Qu’apportent les grands essais
clinigues de 'HTA dans la vie
reelle?

Jean-Jacques Mourad,

Médecine interne & HTA

Hotline SOS HTA : 06 HTA 140 90

CHU Avicenne,AP-HP et Université Paris 13,
Bobigny

Nice, février 2010




Usual versus tight control ot systolic blood pressure in
non-diabetic patients with hypertension (Cardio-Sis):
an open-label randomised trial
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Aldo P Maggioni, Donata Lucci, Gianpaolo Reboldi, on behalf of the Cardio-Sis investigators*

Usual control Tight control

(n=553) (n=558)
Age (years) 67 (7) 67 (7) .
Body-mass index (kg ) 27.8(4.0) 27.8(43) At 2 years Usual control | Ti ght control p
Walst drcumference (crmj 98-5(11.6) 48-6(12.2)
Systolic pressure (mm Ha) 1633 (111) 1633 (113)
Diastolic pressure (mm Hg) 807 (8-8) 80.6(8-8)
Heart rate (heats per min) 70-4(107) 71.2{10-2)
Serum creatinine (pmel/L) 82.8(18.6) 83-2(10.4)
P P p— BP decrease (mmHgQ) 27.7110.8 31.3/12.3 | 0.0001
Total cholesterol (mmol/L) S63(114) C.57 (1.0)
HOL cholesteral (mmol/L) 1.50{0-51) 160 (0D50)
LDL cholesterol (mmal/L) 3.40(0.98) 338 (0:04) . O OOO 1
Women 324/(59%) 329 (50%) Final BP (mmH g) 136/ 79 132/ 77
Current cigarette smoking 115 (21%) 120 (22%) / 0 04
Dyslipidaemia® 435 (77%) 418 (75%)
Coronary artery disease 69 (13%) 54 (11%)
Stroke or transient ischaemicattack 49 (9%) 42 (8%) % < 140 mmHg 669 787 00001
Declusive arteral disease 11 (2%) 19 (3%)
Drugs
Diuretics 250 (47%) 226 (41%)
fiblockers 212 (38%) 180 (32%)
ACE Inhibitors 243 (44%) 245 (44%) %< 130 mmHg 27.3 72.2 0.0001
Angiotensin-receptor blackers 152 (29%) 193 (35%)
Calcium-channel blockers 196 (35%) 184(33%)
ol blockers 52 (9%) SO (9%)
Centrally acting drugs 13 (2%) 13 (%)
Statins 128 (23%) 126 (22%)
Aspirin 104 (19%) 107 {19%)

Data are mean (50) or number (%). ACE=angictensin-converting erzyme.
*Dyslipidaemia is a total cholesterol of 5.2 mmal/Lor more, an HDL cholesteral of . .
less than L0 mmal/L, or an LDL cholesterol of 3.4 mmol/Lor more at Lancet 2009’374'525

randomisation.




Usual versus tight control of systolic blood pressure in
non-diabetic patients with hypertension (Cardio-Sis):
an open-label randomised trial

Paolo Verdecchia, Jan A Staessen, Fabio Angefi, Giovanni de Simone, Augusto Achilli, Antonello Ganau, Gianfrancesco Mureddu, Sergio Pede,
Aldo P Maggioni, Denata Lucci, Gianpaolo Reboldi, on behalf of the Cardio-Sis investigators*

54 -8 Tight contrel

Lisual contial

o Y
¢

vadence of leftventricular hy pertrophy (4

OR 161 {85% C1 0-46-0.-81; p=0-0008

1 2

Follovwe-p fyears)

g

Lancet 2009:374:525



Usual versus tight control of systolic blood pressure in
non-diabetic patients with hypertension (Cardio-Sis):

an open-label randomised trial

Paolo Verdecchia, Jan A Staessen, Fabio Angeli, Giovanni de Simone, Augusto Achilli, Antenello Ganau, Gianfrancesco Mureddu, Sergio Pede,

Aldo P Maggioni, Denata Lucci, Gianpaolo Reboldi, on behalf of the Cardio-Sis investigators*

DRareric drugs

E 3

= i
3 H
H

3
& o
e ) ?

f Blackar

AL B inhibitor

eb-00% =t BEF =BT G0 Fy Ry ot
Jipd - - - -
L e N I s S | T T T T T T [ S N S I
-5 0 4 PUCINE S S S A £ i EUER A A [ R C B4 B 12 0i6 20024
FaHe-in Eun-In R

Foioseup gmciths)

Lancet 2009:374:525



- Le duel des associations (LIFE-ASCOT-
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- Le duel des associations (LIFE-ASCOT-
ACCOMPLISH)



Beta-blocker ARB  ciouo ACE

CoAprovel
CoKenzen

Exforge CoOlmetec

Sevikar CoTareg Acuilix
Logroton CoTeveten Briazide
Moducren BiPreterax
Tenoretic Cibadrex
Trasitensine Captea
Viskaldix '
e
> Nisisco
Pritor Plus Fcazide
Preterax
Prinzide
Koretic
Jarka Zestoretic
Lercapress ZofenilDuo
Zanextra
Coveram %)

C al C| um b | oC ke I q‘imurmurmurmurmurmuriiiiiiiiiiiiiiiiiiii{iio D| u ret| CS



LIFE Study Endpoints™

Primary Endpoint

e Composite of cardiovascular mortality, fatal and
non-fatal myocardial infarction, and fatal and
non-fatal stroke

Other predefined endpoints
— total mortality
— angina pectoris?
— heart failure’
— coronary or peripheral revascularization procedures
— resuscitated cardiac arrest
— new-onset diabetes mellitus

*Each endpoint includes only first event; patients could appear in more than one category.
TRequiring hospital admission

Dahlof B, et al. Lancet. 2002:359:995-1003. www.hypertensiononline.org


www.hypertensiononline.org

L1 FE Study Blood Pressure
and Heart Rate Results

L osartan Atenolol
oo oot (n=4,605) (n=4,588)
SBP last visit (mmHQ) 144.1 145.4
Changein SBP* -30.2 -29.1
DBP last visit (mmHQ) 81.3 80.9
Changein DBP -16.6 -16.8
MAP last visit (mmHQ) 102.2 102.4
BP <140/<90 (%) 48 45
SBP <140 mmHg (%) 49 46
DBP <90 mmHg (%) 87 89

Changein HR (bpm)T -1.8 7.7

Dahlof B, et al. Lancet. 2002:;359:995-1003.



LIFE Study Cardiovascular Mortality

8

|ntention-to-treat

Adjusted risk reduction 11:-4%06, P=0-21
Unadjusted risk reduction 13-3%0, P=0-14

Proportion of patients
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Dahlof B, et al. Lancet. 2002:359:995-1003 Study Month




LIFE Study Fatal and Non-Fatal
Myocardial Infarction

|ntention-to-treat

6 Adjusted Risk Reduction -7:3%, P=0-49
Unadjusted Risk Reduction -5-0%6, P=0-63

Proportion of patients
with first event (20)
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Dahlof B, et al. Lancet. 2002:;359:995-1003



LIFE Study Fatal and Non-Fatal Stroke

|ntention-to-treat

Adjusted risk reduction 24:-9%6, P=0-001
Unadjusted risk reduction 25-8%0, P=0-
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Dahlof B, et al. Lancet. 2002:;359:995-1003



Anglo-Scandinavian

ascot g@;

Cardiac Outcomes Trial

Prévention des événements
cardiovasculaires par une association
amlodipine-périndopril versus une
association aténolol-thiazide :
I’étude ASCOT-HTA

B.Dahlof (Co-chair), P.Sever (Co-chair), N. Poulter (Secretary)
et al, on behalf of the ASCOT Investigators



Anglo-Scandinavia

ASCOT Objectifs

Cardiac Outcomes Trial

@ Objectif principal : comparer |'effet de I'association amlodipine-

périndopril avec celui de I'association aténolol-thiazide sur

I'infarctus du myocarde non fatal et la mortalité coronaire

@ Objectifs secondaires :

- la mortalité toutes causes

- la mortalité cardiovasculaire

- tous les évenements coronaires
- les AVC totaux

- le développement d'un diabete...

Dahlof B, Sever PS, Poulter NR et al; for the ASCOT Investigators. Lancet. 2005;366:895-906.



Anglo-Scandinavia

QSCO% Des hypertendus de tous les jours

Cardiac Outcomes Trial

@ Pression artérielle au dépistage et a l'inclusion :
-3 160/100 mm Hg non traité

-3 140/90 mm Hg traité par un ou plusieurs meédicaments

@ ageés de 40 a 79 ans

@ pas d'antécédent d’'IDM et absence de manifestations cliniques

de maladie coronaire

@ 3 autres facteurs de risque cardiovasculaire ou plus

Dahlof B, Sever PS, Poulter NR et al; for the ASCOT Investigators. Lancet. 2005;366:895-906.



Anglo-Scandinavia

dsSCcO

”t Effets sur la pression artérielle

Cardiac Outcomes Trial
— amlodipine £ périndopril
180 -
16&1
160 -
k PAS l - 28 mmHg
140 - —
120 - 136.1
100 1 94.8
= \\¥ PAD L - 17,4 mmHg
80 -
(74
60 -
T 1 1 1 1 1 1 1 1 | | 1 1
Baseline 0.5 1.5 2 2.5 3 3.5 4 4.5 5 5.5 Derniéere

, évaluation
annees

Dahlof B, Sever PS, Poulter NR et al; for the ASCOT Investigators. Lancet. 2005;366:895-906.



Anglo-Scandinavia

2 Une réduction de la mortalité totale
a_sco_t \
Cardiac Outcomes Trial a 5 an S

(%)
10 -
B_
Atenolol / thiazide =
6- -
. Mortalité Totale
-11%
P=0.0247
2- Amlodipine/Perindopril
n=19 257 hypertensives
Time (y)
4 | | | |
0 1 2 3 4 5 6

Dahlof B, Sever PS, Poulter NR et al; for the ASCOT Investigators. Lancet. 2005;366:895-906.



CijIS'SCdC)t Une réduction de la mortalité
cardime omomes 7. Ca@rdiovasculaire

Anglo-Scandinavia

aAScoOt

Cardiac Outcomes Trial
i —

3.5 - o aténolol/thiazidique
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Dahlof B, Sever PS, Poulter NR et al; for the ASCOT Investigators. Lancet. 2005;366:895-906.



The Conduit Artery Functional Evaluation
(CAFE) Study in ASCOT

Peripheral And Central SBP
on Amlodipine and Atenolol-based Therapy

Brachial SBP
Diff Mean (AUC) = 0.7 (-0.4,1.7) mm Hg
1407 —*= Atenolol
== Amlodipine
135" SBF \ 133.9
N ATt~ 1332
N—7 ¢ N P=.07
(@)) 130- & e
I
= ;
c 1257 = 125.5
I
120- 1 7 I | 1 | 121.2
Central SBP P<.0001
115 Diff Mean (AUC) = 4.3 (3.3, 5.4) mm Hg
O 05 1 15 2 25 3 35 4 45 5 5 6 AUC

Time (Years)

The CAFE investigators; Circulation 2005 in press



The Conduit Artery Functional Evaluation (CAFE)
Study in ASCOT

Peripheral And Central Pulse Pressure (PP)
on Amlodipine and Atenolol-based Therapy

Brachial PP
Diff Mean (AUC) =-0.9 (-1.9, 0) mm Hg

—®= Atenolol
== Amlodipine
>3 56.2
55.3
o 53 1 P=.06
I 1
=
e 451
b 46.4
431
Central PP 1 434
- Diff I\/Iean (AUC) = 3 (2. 1 3. 9) mm Hg - P<.0001

0051152253354455556 AUC
Time (Years)
The CAFE investigators; Circulation 2005 in press



The Conduit Artery Functional Evaluation (CAFE)
Study in ASCOT

Total CV Events and Procedures +
Development of Renal Impairment

Cumulative Incidence (%)

Number at risk
Amlodipine
Atenolol
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HR=0.84 (0.79-0.90) P<.0001

0.0 - 1 1 1 1 1
0.0 1.0 2.0 3.0 4.0 5.0
Years
9639 9166 8808 8455 8118 6965
9618 9115 8692 8259 7872 6710

The CAFE investigators; Circulation 2005 in press



Impact of Blood Pressure and Central Aortic
Hemodynamics on Clinical Outcomes in the
CAFE Study (Hazard/10 mm Hg)

Updated Cox proportional hazard model for the composite endpoint,

unadjusted
Factor X2 P HR Cl
Peripheral PP 21.0 <.0001 1.21 1.12-1.30
Central PP 17.8 <.0001 1.20 1.11-1.30
Augmentation 7.10 .008 1.22 1.06-1.40
P, height 19.0 <.0001 1.37 1.20-1.54

Updated Cox proportional hazard model for the composite

endpoint, adjusted for baseline variables
Factor X? P HR Cl

Central PP 3.91 .048 1.11 1.00-1.21




/7

Les evenements cliniques correlées a
la pression centrale

Evenements cardiovasculaires et développement d’'une dysfonction
rénale

X2 p RR IC a 95%
PP périphérique 3.83 0.05 1.10 1.00-1.22
Modéle 1
(305 évenements)
PP centrale 3.91 1.00-1.23
PP périphérique 4.5 0.034 1.01-1.24
Modéle 2
(245 évenements)
PP centrale 5.0 1.02-1.26
PP périphérique 4.1 0.044 1.00-1.25
Modéle 3

(225 évenements)
PP centrale 4.1 1.00-1.26

The CAFE investigators. Differential impact of blood pressure-lowering drugs on central aortic pressure and clinical outcomes: principal results of
the Conduit Artery Function Evaluation (CAFE) study. Circulation. 2006;113:1213-1225.




ASCOT BPLA amlodipine/perindopril vs atenolol/HCTZ

ACCOMPL'SH benazepril/amlodipine vs benazepril/hctz



Schéma de I'étude ACCOMPLISH

Adjonction libre
d’agents
antihypertenseurs™
Amlodipine 10 mg +
bénazépril 40 mg

Amlodipine 5 mg +

bénazépril 40 mg
(@
© | Amlodipine 5 mg +
. 3 P
Screening 8 bénazépril 20 mg
..... -
©) _
© , L.
i Bénazépril 20 mg +
g HCTZ 12,5 mg
Bénazépril 40 mg +
HCTZ 12,5 mg
Bénazépril 40 mg +
Titré pour obtenir un contrdle de la PA HCTZ 25 mg
<140/90 mm Hg; <130/80 mm Hg ) .
chez les diabétiques ou les insuffisants Adjonction libre
rénaux d’agents
antihypertenseurs™*
14 jours J1 1 mois 2 mois 3 mois 5 ans
|

| | | | // J
4

*Bétabloquants, alphabloquants, clonidine, diurétiques de I’'anse
Jamerson KA et coll. Am J Hypertens. 2004;17:793-801.



Benazepril plus Amlodipine or




Blocd Pressure (mm Hg)
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Benazepril plus Amlodipine or Hydrochlorothiazide
for Hypertension in High-Risk Patients

== Benazepril plus
amladiping

= Benazepril plus hydra-
chlomthiazide

Systalic

&

Ciastolic

I-----h"“‘-'ll—_-._— =1

-

i |

L

Mo. at Risk

Benazepril plus amlodipine

&l

Patients with Primary Events {%)

Benazepril plus hydrochbor

L1447
129G

4755 2520
4655 174%

NEJM 2008;359:2417



Benazepril plus Amlodipine or Hydrochlorothiazide
for Hypertension in High-Risk Patients

Qutcome Hazard Ratio {95% Cl) P Value

0.5 10 2.0

L -

Benazepril plus  Benazepril plus
Amlodipine Better  Hydrochloro-
thiazide Betier

NEJM 2008;359:2417



Benazepril plus Amlodipine or Hydrochlorothiazide
for Hypertension in High-Risk Patients

Table 1. Demographic and Baseline Characteristics of the Study Patiants.®

Benazepri-Amlodipine Benazepril-Hydrochlerothiazide

Group Group
Characteristic [N=5744) (M=5762)
S — o (34)
Mals 3443 (60.0) 3515 (51.0)
Fernale 2296 (40.0) 2246 (39.0)
Age—iyr 63 .4+6.86 68,3686
=85 yr— no (36 IB13 (66.4) 3827 (664
=70yr— na. (%) 2363 (4113 2340 [4006)
WEiE’ht— I{E BETx13.0 EE5+£18.9
Waist circumfarence — em 103.92:15.2 103 84+15.4
Body-mass indet 310462 IL0+6.2
Blood pressure — mm Hg
Systolic 14552184 14544181
Diastolic 801108 80.0£10.7
Pulse — beatsimin 7054109 7034111
Estimated glomamular filtration rate — mlimin/L.73m?* 7894212 79.0£21.5
of body-surface araaf
Sarum values§
Creatinine — mg/dl 1.0£003 Liox0.3
Glucose — mg/dl 127 9+47.4 127.0445.3
Potazsium — mimicl/ liter 4304 43204
Total cholesteral— mg/dl 134 9£40.5 184.1+39.3
High-density lipoprotein cholesterol — mgidl 45.6+14.1 49.5:14.1
Previous antthypertensive treatmant — no. (%)
Mo ofagents
o 169 (2.9) 153 27
1 1312 {22.8) 12739 {22.2)
2 2116 (363) 2047 (35.5)
=3 2147 (3T 4 2283 (39.8)
Lipid-lowering a garis 3B51 (67 .0) 3371 (68.9)
Beti-blackers 2675 [46.6) 2807 [45.7)
Antiplatelets agents 3710 (64.8) 3735 (64.8)

NEJM 2008;359:2417




Benazepril plus Amlodipine or Hydrochlorothiazide
for Hypertension in High-Risk Patients

Benazepril-Amlodipine Benazepril-Mydrochlorothiazide
Group Group
Characteristic (N=5744) (N=5762)

NEJM 2008;359:2417



Benazepril plus Amlodipine or Hydrochlorothiazide
for Hypertension in High-Risk Patients

PEOQCEDURES

The first patient was assigned to a study group
on October 29, 2003, Immediately on entering the
study (without 4 washout period), patients were
random!y assigned in a globa! one-to-one ratio to
either of the two treatment croups, with assign-
ments made centrally by telephone. Patients be-
ean treatment with either a combination of 20 my
of benazepril and 5 mg of amlodipine or a com-
bination of 20 myg of benazepri! and 125 my of
hydroch!orothiazide, once daily. As dictated by the
protocol, the benazepril component in both groups
was increased to 40 mg daily 1 month after ran-
domization. Thereatter, investigators could increase
the amlodipine dose to 10 mg daily and increase
the hydrochlorothiazide dose o 25 myg daily, if
necessary, to attain a tarcet blood pressure of less
than 140090 mm Hg (or a recommended target of
130/80 mm Hy for patients with diabetes or kid-
ney disease).

The addition of other antihypertensive agents
was permitted (excluding any calcium-channel
blockers, any ACE inhibitors, any angiotensin 11—
receptor blockers, and any thiazide diuretics but
including beta-blockers, alpha-blockers, clonidine,
and spironolactone). Loop diuretics taken once
daily were permitted for volume management.
After the initial 3-month dose-adjustment period,
patients returned at 6 months and then at 6-month
intervals until the end of the trial. Elood pressures
were recorded as the average of three readings

BLOOD PRESSURE

At the tme of enrollment in the efial, most patients
(97.29:) were being treated for hy pertension, and
74.7% were taking two or more classes of antihy-
pertensive medications, though only 37.3% had
blood pressure below 140090 mm He at baseline
(Table 1).

The baseline blood pressures wete similat be-
tween the two groups, and the reduction in blood
pressure from baseline was similar over the coutrse
of the tria! (Fig. 1). Mean blood pressure after
dose adjustiment was 131.6(75.3 mm Hg in the
benazeprii-am!odipine group (5463 patients) and
132.5/74.4 mm Hy in the benazepri'—hydrochlo-
rothiazide group (5474 patients). The mean difter-
ence in blood pressure between the two groups
was 0.9 mm Hg systolic and 1.1 mm He diastolic
[P<0.001 for both syseolic and diastolic pressures).
Elood pressure control, which was defined as a
blood pressure of less than 140/90 mm Hyg, was
attained in an average of 75.4% of patients in the
benazepril-amiodipine croup and 72.4% in the
benazepril-hydrochlorothiazide group.

daily dose was 394 my and 22.1 my, respectively.
By the end of the 6-month dose-adjustment period,
60.54% of the patients in the benazepri—am'odipine
croup were receiving the maxinmm dose of 40 my
of benazepri! and 10 my of am'odipine, and G0.3%
of the patients in the benazepri~hydrochlorothi-
azide group received the maximum dose of 40 my
of benazepri! and 25 my of hydroch!orothiazide.
In each group, 32.3% of the patients received ap-
proved antifypertensive agents in addition to the
highest dose of study medication after 1 year in
the study. At the completion of the trial, 145 par-

NEJM 2008;359:2417



Benazepril plus Amlodipine or Hydrochlorothiazide
for Hypertension in High-Risk Patients

48% des patients a I’inclusion avaient des béta-bloquants
dont 23% avaient un ATCD authentifié d’IDM

et 36 % avaient une revascularisation coronaire

lere action des investigateurs:

Sevrage des béta-bloguants....

NEJM 2008;359:2417



Schéma de I'étude ACCOMPLISH

Adjonction libre

d’agents

antihypertenseurs™
Amlodipine 10 mg +
bénazépril 40 mg

Amlodipine 5 mg +
bénazépril 40 mg

Amlodipine 5 mg +
bénazépril 20 mg

Screening
Bénazépril 20 mg +
HCTZ 12,5 mg
Bénazépril 40 mg +
HCTZ 12,5 mg
Bénazépril 40 mg +
Titré pour obtenir un contrdle de la PA HCTZ 25 mg
<140/90 mm Hg; <130/80 mm Hg ) S
chez les diabétiques ou les insuffisants Adjonction libre
rénaux d’agents
antihypertenseurs™
14 jours J1 1 mois 2 mois 3 mois 5 ans

*Bétabloquants, alphabloquants, clonidine, diurétiques de I’'anse

Jamerson KA et coll. Am J Hypertens. 2004;17:793-801.



2007 Chronic Angina Focused Update of the
ACC/AHA 2002 Guidelines for the Management
of Patients With Chronic Stable Angina
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Impact of Medication Therapy Discontinuation
on Mortality After Myocardial Infarction

P. Michael Ho, MD, PhD; John A. Spertus, MD, MPH; Frederich A. Masoudi, MD, M5PH; Kimberly ]. Reid, MS;
Eric D. Peterson, MD, MPH; David ]J. Magid, MD, MPH; Harlan M. Krumhelz, MD, SM; John 5. Rumsfeld, MD, PhD
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Arch Int Med 2006:166:1842
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- Le risque résiduel (ASCOT LLA, JUPITER)



Caractéristiques Atorvastatine
(n=5168)

Age* (années) 63.1 + 8.5
Sexe masculin (%) 81.1
Caucasien (%) 94.6

PAS* (mm Hg) 164.2 +17.7
PAD* (mm HQ) 95.0 + 10.3
CT* (g/l) 2,12 £ 0,31
LDL-C* (g/1) 1,33 £0,27
TG* (g/1) 1,50 £ 0,80
HDL-C* (g/I) 0,51 +0,15

Nb de facteurs de risque* 3.7 £0.9

* Moyenne + Ecart type

Placebo
(hn=5137)
63.2 + 8.6

81.3

94.7

164.2 +18.0
95.0 £10.3
2,12 + 0,31
1,33 +0,27
1,42 + 0,80
0,51 +£0,15
3.7+0.9

Sever PS, Dahlof B, Poulter N, Wedel H, et al, for the ASCOT Investigators. Lancet. 2003;361:1149-58



Anglo-Scandinavian

aAsScoOt

Cardiac Outcomes Trial

CRITERE PRIMAIRE CRITERE SECONDAIRE
IDM non fatal et événement AVC fatal et non fatal
coronaire fatal

4 === Placebo 3 == Placebo

2 4 Atorvastatine 0 3 Atorvastatine - 27%
: -36% &,
= =
3 2 =
) )
5 2
S :
£ =
O

1 / P = 0.0005

1
P =0.0236
Vs HR = 0.64 (0.50-0.83) HR = 0.73 (0.56-0.96)

O'V
00 05 10 15 20 25 3,0 35 . 00 05 10 15 20 25 3,0 35
Années Années

Un bénéfice rapide démontré des 3 ans dans une étude prévue sur 5 ans

ASCOT - Anglo Scandinavian Cardiac Outcomes Trial. THE LANCET. Vol 361. April 5, 2003.



Rosuvastatin to Prevent Vascular Events in Men and Women
with Elevated C-Reactive Protein

Rosuvastatin Placaba
Characteristic (N=2501) (N=8301)

Age —yr

Median BE.D BE.0

Interquartile range BOO-T10 BOO-7L0
Fernale sex — na. (%) 3426 (38.5) 1375 (37.9)
Race orethnic group— no. (%1

White 6358 {[714) 6325 (TL1)

Black 1100 (12.4) 1124 (12.6)

Hispanic 1121 {12.6) 1140 (12.8)

Cther or unknown 327 (36) 312 (3.5)
Body-mass indext

Median 28.3 8.4

Interquartile range 25.3-32.0 253320
Blood pressure — mm Hg

Systalic

Median 134 134

Interquartile rangs 124-145 124-145
Diastalic

Median 30 a0
Intarquartile range 75-87 75-87
Current smmoker— mo. () 1400 (15.7) 1430 (16.0)
Farrily histary of premature CHD— no. (#6)] 997 (11.2) 1048 (11.8)
Metabalic syndrame— no. (%19 3652 (410) 3723 (418)
Aspirin use — no. (%) 431 (16.6) 1477 (16.6)
High-sensithvity C-reactive protein— mgjliter]
hiedian 42 4.3
Interquartile range -7l 2872
LEL cholesteral — mg/d|
hedian

NEJM 2008;359:2195



with Elevated C-Reactive Protein

Rosuvastatin to Prevent Vascular Events in Men and Women

Table 3. Outcomes According to Study Group.

End Point

Primary end point

Nonfatal myocardial infarction

Any myocardial infarction

Nonfatal stroke

Any stroke

Arterial revascularization
Hospitalization for unstable angina

Arterial revascularization or hospitalization
for unstable angina

Myocardial infarction, stroke, or confirmed
death from cardiovascular causes

Death from any cause
Death on known date

Any death

Rosuvastatin
(N=8901)

Mo, of
Patients

Rate pet
100 person-yr

142 0.77
22 0.12
31 0.17
30 Q.16
33 0.13
71 0.38
16 0.09
76 041

23 0.45

Placebo
(N=8901)

Mo. of
Fatients

Rate per
100 person-yr

251 138
62 0.33
[ 0.37
58 0.31
64 0.34

071
0.14
Q.77

(.85

Hazard Ratio
(95% Cl)

0.56 (D.46-0.69)
0.35 (D.22-0.58)
0.46 (0.30-0.70)
0.52 (0.33-0.80)
0.52 (0.34-0.79)
0.54 (0.41-0.72)
0.59 (0.32-1.10)
0.53 (0.40-0.70)

0.53 (0.40-0.69)

0.81 (0.67-0.98)
0,80 (0.67-0.97)

PValue

=0.00001
=0.00001
0.0002
0.003
0.002
=0.0001
0.09
=0.00001

=0.00001

NEJM 2008;359:2195




Rosuvastatin to Prevent Vascular Events in Men and Women
with Elevated C-Reactive Protein

No. of
Subgroup Patiants Hazard Ratio {95% CI)

Sex :

Male 11,001 i

Female 6,801

Age
=h5yr 4,541 ——
=B5yr 9,261 —fl—

Smoker
Yes 2,820

_.._
Mo 14,975 T
Race or ethnic group
-—E—
=

White 12,683
Neonwhite 5,117

Geographic region
United States or Canada 6,041
Other 11,761
Hypertension
Yes 10,208

Mo 7,586
Family history of CHD

Yes. 2,045

Mo 15,684
BMI

=25.0 4,073

250-299 7,009

=300 6,675
Metabolic syndrome

7,375

Mo 10,296
Framingham nisk score

=107 8,882

=10% B, 895
ATP-HI risk factor

0 6,375

=1 11,399
Time of event

=24 mo 17,802

=24 mo 7,765 —a—

All participants 17,802 —-—
T

T
0.25 050

Rosuvastatin

Batter NEJM 2008;359:2195




SCORE CALCULATION - MEN

Total Cholestarsd SEE Mot Treated SEPE Treated Smaoker (iahetis

=120

Points Age, ¥

180 £20-128 =120 No hio
: 160-149 130139
35-39 <35 200-259 #40-158
DAO-274 160 +

4 BREO -+

Yas

Yo

B 4549

D’Agostino R et al. Circulation 2008



- La courbe en J chez les coronariens ? (INVEST)



nnals of Internal Medicine
Dogma Disputed: Can Aggressively Lowering Blood Pressure in

Hypertensive Patients with Coronary Artery Disease Be Dangerous?

Frang H. Messali, MD: Gluseppe Manda, 8D: €, Richard Contl, MD; Ann O Hewddn, H 5 Shuart Rupfer, MD; Annstle Champlon, SEBA;
Rainer Kolloch, Mz Athanase Benetos, MD: and Carl 1. Pepine, MD




Relative Hazard, x 40

Incidence of total myocardial infarction (M) and total stroke by diastolic blood pressure strata.
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Messerli FH et al. Ann Int Med 2006



- Des « nouvelles » recommandations
européennes



Reappraisal of European guidelines on hypertension
management: a European Society of Hypertension Task

Force document

Box 4. Blood pressure goals of treatment
(1 On the whole,
below 90 mmHgline
isonly missing intheal
never been tested in randos

(2} The recommendation of previous guidelines to aim at s lower gosa
in patients at very high cardiovascular

I hypertensive patients, botht
derly hypertensive patients,
ed trials,

there s sufficient avidence to recommend that SBF be lowered below 140 mmHg {ana DBP
hose at low moderate risk and those at high risk. Evidence
inwhaom the benefit of lowering SBF below 140 mmig has

SBR1-130mmMglin
rdiovascular eventsl may be wise, bhut it is not
. In no randomized trial in diabetic patients has SBF besn brought

ven controversial resulls,

dinbetic patients and

advanced atheroselarotic artery diseases.
(4y On the basis of current data, it may be prudent to recommend lowe

1 o wath of evidence, post hoo analyses of trial data indicate a
progressive reduction of cardiovascular events incidence with prograessive fowering of SBF down 1o abaout
120 mmHg and DBEP down to about 7BmmHMg, although the additional beneiit at fow BF values becomes
rather small. Atthese low BP values also beneticial effects on organ damage
rvalues are reached, except p

ave sometimes heen ohsarved,

g SBEP/DEPR

aps in patients with

to values within the range

J Hypertens 2009;27:2121



- Des injonctions fortes des tutelles



CAP]

Part des patients traités par anti-hypertenseurs ayant
normalisé leurs chiffres tensionnels (< 140/90), objectif cible
50 %

Prescription d’IEC (en nombre de boites) /prescription /IEC +
sartans (en nombre de boites) : objectif cible 65 %

Prescription en nombre de boites dans le répertoire pour les
antihypertenseurs/prescription d’antinypertenseurs en
nombre de boites. Objectif cible de 65 %.



Une révolution au quotidien
pour les hypertendus

2010
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EUROASPIRE

Therapeutic Control of Blood Pressure*
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EUROASPIRE
OU LE SYNDROME « BASIC INSTINCT »

Therapeutic Control of Blood Pressure*
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™ Survey 3 30.1% 45.2% 44.1% 34.8% 35.3% 41.4% 38.7%
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EUROPEAN
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EUROASPIRE

OU LE SYNDROME « BASIC INSTINCT »

Medication Use: Beta-Blockers

|
|

Cé:;h Finland France ermany
65.3% 77.8% 56.3% 43.6%
73.7% 87.9% 60.4% 68.1%
91.3% 95.8% 74.4% 85.0%
[+

Medicatign Use: Calcium Antagonists

Hungary

57.7%
84.3%
85.9%

Italy

49.2%
61.2%
87.6%

Nether-
lands

46.8%
48.2%
74.6%

PV -

Slovenia

51.8%
65.7%
87.0%

©1 . n—n nna

I1I

] |
Cé:;h Finlan: France ermany Hungary Italy '\:;TSI" Slovenia
25.1% 24.1% 33.3% 36.0% 57.0% 43.5% 22.0% 35.4%
20.0% 11.8% 28.3% 20.9% 33.9% 36.4% 25.5% 14.3%
26.2% 18.0% 25.6% 25.4% 37.4% 21.7% 24.3% 12.6%

Medication Use: ACE Inhibitors & Angiotensin Il RA

CzechRep. Finland

Surveyl  28.1% 17.3%
Survey2  47.1% 31.0%
™ Survey3  76.1% 59.3%

France

33.8%
43.7%

78.9%

ermany  Hungary

31.4% 46.3%
50.6% 58.6%

72.8% 80.6%

Nether- .
Italy Slovenia
lands

31.8% 27.4% 31.2%
53.5% 42.9% 63.0%
70.9% 66.5% 83.0%

Medication Use: Diuretics
o
90%
80%
70%
60%
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40%
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20% I I I I
10% .
0%
Czech Rep. Finland France ermany Hungary Italy Nether-lands ~ Slovenia
Survey 1 157% 120% 145% 159% 176% 137% 143%
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