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Adult Stem Cells Therapy for Cardiac Repair

Treaunent. Controd Favors E Favors Walght, % WMD (Random). %
sn:‘%v 1:' Subcategory N Mean (D), % n Mean (ED|, % Control | BMC Treatmant {95% C1)

Assmus et al,'* 2000 (BMCs) 28 2.90 (2.60) 18 -1.20 (2.00) | —— s09 410(218 10 6.02)

Assmus et al,'* 2006 (CPCs) 26 —0.40 (2.20) 18 —1.20 (2.00) —4-— 8.33 0.80 (-0.82 1 2.42)

Chen atal.¥ 2004 34 18.00 (8.71) 35 6.00(7.91) | - 662 12,00 (8.54 1 1546)

Erbs et al'? 2005 1" 720 (11.47) 1" 0.00(3.97) e e - 280 720 (=1.40 1 15.80)

Ge atal'* 2006 10 4.80 (2.56) 10 —1.90 (5.85) e 568 6.70 (-0.25 © 13.65)

Hendrlkx et al,* 2006 10 6.10 (£.60) 10 260 (3.10) - 3.21 250 (=5.26 1 10.26)

Janssans et al,™ 2006 33 3.40 (5.90) 34 220 (7.20) - 6.68 1.20(-2.20 © 4.60)

Kang atal.®* 2006 (AMI) 25 5.10 (9.32) 25 ~0.10(12,43) —_—a— 426 5,20 (~-0.89 © 11.29)

Kang at al % 2008 (OM1) 16 0.00 (12.80) 16 020 (10.61) - 301 -0.20(~3.35 1 795)

Lunde at a1 ® 2006 50 1.20 (7.50) 50 430 (7.10) —_— 7.24 -3.10 (-5.96 © -D.24)

Mayer at 3l 2 2006 30 5.90 (8.90) 30 210 (9.60) —_— 543 280 (-1.88 10 7.48)

Ruan et 3l %7 2005 a 596 (11.10) 1 ~321(7.18) — - 289 917 (DTT L 17 57)

Schachinger €13l 2006 25 5.50 (7.30) oz 200 (6.50) - 8.04 2,50 (0.52 © 4.48)

Ll etal® 2006 35 7.10 (8.00) 35 1.60 (7.00) | —— 655 5.50(1.98 1 9.02)
Subtotal 412 395 , =D 7679 3.64 (1,56 10 5.73)
Test for Heterogeneity: x 5 =59 81 (P<.001), /2=783% i
Test for Overall Effect: =342 (£=.001) :

Cohort Studles i

Bartumak e14l,™ 2005 19 7.10 (13.25) 186 430 (13.44) - 268 2,80 (-5.08 © 11.68)

Katritsis at al 2 2005 1" 195 (7.19) 1 162 (503 —_— 440 033 (=5.57 1 6.23)

Mocini et al,™ 2006 18 5.00 (7.65) 19 1.00 (2.51) I 490 4.00(-1.29 4 9.29)

Perin ot o 2 2004 1" 5.10 (6.47) a =200 (10.12)  — 3.28 210 (0.46 © 15.74)

Stramer et al = 2002 10 500 (9.06) 10 4.00 (7.00) - 359 1.00({-5101 8.10)

Straver et sl > 2005 1% 8.00 (8.06) 19 1.00 (10,00 : . - 438 TO0(1.07T ©1293)
Subtotal 87 82 S 23.21 38301181 6.48)
Test for Haterogensity: x { =4.32 (P=.51), /#=0% i
Test for Overall Effect: Z=2.283 (P= 005) {

|
Total 400 ar7 . < 100 3.66(1.93 1 540)
Test for Haterogeneity: x 5=64.73 (F-.001), 2=70 0% i
Test for Overall Effact: 7=4.14 (P< 001) - - H s .
-10 -5 0 3 10
WD Random (95% Cl)

Overall clinical safety was demonstrated over 1 to 2 years period
Functional efficacy is only modest  Abdel-Latif Arch Intern Med 2007
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When does a Risk Marker becomes a Risk Factor?

Amir Lerman, MD
Professor of Medicine

Cardiovascular Division
Mayo Clinic, Rochester, MN %

CP314474-1



Lipoprotein-Associated Phospholipase A, Is an Independent
Marker for Coronary Endothelial Dysfunction in Humans

Eric H. Yang, Joseph P. McConnell, Ryan J. Lennon, Gregory W. Barsness, Geralyn Pumper,
Stacy J. Hartman, Charanjit S. Rihal, Lilach O. Lerman, Amir Lerman

Objective—The purpose of the current study was to determine whether lipoprotein-associated phospholipase A, (Lp-PLA,)
is associated with coronary endothelial dysfunction and is a predictor of endothelial dysfunction in humans.

Methods and Results—Patients (172) with no significant coronary artery disease (<-30% stenosis) undergoing assessment
of coronary endothelial function were studied. Endothelial function was assessed by the change in coronary blood flow
and coronary artery diameter in response to intracoronary acetylcholine. Plasma concentrations of Lp-PLA, were
measured, and patients were divided into tertiles. Patients in tertiles 2 and 3 had a significantly lower change in coronary
blood flow (63.8+73.2 and 32.0%71.7 versus 784+73.2%; P<0.001) and greater epicardial coronary artery
vasoconstriction (= 14.1*14.7 and —=23.3+25.1 versus —9.5+15.2% mean diameter change; P<0.001) in response to
acetylcholine. Patients with coronary endothelial dysfunction had significantly higher serum concentrations of Lp-PLA,
than those with normal endothelial function (246.2%£71.6 versus 209£56.7 ng/mL; P=0.001). The odds ratio for
coronary endothelial dysfunction in patients with Lp-PLA; in the highest tertile was 3.3 (95% CI, 1.6 to 6.6).

Conclusions—Lp-PLA, is independently associated with coronary artery endothelial dysfunction and is a strong predictor
of endothelial dysfunction in humans. (Arterioscler Thromb Vasc Biol. 2006;26:106-111.)

Conclusions — Lp-PLA, is independently associated
with coronary artery endothelial dysfunction and is a
strong predictor of endothelial dysfunction in humans.
(Arteroscler Thromb Vasc Biol, 2006;26:106-111.)
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What happened to the clotting
problem of DES?

Maicolm Bell MBBS, FRACP
R L _ Professor of Medicine
SRR SRR et SO R 'f‘,f s ~Mayo Clinic
rontai BRI St ¥ e Rochester MN. pSA_.



DES vs BMS in STEMI
2008 Meta-analysis

DES vs BMS
Hazard ratio P value

Reintervention (TLR) |0.36/(0.28-0.47) <0.0001

Stent thrombosis 0.76/(0.47-1.23) NS
Death 0.91/(0.66-1.08) NS
Recurrent Ml 0.85((0.58-1.23) NS

Favors DES (NNT = 13)

De Luca G: Int J Cardiol 2008 - 11 RCTs (3605 patients)




oth Joint Meeting with Mayo Clinic
15 -16 october 2009 Turin Italy

Mitral Valve Repair
State of Art

Gian Paolo Ussia, MD, FSCAI

University of Catania

Division of Cardiology

Ferrarotto Hospital - Catania - ITALY



European & REALISM Experience

Europe REALISM
Patient Treated 219 128
Hospitals/Sites 19 26
Etiology: FMR/DMR (%) 72%/28% | 60%/40%
Average Device Time (hr) 1:58 2:03
Clip Implant Rate (%) 96% 92%
1 Clip/2 Clip (%) 71%/29% | 64%/36%
| Site Reported MR Reduction (%) 98% 100%
(in patients receiving a Clip)
Clip Embolization (%) 0% 0%

e

@ Ferrarotto Hospital
‘“@x. University of Catania




Torino
6° Joint meeting with Mayo Clinic
Great Innovation in Cardiology
14-15 Ottobre 2010

Optimal antiplatelet and anticoagulant therapy for
patients treated in STEMI network

Diego Ardissino
Parma



New European Guidelines 2010

STEMI

Antiplatelet therapy

Clopidogrel' (with 600 mg loading dose as soon as possible)

Prasugrel®

Ticagrelor®
+ GPlIb-llla antagonists (in patients with evidence of high intracoronary thrombus burden)
Abciximab
Eptifibatide |
Tirofib: |

Upstream GPIlIb-lla antagonists

Anticoagulation

Bivalirudin (monotherapy)

ESC/EACTS Myocardial Revascularization Guidelines: EHJ 2010



Patient Selection
for TAVI: The US
Perspective

Charanjit S. Rihal MD MBA
Professor of Medicine
Chair, Division of
Cardiovascular Diseases

Mayo Clinic and Foundation
Rochester, MN, USA

CP11245401



Mortality vs. Major Vasc Complications

TAVI patients

Mortality (%)

100 -

- Major Vascular Complication (n=31)
- No Major Vascular Complication (n=148)

P (log rank) = 0.069

47.2%

Months

18 24




What is new in the
Treat%nent of STEMI?

o MalcolmR Bell, MBBS

- e ‘ i I\/Iayo Clinic*

, ~-:~‘-i~,,—_%:~-~_~__'_’w -2 Rdchester MN
mew

vt dpbpe i
'

”%Wm *




DIDO and In Hospital Mortality
NCDR ACTION Registry-GWTG

DIDO <30 min
2.7% mortality

DIDO Mortality Adjusted OR

DIDO >30 min
9.9% mortality

DIDO time and

(min) (%) (95% Cl) In-Hospital Mortality
<30 27 1.0 (reference) u
31-60 40 1.34 (0.96-1.86) ——
61-90 49 1.41 (0.96-2.06) ——
>90 8.3 1.86 (1.36-2.54) : R —
0.5

Wang TW: JAMA 2011

1.0
Adjusted odds ratio (95% CI)

3.0



STEMI networking
in Europe and Italy

Marco Tubaro, MD FESC

STEMTI reperfusion treatment in Europe _
ICCU - Cardiovascular Department

l San Filippo Neri Hospital, Rome (IT)

100% -
90% -
80% A
70% -
60% -
50% -
40% -
30% -
20%
10% -

0% -

| & p-pCl B Thrombolysis W No reperfusion I



GREAT INNOVATIONS
IN CARDIOLOGY

6TH JOINT MEETING
WITH MAYO CLINIC

RETE

INFARTO -STEMI

Non solo angioplastica primaria ma....
e ' » Epidemiologia che cambia

» Efficienza del’ECG pre-ospedaliero
TORINO, ltaly

14 -15™ October 2010 JM
OTM JOINT NEETING

* Ruolo dell’'organizzazione del 118

 Terapia ottimale preparatoria all’angioplastica

* Non basta la ricanalizzazione della coronaria...ma &
necessaria la riperfusione del muscolo cardiaco



Immediate vs Staged Multivessel PCI
HORIZONS-AMI Trial

15
P<0.01
g 101 Immediate MV-PCI 9.2Y
£
g
5 d
Staged MV-PCI |
0 : : ,
0 3 6 9 12
Time in months
No. at risk
Immediate 275 252 251 248 224
Staged 393 383 380 377 347

Kornowski R: JACC 2011
W MAYO CLINIC

Staged MV-PCI
Median 30-days

Immediate MV-PCI
N mortality
N cardiac mortality

N stent thrombosis
N bleeding

Independent predictor
of 1-yr mortality

3142425-24




ADVANCES IN
CARDIOVASCULAR
ARRHYTHMIAS AND

GREAT INNOVATIONS "

IN CARDIOLOGY

From Calper 1o Cathelr

Turin, Octobél 20-22, 201 Tesmmes

Ospedale San Giovanni Battista - Molinette

Universita degli Studi di Torino

Trans-Apical Aortic valve
Implantation in Italy and in Europe

TAVI| Heart Team

Prof. Mauro Rinaldi
Prof. Fiorenzo Gaita
Dott. Sebastiano Marra



Torino Experience (110 patients)

TALogES 247 +121% TFLogES 202 £+ 12.0 p=0.07
%

1,0

11.4 %

08 |

06

- TA

02

p=0.95
0,0
0 5 12 18 24
months
Number 35 18 T

at risk 75 34 17



‘Al Begets AL’

The Role of Early Action

Maurits A. Allessie
Department of Physiology
Cardiovascular Research Institute
Maastricht, The Netherlands



In Patients with Longstanding AF
the Atria have been Transformed

into a Double Layer of

Dissociated Muscle Bundles



Antithrombotic therapies in ACS

year 2007

* aspirin

* clopidogrel

* GPIIb/IIIa RB
UKH

:
CHOXapari

Titolo: Antiplatelet therapy inACS
Autore: Stefano Savonitto

year 2012
* aspirin

* clopidogrel

* prasugrel

* ticagrelor

* GPIIb/IIIa RB
e UK

year 2014

* aspirin

* clopidogrel

* prasugrel

* ticagrelor

* vorapaxar

* GPIIb/IIIa RB
* cangrelor

. .[ - ’
varoxaba

Data: 25 november 2012
Fvento: Tunn



@%‘ Contemporary recommendations on
c Antiplatelet therapy in NSTEACS PCI

- i Pyeye

NSTE-ACS
Antiplatelet therapy

ASA
Clopidogrel (with 600 mg loading dose as soon as possible)
Clopidogrel (for 9-12 months after PCI)

Prasugrel®

'~; |0I'd

+ GPIIb-llla antagonists
(in patients with evidence of high intracoronary thrombus burden)

Abciximab (with DAPT) |
Tirofiban, Eptifibatide
Upstream GPIIb-llla antagonists

European Heart Journal
eunorean  doi:10.1093/eurheartj/ehq2 77

SOCIETY Qf
CARDIOLCGY*

Titolo: Antiplatelet therapy inACS Data: 25 november 2012
Autore: Stefano Savonitto

Evento: Tunn



Advances in Cardiac Arrhythmias
and Great Innovations in Cardiology

Direct renin inhibition In patients with
heart failure: is it the missing piece of
the puzzle?

Marco Metra
Cattedra e U.O. di Cardiologia
Universita e Spedali Civili di
Brescia




Aliskiren provided numerically, but not significantly, greater improvements
in echocardiographic measures of LV dysfunction compared with placebo

LVEDV
Aliskiren
Placebo 300 mg

0

-3.0

-32%

-4.0

Mean change in LVEDV
from baseline to Week 36 (mL)

1p = non-significant vs placebo

LVEDV: study population baseline = ~132 4 mL, LVEF: sludy population baseline = ~37 8%
Infarct length: study population baseline values = ~24 8%

LVEF Infarct length
. Aliskiren
Mean change in LVEF
from baseline to Week 36 (%) Placebo 300 mg

3

2.5%

-6.0 -5.6%

0
Aliskiren

300 mg

Placebo
Mean change in infarct length

from baseline to Week 36
(% of total perimeter)

Data on file,
Novartis Pharma AG 2010



UNIVERSITA DEGLI STUDI DI MILANO LR.C.C.S. PoLicLINICO SAN DONATO

CENTRO PERLO STUDIO E LA TERAPIA DELLLE MALATTIE CARDIOVASCOLARI

“E. MALAN”

XXIV GIORNATE CARDIOLOGICHE TORINESI

Mo Riccardo Cappato, MD
o Pierpaolo Lupo, MD

Dipen Shah, Suisse

Organization Commit . ' H
e s Hussam Ali, MD
Davide Castagno, ftaly

Monica Andriani, ftaly :

Turin

October 25-27, 2012




Sudden cardiac death in “healthy” heart
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CirCUIatiOn (Circulation. 2004;109:30-35.)

JOURNAL OF THE AMERICAN HEART ASSOCIATION

Sudden Death Associated With Short-QT Syndrome Linked to Mutations in HERG
Ramon Brugada. Kui Hong. Robert Dumaine, Jonathan Cordeiro, Fiorenzo Gaita, Martin
Borggrefe. Teresa M. Menendez, Josep Brugada, Guido D. Pollevick. Christian Wolpert, Elena
Burashnikov. Kiyotaka Matsuo, Yue ShenO Wu, Alejandra Guerchicoff, Francesca Bianchi.
Carla Giustetto, Rainer Schimpf. Pedro Brugada and Charles Antzelevitch

Reduction of action
potential duration and

I, gain of
function refractoriness
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XXV GIORNATE CARDIOLOGICHE TORINESI

ADVANCES IN CARDIAC

ARRENTEAS (L e When to implant

and

GREAT INNOVATIONS

ScarcioLocT S 2 VAD in patients
—— with heart
= R ol transplantation

Dipen Shah, Suisse

Carlo Budano, ftaly

== . o o
Davide Castagno, ltaly
Monica Andriani, ltaly ‘

Turin .
September 27-28, 2013 .

Centro Congressi
Uniene Industriale

Aldo Cannata
Dept of Cardiac Surgery

Niguarda Ca’ Granda Hospltal ,,,,,,,
Milano



LVAD strategies

In

waiting list? Goal
Bridge to transplant Yes To keep pts alive up to HTx
Bridge to candidacy Not yet To treat high PVR
Bridge to decision Unknown To keep pts alive for evaluation
Destination therapy No Definitive therapy
Bridge to recovery Not yet To allow myocardial recovery



Cost of Ventricular Assist Devices

Can We Afford The Progress?

Costs of Treating Advanced Stage lliness

B Total One-Year Costs
B Inpatient Costs (10 months)

$161,000
$118,105
$93,362
Chemotherapy Hemodialysis Renal Medical HF
for Colon Transplantant Therapy

Cancer

Miller LW, Circulation 2013

____5161 280
Heart
Transplant




ARE ALL NOVEL ORAL CREATED

ANTICOAGULANTS EQUAL ?
Evidence from the recent literature

Prof Alessandro Capucci

Direttore Clinica di Cardiologia
Universita Politecnica delle Marche
Ancona



Cardioversion during Phase lll trials

Circulation =9

Learn and Live..

JOURNAL OF THE AMERICAN HEANT ASSOCIATION

Dabigatran Verses War farin in Paticnts With Atrial Fibrillation: An Analysis of
Patients Unde rgoing Cardioversion
Rangadham Nagarakanti Michael [ © o e

Chemick, Timothy H. Aikens, Greg JDT-’ l‘:; \:nm %lﬁz‘?ﬁcs’:\"lﬂ-}c —
QN3 e Anenzn College of obogy Foan n
Parckh, Paul A Reilly, iz 0l Flese T bty /s org/ 1010

Circulasionpt I :
DOL 10116 VCIF
Cimdaos s peblsbad by the Ameras Heart Rhythm Disorders

Copyright © D11 Amersas Has Aﬂa‘-;‘.
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Qutcomes After Cardioversion and Atrial Fibrillation
Ablation in Patients Treated With Rivaroxaban and
Warfarin in the ROCKET AF Trial

e SO - Jownl of e Amaicn Coleg of Casd dogy Vol 63, Na. 11, 2034
Jonathan P. Picani, MD, MHS," Susanna R. Stevens, MS, $70e1y me Anmaas Collge of Casinkgy Fousdaton ISSN 0735 X097/836.00
Publichad by Phswior 1o B e Ak avrg A O 1016 Juss 3013 00 042

Manesh R. Patel, MD,* Jonathan L. Halperin, MD, Dani

Gracme J. Hankey, MD,§ Werner Hacke, MD, PuD/| Ri

Christopher C. Nessel, MD,§ Kenneth W. Mahaffey, MD
Robert M. Califf, MD,* Gunter Breithardt, MD{1 for the Efﬁcacy and s fety d Ap- ball in Paﬁents @(
lxa SIpasMark

& Investigators

Durbarn, North Carolina; New York, New York; Boston, Mas: Aﬂer cardiovers ion for Atrial Fibrillation

Heidelberg and Minster, Germany; Raritan, New Jersey; and ll'lsighﬂ From rthe ARISTOTLE Trial
(Apoxaban for Reduction in Stroke and

Other Thromboembalic Events in Atrial Fibrillation)

Greg Flaker, MD.” Renzto D. Lopes, MD, PHD, ! Sana M. Al-Khatib, MD, MHS,

Antonio G. Hermosillo, MDDt Stefan H. Hohnloser, MD,; Bnan Tings, MSf Jun Zhu, MD, |
Puneet Mohan, MD, PED.9 David Garda, MD,# Jozef Barunek, MD, PaD,™

Dragos Vinercars, MDD, PrD, 7+ Steen Husted, MD, DM Sc,tE Veli Pekka Hagjola, MD, PuD 56
Marten Rosengvist, MDD, || John H. Alexander, M), MHS, 7 Christopher B. Granger, MD,F

for the ARISTOTLE Commuttees and Invcsdz.uun

Columbia, Misouri; Durbars, North Carolina; Tlalpan, Mexico; Frankfurt, Germany; Beijing, Chira;
Princion, New Jersey: Albuquerque, New Mexion; Aalt, Belgium; Bucharest, Romania; Arbus, Dermark:
[Id.ulrl};. F m/w.'d; and Slv.Mm’m, Swaden:
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PCI in the Older Patient

Malcolm R. Bell, MBBS, FRACP
Director Ischemic Heart Disease Program
Mayo Clinic, MN, USA



Mayo Clinic: PCl in Octogenarians

250
200
150

100

# of PCls >80 years old

50

w ‘ { Mayo Clinic: PCI in Nonagenarians

1980 1985 1990 1995 2000 2005 2010

MAYO Year 20
CLINIC

15+

10+

# of PCls >90 years old

0

T T

T T
1980 1985 1990 1995 2000 2005 2010
Year

MAYO
CLINIC

©2013 MFMER | slide-9



STEMI in 33,644 Nonagenarians

PCl use

Mortality
reduction
53%

NNT <10 patients

Mandawat A: JACC 2013
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Percutaneous Left Atrial Appendage Occlusion

In Patients With Non-valvular Atrial Fibrillation —
Are Indications Expanding?

Paul A. Friedman, MD

Mayo Clinic
Rochester, MN, USA




Anticoagulants — Tested in Trials With
>60,000 Patients for Stroke Prevention

Bleeding rates
* Major 2-3 %
* Any 15-25%

Discontinuation rates

* 20-25% in
major studies

Concept: Avoid “systemic” complications
oy using “local” approach: & 100% adherence

Possibly control AF?



LAA Closure: Patient-Level Meta-Analysis

Stroke Prevention in Nonvalvular Atrial Fibrillation With LAA Closure

Device placed in LAA

HR

P

Efficacy
All stroke or SE

0.79
1.02

0.22
0.94

Ischemic stroke or SE

1.95

0.05

Hemorrhagic stroke

e——

0.22

0.004

CV/unexplained death

(-

0.48

0.006

|All-cause death

o

0.73

0.07

Favors Watchman <

— Favors warfarin

0,01

—
o

event (%)

Freedom from
0O O O O O
O o N » ©

0,1 1 10

Hazard ratio

PROTECT AF
CAP
PREVAIL
CAP2

(95% Cl)

:‘*L_——-—'-&q

1

2

3

Time (years)

436 382 360
566 503 468
269 234 182
579 116 0

337 321
435 293
37 0

235
59

Holmes DR et al: J Am Coll Cardiol 65(24):2614, 2015

B2016 MFMER | 357947315




ADVANCES IN CARDIAC ARRHYTMIAS AND GREAT

INNOVATIONS IN CARDIOLOGY
Torino, October 13 —15, 2016

PCSKY9 INHIBITORS: A HUGE LITERATURE,
NOW WE ARE READY TO USE THEM

Pasquale Perrone Filardi
Federico II University of Naples, Italy




PCSK9 inhibitor upcoming CVOTs

Mnf/ Main trial PaFlents‘_;- . Comparator
Molecule Inclusion criteria
Amgen FOURIER 28 000 Statin +
Phase III AMG 145

« History of a prior CV event
or PAD and at high risk for|vs.
a recurrent event

Evolocumab
AMG 145

Recruiting

Trial results

Q1 2017 « Fasting LDL-C > 70 mg/dL Statin + placebo
or non-HDL-C 2 100
mg/dL on a background of
atorvastatin
« Fasting triglycerides <
400 mg/dL
Sanofi/Regen |ODYSSEY 18 000 Statin + REGN
eron Phase III « Recently hospitalized for |727
Recruiting ACS
Alirocumab « >40 yrs recently VS.
(REGN 727) |Trial results | hospitalized for ACS event

Q1 2018 (4-52 wks post ACS Statin + placebo
event)
* >70mg/dL on background
of atorvastatin,
rosuvastatin, or with
demonstrated statin

intolerance

Sources: clinicaltrials.gov - NCT01764633 and NCT01663402, Internal IMS Research
Hypercholesterolemia Simulation « Pre-read

24

Cumulative Incidence of Cardiovascular Events

Included among the cardiovascular events were death, myocardial infarction, unstable angina requiring hospitalization, coronary
revascularization, stroke, transient ischemic attack, and hospitalization for heart failure. Cardiovascular events were reported in 29 of
2976 patients in the evolocumab group (Kaplan—Meier 1-year event rate, 0.95%) and in 31 of 1489 patients in the standard-therapy
group (Kaplan—Meier 1-year event rate, 2.18%). The inset shows the same data on an expanded y axis. The P value was calculated with

Primary CV
Outcome

Time to first of:

- cardiovascular death

- myocardial infarction

- hospitalization for
unstable angina,
stroke, or coronary
revascularzation

Occurrence of CV

events -composite

endpoint consisting of:

- coronary heart
disease death

- non-fatal myocardial
infarction

- fatal/non-fatal
ischemic stroke

- unstable angina
requiring
hospitalization

the use of a log-rank test

Hazard ratio, 0.47 (95% Cl, 0.28-0.78)
P-0.003

Standard therapy

Evolocumab
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Cumulative Incidence (%)
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Expected Days since Randomization
Lipid
Reductiont 1463

2930

1458
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1454
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~65% LDL-C 2938
reduction

N EnglJ Med. 2015 Apr 16;372(16):1500-9
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Comparisons with other studies

% CHD mortality falls attributed to:

[1 Treatments M Risk factors []Unexplained

LEE United States, 1968-76 l,l:l:l:l:l:l:1:1:40%:l:l:l:l:l:l:l:l:l: 6%

BEAGLE New Zealand, 1974-81 | :-:::.'-'.'-'.'.'.'AQPP.:.'.'. HERK
BOTS Holland, 1978-85 :':.5 ,,,,,, AR 10%
LEE United States, 1980-90 |ititutitiabitabi 8%l ota a1 7%

IMPACT Scotland, 1975-94 'l'l'l'l'l'l'l'(}ﬁb'l'l'l'l'l'l'l'l'

10%

IMPACT New Zealand, 1982-93 I IIllllllllllllswljllllllllllllllll

IMPACT England & Wales, 1981-2000 :_:5:3:,:3:5:3:5:;}3«*@:5:3:5:5:5:5:513: 11%
IMPACT United States, 1980-2000 ::g:g:::g:::g: _____ Wi 9%

IMPACT Sweden 19862002 | AR R

llllllll L L 1 1 1 1 1

9%

BMJ Finland, 1972-92 i‘i‘?'i'?'ih’d{&'i'i';-:-.

IMPACT Finland, 1982-97 f;1,1,1,1,83%,1,1,1,1,! 247,

IMPACT Iceland 1981-2006 -:-:ll-lilzml-:-l-l-l-
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STATE OF THE ART : Optimal Medival Therapy — Competing with or Complementary to
Rivascularization in Patients with Coronary Artery Disease

J.Igbal,R.Widmer,B.J.Gersh Eurointervention 2017 ; 13 :751-759

IN CONCLUSION........







