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Fig 3 Survival from age 35 for continuing cigarette smokers and lifelong
non-smokers among UK male doctors born 1900-1930, with percentages alive at
each decade of age
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Stopping smoking at age 25-34
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Stopping smoking at age 45-54
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Stopping smoking at age 55-64
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Fig 4 Effects on survival of stopping smoking cigareites at age 25-34 (effect
from age 35), age 35-44 (effect from age 40), age 45-54 (effect from age 50),
and age 55-64 (effect from age 60)
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Richard Doll. Une surprenante histoire de

conflits d’intéreét

Richard Doll. A surprising story of conflicts of interest

J.-P. Sculier

Service des Soins intensifs et Urgences oncologiques & Oncologie thoracique,
Institut Jules Bordet, Centre des Tumeurs de 'ULB

RESUME

Richard Doll est un médecin épidémiologiste
anglais tres célebre. On lui attribue la découverte
du lien entre tabagisme et cancer bronchique. Sa
réputation a été réecemment entachee par deux
faits, l’'ignorance des études allemandes
antérieures a ses travaux et l’existence de
conflits d’intérét majeurs avec l'industrie I'ayant
conduit a minimiser le réle des produits
chimiques dans la carcinogenese.

Rev Med Brux 2012 ; 33 : 487-90

ABSTRACT

Richard Doll is a very famous English physician
epidemiologist. He is credited with discovering
the link between smoking and lung cancer. His
reputation was recently vitiated by two facts,
ignhorance of German studies prior to his work
and the existence of major conflicts of interest
with industry that led him to minimize the role of
chemical products in carcinogenesis.
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Impact of smoking and smoking cessation on cardiovascular
events and mortality among older adults: meta-analysis of
individual participant data from prospective cohort studies

of the CHANCES consortium
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ABSTRACT

OBJECTIVE

To investigate the impact of smoking and smoking
cessation on cardiovascular mortality, acute coronary
events, and stroke events in people aged 60 and older,
and to calculate and report risk advancement periods
for cardiovascular mortality in addition to traditional
epidemiological relative risk measures.

DESIGN

Individual participant meta-analysis using data from
25 cohorts participating in the CHANCES consortium.
Data were harmonised, analysed separately employing
Cox proportional hazard regression models, and
combined by meta-analysis.

RESULTS

Overall, 503 905 participants aged 60 and older were
included in this study, of whom 37 952 died from
cardiovascular disease. Random effects meta-analysis

dose-response manner, and decreased continuously
with time since smoking cessation in former smokers.
Relative risk estimates for acute coronary events and
for stroke events were somewhat lower than for
cardiovascular mortality, but patterns were similar.

CONCLUSIONS

Our study corroborates and expands evidence from
previous studies in showing that smoking is a strong
independent risk factor of cardiovascular events and
mortality even at older age, advancing cardiovascular
mortality by more than five years, and demonstrating
that smoking cessation in these age groups is still
beneficial in reducing the excess risk.

Background

In 1964, the first of a series of the US Surgeon General’s
reports on the health consequences of smoking con-
cluded that male smokers had a higher death rate from



Study No of events/total
ELSA 777/5128
EPIC-Elderly Greece 899/9325
EPIC-Elderly Spain 173/5023
EPIC-Elderly Sweden 148/3165
EPIC-Elderly the Netherlands 277/6561
ESTHER 304/5062
HAPIEE Czech Republic 117/2742
HAPIEE Lithuania 126/4021
HAPIEE Poland 127/3118
HAPIEE Russia 345/3876
MORGAM Brianza 70/672
MORGAM Catalonia 25/725
MORGAM FINRISK 904/5326
MORGAM Glostrup 4272328
MORGAM KORA Augsburg 712/3060
MORGAM Northern Sweden 55/859
MORGAM SHIP Greifswald 121/1259
MORGAM Warsaw 53/360
NHANES 1762/5571
NIH-AARP 22 683/330305
SENECA 296/1850
SHARE 171/25 835
SMC 30/3519
Tromse 94713834
Zutphen 253/754
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Fig 1| Meta-analysis of the association of current smoking status with cardiovascular mortality
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Former smokers by time since smoking cessation v current smokers
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Fig 3 | Cardiovascular mortality summary estimates (random effects model) of hazard ratios and risk advancement periods
for categories of cigarette consumption and time since smoking cessation

La période d'avancement du risque (RAP) donne le délai moyen auquel la survenue d'un
evénement (comme l'incidence de la maladie ou le déces) di a un facteur de risque est av
chez les personnes exposées par rapport aux personnes non exposees.



Former smokers by time since smoking cessation v age
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Fig 4 | Cardiovascular mortality summary estimates (random effects model) of hazard ratios for categories of time since
smoking cessation by sex and age
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Table 2 | Cardiovascular deaths, acute coronary events, and stroke events summary
estimates (random effects model) of hazard ratios (HR) for current smoking status, from
sex and age stratified analyses

Cardiovascular
deaths

Acute coronary
events

Stroke events

Population  Smoking status HR 95% ClI HR 95% Cl HR 95% Cl
Men Never smokers 1.00 1.00 1.00
Formersmokers  1.33 1.20t01.48 118 1.00t01.38 1.08 0.97t01.21
Current smokers  1.95 1.69t02.25 1.80 1.51t0215 1.44 1.231t01.68
Women Never smokers 1.00 1.00 1.00
Former smokers  1.40 1.25t01.57 1.24 1.07 to 1.41 1.20  1.06t01.36
Current smokers  2.22 1.86t02.65 226 1.98t0259 178 1.46t02.17
Age 60-69  Never smokers 1.00 1.00 1.00
Formersmokers  1.57 1.431t01.72 1.25 110to0 1.43 1.22  110to1.35
Current smokers — 2.45 2.22t02.69 202 1.78t02.28 1.68 1.46t01.94
Age 70+ Never smokers 1.00 1.00 1.00
Former smokers  1.21 1.08t01.36 112 0.95t01.32 110 0.95t01.28
Current smokers  1.70 1.42t02.04 1.88 1.41 to 2.52 1.49 1.221t01.82
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Smoking cessation for secondary prevention of cardiovascular
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68 etudes avec 80.702 participan

Summary of findings 1. Smoking cessation compared to continuous smoking for prevention of secondary cardiovascular disease events

Smoking cessation compared to continuous smoking for prevention of secondary cardiovascular disease events

Patient or population: people with coronary heart diease

Setting: hospital and community
Intervention: smoking cessation
Comparison: continuous smoking

Outcomes Anticipated absolute effects” (95% Cl) Relative effect Ne of participants Certainty of the
(95% CI) (studies) evidence
Risk with continuous  Risk with smoking cessation (GRADE)
smoking
Death from cardiovascular disease at Study population HR0.61 17,982 SHE0
19 months to 126 months (0.49 to 0.75) (18 observational stud- Moderatea.b
210 per 1000 134 per 1000 ies)
(109 to 162)
Major adverse cardiovascular events Study population HRO0.57 20,521 @00
(MACE) at 19 months to 110 months (0.45t0 0.71) (15 observational stud- Low¢.d.e
323 per 1000 227 per 1000 ies)
(196 to 262)

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and
its 959 Cl).

Cochrane Database of Systematic Reviews 2022, Issue 8. Art. No.: CD014936.
DOI: 10.1002/14651858.CD014936.pub2.



Nombre et pourcentage de déces attribuables
au tabagisme*

TABLEAU 1

du puumun

(848 000)

BPCO 54 % 52 9% 24 % 19%
Cardio-

izl 8;1?84 3:'50 4:1%? ggo 1463 cjgo-o 22% ?:;;m
(1 690 000)

Mortalité

Mor 19 % 18 % 5 9 5 %

(4 833 000) 2280000 1556000 410 000 587 000

* Nombre de décés atiribuables au tabagisme pour différentes pathologies

et pourcentage de mortalité attribuable au tabagisme pour chacune de ces
pathologies, par tranches d'age (estimation a I’échelle mondiale en 2000).

Le nombre de déces cardiovasculaires dus au tabagisme est le double de celui
des déceés par cancer du poumon. Environ 25 % des décés cardiovasculaires
des hommes de moins de 70 ans sont attribuables au tabagisme.
Contrairement aux décés par cancer du poumon, ce risque de décés
cardiovasculaire attribuable au tabagisme est maximal chez les sujets jeunes.
BPCO : bronchopneumopathie chronique obstructive. D'aprés la réf. 1.

LA REVUE DU PRATICIEN VOL. 62 33 9
Mars 2012
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Définition diabete type 2

criteres biologiques :
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Type 2 diabetes and incidence of cardiovascular diseases: >
a cohort study in 1.9 million people

CrossMark

Anoop Dinesh Shah, Claudia Langenberg, Eleni Rapsomaniki, Spiros Denaxas, Mar Pujades-Rodriguez, Chris P Gale, John Deanfield, Liam Smeeth, m
Adam Timmis, Harry Hemingway

Summary
Background The contemporary associations of type 2 diabetes with a wide range of incident cardiovascular diseases Lancet biabetes Endocrinol
have not been compared. We aimed to study associations between type 2 diabetes and 12 initial manifestations of 2015/3:105-13

cardiovascular disease, Published Online
November 11, 2014
http://dx.doi.org/10.1016/

Methods We used linked primary care, hospital admission, disease registry, and death certificate records from the ;1 gcg7(14)70215.0

CALIBER programme, which links data for people in England recorded in four electronic health data sources. We
included people who were (or turned) 30 years or older between Jan 1, 1998, to March 25, 2010, who were free from _ . .
cardiovascular disease at baseline. The primary endpoint was the first record of one of 12 cardiovascular presentations in  |,formatics Research at
any of the data sources. We compared cumulative incidence curves for the initial presentation of cardiovascular disease London, London, UK
and used Cox models to estimate cause-specific hazard ratios (HRs). This study is registered at ClinicalTrials.gov (A D ShahMRCP

(NCT01804439). oD,

See Comment page 92
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= Peripheral arterial disease

20+
— Heart failure

Stable angina

40
Non-fatal myocardial
infarction

60 - —— Stroke not further specified

—— Coronary disease not further
specified

Initial presentations of cardiovascular disease (%)

30 - —— Transient ischaemic attack

— |schaemic stroke

Unheralded coronary death

Unstable angina
Arrhythmia or sudden cardiac

death
Intracerebral haemorrhage

Abdominal aortic aneurysm
Subarachnoid haemorrhage

No Type 2
diabetes diabetes

Figure 1: Distribution of initial presentations of cardiovascular diseases
Distribution of initial presentations of cardiovascular disease in participants with
and without type 2 diabetes and no history of cardiovascular disease.

Lancet Diabetes Endocrinol
2015; 3: 105-13
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Figure 2: Cumulative incidence curves for the incidence of first presentation of 12 cardiovascular diseases in patients aged =40 years, by diabetes status
The curves begin at age 40 years rather than 30 years because 40 years is a typical age for a patient to develop type 2 diabetes.

Lancet Diabetes Endocrinol
2015; 3:105-13



Initial presentation Number of events Hazard ratio pvalue
of cardiovascular disease - (95% Cl)
No Type 2
diabetes diabetes
Stable angina 12232 728 [ | 1-62 (1-49-177)  <0-0001
Unstable angina 5286 245 - 1-53(1-32-1.76) <0-0001
Non-fatal myocardial infarction 15191 706 . 1-54(1-42-1-67) <0-0001
Unheralded coronary death 5101 255 - 1-43(1-23-1-65) <0-0001
Heart failure 13072 866 = 156 (1-45-1-69)  <0-0001
Arrhythmia or sudden cardiacdeath 3218 100 —a— 0-95(0-76-1-19) 0-65
Transient ischaemic attack 10990 513 B 1-45(1-31-1-60) <0-0001
Ischaemic stroke 5643 316 a3 172 (1-52-1-95) <0-0001
Subarachnoid haemorrhage 1260 1 —— 0-48 (0-26-0-89) 0-020
Intracerebral haemorrhage 2265 84 —— 1-28 (1:02-1-62) 0-035
Peripheral arterial disease 10074 992 B 298(276-322) <0-0001
Abdominal aortic aneurysm 3051 62 —_— 046 (0-35-0-59)  <0-0001
| | | 1
0-25 05 1 2 4
Hazard ratio

Figure 3: Association of type 2 diabetes with 12 cardiovascular diseases in patients aged =30 years

Adjusted hazard ratios (HRs) for different initial presentations of cardiovascular diseases associated with type 2
diabetes, adjusted for age, sex, BMI, deprivation, HDL cholesterol, total cholesterol, systolic blood pressure, smoking
status, and statin and antihypertensive drug prescriptions. Two non-specific components of the primary endpoint
are not shown in the figure for simplicity (they are inprecisely recorded versions of one of the 12 initial
presentations): coronary disease not further specified, HR 1-58 (95% Cl 1-45-1-73), p<0-0001; stroke not further
specified 1-64 (1-48-1-81), p<0-0001.

Lancet Diabetes Endocrinol
2015; 3:105-13
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Annals of Internal Medicine

Systematic Review: Glucose Control and Cardiovascular Disease in
Type 2 Diabetes

Tanlka N. Kelly, PhD; Lydia A. Bazzano, MD, PhD; Vivian A. Fonseca, MD; Tina K. Thethl, MD; Kristl Reynolds, PhD; and Jiang He, MD, PhD

A. Cardiovascular Disease

Study Events/Total, n/n
Intensive  Conventional
Early trials
UKPDS 33 564/2729  259/1138
UKPDS 34 57/342 105/411
Subtotal 621/3071  364/1549
Recent trials
ACCORD 352/5128 371/5123
ADVANCE 557/5571 590/5569
VADT 1137892 131/899
Subtotal 1022/11 591 1092/11 591
Total 1643/14 662 1456/13 140

Heterogenelty P = 0.20; I = 33.3%

C. Stroke
Study Events/Total, n/n
Intensive  Conventional
Early trials
UKPDS 33 148/2729 55/1138
UKPDS 34 12/342 23/411
Subtotal 160/3071 78/1539
Recent trials
ACCORD 76/5128 72/5123
ADVANCE 238/5571  246/5569
VADT 28/892 36/899
Subtotal 342/11591  354/11 59
Total 502/14 662  432/13 140

Heterogenelty P = 0.4%; 12 = 0.0%

E. Cardiovascular Disease Mortality
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Study Events/Total, n/nm
Intensive  Conventional
Early trials
UKPDS 33 276/2729 126/1138 —
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Recent trials
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-15(-36to 6)

4(-9t017)
-3(-14t07)

B. Coronary Heart Disease

Study Events/Total, n/n
Intensive  Conventional
Early trials
UKPDS 33 387/2729  186/1138
UKPDS 34 39/342 73/411
Subtotal 426/3071 2591549
Recent trials
ACCORD 295/5128  325/5123
ADVANCE 310/5571  337/5569
VADT 75/892 82/899
Subtotal 680/11591  744/11 591
Total 1106/14 662 1003/13 140

Heterogenelty P = 0.48; I = 0.0%.

D. Cengestive Heart Failure

Study Events/Total, n/n
Intensive  Conventional
Early trials
UKPDS 33 B0/2729 36/1138
UKPDS 34 11/342 17/411
Subtotal 91/3071 53/1549
Recent trials
ACCORD 152/5128  124/5123
ADVANCE 220/5571  231/5568
VADT 76/892 82/899
Subtotal 448/11 591 437/11 591
Total 539/14 662 490713 140

Heterogenelty P = 0.41; 17 = 0,0%

F. All-Cause Mortality

Study Events/Total, n/n
Intensive  Conwventional
Early trials
UKPDS 33 489/2729 21311138
UKPDS 34 50/342 a9/a11
Subtotal 539/3071 302/1549
Recent trials
ACCORD 257/5128 203/5123
ADVANCE 498/5571 533/5569
VADT 102/892 95/899
Subtotal 767/11 591 831/11 591
Total 1396/14 662 1133/13 140

Heterogeneity P = 0.006; 12 = 72.2%

Risk Difference
(95% Cl)

Relative Risk
(95% )

0.78 (0.59 to 1.04) -20 (-38 to 1)

0.91(0.83 to 1.01)
0.89 (0.81 to 0.96)

-6 (-9t -3)
=11 (=17 to -5)

T
05
Relative Risk (95% C1)

10

— s
|

5
.

-
>

05
Relative Risk (95% C1)

10

-

<

-

=
.
He
>

T
20

Risk Difference
(95% I

Relative Risk
(95% CI)

0.89(0.63101.26) -2(-4to1)

1(-7t0 9)
0(-5to4)

1.03 (0.87 to 1.22)
1.01(0.89 to 1.14)

20

Risk Difference
(95% ClI)

Relative Risk
(95% Cl)

0.83(0.59t01.16) -18 (46 to 10)

1.08 (0.88 to 1.32)
0.98 (0.84 to 1.15)

5(-10to 21)
=4 (=17 ta 10}

T
05
Relative Risk (95% CI)

10

T
20

ACCORD = Acrion to Control Cardiovascular Risk in Diabetes (12); ADVANCE = Action in Diabetes and Vascular Disease: Preterax and Diamicron
Modified Release Controlled Evaluation (13); UKPDS = United Kingdom Prospective Diabetes Study (8, 11); VADT = Veterans Affairs Diabetes

Trial (14).

Ann lntarn Med, 2008:151:394-4073,



Diabete sucréorevention desomplications

A pour les complications micrevasculaires
(rétinopathie diabétigueephropathie diabétique
neuropathie diabétigue

(sui vre | Oh®&mogl obi
de la maintena7 %) et de | 0al bu

A pour les complications macrevasculaires
(infarctus myocardique, AVC, insuffisance
cardiagque, arteriopathie Ml) :

d arrét du tabagisme

d contrble de PA (< 130/80 mmHQ)

0 blocage du systeme réramgjiotensine (IEC)
0 contrble du LDEcholestérol (<100 mg/dl)



| mportance de |
glyquée
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Risk Factors, Mortality, and Cardiovascular
Outcomes in Patients with Type 2 Diabetes

Aidin Rawshani, M.D., Araz Rawshani, M.D., Ph.D., Stefan Franzén, Ph.D.,
Naveed Sattar, M.D., Ph.D., Bjérn Eliasson, M.D., Ph.D., Ann-Marie Svensson, Ph.D.,
Bjorn Zethelius, M.D., Ph.D., Mervete Miftaraj, M.Sc.,
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and Soffia Gudbjérnsdottir, M.D., Ph.D.
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Dans une étude de cohorte, les auteurs ont inclus 271.174 patie
atteints de diabete de type 2 inscrits au registre national suedois
diabete et les ont comparés a 1.355.870 temoins sur la base de
du sexe et du comte. On a évalué les patients diabétiques en
fonction de leur age et de la présence de cing facteurs de risque
(taux éleve d'hemoglobine glyquee, taux éleve de LDL
cholesterol, alouminurie, tabagisme et tension arterielle

éleveqg. La régression de Cox a eté utilisée pour étudier le risqu
excessif de conséquences (deces, infarctus aigu du myocarde,
accident vasculaire cérebral et hospitalisation pour insuffisance
cardiaque) associé au tabagisme et le nombre de variables hors
fourchettes cibles. Ont également été examinees les relations e
divers facteurs de risque et les résultats cardiovasculaires.



A Excess Mortality in Kelation to Kange of Kisk-Factor Lontrol

Control
=80yr
=65 to <80 yr
=55 to <65 yr
<55 yr

No risk factors
=80yr
=65 to <80 yr
=55 to <65 yr
<35yr

1 Risk factor
=80yr
=65 to <80 yr
=55 to <65 yr
<535 yr

2 Risk factors
=80yr
=65 to <B0 yr
=55 to <65 yr
<33 yr

3 Risk factors
=E0yr
=65 to <80 yr
=535 to <65 yr
<35 yr

4 Risk factors
=80 yr
=65 to <B0 yr
=55 to <65 yr
=535 yr

5 Risk factors
=80yr
=65 to <B0 yr
=55 to <65 yr
<535 yr

Hazard Ratio (95% ClI)

Reference
Reference
Reference
Reference

0.99 (0.84-1.17)
1.01 (0.92-1.12)
1.15 (1.00-1.34)
1.29 (0.94-1.77)

0.94 (0.88—1.00)
1.05 (1.02-1.09)
1.23 (1.16-1.31)
1.56 (1.34-1.81)

0.99 (0.94-1.04)
1.17 (1.13-1.20)
1.32 (1.27-1.38)
1.68 (1.56—1.80)

1.13 (L06-1.21)
1.46 (1.42-1.50)
1.63 (L.55-1.71)
2.21 (2.05-2.37)

1.47 (1.28-1.70)
2.10 (1.96-2.26)
2.53 (2.37-2.70)
2.80 (2.51-3.13)

1.39 (0.51-3.80)
3.10 (2.53-3.80)
3.88 (3.07-4.92)
4.99 (3.43-7.27)

*

N Engl ) Med 2018;379:633-44.
DOI: 10.1056/NEJM0al800256



B Excess Acute Myocardial Infarction in Relation to Range of

Risk-Factor Control Hazard Ratio (95% Cl)
Control :
=80yr & Reference
=65 to <B0 yr & Reference
=55 to <65 yr Reference
<35 yr ¢ Reference
Mo risk factors [
=80 yr - — 0.72 (0.49-1.07)
=65 to <80 yr Yyl 0.80 {0.69-0.93)
=55 to <65 yr : 0.93 {0.73-1.18)
<55 yr P 0.91 (0.62-1.35)
1 Risk factor !
=80 yr » 1.05 (0.93-1.19)
=65 to <80 yr & 1.05 (0.97-1.14)
=55 to <b65 yr ! 1.14 (1.04-1.25)
<55 yr e 1.46 (1.26-1.69)
2 Risk factors :
=80 yr ' & 1.38 (1.27-1.49)
=65 to <80 yr A 1.44 (1.39-1.50)
=55 to <65 yr : 1.54 (1.44-1.65)
<55 yr TS 2.08 (1.90-2.27)
3 Risk factors !
=80 yr Y 1.78 (1.60-1.98)
=65 to <80 yr l PY 2.11 (2.02-2.20)
=55 to <65 yr ! 2.16 (2.02-2.31)
<55 yr | . 3.02 (2.80-3.27)
4 Risk factors !
=80 yr J— - 2.32 (1.78-3.01)
=65 to <80 yr | ¢ 2.87 (2.62-3.14)
=55 to <b5 yr ! 3.32 (3.02-3.66)
<55 yr - <4 4.56 (4.01-5.18)
5 Risk factors :
=80 yr | - 3.19 (1.23-8.28)
=65 to <B0 yr | - - 4.60 (3.37-6.29)
=55 to <65 yr ! —— 4.84 (3.78-6.21)
<55 yr ! —— 7.69 (5.02-11.77)
1 2 34 & 810 N Engl ) Med 2018;379:633-44.

DOI: 10.1056/NEJM0al800256



C Excess Stroke in Relation to Range of Risk-Factor Control
Hazard Ratio [95% CI)

Control
=80 yr
=65 to <30 yr
=55 to <65 yr
<55 yr

Mo risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

1 Risk factor
=80 yr
=65 to <30 yr
=55 to <65 yr
<55yr

2 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<535 yr

3 Risk factors
=80yr
=65 to <30 yr
=55 to <65 yr
<55yr

4 Risk factors
=80 yr
=65 to <80 yr
=55 to <65 yr
<55 yr

5 Risk factors
=80yr
=65 to <80 yr
=55 to <65 yr
<55yr

L 2 4

_ 4 _’_Q__’
.

X i

0‘ +

¢
* e

=15 - == FEr _ =y _ S_

Reference
Reference
Reference
Reference

.95
90
04

0.74-1.22)
0.76-1.06)
0.72-1.23)
0.70-2.13)

o oo
N T TN

22

1.06 (0.95-1.18)
1.11 (1.04-1.18)
1.27 (1.14-1.41)
1.55 (1.23-1.95)
1.04-1.24)
1.26-1.38)

1.50-1.69)
1.76-2.36)

" "

1.21-1.51)
1.65-1.82)
2.01-2.27)
2.46-3.16)

S0 L L LA
e

(0.96-7.30)
(2.36-5.31)
2.79 (1.88—4.14)
(3.22-12.05)

N Engl ) Med 2018;379:633-44.
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A Death from Any Cause

Smoking

Physical activity

Marital status

Glycated hemoglobin
Lipid-lowering medication
Estimated GFR
Body-mass index

Income

Heart failure

Coronary heart disease
Systolic blood pressure
Albuminuria

Education

Duration of diabetes
Immigrant

LDL cholesterol

Diastolic blood pressure
Blood-pressure medication

All Patients
o
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Increasing Importance
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Blood-pressure medication
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B Acute Myocardial Infarction

Glycated hemoglobin
Systolic blood pressure
LDL cholesterol

Physical activity
Smoking

Duration of diabetes
Estimated GFR

Income

Diastolic blood pressure
Heart failure

Blood-pressure medication

Marital status

Education

Albuminuria
Lipid-lowering medication
Immigrant

Atrial fibrillation
Body-mass index

All Patients

Glycated hemoglobin

LDL cholesterol

Systolic blood pressure
Smoking

Physical activity
Estimated GFR

Duration of diabetes
Income

Diastolic blood pressure
Marital status

Education

Blood-pressure medication
Albuminuria

Immigrant

Lipid-lowering medication
Body-mass index

Patients without Coexisting
Conditions at Baseline

1 R2
0.020

| 1 | |
0.000 0.005 0.010 0.015

Increasing Importance

1 R2
0.020

| | | T
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C Stroke
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Systolic blood pressure
Duration of diabetes
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A «Parmi les patients diabétiques dont les cing variabl
se situaient dans les limites de la cible, le ratio de ris
de déces, guelle que soit la cause, est de 1,06 (com|
au groupe contrdle) (intervalle de confiance a 95% [I
1,00 a 1,12), le ratio de risque d'infarctus aigu du
myocarde est de 0,84 (IC a 95%, 0,75 a 0,93) et le
rapport de risque d'accident vasculaire cerébral est ¢
0,95 (IC a 95%, 0,84 a 1,07).

A Chez les patients atteints de diabéte de typéa2ixun
d' h®&mogl obi ne glyqu®e el
est le principal facteur prédictif d'accident vasculaire
cérébral et d'infarctus aigu du myocarde)dgisme
est le plus puissant prédicteur de la mort




Conclusion

«Les patients atteints de diabete de type 2
presentant cing facteurs de risque dans les
fourchettes cibles semblent présenter peu ou pe
de risque supplémentaire de deces, d'infarctus
myocarde ou d'accident vasculaire cérebral, par
rapport a la population générale.



Principes du traitement

A Mesures diététiques associées a une activité physiq
pour di mi n dérat solvéniepresents p ¢
A Metformine si insuffisant

0 Posologie chlorhydrate de metformine : 500 mg, 2 a 3 fois
par jour ; ou 850 mg, 1 a 2 fois par jour, a augmenter
progressivement par paliler
mg par jour)

0 effets secondaires : troubles digestifs, golt métallique, aci
lactique, carence en vit B12 (surtout si IPP)

AObjectif : t atomsdd®hBbA1lc



Alternatives si intolérance ou contr
indication a la metformine

A Sulfamidé hypoglycémiant : glibenclamide,
gliclazide, glimépiride ou glipizide
Ori sqgue dohypogl yc®mi e
A Insuline



Quand la metformine ne suffit pas

A Incrétinomimétiques agonistes du G §lucagoiike
peptidel) en ajout a la metformine : liraglutide,
dulaglutide ou sémaglutide par voie-sotanée

A Gliflozine (antSGLT2 = inhibiteur du ctransporteur
rénal de sodinglucose) en ajout a la metformine : en
cas doi nsuffisance car di
modéree avec proteinurie : d@giflazine ou
empagliflozine

A Insuline en ajout a la metformine : lorsque le taux
doh®mogl obine glyqu®e (I



Agonistes du GLP: effets
secondaires

A ralentissements de la vidange gastrique : nausées d
dépendantes, surtout en début de traitement,
vomissements, reflux gastra op hagi ens,

A constipations séveéres, voire obstructions intestinales
A insuffisances rénales

A pertes de poids excessives

A lithiases biliaires et cholécystites

A pancréatites aigués




Gliflozines : effets secondaires

A démangeaisons génitales

A rares fasciites nécrosantes du périnée (gangre
de Fournier)

A déshydratations, hypovolémies, hypotensions
artérielles

A insuffisances rénales

A acidocétoses diabétiques, parfois méme en
| Oabsence de gl yc®miI ¢



Diabete de type 1

The NEW ENGLAND JOURNAL of MEDICINE

‘ REVIEW ARTICLE ‘
Julie R Ingelfinger, M.D., Editor

Prevention of Cardiovascular Disease
in Type 1 Diabetes

Camila Manrique-Acevedo, M.D., Irl B. Hirsch, M.D., and Robert H. Eckel, M.D.

YPE 1 DIABETES MELLITUS IS A CHRONIC METABOLIC DISEASE RESULTING

from autoimmune destruction of pancreatic beta cells. More than half the

cases of type 1 diabetes are diagnosed in adulthood; 62% of new cases in
2021 were diagnosed in patients over the age of 20 years.! There are key genetic,
immune, and metabolic differences between childhood- and adult-onset type 1
diabetes.? As a result of both a later age at diagnosis and longer life span, the mean
age of a person living with type 1 diabetes is now 40 years.!

N Engl ] Med 2024;390:1207-17.
DOI: 10.1056/NEJMra2311526



Table 1. Recommendations for Lipid-Lowering Therapy as Primary Prevention for Cardiovascular Disease in Patients

with Type 1 Diabetes.*

Source

American Diabetes Association?*!

American College of Cardiology—
American Heart Association®®

European Society of Cardiology®’

International Society of Pediatric and
Adolescent Diabetes

Recommendations

For people 40 to 75 years of age without atherosclerotic cardiovascular disease,
use moderate-intensity statin therapy in addition to lifestyle changes.

For people 40 to 75 years of age at higher cardiovascular risk, including those
with =1 risk factor for atherosclerotic cardiovascular disease, use high-
intensity statin therapy to reduce LDL cholesterol by =50% of baseline value
and to target an LDL cholesterol goal of <70 mg/dl.

After the age of 10 years, addition of a statin can be considered in youth with
type 1 diabetes who, despite medical nutrition therapy and lifestyle chang-
es, continue to have LDL cholesterol >160 mg/dl or >130 mg/d| with =1
cardiovascular disease risk factor.

In adults 40 to 75 years of age, regardless of estimated risk of atherosclerotic
cardiovascular disease, moderate-intensity statin therapy is indicated.
For adults with multiple atherosclerotic cardiovascular disease risk factors,
it is reasonable to prescribe high-intensity statin therapy with the aim to

reduce LDL cholesterol by =50%.

Statins should be considered in adults >40 years of age without a history of
cardiovascular disease to reduce risk.

For younger patients, statins should be considered if the patient has other
cardiovascular risk factors, microvascular disease, or a 10-year cardiovascular
disease risk =10%.

If the implementation of lifestyle interventions for 6 months does not lower
LDL cholesterol to 130 mg/dl, statins should be considered in children
>10 years of age, with an ideal LDL cholesterol target of <100 mg/dl.

Simvastatin, lovastatin, and pravastatin are effective and safe in children and
adolescents.

N Engl ] Med 2024;390:1207-17.
DOI: 10.1056/NEJMra2311526




Table 2. Recommendations for Glycemic Control, Blood-Pressure Control, Antithrombotic Therapy, and Obesity in
Patients with Type 1 Diabetes.

Purpose Recommendations

Glycemic control Glycated hemoglobin <7%, if attainable without increased hypoglycemia®

Hypertension or blood-pressure Lifestyle interventions, with consideration of ambulatory blood-pressure moni-
control toring?’

Blood pressure of <130/80 mm Hg*® (and ideally, <120/80 mm Hg*"*!) is recom-
mended as a goal of treatment in adults and adolescents >13 years of age*

Treatment should include blockade of renin—-angiotensin-aldosterone system,
unless patient is planning pregnancy or is pregnant or lactating®*?’

Antithrombotic therapy Aspirin (75-162 mg) can be considered as primary prevention in patients >50
years of age who have additional risk factors?***’
Aspirin (75-162 mg) is indicated as secondary prevention in patients with estab-
lished atherosclerotic cardiovascular disease (clopidogrel indicated for aspirin
intolerance)?**

Obesity Lifestyle modifications, including caloric restriction and increased physical activity,
recommended to achieve minimal weight reduction of 5-10%
Consider referral to an intensive lifestyle modification program
Consider GLP-1 receptor agonist therapy, with shared decision making with the
patient regarding potential side effects*

* GLP-1 denotes glucagon-like peptide 1.

N Engl ] Med 2024;390:1207-17.
DOI: 10.1056/NEJMra2311526






Hypertension artérielle




HTA : seulls justiflant un traitemen

mesure au manometre au cabinet médical :

A 160/95 mm Hg : population générale
A 140/80 mm Hg : diabétiques, aprés AVC

la notion de " praypertension artérielle " n'est
pas validée pour étre une cible thérapeutique



Le probleme du seull

ARTICLES

Articles

Age-specific relevance of usual blood pressure to vascular

mortality: a meta-analysis of individual data for one million adults
in 61 prospective studies

Prospective Studies Collaboration*

[Lancet 2002: 360: 1903-13



Age Person- Number of deaths by attributed cause

atrisk vears
y . Stroke |HD Other  Non- Unknown All
(years) at risk
vascular vascular cause causes

(10
<40 2020 74 08 57 1302 91 1622
40-49 3269 414 1322 386 4386 265 6773

50-59 3843 1372 5584 1377 12228 847 21418
60-69 2482 2939 10450 2549 18771 1686 36 395
70-79 913 4327 10852 3227 16112 1716 36234
80-89 177 2636 5649 2251 7436 895 18 867
=90 7 198 318 245 562 84 1407

Total* 12711 11960 34283 10092 60797 5b84 122716

*For parallel analyses of the MRFIT study, which involved men dying only at
ages 40-49, b0-59, and 60-62 vears, respectively, there were 107, 461, and
717 stroke deaths; 1084, 4597, and 5679 IHD deaths; and 296, 1484, and

2359 other vascular deaths.

Table 2: Numbers of deaths attributed to stroke, ischaemic
heart disease (IHD), other vascular causes, and non-vascular
causes, by age at risk

Lancet 2002; 360: 1903-13



Stroke mortality
(floating absolute risk and 95% Cl)

A: Systolic blood pressure

Age at risk:
256 7 80-89
years
128 70-79
years
64
60-69
years
32 7 50-59
years
16
8 —
4 —
2 —
1 -

I | | 1
120 140 160 180

Usual systolic blood
pressure (mm Hg)

Lancet 2002; 360: 1903-13



Stroke mortality
(floating absolute risk and 95% CI)

B: Diastolic blood pressure

Age at risk:
256 80-89
years
128 70-79
+ years
64 -
60-69
years
32 7 50-59
years
1 '
16
8 —
4 + )
2 —
1 -
o I I I I
70 80 a0 100 110

Usual diastolic blood
pressure {mm Hg)

Lancet 2002; 360: 1903-13



IHD mortality
(floating absolute risk and 95% CI)

A: Systolic blood pressure

256

128 —

64 —

32 / 50-59
© years
16
40-49
years
8 —]
4 —

Age at risk:

80-89
years

TO-79
years

B60-69
years

| | |
120 140 160 180

Usual systolic blood
pressure (mm Hg)

Lancet 2002; 360: 1903-13



IHD mortality
(floating absolute risk and 95% ClI)

B: Diastolic blood pressure

Age at risk:
256
80-89
years
128 —
T0-79
] years
64 . 60-69
years
32 . . 50-59
16

years
. 40-49
. years
] - ,
4 —
.,
2_
14

Fo I | I [
70 80 90 100 110

Usual diastolic blood
pressure (mm Hg)

Lancet 2002; 360: 1903-13



Other vascular mortality
{floating absolute risk and 95% CI)

256

128

64

32

16

A: Systolic blood pressure

Age at risk:

80-89
years

70-79
years

60-69

years
50-59
years

I | | I |
120 140 160 180

Usual systolic blood
pressure (mm Hg)

Lancet 2002; 360: 1903-13



Other vascular mortality
{floating absolute risk and 95% CI)

B: Diastolic blood pressure

256 T
128 Age at risk:
80-89
64 years
f. 70-79
32 . . years
| 60-69
16 years
L
8 7 - 50-59
years
4
2 ] f/,
1 +
o [ [ [ [ [ I
70 80 90 100 110

Usual diastolic blood
pressure (mm Hg)

Lancet 2002; 360: 1903-13



Tout au long du milieu de la vie et de la viellless
la pression arterielle habituelle est fortement et
directement liée a la mortalité vasculaire (et

gl obal e), sans aucune
moins 115/75 mm Hg.



Seull pour instaurer le traitement

Pour I'hypertension artérielle, I'indi-
cation et le choix du traitement dépen-
dent surtout de la présence de compli-
cations cérébrovasculaires, cardiaques
ou rénales, de l'association a un diabéte,
et des chiffres systoliques et diasto-
liques.

Un médicament antihypertenseur est
habituellement indiqué lorsque la pres-
sion artérielle au repos dépasse 160/95
lors de plusieurs mesures. Ce traite-
ment est indiqué a partir d’'une pression
artérielle de 140/80 en cas de diabéte
associé ou aprés accident vasculaire
cérébral (a).

Pace 294 ¢ | .+ REVUE PRESCRIRE AVRIL 1999/ ToME 19 N7 194



JAMA Internal Medicine | Original Investigation

Association of Blood Pressure Lowering With Mortality
and Cardiovascular Disease Across Blood Pressure Levels
A Systematic Review and Meta-analysis

Mattias Brunstrém, MD; Bo Carlberg, MD, PhD

JAMA Intern Med. 2018:178(1):28-36. doi:10.1001/jamainternmed.2017.6015
Published online November 13, 2017. Corrected on January 2, 2018.



Soixanteguatorze essais unigues, repréesentant
306.273 participants uniqgues (39,9% de femme:
60,1% d'hommes; age moyen, 63,6 ans) et 1,2
million d'annéepersonnes, ont été inclus dans le
meétaanalyses. En préevention primaire,
I'association d'un traitement hypotenseur a des
évenements cardiovasculaires majeurs depend:s
de la PA systoligue de base (TAS).




Figura 1. Effect of Treatment to Lower Blood Pressure (BP) at Differant BP Levels in Primary Prevention

Treatment

Mo. of Events/

Basaline SEP, mm Hyg ParticipantsTrials ~ RR {95% Cl)

All-cause mortality
=140 4897 /6881616 0.98 (0.90-1.06)
140-159 1731/41045/15 0.87(0.75-1.00)
z1a0 4361/79900/18 0.93 (0.87-1.00)
SEP imteraction, P=_18

Cardipwascular mortality
=140 2633/66480/12 1.03 (0.87-1.20)
140-159 1465/42 58715 0.B6 (0.65-1.14)
=160 229047878917 0.85 (0.77-0.95)
SEP imteraction, P=.02

Major cardiowascular avents
<140 7354/67928/13 0.97 (0.90-1.04)
140-159 3951/43 489 16 0.88 (0.80-D.9&6)
z1a0 A627/777313116 0.78 (0.70-0.87)
SBP interaction, P=.004

Coronary heart disaase
<140 1618/62617/11 0.98 (0.88-1.09)
140-153 1369,/42543f14 0.B& (0.76-0.96)
=160 20187861717 0.86 (0.78-0.94)
SEP imteraction, P=.13

Stroke
<140 1775/62751/11 0.85 (0.68-1.06)
140-159 1429/41641/13 0.86(0.72-1.01)
=160 1929/79900/18 0.6 (0.60-0.30)
SEP imteraction, P=.16&

Heart failura
<140 211a1/60879/9 0.88 (0.78-0.98)
140-159 1113/35254/10 0.87(0.73-1.04)
=160 520/23395/10 0.53 (0.42-0.67)
SEP imteraction, P=.005

End-stage renal dis=ase
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Figure 2. Effect of Treatment to Lower Blood Pressure (BP) in Coronary Heart Disease Trials

No. of Events/ Fawors | Fawaors Heterogeneity
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Figura 3. Effect of Treatment to Lower Blood Pressure (BP) in Poststroke Trials

Mo. of Events/ Favars ; Favars Heterogeneity
Outcome Participants/Trials ~ RR (95% CI) Treatment | Control 12 Value, %
All-cause mortality 2610/32102/5 1.00 (0.91-1.10) & 0.0
CV mortality 1179/32 102/ 0.91 (0.78-1.05) < 0.0
MACE 4731/32102/5 0.88 (0.76-1.01) 4.& £2.1
Coronary heart disease 844/32 102/8 0.89(0.72-1.11) < 1.7
Stroke 3167/32102/6 0.86 (0.74-1.01) O 535
Heart failure 508/26339/3 0.85(0.32-2.29) - —— BE.1
05 1 2
RR (95% C1)

JAMA Intern Med. 2018;178(1):28-36. doi:10.1001/jamainternmed.2017.6015
Published online November 13, 2017. Corrected on January 2, 2018.



Etude de cohorte

Research

JAMA Internal Medicine | Original Investigation

Benefits and Harms of Antihypertensive Treatment
in Low-Risk Patients With Mild Hypertension

James P. Sheppard, PhD; Sarah Stevens, PhD; Richard Stevens, PhD; Una Martin, FRCP; Jonathan Mant, MD;
F. D. Richard Hobbs, FMedSci; Richard J. McManus, FRCGP

140 90159 99 mmHg

JAMA Intern Med. 2018;178(12):1626-1634. doi:10.1001/jamainternmed.2018 4684
Published online October 29, 2018.



Table 2. Primary (Mortality) and Secondary Outcomes

No. Not Treated No. Treated NNH (95% CI)?

Outcome No Event Event No Event Event Hazard Ratio (95% Cl) P Value 5 Years 10 Years
Treatment benefit
outcomes

Mortality 18362 781 18283 860 1.02 (0.88-1.17) .81 NA NA

Cardiovascular disease® 18443 700 18425 718 1.09 (0.95-1.25) .23 NA NA

Stroke 18858 285 18851 292 0.97 (0.78-1.21) .76 NA NA

MI 18864 279 18 867 276 1.00 (0.80-1.25) .98 NA NA

Non-MI acute coronary 19087 56 19082 61 1.19 (0.74-1.91) A7 NA NA

syndrome

Heart failure 19012 131 18974 169 1.34 (0.96-1.86) .09 NA NA
Treatment harm outcomes

Hypotension 18982 161 18 875 268 1.69 (1.30-2.20) <.001 219 (127-501) 41 (24-93)

Syncope 18670 473 18534 609 1.28 (1.10-1.50) .002 135 (77-385) 35 (20-100)

Bradycardia 19067 76 19040 103 1.11 (0.75-1.65) .59

Electrolyte 19089 54 19048 95 1.72 (1.12-2.65) .01 580 (253-3610) 111 (49-687)

abnormalities

Falls 19104 39 19098 45 1.15 (0.63-2.09) .65

Acute kidney injury 18999 144 18949 194 1.37 (1.00-1.88) .048 467 (198-75225) 91 (39-14552)
Cancer (negative control) 17550 1593 17 464 1679 1.01 (0.92-1.11) .79 NA NA

Abbreviations: MI, myocardial infarction; NA, not applicable; NNH, number effect (ie, Cls do not cross 1).

needed to harm. P Cardiovascular disease was defined as any code for fatal and nonfatal stroke,

3The NNH was only estimated when there was a single direction of treatment MI, non-MI acute coronary syndrome, or heart failure.
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Figure 1. Cumulative Hazard Plots Comparing Risk of Mortality and Cardiovascular Disease With Treatment Exposure
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CONCLUSIONS ET PERTINENCE
A Cette analyse ps@écifiée n'a trouva

A 1l y avait des preuves d'un risque accru d'événement
Indesirables, ce qui suggere que les médecins devra
faire preuve de prudence lorsqu'ils suivent les lignes
directrices qui géeneralisent les résultats des essais n
sur des personnes a haut risque a celles a faible riso
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Fig 2| Relative risk estimates of coronary heart disease events and stroke for a blood pressure reduction of 10 mm Hg systolic or 5 mm Hg diastolic in the
blood pressure difference trials and in epidemiological cohort studies. (Total number of trials is fewer than the sum of the three categories as five included
participants with and without vascular disease; see web extra figures 2a-f for individual trial results and summary estimates)

By 200533801665






