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« Old » ABCD algorithm in hypertension 

Modification in Hypertension recommendations 



New ACD algorithm in hypertension 

Modification in Hypertension recommendations 

*  

ACEi*  CCB or Diuretics  

ACEi* + CCB  Or   ACEi* + Diuretics  

ACEi + CCB + Diuretics  



New BHS/NICE guidelines: Press coverage 

ñUK recommends new drugs 

for high blood pressureò  

ñÇ-blockers are to be phased 

out for 1.5m patientsò  

ñStudies showed Ç- 

blockers raise the risks of 

strokes, heart attacks and 

diabetesò  

ñWe will be saving thousands 

of people from dying from 

strokes and heart attacksò.  

ñBlood pressure rethink as 

Britain bars ß-blockersò ñDoctors advised to curb Ç-

blockersò 

ñNew UK guidelines omit Ç- 

blockers for routine useò 

http://www.heraldsun.news.com.au/


Dahlof B, Sever PS, Poulter NR, et al, for the ASCOT investigators. Prevention of cardiovascular events with an antihypertensive regimen of amlodipine adding 

perindopril as required versus atenolol adding bendroflumethiazide as required, in the Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure Lowering 

Arm (ASCOT-BPLA): a multicentre randomised controlled trial. Lancet. 2005;366:895-906.  

19 257 hypertensive patients 

without cardiac disease 

treated with  

Amlodipine + Perindopril 4 to 8 mg 



Inclusion criteria 

 

Å Hypertension at baseline BP > 160/100 mm Hg untreated or > 

140/90 mm Hg treated with one or more drugs 

Å Patients aged 40-79 years 

Å Patients with 3 or more risk factors for a future cardiovascular 

event 
  

Male    History of cerebrovascular event   

Age > 55 years   History of early CHD in first degree relative 

LVH   Plasma TC/ HDL ratio > 6 

NIDDM     Peripheral vascular disease 

Smoking  Microalbuminuria/ proteinuria 

ECG abnormalities 

      



19 000 

patients 

- amlodipine alone 15%  

- patients with ß-blockers alone. 9%  

- patients with Coversyl + amlodipine : 70%  

Dahlof B, Sever PS, Poulter NR, et al, for the ASCOT investigators. Prevention of cardiovascular events with an antihypertensive regimen of amlodipine adding 

perindopril as required versus atenolol adding bendroflumethiazide as required, in the Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure Lowering 

Arm (ASCOT-BPLA): a multicentre randomised controlled trial. Lancet. 2005;366:895-906.  

80 % Uncontrolled 

patients 

A real combination trial 

12 000 patients with at 

least two drugs 

At inclusion After 5 years 

20 % of newly 

diagnosed 

most HT patients will need two drugs.  



Amlodipine + Perindopril  

SBP and DBP by time 



amlodipine 

perindopril 4 to 8mg 

All-cause mortality: -11%  



Fatal and nonfatal strokes: -23%  

amlodipine +  

Perindopril 4 to 8mg 



amlodipine 

Perindopril 4 to 8 mg 

Cadiovascular mortality: -24% 





Ñ 

Ñ 

New onset of diabetes: -30% 

amlodipine 

+ perindopril 4 to 8mg 



0 

BB/Diu 
CCB 

ACEI* 

neutral 
-14% 

-34% 

+14-20 % 

Dagenais GR et al. Lancet. 2006;368:581-8. 

RR of New onset of 

diabetes % 

In patients with no diabetes at inclusion 

Elliott WJ, Meyer PM. Lancet. 2007;369:201-207  

Gupta A. Oral communciation. ESC 2006 



Number of events avoided with Perindopril 
/ amlodipine 

 1 000 000 HT patients uncontrolled switched to Perindopril /amlodipine 

instead of beta blocker + diuretic 
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-11000             

Coronary events 

-9000             

Cardiovascular mortality 

  

-10 000             

Stroke 

-23 800 NOD 

-26 400 CV events and 

procedures 



Total CV events and procedures 
among sub-groups  

amlodipine + Perindopril 



Hypertensive patients  

2005 

Perindopril = clinical value and life saving benefits in 

Modern Management of Hypertension  

Perindopril 

primary Prevention 



ANBP2  

ALLHAT Å Lisinopril 

Å Enalapril TOMHS 

Å Enalapril 
or lisinopril 

Å Captopril CAPPP 

Å Trandolapril INVEST  

No ACEi or ARBs demonstrated superiority versus comparator, 

mainly diuretics+/- beta-blockers (or CCB) in hypertension 

on total and cardiovascular mortality 

Å Losartan LIFE  

Å Ramipril No results  



How to explain such a 

reduction in clinical 

outcome ? 

Why perindopril was the 

choosen ACEi in ASCOT ? 



Superior 24-h BP control : T/P ratios 

2004 Physician's Desk Reference (58th Edition), Thomson PDR, NJ 



Perindopril 4 to 8mg 75-100% 

Leading to better BP control over the 24-h period 



Perindopril 4 to 8 mg is very effective in every type of patient 

Clinical value of Perindoprilôs mode of action 

Julius S, Cohn JN, Neutel J, et al. Antihypertensive utility of perindopril in a large, general practice-based clinical trial. J Clin Hypertens. 2004;6:10-17.  

PERINDOPRIL  4 to 8 mg at 12 weeks 

n=5144  



Perindopril 4 to 8 mg is very effective in nonresponders to 

other ACEIs or ARBs 

Julius S, Cohn JN, Neutel J, et al. Antihypertensive utility of perindopril in a large, general practice-based clinical trial. J Clin Hypertens. 2004;6:10-17.  

Clinical value of Perindoprilôs mode of action 



Perindopril / amlodipine controls central aortic 

blood pressure 

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 (CAFÉ) 

study. Circulation. 2006,113:1213-1225. .  



Perindopril has the highest and longest lasting 

tissue and plasma ACE inhibition 

Louis WJ, Conway EL, Krum H, et al. Clin Exppharmacol Physiol. 1992;19(Suppl 19):55-60. 

Ferrari.R Exp. Rev. Cardiovasc Ther. 2005;  3:15-29  

Perindopril has a very high tissue ACE affinity 
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Bradykinin/Angiotensin II 

perindopril 

R.Ferrari. WCC 2006 

Highest bradykinin / angiotensin II ratio 



Perindopril decreases angiotensin II, 

increases bradykinin and NO  

perindopril 



-Candido R, Jandeleit-Dahm K, Cao Z, et al. Circulation. 2002;106:246-253. 

atherosclerosis Normal 

Improvement of endothelial dysfunction 

and prevention of atherosclerosis 

Without Perindopril  With Perindopril  


