5:- & 2014 tkE]7 @ NICE guidance
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iF % WATCHMAN B£ED 2013 4E K X 2014 FE 2 BT B FBRIL,
CHA2DS2-VASc Score 7> HARE SN 5 MIFFR B RO FHIKR LIz > Tn
L EBnREINTE (X5)

o -0~ Untreated AF
—-o— Treated with Anticoagulants
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Stroke ¢
Risk -
(events
per 100 4 - e
pt-yrs) PREVAIL
7 0. PROTECT AF ,
2014 mwarfarin
07 : : : )
1 2 3 4 5
CHA,DS,-VASc Score

Friberg. Eur Heart J (2012); NICE UK (2014)

2013 : 2013 4F 12 A BAf&E D FDA Panel TA%*
2014 : TCT2014 THE S N7-FAE

5 PROTECT AF 35 & () PREVAIL 358 TR0 b L= MR 28 rh o
CHA2DS2-VASc Score 1255 < FEEUHEE
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CREFTHST-ERZEL, METE T ERIEREY 27 MK
L& pofcmREtE bR I N TS,  (F9, 10)

Study Warfarin Control Group Mean TTR

PROTECTAF 70%
PREVAIL 68%
RE-LY" (Dabigatran) 64%
ARISTOTLE? (Apixaban) 62%
ROCKETAF? (Rivaroxaban) 55%

1. Connolly &.J et al. MEJML (20090
ZOGmnper CEetal HEIRI(Z2011]
S5.Fatel WE, stal MEJW, (20110

£ 10 ARG ezt e ERERAER

Warfarin Control Group

Trial All Stroke, Systemic Embolism Rate
(Per 100 PY)
PROTECT AF 3.2 (1.81)
RE-LY (Dabigatran)? 1.7
ARISTOTLE (Apixaban)? 1.6
ROCKET AF (Rivaroxaban)* 2.2
PREVAIL 0.7

[ STk ]
12, Holmes DR, Reddy VY, Turi ZG, et al. Percutaneous closure of the
left atrial appendage versus warfarin therapy for prevention of
stroke in patients with atrial fibrillation: a randomised
non—inferiority trial. Lancet 2009;374:534-42.

13. Reddy VY, Holmes D, Doshi SK, Neuzil P, Kar S. Safety of
percutaneous left atrial appendage closure: results from the Watchman
left atrial appendage system for embolic protection in patients with
AF (PROTECT AF) clinical trial and the continued access registry.
Circulation 2011;123:417-24.

14, Viles—Gonzalez JF, Kar S, Douglas P, Dukkipati S, Feldman T, Horton
R et al. The clinical impact of incomplete left atrial appendage

closure with the Watchman device in patients with atrial fibrillation.
J Am Coll Cardiol 2012;59:923-9.

15, WATCHMAN™ Left Atrial Appendage Closure (LAAC) Therapy for
Patients with Non—-Valvular Atrial Fibrillation Sponsor’ s Executive
Summary. FDA Circulatory System Devices Panel Meeting, December 11,
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16, Reddy VY. Watchman I: First Report of the 5—Year PROTECT-AF and
Extended PREVAIL Results. Transcatheter Cardiovascular Therapeutics
(TCT), September 13-17, 2014.
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Percutaneous Left Atrial Appendage Closure vs Warfarin for Atrial
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2014;312:1988-98.
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