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Bases	  du	  raisonnement	  médicale	  

•   L’expérience	  …	  	  
•   La	  physiopathologie	  
•   L’épidémiologie	  
•   Les	  preuves	  scienEfiques	  (EBM)	  
•   …	  
	  



Les grades de recommandations 
 

Niveau de preuve scientifique  Grade 

Niveau 1: Essai(s) comparatif(s) 
randomisé(s); Méta-analyse(s) 

A 

Niveau 2 : Essai(s) randomisé(s) faible(s); 
Essai(s) non randomisé(s), études de cohorte 

B 

Niveau 3 : Etudes cas-témoins C 

Niveau 4 : Séries de cas, études 
rétrospectives, essais avec biais importants 



Risks of CHD & fish intake 

(Hu, 2002) 



Omega-3 Index: Study Estimates 

Harris WS et al. Prev Med 2004;39:212-220. 
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Yokoyama M. Presented at American Heart Association  
Scientific Sessions, Dallas, Texas, 14 November 2005. 

Japan EPA Lipid Intervention Study 
(JELIS) 

18,645 Japanese (70% women, mean age 61 years) randomized to 
statin alone or statin + EPA (1.8 g/d) and followed for 5 years 
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Total 
mortality 
reduced  
by 28%  
(p=0.027) 

Sudden  
death 
reduced  
by 47%  
(p=0.0136) 

Marchioli R et al. Circulation 2002;105:1897-1903. 

GISSI-Prevenzione: Time Course of Clinical 
Events 

>11,300 post-MI patients were given usual care 
with or without 850 mg EPA+DHA for 3.5 years 
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Blood Omega-3 FA (%) by Quartile 

Relative Risk of Sudden Cardiac Death and 
Blood Omega-3 Levels: Physicians' Health 
Study 

Albert CM et al. N Engl J Med 2002:346:1113-1118. 
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DESIGN ALPHA OMEGA TRIAL 
 

ALA placebo + EPA-DHA placebo

Patient
recruitment

(cardiologists)

Telephone
screening

Baseline
examination

2 g ALA + EPA-DHA placebo

400 mg EPA-DHA + 2 g ALA

400 mg EPA-DHA + ALA placebo
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N Engl J Med 2010: 2015 



PATIENT CHARACTERISTICS 
 

EPA+DHA and ALA EPA+DHA ALA Placebo 
n=1212 n=1192 n=1197 n=1236 

Age, y 69 ± 6 69 ± 6 69 ± 6 69 ± 6 
Men, % 78 78 78 79 
Time since MI, y 4.2 ± 3.1 4.3 ± 3.2 4.4 ± 3.3 4.3 ± 3.3 

Diabetes mellitus, % 20 22 22 20 
Cardiovascular medication, % 
     Antithrombotic agents 96 98 98 98 
     BP lowering drugs 90 91 88 89 
     Lipid lowering drugs 87 85 86 85 
     Antiarrhythmic drugs  3 3 3 3 
Systolic blood pressure, mmHg 141 ± 22 142 ± 22 141 ± 21 142 ± 22 
Serum total cholesterol, mmol/l 4.7 ± 1.0 4.8 ± 1.0 4.7 ± 1.0 4.8 ± 1.0 
Body mass index, kg/m2 27.8 ± 4.0 27.7 ± 3.7 27.8 ± 3.8 27.8 ± 3.9 
Current smoker, % 15 17 17 18 

N Engl J Med 2010: 2015 



EPA+DHA AND ENDPOINTS 
 

Findings were similar in men and women 

Secondary outcomes: P value 

    Incident CVD 0.43 

    Fatal CVD 0.89 

    Fatal CHD 0.75 

    Ventr. arrhythmia-related events 0.55 

    Death from any cause 0.92 
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RESULTS IN WOMEN 
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HR: 0.73 
(95% CI: 0.51-1.03)

P = 0.07

N Engl J Med 2010: 2015 



VENTRICULAR ARRHYTHMIA-RELATED EVENTS  
IN DIABETIC PATIENTS 

 

Ventricular arrhythmia-related events:  
defined as sudden death, cardiac arrest, and implantable cardioverter-defibrillator placement 
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Ludwigsburg 10/06 
IHF 10/06 

Annual Scientific Session of the American College of Cardiology 2009  

Randomized Trial of 
Omega – 3 Fatty Acids 

on Top of Modern Therapy after 
Acute Myocardial Infarction: 

The OMEGA-Trial 

Circulation, 2010: 2152 



Days after Randomisation

Mortality SCD

no EPS response
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Sudden Cardiac Death 
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Primary EP SCD ≤ 365 days 
Ω 3 = 1.5 % 
Placebo = 1.5 % 
p=0.84   chi²-test 

Mortality Sudden Cardiac Death Circulation, 2010: 2152 



Total Ω 3 Placebo P-Value 
Total death 4.2 % 4.6 % 3.7 % 0.18 
Re-infarction 4.3 % 4.5 % 4.1 % 0.63 
Stroke 1.1 % 1.4 % 0.7 % 0.07 
MACCE 
(Total death, Re-MI, Stroke) 

9.6 % 10.4 % 8.8 % 0.10 

Arrhythmic events 
Total events 0.9 % 1.1 % 0.7 % 0.22 
Resuscitation or 
DC-shock 

0.6 % 0.6 % 0.6 % 0.98 

ICD-terminated VT/VF 0.3 % 0.5 % 0.1 % 0.07 

Secondary Endpoints (1) ≤ 
365 days 

Circulation, 2010: 2152 



SCD in predefined 
high risk Subgroups 

favours Ω 3 favours Placebo <OR> 



SU-FO-LOM 3 BMJ, 2010:c6273 







ü 5 études contrôlées 
randomisées avec une 
méthodologie moderne 
sont négatives ! 

ü Discussion: 
ü Dose 
ü Durée  
ü Population (Prévention 2, 

trop bien traitée…) 
 

Les  études n-3 les plus récentes… 









Welcome to the ASCEND Trial Website 
Recruitment is now Complete - 15,480 participants randomised. Follow-up to continue until 
2017. 
Diabetes is common, and increases the risks of suffering heart attacks or strokes. Aspirin is known to 
reduce the risk of these complications in people with circulatory problems, whether or not they have 
diabetes. However, there is no evidence that aspirin is beneficial in individuals with diabetes who do 
not have vascular disease, and few use it routinely. 
The ASCEND randomised trial should provide the first reliable evidence about the effects of aspirin 
and of omega-3 fatty acids in diabetes. ASCEND has recruited 15,000 people with diabetes (either 
type 1 or type 2) who were not known to have vascular disease. ASCEND volunteers are randomly 
allocated to take either 100mg aspirin daily or placebo (dummy) and 1 gram capsules containing 
naturally occurring omega-3 fatty acids ("fish-oils") or placebo capsules containing olive oil. If 
favourable results emerge, this could lead to the widespread use of these treatments in diabetes, and 
avoidance of many thousands of heart attacks and strokes. 
Funding for the study is being provided by the British Heart Foundation, packaged aspirin and 
matching placebo is being provided by Bayer AG and packaged omega-3 fatty acid supplements and 
matching placebo capsules by Abbott Products Operations AG (formerly Solvay Pharmaceuticals). 
The trial is coordinated by the University of Oxford Clinical Trial Service Unit and started during 2004, 
and is scheduled to continue until 2017. 
This website is intended for participants in ASCEND and people with diabetes interested in 
taking part in ASCEND, and their doctors and other healthcare professionals. 

http://www.ctsu.ox.ac.uk/
ascend/ 



Descriptive Information 
Brief Title  ICMJE Vitamin D and Omega-3 Trial (VITAL) 

Official 
Title  ICMJE 

Vitamin D and Omega-3 Trial (VITAL) 

Brief Summary The VITamin D and OmegA-3 TriaL (VITAL) is a randomized clinical trial in 20,000 U.S. men and women 
investigating whether taking daily dietary supplements of vitamin D3 (2000 IU) or omega-3 fatty acids 
(Omacor® fish oil, 1 gram) reduces the risk of developing cancer, heart disease, and stroke in people 
who do not have a prior history of these illnesses. 

Detailed 
Description 

The VITamin D and OmegA-3 TriaL (VITAL) is a randomized clinical trial of vitamin D (in the form of 
vitamin D3 [cholecalciferol]) and marine omega-3 fatty acid (eicosapentaenoic acid [EPA] + 
docosahexaenoic acid [DHA]) supplements in the primary prevention of cancer and cardiovascular 
disease. Existing data from laboratory studies, epidemiologic research, small primary prevention trials, 
and/or large secondary prevention trials strongly suggest that these nutritional agents may reduce risk 
for cancer or cardiovascular disease, but large primary prevention trials with adequate dosing in general 
populations are lacking. 
Eligible participants will be assigned by chance (like a coin toss) to one of four groups: (1) daily vitamin 
D3 and omega-3; (2) daily vitamin D3 and omega-3 placebo; (3) daily vitamin D placebo and omega-3; 
or (4) daily vitamin D placebo and omega-3 placebo. Participants have an equal chance of being 
assigned to any of these four groups and a 3 out of 4 chance of getting at least one active agent. 
Participants in all groups will take two pills each day -- one softgel that contains either vitamin D3 or 
vitamin D placebo and one capsule that contains either omega-3 or omega-3 placebo. Participants will 
receive their study pills in convenient calendar packages via U.S. mail. 
Participants will also fill out a short (15-20 minute) questionnaire each year. The questionnaire asks 
about health; lifestyle habits such as physical exercise, diet, and smoking; use of medications and 
dietary supplements; family history of illness, and new medical diagnoses. Occasionally, participants 
may receive a phone call from study staff to collect information or to clarify responses on the 
questionnaire. 

Study Type  ICMJE Interventional 

Study Phase Phase 3 
Study 
Design  ICMJE 

Allocation: Randomized 
Endpoint Classification: Efficacy Study 
Intervention Model: Factorial Assignment 
Masking: Double Blind (Subject, Investigator, Outcomes Assessor) 
Primary Purpose: Prevention 

Condition  ICMJE •  Cancer 
•  Cardiovascular Disease 

Trial.gouv 



 Aliments d‘origine végétale +++
• fruit, legumes, pain, ceréales, pomme de terre, noix
• Peu transformés, de saison, et locaux

 Huile d‘olive comme matière grasse principale
 Produits laitiers (yaourt et fromage) en quantité 

faible à modérée
 Poissons et volailles en quantité modérée
 Viande rouge en faible quantité
 Vin avec modération et aux repas

CharacteristicsCharacteristics of of thethe

Traditional Traditional MediterraneanMediterranean DietDiet

2000 Consensus Statement - London International Task Force for Prevention of 
Coronary Heart Disease



•  Two-year trial 
•   322 obese patients (BMI = 31kg/m², 52 yrs old, 86 % men) 
•  Randomly assigned to :1) low fat diet, restricted-
calorie – 2) Mediterranean restricted-calorie or 3) low 
fat-non-restricted-calorie 





Lyon Diet Heart study :Comparison of the Diets 

Item Experimental Control 

Total calories 1947 2088* 

Total fat 30.4% 33.6%* 

Saturated fat 8% 11.7% 

Dietary cholesterol 203 mg/dl 312 mg/dl* 

Alcohol Same Same 

Olive oil None None 

MUFA n-9 Increased* 

PUFA Increased* 

n-3/n-6 fatty acids Increased* 

Fiber 18.6 

de Lorgeril M, et al. Circulation. 1999;99:779-785. 

*Significantly different 



Lyon Diet Heart Study: Cumulative Survival 
without Cardiac Death and Nonfatal MI 

de Lorgeril M, et al. Circulation. 1999;99:779-785. 
©1999 Lippincott Williams & Wilkins. www.lww.com 
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Conclusion	  
•   L’essai	  contrôlé	  randomisé	  de	  grande	  envergure	  
en	  NutriEon	  est	  possible	  !	  

•   Avec	  des	  limites	  fortes	  en	  lien	  avec	  l’amplitude	  
des	  effets	  testés,	  la	  durée,	  le	  nombre	  de	  sujets,	  
et	  le	  financement	  …	  

•   La	  réflexion	  devrait	  probablement	  plus	  s’orienter	  
sur	  des	  intervenEons	  combinées	  (style	  
d’alimentaEon,	  mode	  de	  vie…)	  mais	  
suffisamment	  contrastées	  plus	  que	  sur	  une	  
intervenEon	  ne	  visant	  qu’un	  paramètre.	  	  



ALA AND ENDPOINTS 
 

Findings differed between men and women 

Secondary outcomes: P value 

    Incident CVD 0.34 

    Fatal CVD 0.67 

    Fatal CHD 0.64 

    Ventr. arrhythmia-related events 0.16 

    Death from any cause 0.80 
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N Engl J Med 2010: 2015 


