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Evolocumab Outcomes Trial: Objective

FOURIER: Further cardiovascular OUtcomes Research with PCSK9
Inhibifion in subjects with Elevated Risk

e Designed fo test whether patients with established
cardiovascular disease who are already on optimal
cardiovascular therapy, including high fo moderate intensity
statins, benefit from maximal LDL-C reduction with evolocumab

e Additionally, will evaluate the clinical efficacy and safety of
achieving unprecedented levels of low LDL-C with evolocumab

e Global randomized, placebo-controlled, double-blind frial
(n =27,564; 49 countries; 1,242 sites)

PCSK9, proprotein convertase subtfilisin/kexin type 9.
Sabatine MS, et al. Am Heart J. 2016;173:94-101.
Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664
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Disposition of Patients During the Study

Randomized (n = 27,564)

Randomized to Evolocumab (n = 13,784)

Received =1 dose (n = 13,769, > 99%)
Neverreceived a dose (n = 15)

Randomized to Placebo (n = 13,780)
Received 2 1 dose (n = 13,756, > 99%)
Neverreceived a dose (n = 24)

(n=1,682 [5.6% per annum])

Premature Permanent Drug Discontinuation

Premature Permanent Drug Discontinuation
(n=1,746 [5.8% per annum])

!

I

Died During Follow-up (n = 444 [3.2%])
Withdrew Consent (n = 88 [0.6%])
Lost to Follow-up (n = 5 [< 0.1%])

Died During Follow-up (n = 426 [3.1%])
Withdrew Consent (n = 105 [0.8%])
Lost to Follow-up (n =13 [< 0.1%])

! )
Included in Primary Efficacy Analysis Included in Primary Efficacy Analysis
(n=13,784) (n=13,780)
Included in Primary Safety Analysis Included in Primary Safety Analysis
(n=13,769) (n=13,756)

Sabatine MS, et al. NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664
(Supplemental Figure S1 —Trial Consort Diagram). Sabatine MS, et al. American College of Cardiology — 66th Annual Scientific

Session Late-Breaking Clinical Trial. Washington, D.C. March 17, 2017.

Baseline Lipid-Lowering Therapies and Lipid Parameters

Characteristics E(}'fI:of ; '7"835’ (NH:f; %)0)
Statin use* - n (%)
High intensity 9.585 (69.5) 9.518 (69.1)
Moderate intensity 4,161 (30.2) 4,231 (30.7)
Low intensity, unknown intensity, or no data 38 (0.3) 31(0.2)
Ezetimibe - n (%) 726 (5.3) 714 (5.2)
Other cardiovascular medications - n/total n (%)
Aspirin and/or P2Y,, inhibitor 12,766/13,772 (92.7) 12,666/13,767 (92.0)

Beta-blocker 10,441/13,772 (75.8) 10,374/13,767 (75.4)
I ACE inhibitor or ARB and/or aldosterone antagonist 10,803/13,772 (78.4) 10,730/13,767 (77.9)
Lipid measures - Median (IQR) - mg/dL
LDL cholesterol - mg/dL 92 (80, 109) 92 (80, 109)
Total cholesterol - mg/dL 168 (151, 188) 168 (151, 189)
HDL cholesterol - mg/dL 44 (37, 53) 44 (37, 53)

*Statin intensity was categorized per the ACC/AHA Guidelines. Note, that in some countries where FOURIER was conducted,
higher statin doses are not approved. HDL, high-density lipoprotein; LDL, low-density lipoprotein; Lp(a) = Lipoprotein(a); IQR = Inter-
quartile range

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664

Malinowski HJ, et all. J Clin Pharmacol. 2008;48:900-908
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Median LDL-C Levels Over Time: All Patients

e

LDL Cholesterol (mg/dLl)

; quce'bo
Median 92 mg/dL

59% mean reduction (95%Cl 58-60), P < 0.001
Absolute reduction: 56 mg/dL (95% CI 55-57)

L R s

Evolocumab

-

20 Median 30 mg/dL
10
0+ T T T T T T T T T T T T T
04 12 24 36 48 60 72 84 96 108 120 132 144 156 168
No. at risk Weeks
Placebo 13,779 13,251 13,151 12,954 12,596 12,311 10,812 6,926 3,352 790
Evolocumab 13,784 13,288 13,144 12,964 12,645 12,359 10,902 6,958 3,323 768

J

Data shown are median values with

I eeseaaS————— 0 mm 0 0 S |
Primary Endpoint: Composite of CV Death, M, Stroke,
Hospitalization for UA, or Coronary Revascularization

95% confidence intervalsin the two arms; ITT.

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoal615664

-

Cumulative Incidence (%)

No. at Risk
Placebo
Evolocumab

-

16 14.6 I

Placebo
144
121 10.7
12.6
101
Evolocumab

81 9.1

6.0
6.
4 53
2.

0 T T T T T 1
0 6 12 18 24 30 36
Months
13780 13278 12825 1871 7610 3690 686
13784 13351 12939 12,070 7,771 3746 689

HR 0.85 (95% CI 0.79 to 0.92); P < 0.001 )

CV = Cardiovascular; Ml = Myocardi

alinfarction; UA = Unstable angina; HR = Hazard ratio

Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJMoa1615664
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Primary, Key Secondary, and Other Endpoints
Evolocumab Placebo HR
Outcome (n=13,784) (n=13,780) (95% CI) P-valuet
n (%) n (%) °
Primary endpoint* 1,344 (9.8) 1,563 (11.3) | 0.85(0.79-0.92) = <0.001
Key secondary endpointt 816 (5.9) 1,013 (7.4) 0.80 (0.73-0.88) | <0.001
Other endpoints
CV death 251 (1.8) 240 (1.7) 1.05(0.88-1.25) | 0.62
| Deathfrom any cause 444 (32) 426 (3.1) 1.04(091-1.19) 054 |
[ mi 468 (3.4) 639 (4.6) 0.73 (0.650.82) = <0.001 |
Hospitalization for UA 236 (1.7) 239 (1.7) 0.99 (0.82-1.18) |  0.89
| stroke 207 (1.5) 262 (1.9) 0.79 (0.66-0.95) 001 |
Coronary revascularization 759 (5.5) 965 (7.0) 0.78 (0.71-0.86) | <0.001
CV Death or Hospitalization for
Worsening Heart Failure 402 (2.9) 408 (3.0) 0.98 (0.86-1.13) 0.82
Ischemic stroke or TIA 229 (1.7) 295 (2.1) 0.77 (0.65-0.92) 0.003
CTTC composite endpoint™ 1,271 (9.2) 1,512 (11.0) 0.83 (0.77-0.90) = <0.001
*Time to CV death, myocardialinfarction, stroke, hospitalization for unstable angina, or coroncr%/revascu\anzotlon whicheveroccurs first 1CV
death, myocardialinfarction, or stroke, whichever occurs first {Given the hierarchical nature of the statistical testing, the P values for the
primary and key secondary endpoint should be considered stafistically significant, whereas all other P values should be considered nominal.
**CTIC stands for Cholesterol Treatment Trialists Collaboration and the composite endpoint consists of coronary heart death, nonfatal Mi,
stroke, or coronary revascularization
MI = Myocord\cn\ infarction; UA = Unstable angina; TIA = Transient ischemic attack
Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. dow 10.1056/NEJMoa1615664
BT 20 s 8Z00009° 0 S |

Effects of Anacerapib on Blood Lipids and Lipoproteins at Trial

Midpoint.
Table 2. Effects of Anacetrapib on Blood Lipids and Lipoproteins at Trial Midpoint.*
Anacetrapib Placebo Absol Relati
Lipid or Lipoprotein (N=15,225) (N=15,224) Differencef Difference
percent

Mean LDL cholesterol (mg/dl)

Direct method 38 64 -26 -41

Beta quantifications: 53 63 -11 -17
Mean non-HDL cholesterol (mg/dl) 79 96 -17 -18
Mean HDL cholesterol (mg/dl) 85 42 43 104
Mean apolipoprotein Al (mg/dl) 160 118 42 36
Mean apolipoprotein B (mg/dl) 54 66 -12 -18
Mean triglycerides (mg/dl) 136 146 -10 -7
Mean lipoprotein(a) (nmol/liter) 43 58 -15 -25

28/10/2017



Essai First Major Cdronary Event during Follow-up.

A First Major Coronary Event

Patients with Event (5%)
&

‘Anacetrapib

1 2 3 4
Years of Follow-up
No. at Risk
Placebo 15224 14549 14,088 13,293 8591
Anacetrapib 15,228 14656 14104 13359 9193
Benefit per 1000 patients 122 243 623 924
in anacetrapib group
B First Major Coronary Event, According to Year of Follow-up
Year of First Anacetrapib Placebo
vent (N=15225)  (N=15,224) Rate Ratio (95% C1) P Value
no. of patients with event (%)
1 465 3.1) 4763 098 (0.86-1.11)
2 398 27) 414 (28) 0.96 (0.84-1.10)
3 370 (26) 42730 086 (0.75-0.99)
=4 407 (3.0) 486 (3.7) —_— 0.83 (0.73-0.94)
s1 175 8.0) 1327 (9. = 088(081-095) 0001
Al 1640(10.8) 1803 (11.8) < 051 (085-097) 0004
ey
Test for rend across years, y=4.87 (P=0.03) 0s 03 10 12
Test for heterogeneity between <1 yr and >1 yr, —
2=182 (P=0.18) Anacetrapib Placebo
Better

Primary and Secondary Outcomes.

Type of Event

Coronary death

Mi

Coronary death or MI
Coronary revascularization
Major coronary event
Presumed ischemic stroke
Major atherosclerotic event
Major vascular event

Anacetrapib  Placebo
(N=15,225) (N=15,224) Rate Ratio (95% Cl)
no. of patients with event (%)
388 (2.5) 420 (2.8) —
669 (4.4) 769 (5.1) —a—
934 (6.1) 1048 (6.9) =T
1081 (7.1) 1201 (7.9)
1640 (10.8) 1803 (11.8) e
485 (3.2) 489 (3.2) e
1383 (9.1) 1483 (9.7) <
2068 (13.6) 2214 (14.5) -
OTS 018 10 12
Anacetrapib Placebo
Better Better

0.92 (0.80-1.06)
0.87 (0.78-0.96)
0.89 (0.81-0.97)
0.90 (0.83-0.97)
0.91 (0.85-0.97)
0.99 (0.87-1.12)
0.93 (0.86-1.00)

0.93 (0.88-0.99)
1

P Value

0.25
0.007
0.008
0.01
0.004
NA
0.052
0.02
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Effects of Canakinumab, as Compared with Placebo, on Plasma Levels of High-Sensitivity C-
Reactive Protein, Low-Density Lipoprotein (LDL) Cholesterol, High-Density Lipoprotein (HDL)
Cholesterol, and Triglycerides.

—e— Placebo —e— Canakinumab, —— Canakiumab, —— Canakinumab,
S0mg 300 mg

A High-Sensitivity C-Reactive Protein Level

Baseline

Percent Change from

B LDL Cholesterol Level

&
i
e '
B
Months
€ HDL Cholesterol Level
by
83 Ul g —
I
EE IR 3 > o)
Months
D Trighyceride Level
H
&
5‘5 19 gttt
{ ¥
E 03 6 912 2% 36 a8
Months

Cumulative Incidence of the Primary End Point and the Key Secondary Cardiovascular End
Point.
A Primary End Point with Canakinumab, 50 mg, vs. Placebo B Primary End Point with Canakinumab, 150 mg, vs. Placebo
206 257 Hazard ratio, 0.93 (95% CI, 0.80-1.07) 100 257 Hazard ratio, 0.85 (95% C1, 0.74-0.98)
=0.30 0.021
90- 20 20
s g ® s g ¥ s
R £
9 4 0. 10-
A 3 Canakinumab, 150 mg
13 3 5
Z 40- 2% 40
3 é’ if o
H £ = H £ 0 1 2 3 4 5
5 20- a 20-
10-
0 1 2 3 i H 0 1 2 3 4 5
Years Years
No. at Risk No. at Risk
Placebo 3344 3141 2973 2632 1266 210 Placebo 3344 3141 2973 2632 1266 210
Canakinumab 2170 2057 1950 1m3 62 47 Canakinumab 2284 2151 2057 1849 907 207
C Primary End Point with Canakinumab, 300 mg, vs. Placebo D Key Secondary End Point with Canakinumab, 150 mg, vs. Placebo
100 257 Hazard ratio, 0.86 (95% C1, 0.75-0.99) 100 257 Hazard ratio, 0.83 (95% CJ, 0.73-0.95)
=0.031 +0.005
0. 20- %0 20-
‘s g ® BE w0
= z 70
38 e 0.
£3 = £ w0
»é é. 40 g _E 40
3 30- 3 30
E E
& H ’i 2
10- 10-
o 1 2 3 i 5 o 1 2 3 4 5
Years Years
No. at Risk No. at Risk
Placebo 3344 3141 2973 2632 1266 210 Placebo 3344 3107 2921 2578 1238 206
Canakinumab 2263 2149 2038 1819 938 199 Canakinumab 2284 2135 2039 182¢ 892 201
— | | 1




SPYRAL HTN Clinical Program
Addressing Confounding Factors! Identified from SYMPLICITY HTN-3

Medications Patients Procedure

Drug changes and Procedural
SYMPLICITY variable patient Heterc:)geur;(a)g(smstudy experience and !
HTN-3 adherence pop variability |

SPYRAL HTN Clinical Program
Study Device: Symplicity Spyral™ Catheter

+ Multi-electrode catheter with quadrantic
vessel contact for simultaneous ablation in
up to 4 electrodes

+ 60-second simultaneous energy delivery
+ Vessel diameter range: 3 - 8 mm

+ Flexible catheter allows branch treatment
+ 6F guiding catheter compatible

ESC CONGRESS {

dodwanic. All fights resarved. For disyibution by OMA 10697953_1A &/17

©2017 M
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SPYRAL HTN - OFF MED
Study Design

Randomized, sham-controlled, single-blinded trial

Sham control

2-week
safety check"
Randomization /
12 wk Procedure

Screening visit 1 Screening visit 2

* Office BP * Office BP (Baseline)
» Drug naive or 4 e é:h'!:?;:
medications D/C oswas0 1 9 9

Scioen ABPM SBP 2140 to <170

failure Office SBP 2150 to <180

Office DBP 290 mm Hg

*Only for patients discontinuing anti-hypertensive medications
Kandzari D, et al. Am Heart J. 2016;171:82-91.

6M s

g

| H

i B

! B

- ]

ABPM 3
OWice PP Unblinding

Drug titration
until 0SBP<140

©2017 Medwanic. All rights mserved

ESC CONGRESS ‘ 1

SPYRAL HTN - OFF MED
Patient Baseline Characteristics

5, S

Age (years) 55.8 = 10.1
Male 68.4% (26/38)
BMI (kg/m?) 29.8 5.1
Body weight (kg) 88.8 + 16.6
Diabetes (type 2) 2.6% (1/38)
Current smoker 10.5% (4/38)
Obstructive sleep apnea 7.9% (3/38)
Peripheral artery disease 2.6% (1/38)
Coronary artery disease’ 0% (0/38)
Stroke and transient ischemic attack? 2.6% (1/38)
Myocardial infarction / acute coronary syndrome’ 0% (0/38)

"These events occurred >3 months before randomization.
P = NS for differences in all baseline characteristics.

ESC CONGRESS '

5284 11.5
73.8% (31/42)
302451
90.9 £ 19.1
7.1% (3/42)
23.8% (10/42)
7.1% (3/42)
0% (0/42)
4.8% (2/42)
0% (0/42)
2.4% (1/42)

2017 Medwanic. Allrights msarved. For diswibuson by OMA 10657953_1 A 8117
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SPYRAL HTN - OFF MED
Baseline Blood Pressure

1817

Office measurements
Office SBP (mm Hg) 162.0%7.6 161.4 + 6.4
Office DBP (mm Hg) 99.9+ 6.8 101.5+ 7.5 g
Office heart rate (bpm) 711+ 11.0 734 £9.8 3

24-hour measurements N =37 N =42
Mean 24-hour SBP (mm Hg) 153.4 £ 9.0 151.6 £ 7.4
Mean 24-hour DBP (mm Hg) 99.1£7.7 98.7 £ 8.2 )
Mean 24-hour heart rate (bpm) 72.3£10.9 7554115

P = NS for differences in all baseline characteristics.

ESC CONGRESS ‘

SPYRAL HTN - OFF MED
Procedural Details

Sham Control
(

Number of main renal arteries treated per patient 22£0.5 NA E
Number of branches treated per patient 52%25 NA
Total number of ablations per patient 438+13.1 NA :

Main artery ablations 17.9 £10.5 NA 3

Branch ablations 259+128 NA 3
Treatment time (min) 57.1£19.7 NA a
Contrast volume used (cc) 251.0 £ 99.4 83.3£38.5 I

ESC CONGRESS '




SPYRAL HTN - OFF MED
Medication Adherence

ECR B

No anti-HTN drug identified by drug testing:

At baseline 92.1% (35/38) 88.1% (37/42) 0.72

At 3 months 94.3% (33/35) 92.7% (38/41) 1.00

At baseline and 3 months 88.6% (31/35) 82.9% (34/41) 0.53
Patients meeting escape criteria (n) 2 4

Drug testing of Urine and Serum by tandem HPLC and Mass Spectroscopy.

62017 Madvanic. Allrichis msarver. For distibutan by OMA 10697953 1A 817

EsC CONGREss |

SPYRAL HTN - OFF MED
Blood Pressure Change from Baseline to 3 Months: 24-Hr ABPM

Systolic Diastolic
Baseline BP (mmHg) 154 152 100 99
n=35 n=36 n=35 n=36
0 4
8
ol
E~
o2 4
it 48
£ -4
3 -55 (7.0, -2.6)
ES 8 (;’9-16 020(;) P < 0.001
oc =0.
2g 10
6 i 12 Y )
& A -5.0 mmHg A -4.4 mmHg
i (-99,-0.2) (-72,-16) %RON
P=0.04 P =10.002

HSham

©2017 Medwonie. Al ights resarved. For distibusan by OMA 10637953_1A 8117

ESC CONGRESS ‘

28/10/2017

10



SPYRAL HTN - OFF MED
Blood Pressure Change from Baseline to 3 Months: Office BP

Systolic Diastolic
Baseline BP (mmHg) 162 161 100 101
n=3 n=41 n=3 n=41 H
g
v 22 §
Eis H
32 !
8t P=024 i
E% i ‘ ( 7-85 3 7) ;
EL - SR
g § P < 0.001 :
E‘E -10 i
cm -10.0 :
Y (-15.1, -4.9) — . H
@ P <0.001 A -4.9 mmHg
w (-85, -14) HRDN
A-7.7 mmHg P =0.008 ey
(-14.0, -1.5)
P=0.02

ESC CONGRESS {

SPYRAL HTN Clinical Program
Advances of SPYRAL HTN Compared to SYMPLICITY HTN-3

B igi |

Medications Patients Procedure

» 5.1 prescribed anti-HTN = Resistant hypertension * Mono-electrode, sequential

SYMPLICITY drugs at randomization patients (OSBP 180 + 16) ~_ ablation system
* No drug adherence * No diastolic cutoff * Mostly Inexperienced
HTN-3 : operators without proctoring
testing = Main artery RDN only

= Ablations per pt: 11.2 + 2.8

'©.2017 Medvoric. Allrighs reserved. For dis¥ibson by OMA 10697953 1A8/17

SPYRAL HTN
OFF MED

ESC CONGRESS ‘
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CANTOS: inflammation et
atheroclerose

A Primary End Point with Canshimumeb, 50 g, vs. Placebo B Primiey End Puint with Canabimurmab, 150 mg, vs. Placsbe

P - e @ "
i 37
17 ahimurmats 50 my 3z
3 sE
T 3 L §f © y
[$ ¢ if 4
Year Yo
No. s ik Mo stk
€ Primary End Point with Canakinumab, 300 mg, vs. Placebo | D ey Secandary End Powst with Canabimurmab, 150 mg. vs. Placebo
3 . SE » "
ic i3
i1 « e 3¢ « .
;5 ~ — %i %
3 _— ok ——
i e o
e |

2 Cumative Incidence of the Primary End Point and the Key Secondary Cardiovascular End Point

Ridker PM, Everett BM, Thuren T, et al. Antiinflammatory Therapy with Canakinumab
for Atherosclerotic Disease. N Engl J Med 2017;NEJMoal707914.

Apixaban et Cardioversion: etude
EMANATE

Randomized (N=1500}

Apixaban (n=753)

[ Heparin/VKA (n=747)

Apixaban (events: 0/753)

0.020 Heparin/VKA (events: 6/747)
.E * Sischemic, 1 hemorrhagic stroke with 0 systemic embolic events
H
gy o015
o o
&g
5% 0010
£
£E - ;
gz oS / P=0.0164
8 [
& 0.000

0 30 60

90
Time to stroke/SE (days)

28/10/2017
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DETOX2-AMI

Objectif
L'objectif était d’évaluer I'effet de i 5
I'oxygénothérapie sur la mortalité a 1 an chez les gl
patients suspects d’infarctus du myocardique 90
normoxémique. 54
80-
. s 4 n treatment
Design de I'étude - 4 SRyEn tratment
i ‘s . 3
Ils étaient randomisés pour recevoir une o T
oxygénothérapie au masque a 6 litres par minute & %
pendant 6 a 12 heures ou étaient ventilés en air £ |
ambiant sans masque. ;e 404
Le critére de jugement principal était la mortalité 14
alan. 304
Les critéres de jugement secondaires étaient la 204 0'0 S T R P e R R g T TR
mortalité a 1 mois, une ré hospitalisation pour
insuffisance cardiaque et la mortalité cardio- 10
vasculaire. B O ——
T T T T
Résul 61 91 12 12 182 23 243 274 304 335 365
ésultats : ol
Days since Randomization
Dans ce travail, 6 629 patients ont été inclus, 3 ¢
: Py No. at Risk
Omygentreatment 3311 3238 3227 3218 3210 3201 3189 3182 3175 3170 3165 3159 3145
311 dans le groupe oxygénothérapie et 3 318
dans le groupe air ambiant. L’age médian était de Ambient air B8 3251 3235 324 3205 3202 319 3177 3169 3166 3162 3160 3150

68 ans et 2/3 des patients étaient de sexe
masculin. Au total, 2952 infarctus du myocarde
avec sus-décalage du segment ST ont été inclus.
Les caractéristiques a I'admission étaient
comparables entre les 2 groupes. La durée de
I'oxygénothérapie était de 11,6 heures.

Hofmann R, James SK, Jernberg T, Lindahl B, Erlinge D, Witt N, et al.
Oxygen Therapy in Suspected Acute Myocardial Infarction. N Engl J Med. 2017 Aug 28;

Dabigatran post PCI : REDUAL PCI

Screening Study Treatment l Follow up
T
1
1
1

Dabigatran etexilate 110mg b.i.d. + clopidogrel or ticagrelor!

Dabigatran etexilate 150mg b.i.d. + clopidogrel or ticagrelor'

|

Informed
consent ' 1

'
: Warfarin [INR 2.0-3.0] + clopidogrel or ticagrelor' + ASA?
1

T Minimum treatment duration 6 months One month

Randomisation can occur up to 120 hours post PCI, however within 72 hours is
preferable. Study drug should be administered 6 hours after sheath removal
preferably within 72 hours post PCI, however up to 120 hours post PCI is allowed

! Clopidogrel or ticagrelor can be discontinued or switched to ASA (< 100mg q.d.) from
Month 12 (Visit 7). at investigator discretion

2 ASA should be discontinued in paticnts randomised to receive warfarin at | month
(BMS) or at 3 months (DES)

Paticnts aged 280 years outside of the US will only be randomised to dabigatran etexilate
110mg b.i.d. or Warfarin

Cannon CP et al. Dual Antithrombotic Therapy with Dabigatran after PCl in Atrial
Fibrillation. N Engl J Med. 2017 Aug 27. -

28/10/2017
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A Primary End Point in Dual-Therapy Group (110 mg) vs. Triple-Therapy Group

100
90
80
70

No. at Risk

Dual therapy
(110 mg)

Triple therapy

Cumulative Incidence
of Event (%)
@
3

Hazard ratio, 0.52 (95% Cl, 0.42-0.63)
P<0.001 for noninferiority

Triple therapy

T T T T T T
0 90 180 270 360 450 540 630 720
Days to First Event

981 898 834 671 538 384 258 162 86

981 800 719 580 453 302 205 124 63

B Primary End Point in Dual-Therapy Group (150 mg) vs. Triple-Therapy Group

100+

904

8 80
3 70.
h-Scy g
T e
28
BE 40
3 0 —
g 30
5 20
104

0:

Hazard ratio, 0.72 (95% Cl, 0.58-0.88)
P<0.001 for noninferiority

Corresponding triple therapy

No. at Risk
Dual therapy 763

(150 mg)

Corresponding 764

triple therapy

T T T T T T 1
90 180 270 360 450 540 630 720
Days to First Event

694 640 514 404 278 182 113 65

630 562 446 349 222 152 88 47

Cannon CP et al. Dual Antithrombotic Therapy with Dabigatran after PCl in Atrial Fibrillation. N Engl J Med. 2017 Aug 27. -

Rivaroxaban: étude COMPASS

10 Rivaroxaban+ aspirin vi. aspirin dkone

010, P00l
a8 i
- Pa0.12

as 0069

0.04+4

0024 555

Cumulative Risk of Cardiovascular
Death, Stroke, or Myocardial Infarction

Hazard ratio, 0.76 (95% CI, 0.66-0.36)

Rivaroaaban alone vs, asgirin alone
Mazaed ratio, 0.90 (95% C1, 0.79-1.03)

e o At alone

o +Rivaroxaban alone
- Rivarcxaban + aspirin

~
021 000 v \
Q 1 2 3
o el T
L1 T T 1
[} 1 2 3
Year
No, at Risk
Aspérin alone 9126 7508 60 669
Rivarcxaban alone 9y 824 52 610
Rivarcxaban + aspinin 9152 7904 w2z 658

Eikelboom et al. Rivaroxaban with or without aspirine in stable cardiovascular disease. NEJM

august 2017

28/10/2017
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Objectif

Ablation versus traitement conventionnel chez des IC
avec FA

sur la survenue de criteres durs
(mortalité — progression de 'insuffisance cardiaque)

W Secondary Endpoints

All-cause mortality

. Worsening of heart failure admissions
All-cause mortali Cerebrovascular accidents

Cardiovascular mortality
Unplanned hospitalization due to cardiovascular reason

Worsening heart failure All-cause hospitalization

a dm iSS iO ns Quality of Life: Minnesota Living with Heart Failure and

EuroQoL EQ-5D

Exercise tolerance (6 minutes walk test)
Number of delivered ICD shocks, and ATPs
(appropriate/inappropriate)

LVEF

Time to first ICD shock, and time to first ATP
Number of device detected VTIVF

AF burden: cumulative duration of AF episodes

AF free interval: time to first AF recurrence after 3 months
blanking period post ablation
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CASTLE-AF
Inclusion Criteria

Symptomatic paroxysmal or persistent AF

Failure or intolerance to 2 1 or unwillingness to take AAD
LVEF < 35%

NYHA class 2 I

ICD/CRT-D with Home Monitoring capabilities already implanted due

to primary or secondary prevention

Study Design— CASTLE-AF cid

Investigator initiated, Prospective, Multicenter ( 31 sites, 9 countries), CASTLE-AR

Randomized, Controlled

3013 pis Ul o 153 pts (26 cross-overs)

21 pts exclud Ablation
ICDICRT-D check
200 pt

S Adverse event documentation
Echocardiograph;
Enrolled AACUMKAGES Follow-up: 3,6, 12, 24, 36,43, 60months iUt val s
Randomized e Optimization of medication for HF
-Home Monitoring programming
197 pts NYHA, weight, BP, QoL

397 pts Patients’ diary
13 pts exclud
165 pts (18 cross-overs)

184 pts
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Results-CASTLE AF

AF Burden Derived from Memory of Implanted Devices

70

Percent (%) in Time
= N W B O @
o o © & & & o

Baseline 3M 6M 12M 24M 36M 48M 60M
AF Burden

Ablation = Conventional

Results-CASTLE AF

Absolute change in LVEF from baseline

LVEF Change from Baseline

p*=0.001 p=0.055 p*=0.005
[ —| | — [ —

VALUE]| [[VALUE]|

[[VALUE]| [
[VALUE]| VALUE]|

[VALUE]|

36mo
Ablation = Conventional

28/10/2017
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Results-CASTLE AF
Primary Composite Endpoint
1 1~
0.8 | 2 Ablation

: HR, 0.62 (95% CI, 0.43-0.87);

04 e Conventional
Log-rank test: P=0.006

0.2 Risk Reduction: 38%

Survival Probability

O S
0 12 24 36 48
Follow-Up Time (Months)

Patients at Risk

Ablation 179 141 114 76
Conventional 184 145 111 70

Results-CASTLE AF
All-Cause Mortality

1
0.8

HR, 0.53 (95% CI, 0.32-0.86); Conventional

O 4 P=0.011

Log-rank test: P=0.009

0.2 Risk Reduction: 47%

Ablation

Survival Probability

0 G ————— R e — e e a— 0
0 02 24 36 48 60
Follow-Up Time (Months)

Patients at Risk

Ablation 179 154
Conventional 184 168

28/10/2017
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Results-CASTLE AF
Worsening Heart Failure Admissions
1
08 | Ablation

' HR, 0.56 (95% C1, 0.37-0.83);
0 4 P=0.004 Conventional
Log-rank test: P=0.004

0.2 Risk Reduction: 44%

Survival Probability

0 e e e e F
0 12 24 36 48 )
Follow-Up Time (Months)

Patients at Risk

Ablation 179 141 114 76 58
Conventional 184 145 111 70 48

CASTLE-AF

Results-CASTLE AF

Cardiovascular Mortality

1 - . Ablation

e

0.8 \4\‘"%««.\‘»‘% v

HR, 0.49 (95% CI, 0.29- 0.84); P=0.009
Log-rank test: P=0.008 Conventional

04
0.2 Risk Reduction: 51%

Survival Probability

e T (| [ —

0 12 24 36 48 60
Follow-Up Time (Months)

Patients at Risk

Ablation 179 154 130 94 71
Conventional 184 168 138 97 63

CASTLE-AF

28/10/2017
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Conclusion

Réduire la Pression Arterielle avec la Denervation
rénale

Réduire les LDL avec les anti PCSK9

Restaurer le HDL avec I'ancatrapib

Reduire I'inflammation

Reduire la FA par ablation chez l'insuffisant cardiaque
Rivaroxaban et risque CV

Refuser Dabigatran dans la prise en charge post PCI
Reduire la FA avec apixaban

28/10/2017
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