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TOBACCO
THREATENS

TOBACCO KILLS "=g™

PEOPLE EVERY
YEAR

TOBACCO THREATENS HEALTH, ECONOMIES AND DEVELOPMENT.

MILLION

12% OF DEATHS OF ALL PEOPLE AGED OVER 30 ARE DUE
T0 TOBACCO.

&

GLOBAL ANNUAL COSTS FROM TOBACCO USE ARE USS$1.4

TRILLION IN HEALTHCARE EXPENDITURE AND LOST
PRODUCTIVITY FROM ILLNESS AND PREMATURE DEATH.
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Recommandations pour la pratique clinique

Prise en charge de I'artériopathie chronique oblitérante
athéroscléreuse des membres inférieurs
(indications médicamenteuses, de revascularisation

et de rééducation)

Avril 2006
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ACTES ET PRESTATIONS - AFFECTION DE
LONGUE DUREE

Artériopathie oblitérante des
membres inférieurs

Septembre 2016
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2017 ESC Guidelines on the Diagnosis
and Treatment of Peripheral Arterial
Diseases, in collaboration with the

European Society for Vascular Surgery
(ESVS)

Victor Aboyans, MD, PhD, FESC
ESC/ESVS Guidelines Chairperson
Limoges University Hospital,
France
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Jean-Baptiste Ricco MD, PhD, FEBVS
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Poitiers University Hospital, France
jean.baptiste.ricco@univ-poitiers.fr




2017 ESC Guidelines on the Diagnosis and

Treatment of Peripheral Arterial Diseases, ® EESDCSW
in collaboration with the European Society for A Lareiost
Vascular Surgery (ESVS)

Endorsed by the European Stroke Organization (ESO)

The Task Force for the Diagnosis and Treatment of Peripheral Arterial Diseases of
the European Society of Cardiology (ESC) and of the European Society for Vascular Surgery (ESVS)

Authors/Task Force Members: Marie-Louise EL Bartelink (The Netherlands), Martin Bjorck®
(Sweden), Marianne Brodmann (Austria), Tina Cohnert* (Austria), Jean-Philippe Collet (France),
Martin Czerny (Germany), Marco De Carlo (taly), Sebastian Debus* (Germany), Christine Espinola-
Klein (Germany), Thomas Kahan (Sweden), Serge Kownator (France), Lucia Mazzolai (Switzerland),
A. Ross Naylor* ( UK), Marco Roffi (Switzerland), Joachim Rother? (Germany), Muriel Sprynger
(Belgium), Michal Tendera (Poland), Gunnar Tepe (Germany), Maarit Venermo! (Finland),
Charalambos Vlachopoulos (Greece), lleana Desormais (France).

'Representing the European Society for Vascular Surgery (ESVS) - ? Representing the European Stroke Organisation (ESO)

www.escardio.org/guidelines 2017 £5C Guldellnes on the Diagnosis and Treatmant of Paripharal Artarial Diseasas, in collaboration with T~ 2
{Eurepean Heart Journal 2017; dol:10,1993 /aurheartj/e € tg’j’,
Fkuh
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Figure 2. Cumulative mortality for all PAD subjects by disease area causing mortality. Follow-up time in years.
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Cardiovascular Disease Prevalence, 2013

Rheumatic heart disease ||}
Ischemic heart disease _
Ischemic stroke -
Hemorrhagic stroke |
Hypertensive heart disease .
Cardiomyopathy and myocarditis Jjj
Atrial fibrillation and flutter .

Peripheralvascular disease. |

Endocarditis |

Other cardiovascular
and circulatory diseases

0 50 100 150 200
Millions of people T
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Surveillance
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JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY VOL. 69, NO. 18, 2017
2017 8Y THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION ISSN 0735-1097/%36.00
PUBLISHED B8Y ELSEVIER hitp://dx.doi.arg/10.1016/) jacc.2017.02.064

Underuse of Prevention and Q
Lifestyle Counseling in Patients With
Peripheral Artery Disease

Jeffrey S. Berger, MD, MS,” Joseph A. Ladapo, MD, PuD"

Un constat



CENTRAL ILLUSTRATION Cardiovascular Prevention in PAD

Peripheral artery
disease (PAD)
Patients are at

risk for impaired

quality of life and
significant
morbidity and
mortality

Un constat

-

Medical therapy
(any antiplatelet therapy, statin,
ACEI/ARB, cilostazol)

and Lifestyle counseling
(exercise or diet

and smoking cessation)
reduce incident

cardiovascular events in PAD

Berger, J.S. et al. J Am Coll Cardiol. 2017;69(18):2293-300.

These prevention strategies are underused:
(percentage of PAD patients)

¥

S

Antiplatelet therapy (38%)
Statin (35%)

ACEI/ARB (31%)

Cilostazol (5%)

Exercise or diet counseling (20%)

Smoking cessation counseling
or medication (36%)

Underuse of cardiovascular prevention in patients with peripheral artery disease. ACEI = angiotensin-converting enzyme inhibitor; ARB = angiotensin receptor blocker;

PAD = peripheral artery disease.




Outcomes and management costs of peripheral artery
disease in France

Alessandra Bura Riviere, MD, PhD,? Stéphane Bouée, MD, MSc.” Caroline Laurendeau, MSc,”

Elodie Torreton, BSc,” Julie Gourmelen, PhD,® and Florence Thomas-Delecourt, PharmD, MSc.“ Toulouse,
Bourg-la-Reine. Villejuif. and Courbevoie, France

CONCLUSIONS

Our study shows that the risk of death and cardiovascu-
lar events is high in patients with PAD in France. This may
be explained by the inadequate uptake of recommen-
ded secondary preventive medications. Further efforts
are therefore required to ensure that all patients at risk
receive optimal secondary prevention.

Conclusions: Mortality is elevated and cardiovascular events are frequent among French PAD patients. PAD drug
treatment quidelines are not fully implemented in France. (J Vasc Surg 2017:a:1-10)
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Base EGB (échantillon généraliste des bénéficiaires, source CNAMTS)
Les traitements prescris.

ALD AOMI
I
5889 5889
Antiplatelets 65.5% 17.1%
ASA 37.7% 13.7
Clopidogrel 39.5% 4.5%
Anticoagulants 11.9% 5.8%

Antiplatelets or
anticoagulants

Statins
IEC
ARA2

Triple therapy —

: Tee?,

Un surco(t évalué & 14 949 euro pour AOMI, idem IDM ‘.ﬁﬂie{-.:?;!:
Bura-Riviére A ,JVS 2018. “‘w.




POURCENTAGE D'OBSERVANCE DES PATIENTS
SUR 100 PATIENTS ATTEINTS DANS LA
PATHOLOGIE

"l patients observants patients non observants
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Disponible en ligne sur Elsevier Masson France

Sci Direct EM It ale.s ds e
o cienceDirec consulte cardlologle

www.sciencedirect.com www.em-consulte,com ' % :
et d'angéiologie

Annales de Cardiologie el d" Angéinlogie 67 (2018) 61-66
Article original

Facteurs de risque cardio-vasculaires en Algérie. Une analyse du sous-groupe
de I'étude « Africa/Middle East Cardiovascular Epidemiological »

Cardiovascular risk factors in Algeria. Analysis of the subgroup from the “Africa/Middle East
Cardiovascular Epidemiological™ Study

M. Brouri®*, N. Ouadahi ™', D. Nibouche®. Y. Benabbas®, M. El hassar®. S. Bouraoui', N. Abad &,
P.C. Abreu", L. Tkardouchene £

¥ Clinigue Arezki-Kehal, EPH El Biar, 17, rue Lamamri, 16030 Alger. Algérie
B Service de médecine interne, CHU Douira, 16049 Douera, Algérie
¢ Service de cardiologie, CHU d™Hussein-Dey, hopital Nafissa-Hamoud { PARNET), rue Boudjemaa-Moghni, Hussein-Dey, 16040 Alger, Algérie
¢ Sepvice de medecine interne, CHU Benbadis-Constantine, 25000 Constantine, Alpérie
¢ Clinigue privée, 89, boulevard Gaonar-Hocine, 13000 Tlemcen, Alpérie
U Clinique privée, 25, rue Hocine-Bougarfa-Belouizdad, 16015 Alger, Algérie
# Pfizer Algeria Business Center, 5° érage Les-Pins-Maritimes-El-Mohammadia, 16029 Alger, Algérie
b Plizer Inc, 10017 New York, NY. Etats-Unis

Recu le 21 décembre 2016 ; accepté le 30 janvier 2018
Disponible sur Internet le 9 mars 2018
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A IMC

Diabete  Tabagisme

Dyslipidémie Obésité HT
Abdominale

e Quatre cent dix sujets (262 femmes, 148 hommes) ont &€ enrolés,

= URBAIN = RURAL

ro.F

47.2

Dyslipidémie Obésité HTA IMC= 30 kg/m2 Diabéte Tabagisme
Abdominale
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- 2,9 millions diabétiques traités pharmacologiqguement :
* 2,7 millions type 2 (92 %)
* 160 000 type 1 (5,6 %)
* 70000 autres types (2,5 %)
*+ 0,6 % sans traitement médicamenteux
*+ 1 % diabéete meconnu
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Rizk factor

History of cardiovascular disease

C-reactive protein (per 1 mg/dl) -
High HDL cholesterol —-—
High total cholesterol —

Smoking (past)

Smoking (current)

Diabetes mellitus
Hypertension

BMI (per 1kg/m’)

B LMICs
EHICs

B Global

Male sex

Age (per 10 years)

2016

| | I | |
0.5 1 1.5 2 2.5 3

MATURE REVIEWS | CARDIOLOGY . . .
Odds ratio for peripheral artery disease



Study i Ratio (95% CI) Weight (%)
Asymptomatic PAD i

Criqui (1992)'  —— 2.70(1.61-4.53) 14.83
Hooi (2004)™ D —— 1.40 (1.09-1.79) 26.99
Lee (2004)* S 1.14 (0.91-1.43) 28.06
Diehm (2009)™5 - 1.66 (1.38-2.00) 30.12
Subtotal (F = 74.9%,P=0.007) | <> 1.53 (1.18-1.99) 100.00
Symptomatic PAD i

Criqui (1992)%7 : + 4.70(2.30-9.60) 11.19
Leng (1996)% — 1.55(0.86-2.81) 14.18
J6nsson (2002)4 e 2.32(155-3.47) 2097
Hooi (2004)™ —— 1.40(0.99-1.98) 23.40
Diehm (2009)5 | 1.89 (1.55-2.30) 30.27
Subtotal (I = 62.2%,P=0.032) | g 1.98 (1.48-2.65) 100.00

05 1 2 345 10

Figure 6 | Systematic review of all-cause mortality ratios in patients with
asymptomatic or symptomatic PAD compared with individuals without PAD.

2016

MATURE REVIEWS | CARDIDOLOGY



f-(Pollution)n (Infra structu re)n (P sychological)-l (Western diet:

(ﬁoxic metalsj (TAir pollution] (TTran_sport) (T P_roximity] @Stress) @Depressionj

v~ ~v
(lExerciseJ TObesity
' TDiabetes mellitus
| _ | TDyslipidaemia
\ > ( Peripheral artery disease |<”) | THypertension

Figure 5| Possible effects of industrialization and urbanization in low-income and|
middle-income countries on risk of perinheral arterv disease.

2016
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SHFRPPDQGDWLRQV +$6 SRXU OD
Prévention du risque cardio-vasculairs

Intervention non- médicamenteuse

. ([HUFLFH SK\VWVLTXH TXRWLGLHQ GITLQWHQVLWp PF
min.

Education thérapeutique structurée (Changement de mode de vie,
Compliance, Dg précoce des Spts.CV).

HAS avril 2006



SHFRPPDQGDWLRQV +$6 SRXU OD
Prévention du risque cardio-vasculai

Prise en compte des FR présents

Arrét formel du Tabagisme

5pGXFWLRQ GIXQH VXU F KdibledIMCSR6)G p U D
Diabéte (cible HbAlc < 6,5%)

Dyslipidémie: régime + statine  (cible HDL.ch < 1 g/l)

NB: dyslipidémie mixte fréquente chez les patients avec ACOMI
symptomatique: importance du régime hypoglucidique)
HTA avec Tt privilégiant les IEC  (cible TAS < 140 mmHQ)

Interior View of the Artery

eart. o 1
HAS avril 2006 Cholesterol |‘§
RS



SHFRPPDQGDWLRQV +$6 SRXU OD
Prévention du risque cardio-vasculaire

Prévention médicamenteuse du risque CV

(prenant en compte le rapport bénéfice/risque attendu, les FR identifies,
OH QLYHDX GY,36 YRLUH OfH[LVWHQFH GIDXW!|

1% SDV GIpWXGH VSpPpFLILTXH pYDOXDQW OfHII
de difféerents médicaments.

Antiagrégant plaquettaire: Aspirine a faible dose (75 a 160 mg/j) ou
Clopidogrel (75 mg)

Statine (40 mg). Cible: LDL.Ch <1 g/l <0,70 <0,50

IEC (démontré avec ramipril PI M GILOQVWDOODWLRAQ
par paliers de 2 a 4 sem. (surveillance TA et créatininémie)

Z < o ¢ o) o0 > ——
obtelrlme(gv]ec u#e statine ]associaltlion ‘ﬁ;:’:;;;"
HAS avril 2006 NP RS
ezétimide recommandée L
‘E‘E“‘: ¥ /;ﬁ/
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TABAC
SEDENDATARI
POIDS
DIABETE

ANTI PLA QUETT AIRE
ASPIRINE /CLOPIDOGREL*

STATINE LDL<0,70, 0,50 (USA)
IEC /Sartan (HTA)

HTA
LIPIDES
Insuf. rénale * DIABETEE

ACTIVITE PHYSIQUE







Recommendations on imaging in patients with lower
extremity artery disease

Recommendations

DUS is indicated as a first-line imaging
method to confirm LEAD lesions.>>

DUS and/or CTA and/or MRA are indicated
for anatomical characterization of LEAD
lesions and guidance for optimal revasculari-

zation stra\tegy.25 -7

Data from an anatomical imaging test should
always be analysed in conjunction with
symptoms and haemodynamic tests prior to

a treatment decision.2*¢

DUS screening for AAA should be
r.ed.258.259

conside




Recommendations in patients with peripheral arterial
diseases: best medical therapy

Recommendations

Smoking cessation is recommended in all
patients with PADs.?"-%®

Healthy diet and physical activity are recom-
mended for all patients with PADs.

Statins are recommended in all patients
with PADs.* "2

In patients with PAD:s, it is recommended to
reduce LDL-C to <1.8 mmolL (70 mg/dL)
or decrease it by > 50% if baseline values
are 1.8-3.5 mmol/L (70-135mg/dL).>®

In diabetic patients with PADs, strict glycae-
mic control is recommended.

Antiplatelet therapy is recommended in
patients with symptomatic PADs.>"

In patients with PADs and hypertension, it is
recommended to control blood pressure
at < 140/90 mmHg.4142>2

ACElIls or ARBs should be considered as

first-line therapy“ in patients with PADs and
4753

hypertension.

TABAC
Activité Physique

STATINE

< 0,70 mg/ml

HBAL1C Diabétique

Anti Plaguettaire

Contrbéle TA < 140

IEC si HTA (?)




CHANGE IN RECOMMENDATIONS H 2017 NEW RECOMMENDATIONS
2011 2017

All Peripheral Arterial Diseases (PADs)
* Screening for heart failure (BNP, TTE)

+ Stable PADs + other conditions requiring anticoagulants
(e.g. AF): anticoagulation alone®'

Lower Extremity Artery Disease (LEAD)

Lower Extremity Artery Disease
Aorto-iliac lesions

|| +Angiography in CLTI with below-the-knee lesions

* Surgery for aorto-iliac or + Duplex screening for AAAH2Y

aorto-bi-femoral occlusions . = |
—— | *In case of CABG: screen LEAD with AB, limit vein

* Primary endovascular
therapy for "TASC-D"




12. Cardiac conditions in
peripheral arterial diseases

Key messages

e Cardiac conditions other than CAD are frequent in patients with
PADs. This is especially the case for heart failure and atrial fibrilla-
tion in patients with LEAD.

e In patients with symptomatic PADs, screening for heart failure
should be considered.

e In patients with heart failure, screening for LEAD may be consid-
ered. Full vascular assessment is indicated in patients planned for
heart transplantation or a cardiac assist device.




Statin Prescription Rates and their Facility-level Variation in Patients with
Peripheral Artery Disease and Ischemic Cerebrovascular Disease: Insights
from the Department of Veterans Affairs

Patient : Guideline-concordant
) Any Statin Use )
Populations Statin Use
o € o 0%
Ischemic TN
Cerebrovascular 78.1% 40.2%
Disease
McBride et al. Vasc Med. 2018;23:232-240 VASCULAR
MEDICINE
]
Ui iyt
NI T



NEWS 29/007/2016 : publication francaise J BEZIN,
Archives of Cardiovascular Diease sur les arréts
Intempestifs de traitements par statinés3% d'arrét

chez les patients a bas risques, 40% chez les patients a
risque moyen et 25% pour les patients a hautqie :
resultats extrapolés au niveau national 9000 déces
Indus par arrét des statinesMerci Pr EVEN et Pr
DEBRE !

NEWSS Sepiembrbre 20165 : publiée dans le Lancet, le
STATINES diminuent le risque cardio vasculaire en prév
secondaire dd.0% en risque absoloe qui est majeur et 59
en prévention risque primaire e

-
=
N~y



Cochrane
g Library

Cochrane Databass of Systematic Reviews

Lipid-lowering for peripheral arterial diseaze of the lower limb (Review)
Copyright © 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

Lipid-lowering for peripheral arterial disease of the lower limb

(Review)

Aung PP, Maxwell H, Jepsan RG, Price J, Lenz GC

Lipid-lowering therapy is effective in reducing cardiovascular
mortality and morbidity in people with PAD. It may also
Improve local symptoms




Circulation

Circulation. 2018;137:1435—1446. DOI: 10.1161/CIRCULATIONAHA.117.032361

ORIGINAL RESEARCH ARTICLE @

Association of Statin Dose With
Amputation and Survival in Patients With
Peripheral Artery Disease

N= 155647 patients, AOMI, 28% sans statine, statin

forte dose 6,4%,

CONCLUSIONS: Statins, especially high-intensity formulations, are underused in
patients with PAD. This is the first population-based study to show that high-
intensity statin use at the time of PAD diagnosis is associated with a significant
reduction in limb loss and mortality in comparison with low-to-moderate-
intensity statin users, and patients treated only with antiplatelet medications but
not with statins, as well.
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Inhibiteur PC8K9
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ORIGINAI RESEARCHARTICLIE ~~ ©

Low-Density Lipoprotein Cholesterol
Lowering With Evolocumab and Outcomes

in Patients With Peripheral Artery Disease

Insights From the FOURIER Trial (Further Cardiovascular
Outcomes Research With PCSK9 Inhibition in Subjects With

Elevated Risk)

Circulation. 2018;137:338-350. DOI: 10.1161/CIRCULATIONAHA.117.032235



A Primary Endpoint in Patients with and without PAD
18%
B Placebo PAD 16.8%
16% | [ Evolocumab N=3,642 PAD
- 3.5% ARR
14% HR0.79 NNT 29
95% CI (0.66 — 0.94) 13.3%_
. P=0.0098 B}
= 12% *12.1% No PAD
8 10.5% | 1.6% ARR
g 0% e e e NNT 63
w
S 8%
E
e -
E i N=23,922
HR 0.86
4% 95% CI (0.80 — 0.93)
P<0.001
2% p-interaction = 0.40
o 0%
ays from
Rt 0 90 180 270 360 450 540 630 720 810 900
Number at risk
Placebo PAD 1T e 174 1700 1654 1617 1588 1536 1281 o973 895 432 ps : ;;O;'p
Evolecumiab PAD 1858 1527 1790 1753 1726 1701 1851 1378 1050 749 480 ‘| ‘?xu',":‘:i
Placeba no PAD 11908 11753 11582 11350 11217 11038 10400 BT50 B8E4 5173 3443 !‘ Eﬁi%;ﬂ
Evolooumah no PAD 11926 19736 11558 11384 11324 11081 T4 55 BaOT o972 5242 3478 N\\v/




B CV Death, Ml or Stroke in Patients with and without PAD

B Placebo
14% , [l Evolocumab PAD
N=3,642 13.0%~
PAD
12%
w HR0.73 — 3.5% ARR
5 95% C1 (0.59 - 0.91) NNT 29
= 0 P=0.0040
® 10% 9.5% -
o
i 8% . 7.6% ] No PAD
- [ 1.4%ARR
8 6% e B2% O NNT 72
= No PAD
O | A e e e N=23,922
4%
HR 0.81
. 95% CI {0.73 — 0.90)
200 | T e P<0.001
p-interaction = 0.41
Days from 0%
Randeamization 0 90 180 270 360 450 540 630 720 810 900
Number at risk
Flacebo PAD 1784 1756 1721 1685 1654 1632 16587 1332 104 729 452
Evolocumah PAD 1858 1834 1806 1774 1758 1740 1652 1427 o1 Trg A80
Placabo o PAD 11808 11861 11732 11606 11404 11375 10767 a0eg TiG6T 5470 3630
Evolocumalb no FAD 11826 11802 11695 11583 11480 11307 10828 9138 TZ258 74 3649




12/03/2018 https://francais.medscape.com/voirarticle/3603993 print

francais_ medscape.com

ODYSSEY Outcomes : I'anti-PSCKS9 alirocumab diminue aussi la
mortalité globale

Aude Lecrubier, Patrice Wendling

12 mars 2018
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Home Human regulatory Veterinary regulatory Committees News & events Partners |

" p Home p Find medicine p Humen medicines b Pending EC decisions
Human medicinas

Etropean public Repatha
assessment reports

Patient safety Opinion Key facts

p Pending EC decisions

Gn 22 March 2018, the Committee for Medicipal Products for Hunran Use (CHMP)

Withdrawn applications adopted a positive opinion recommending a change to the terms of the marketing

Paediatrics

Rare disgase

designations

- “Established atherosclerctic cardiovascular dissase

Medicines under

evaluation Repatha is indicated in adults with established atherosclerotic cardiovascular disease
(myocardial infarction, stroke or periphieral arterial disease) to reduce cardiovascular

Medicines for use risk by lowering LDL-C levels, as an adjunct to correction of other risk factors:

autside the EU ) L . ) . . )

: F in combination with the maximum tolerated dose of 3 statin with or without other

Referrals lipid-fowering therapies ar,

Perindic safety update ¢ alone orin combination with other lipid-lowering therapies in patients who are statin-

report single intolerant, or for whom a statin is contraindicated.

acaessmenks

For study results with respect to effects on LDL-C, cardiovascular events and
Post-authorisation populations studied see section 5.1."
safety studies

— — For information, the full indications for Repatha will be as follows!: P e
e PO R b bl sl s b Tty L el i e B o er‘o. L
Shortages cataloglle - : : Sy x bl 7527
'Hypercholesterolaemia and mixed dyslipidasmia !nf\v bl ] ",
Recommendations on o ) Uy "‘..__'4‘,1,
medication errors Repatha is indleated In adults with primary hypercholesterolaemia {(heterozygous !h. 1) "i/"
familial and non-familial) or mixed dyslipidaemia, as an adionct to dist: ‘\E.dg/
Veterinary medicines ™

b in combinakion with a statin or statin with other lipid-lowering therapies in patients
unabie to reach LDL-C goals with the maximuam tolerated dose of a statin or, |






The New England
Journal of Medicine

© Copyright, 2000, by the Massachuseres Medical Sociery

VOLUME 342 JANUARY 20, 2000 NUMBER 3

EFFECTS OF AN ANGIOTENSIN-CONVERTING-ENZYME INHIBITOR, RAMIPRIL,
ON CARDIOVASCULAR EVENTS IN HIGH-RISK PATIENTS

THE HEART OUTCOMES PREVENTION EVALUATION STUDY INVESTIGATORS™®



Incidence of
Composite Outcome

No. of Patients in Placebo Group :

Overall 9297 17.8 ——
|
Cardiovascular disease 8162 18.7 —.—
No cardiovascular disease 1135 10.2 —
Diabetes 3577 19.8 —l4'—
No diabetes 5720 16.5 ——
Age <65 yr 4169 14.2 -
Age =65 yr 5128 20.7 —a—
Male sex 6817 18.7 ——
Female sex 2480 14.4 &
Hypertension 4355 19.5 ——
No hypertension 4942 16.3 —i—
History of coronary artery disease 7477 18.6 —i}—
No history of coronary artery disease 1820 14.2 * i
Prior myocardial infarction 4892 209 +
No prior myocardial infarction 4405 14.2 —i—
Cerebrovascular disease 1013 25.9
No cerebrovascular disease 8284 16.7
Peripheral vascular disease 4051 22.0 —a——
No peripheral vascular disease 5246 14.3 —l
Microalbuminuria 1956 26.4 —
No microalbuminuria 7341 15.4 ——
;gﬁi 3;0:,3;’7 06 08 1.0 1.2
2 LR L /] : " . .« e

‘!hiz%;{}‘l Relative Risk in Ramipril Group
{E,‘i{/ (95% confidence interval)



e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 APRIL 10, 2008 VOL. 358 NO. 15

Telmisartan, Ramipril, or Both in Patients at High Risk
for Vascular Events

The ONTARGET Investigators*

CONCLUSIONS
Telmisartan was equivalent to ramipril in patients with vascular disease or high-
risk diabetes and was associated with less angioedema. The combination of the two
drugs was associated with more adverse events without an increase in benefit.
(ClinicalTrials.gov number, NCT00153101.) P

/



Au chapitre consacré a la prise en charge des artériopathies
oblitérantes des membres inférieurs (AOMI) figure un autre
Z VP uvs ui pyE& W ]Jo v[ S %opues (E }uu
asymptomatiques par agent antiplaquettaire. Deux études ont, en
(( SU ujvs@®E o - vV v (] ve SS ]
prévention du risque
cardio-vasculaire.




Antiplaguet e ttaii res; et t AOMII

Meéta-analyse en réseau

Cilostazol
+ Aspirin

Vorapaxar
+ Aspirin

Cilostazol

Ticlopidine
+ Aspirin

Clopidogrel
+ Aspirin

-------------------------------------

Ticagrelor
<%+ Aspirin

: Clopidogrel

Ticlopidine

—/

Placebo Picotamide

Katsanos K et al. PLoS One 2015;10(8): e0135692



Less denmeéess. aspipirime: ettcclepiddogrell

' (E, £35 v
i Stroke I} . 35
: nificative d
i
i 0.
CARRIE (clopidogrelu; i dogrel vs
[}
] ice
; PAD ~TUOT!
i i
I
I
:'AII patients
]
L'a i L Yérance a
I'as) :
CAPRIE Lancet 1996; 348: 13291339 :
1
| | 1 1 ? I 1 1 1
-40 -30 -20 -10 0 10 20 30 40 —_—
Aspirin better Clopidogrel better :.s?i'ﬁ,’{
—————————————— 5




Comparative Efficacy and Safety of Different
Antiplatelet Agents for Prevention of Major
Cardiovascular Events and Leg Amputations

in Patients with Peripheral Arterial Disease: @PLOS ‘ ONE
A Systematic Review and Network Meta-
Analysis

Konstantinos Katsanos'?*, Stavros Spiliopoulos®, Prakash Saha®,
Athanasios Diamantopoulos’, Narayan Karunanithy', Miltiadis Krokidis®, Bijan Modarai®,
Dimitris Karnabatidis®

In conclusiony Clopidogrel should be the indicated antiplatelet agent in

PAD patients. Dual antiplatelet therapy with aspirin and Clopidogrel can reduce the rate of

PLOS ONE | DOI:10.1371/journal.pone.0135692 August 14,2015 .“!*:,u,';,



Clopiddg grell ettinhibiteltrurs pompee
a prrotoms s

Implications pratiques

La réduction de l'efficacité antiagrégante du clopidogrel a été
démontrée in vitro, mais les implications cliniques n’en sont
pas encore connues

F <2
M8 Chez les patients traités par clopidogrel, un traitement d’in-
hibiteur de la pompe a protons (IPP) devrait étre administré
uniquement en cas d’indication reconnue

Rev Med Suisse 2010; &; 1970-5

. Besse |
. Gerstel

Drs ¥alentina Besse et Eric Gerstel

L'administration de pantoprazole ou d’un antihistaminique-H2

i b doit étre préférée en association avec le clopidogrel. En cas
i g de prise de prasugrel, I'administration d’'un IPP ne semble pas

influencer l'efficacité antiagrégante

En cas de coadministration, il convient d’espacer la prise de
clopidogrel et de pantoprazole de douze heures afin de mini-

’350‘; % = s H H
132 miser l'interaction pharmacodynamique
{



Antitlthromboeotiguues: ett rnsguedémonorragique:
Registre Danois (1997-2006)

82 854 patients

AVK [ Aspirine / Clopidogrel : hémorragies fatales ou non: 11.6%

HR (95% Cl)

Warfarin monotherapy W 1 [Reference]

Aspirin monotherapy # 0.93 (0.88-0.98)
Clopidogrel moenotherapy I—H 1.06 {0.87-1.29)
Aspirin + clopidogrel e 1.66 {1.34-2.04)
Warfarin + aspirin & 1.83 (1.72-1.96)
Warfarin + clopidogre! o] 3.08 (2.32-3.91)
Triple therapy e 3.70 (2.89-4.76)

AOD EIIJ ‘f.lﬂ 1[|i.ﬂ o
Hazard Ratie (95% CI) ‘&f”w

L]
Hansen et al. Arch Intern Med. 2010;170(16):1433- 41 “w



“Model
ACVD-1075; Mo of Fages 14

Archives of Cardiovascular Disease (20718) s, =1

Available online at Elsevier Masson France

EM|consulte
Wi em-consulte.com/en

o |
i
II

ScienceDirect
www sciencedirect.com

I

[
(i i
WL

GUIDELINES

Management of antiplatelet therapy in
patients undergoing elective invasive
procedures: Proposals from the French
Working Group on perioperative hemostasis
(GIHP) and the French Study Group on
thrombosis and hemostasis (GFHT). In
collaboration with the French Society for
Anesthesia and Intensive Care (SFAR)

Gestion des agents antiplaquettaires pour une procedure invasive
programmee : propositions du groupe d’intéréet en hemostase periopératoire
(GIHP) et du groupe francais d’etudes sur [’hemostase et la thrombose (GFHT)
en collaboration avec la Sociéte francaise d’anesthesie-reanimation (SFAR)
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doi: 101161 CIRCUL ATIONAHA 117028388
Ctroudmaom s published by fhe Amencan Heart Association. 7272 Gresuwille Averme, Dialkss. T 75231
Copmight £ 2017 Amencan Heart Assonanen, Inc. Al nsits ened.
Prant TS50 $006-T320. Omlina IS5 15244530

S B REAKING NEWS

s

Aspirin Monotherapy Should Not Be
Recommended for Cardioprotection in
Patients With Symptomatic Peripheral
Artery Disease
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Lower Extremity Artery Disease (LEAD)

» Statins to improve walking distance™*"*

* LEAD + AF: Anticoagulation if CHADS-VASc >2

» Angiography in CLTI with below-the-knee lesions

* Duplex screening for AAA®® %7

* In case of CABG: screen LEAD with ABI, limit vein
harvesting if LEAD

* Screening for LEAD in CAD patients™**% %57

* Screening for LEAD in HF patients

* Clopidogrel preferred over aspirin®

| sfelh gy oo Wb LR

O

EUROPEAN
SOCIETY OF
CARDIOLOGY®

2017
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T Aspirine Non efficace en prevention primaire
T Prévention secondaire, oui
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T Clopidogrel

u

]Jv YYYYYXX

N\

le o | 18 Z



Diabetes Volume 66, January 2017

Jane F. Arthur,l Karin Jandeleit-Dahm,2 and Robert K. Andrews1

Platelet Hyperreactivity in Diabetes:
Focus on GPVI Signaling—Are Useful
Drugs Already Available?

Diabetes 2017:66:7-13 | DOk 10.2337/db16-1098



Platelets and Blood Cells . Schattauer 2011
Thrombosis and Hasmostasis 106.372071

Twice daily dosing of aspirin improves platelet inhibition in whole
blood in patients with type 2 diabetes mellitus and micro- or macro-
vascular complications

Galla Spectre'3; Lisa Arnetz?; Claes-Goran Ostenson?; Kerstin BrismarZ; Nailin LI'; Paul Hjemdahl'

'Department of Medicine Solna, Clinical Pharmacology Unit, Karolinska Institutet, Karolinska University Hospital (Solna), Stockholm, Sweden; “Department of Molecular Medicine
and Surgery, Endocrinology & Diabetology Unit, Karolinska Institutet, Karolinska University Hospital (Solna), Stockholm, Sweden; *Department of Hematology, Coagulation Unit,
Hadassah-Hebrew University Medical Center, Jerusalem, Israel

What is known about this topic?
e Antiplatelet effects of and cardiovascular protection by aspirin
treatment are less pronounced in patients with diabetes mellitus.

e The effectiveness of aspirin in blocking thromboxane-dependant

platelet activation varies depending on which plateletfunciion test
is used.

= High platelet tumover has been found in diabetic patient, and is re-
lated to increased platelet reactivity. '

mﬂmﬁmmﬂﬂﬂﬂhndﬂnmsa&mﬂhym
whaele blood tl'!El:l'Iﬂd!i, |:H]t not in platelet-rich piasma.

m&mdﬁm{y of aspirin IEssﬂlan twice daily duimg uf ?5
ma, but reduced non-platelet related thromboxane production to a
slightly greater extent.

e Platelet tumover reflected platelet reactivity but did not clearly dis-
tinguish patients benefiting from twice daily dosing from those
who did not.
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Plaguettaire



Les nouveaux traitements
Chez Qui ? Quand ?
TTICAGRELOR (Brilique®), essai EJECHEC
TVAROXAPAR (Zontivity®), essai TRAZZIPIEC
TBOSENTAN (Tracleer ®), assal CEAUIEC

tAOD :
- Edoxaban (Lixiana®gn cours
- Rivaroxaban (Xarelto®) : étude VOYAGER
cours,etude COMPASS , SUCCES

[ 1



AOMI traitée et MTEV

T Relais anti plaquettaire par AVK TR+)ou AVK + APOUI
T Relais anti plaguettaire par AODQUI a priori

EATTOO %o §] vEeU 019  © %o 3] V& IvE +3) %0 %o



Les nouveaux traitements
Chez Qui ? Quand ?
T TICAGRELOR (Brilique®), essai EJECHEC,MAI
TVAROXAPAR (Zontivity®), essal TRAZCPJEC
TBOSENTAN (Tracleer ®), assai CEAHIEC

tAOD :
- Edoxaban (Lixiana®gn cours
- Rivaroxaban (Xarelto®) : étude VOYAGER
cours,etude COMPASS , SUCCES

[ 1



AOD et AOMI



Almost All Randomized Patients Complete
Final Follow-up Visit

Study start: March 2013; study finish: February 2017

Rivaroxaban
2.5 mg bid
+ aspirin 100 mg
N=9152 (ITT)

—_— -

Follow-up up until
6 Feb 2017
N=9132 (99.8%)
alive: 881996.4%)
death: 313(3.4%)

'

'

Washout call
N=8686 (99.0%)

Non-

completers:

N=20

T Lost: 10

T Withdrew
consent: 10

Randomized to antithrombotic treatment: N=27,395

N=9117 (ITT)

\
Rivaroxaban 5 mg bid

J

-—— = =
N

Follow-up up until
6 Feb 2017
N=9098 (99.8%)
alive: 873295.8%)
death: 366 (4.0%)

I completers:
I'N=19

: T Lost: 8

1 Withdrew

\ consent: 11

- o - —

Final follow-up visit
N=9091 (99.7%)

Alive:8692 (95.3%)
Dead: 399(4.4%)

\ 4

Aspirin 100 mg

N=9126 (ITT)

Follow-up up until
6 Feb 2017
N=910299.7%)
alive: 8724(95.6%)

death: 378(4.1%) )

Final follow-up visit
N=9096 (99.7%)

Alive:8683(95.1%)

Dead: 413 (4.5%)

- == == =p| NON-completers:
\! N=24

T Lost: 9

: T Withdrew

consent: 15

Washout call
N=8582 (98.7%)

Washout call
N=8575 (98.8%)

|

>98% of patients completed final followp

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJM0a1709118



PAD

31% RRR in MACE or MALE Including Major Amputation with Rivaroxabar
mg bid + Aspirin Versus Aspirin in Patients with PAD

Rivaroxaban 2.5 mg bid + aspirin 100 mg vs aspirin 100 mg: HR 0.69 (0.56 $.85),
p=0.0003
Rivaroxaban 5 mg bid vs aspirin 100 mg: HR 0.84 (0.69  #.02), p=0.08

Number at risk

Rivaroxaban 2474 2023 864 147

AnandSSet al. ESC 2012Abs 1157; Available at:
http://spo.escardio.org/SessionDetails.aspx?eevtid=1220&sess|d=22247&subSess|d=0
Anand SS et al. Lancet 2017;In Press




Dual Pathway Inhibition with Rivaroxaban 2.5 mg/ispirin Significantly
Reduced MACE by 28% and MALE by 46% Versus Aspirin

Rivaroxaban

25 ma bid Rivaroxaban AsDifin Rivaroxaban Rivaroxaban
> Mgt 5 mgbid _p 2.5 mg bid + aspirin 5 mgbid
Outcome + aspinn N=2474 N=2,504 Vs. aspirin VsS. aspirin
N=2492 ' '
HR HR
0 (0) () - -
N (%) N (%) N (%) (95% Cl) p-value (95% Cl) p-value
0.72 0.86
MACE 126 (5.1) 149 (6.0) 174 (6.9) (0.5710.90) 0.005 (0.69t1.08) 0.19

0.54 0.93

Stroke 25 (1.0) 43 (1.7) 47 (1.9) (0.33t0.87) - (0.61t1.40)

0.54 0.63

MALE 30 (1.2) 35 (1.4) 56(22)  asoss 00 oaipgs 003

Rivaroxaban 2.5 mg bid + aspirin significantly reed major amputation
by 70% versus aspirin

AnandSSet al. ESC 201Abs 1157; Available at:
http://spo.escardio.org/SessionDetails.aspx?eevtid=1220&sess|d=22247&subSessld=0
Anand SS et al. Lancet 2017;In Press




Low Overall Incidence of Major Bleeding with Rivaroxaban 2.5 mg bid +
Aspirin Versus Aspirin Alone, with Similar Fatal and Intracranial Bleeding

Rivaroxaban
2.5 mg bid
+ aspirin
N=2492

Rivaroxaban ASDifin Rivaroxaban Rivaroxaban
5 mgbid _p 2.5 mg bid + aspirin 5 mgbid
_ N=2504 i ..
N=2474 VS. aspirin VS. aspirin
HR -value HR
(95% Cl) P (95% Cl)

Major bleeding 77 3.1) 79 (3.2) 48 (1.9) (1&';_131) 0008 11%?; w0) 0004

Outcome

N (%) N (%) N (%)

p-value

Non-fatal ICH* 4 (0.2) 5(0.2) 8 (0.3)

*Symptomatic

AnandSSet al. ESC 201Abs 1157; Available at:
http://spo.escardio.org/SessionDetails.aspx?eevtid=1220&sess|d=22247&subSessld=0
Anand SS et al. Lancet 2017;In Press




/[fDUUrW GH O1%$63,5,1(
est dangereux (CV)

601 527 patients investigues

Patients qui stoppent sans raison : 37%
de sur risque CV : RCV surajoute

Risque augmente rapidement






COMPASS ?
POUR QUI ?
QUAND?









AOMI
Les traitements du FUTUR



Statine, Antiplaguettaire, AC, AOD
AntiPCSKO9 : ou est la verité ?






ACTIVITE PHYSIQU
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Mar c he

La marche est le moyen le plus naturel et le plus aisé de pratiquer
un exercice physique , elle ne demande aucun équipement excepté des
chaussures adaptées.

La marche est une activité de type aérobie*.  Elle fait partie des efforts
réalisés en endurance. Elle ne présente pas de dangers particuliers et
peut donc étre preconisée de maniere tres large.

Marche lente (< 4,8 km/h) qui, chez un adulte d'age moyen, fait
travailler de 30 a 45 % de la consommation maximale d'oxygene (VO2
PD[] HW LQGXLW XQH )& 8§ PLQ

Marche normale et dynamique (entre 4,8 et 6,4 km/h).

Marche rapide (entre 6,4 et 8 km/h).

* Travail en aérobie OH PXVFOH FRQVRPPH Of2 TXH OXL IR>
SURGXLW SDV RX SHX G DFLa@Gdéraddi® F /I XHU JIUHD U MO
dans le muscle lui-méme (travail de courte durée, fractionné)
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Questionnaires

Podometre

Appli-Santé du smartphone
Cardiofréguencemetre

Accélérometre

ou Tests physiologiques (professionnels)



AP e t Af fect lons CV

6HORQ OD YDULDWLRQ HW OH Qddéntdyes mofiéee,F R
faiblevs modérée, faiblesélevée VHORQ OY{DMXVWHPHQW R?
les meéta-analyses publiees montrent une diminution

GH OYfLQFLGHQFH GHV &9° ]

de la mortalité des CVD de 20 a 34%

GH OfLQFLGHQFH RX GH OD PRUWDOLWYpP GHV &
GH OYfLQFLGHQFH GHV &+' GH ]

de la mortalité des CHD de 20%

GH OYfLQFLGHQFH GH OY,G0 GH

GH OYfLQFLGHQFH GH OY,QVXII &DUG GH

GH OYfLQFLGHQFH GHV $9& GH j

CVD: Cardio-Vascular Diseases
CHD: Coronary Heart Diseases
IdM: Infarctus du Myocarde

Wahid A., Manek N., Nichols M. et al. Quantifying the Association Between Physical Activity and Cardiovascular Disease
and Diabetes: A Systematic Review and Meta-Analysis. J Am Heart Assoc. 2016 Sep 14;5(9)
Howard VJ., McDonnell MN. Physical activity in primary stroke prevention. Just do it!. Stroke 2015; 46 : 1735-9 (Topical

Review) O



30 mn, 3/ semaines



Take Home Messa ge

T > KD/ s "Kh™ dZ /d =
> SCE ]JSuvsSu ] o ~ e o [pv K
- Correction FDRCV
- Antiplaquettaire + Statine + IEC (HTA)
- Activité physigue quotidienne ++++
- K W v % ¢ ¢ % (E ]%o]é (]FJM, %0 ° [
AntiPCSK9 non plus
- Diabete (ADO, Aspirine X 2 ?, Ticagrelor ?) -
T Suivi régulier
1 Education thérapeutique indispensable
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Traitement
medical
AOMI?
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(Housley. BMJ 1988; 296 : 1483)

NKZ >SKW/ K'Z > Y

(CAPRIE Steering Committee. Lancet. 1996; 348:3929-






