


Combined Effects of SBP and Cholesterol High Prevalence of Multiple Risk Factors
on CHD Mortality Among Canadian Adults
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Heart and Stroke Foundation 2003, Source: Statistics Canada, Canadian Community Health Survey
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Steno-2: Effects on Combined ASCOT Study Design
CV Outcomes

60 19,257 hypertensive
50 p=0.007 patients

40 === Conventional therapy .
" : Atenolol + Amlodipine +
=== Intensive therapy 53% relative risk reduction

30 Number needed to treat (NNT) = 5 bendroflumethiazide perindopril

10,305 patients
Hazard ratio = 0.47 (95% confidence
interval [CI] = 0.24-0.73) TC <6.5 mmol/L (250 mg/dL)

22y A& Atorvastatin 10 mg Double-blind
No. at risk Months of follow-up

Investigator-led, multinational,

randomized, controlled trial
Intensive therapy 80 78 74 7 66 63 PROBE = prospective, randomized, open, blinded endpoint evaluation; TC = total cholesterol
BPLA = blood-pressure lowering arm; LLA = lipid lowering arm
Gaede P, et al, N Engl J Med 2003;348:383-93. Sever PS, et al, for the ASCOT Investigators. Lancet 2003;361:1149-58.

Conventional therapy 8 72 70 63 59 50

ASCOT LLA Primary Endpoint: ASCOT BPLA: Summary of All Endpoints
Non-fatal Ml and Fatal CHD

Non-fatal MI (incl. silent) + fatal CHD 0.90 (0.79-1.02)
Atorvastatin 10 mg Number of events 100

Non-fatal Ml (excl. Silent) + fatal CHD 0.87 (0.76-1.00)

- Placebo Number of events 154 Total coronary endpoints 087 (0.79.0.96)
Total CV events and procedures 0.84 (0.78-0.90)

36% All-cause mortality 0.89 (0.81-0.99)

. CV mortality 0.76 (0.65-0.90)

reductlon Fatal and non-fatal stroke 0.77 (0.66-0.89)

Fatal and non-fatal heart failure 0.84 (0.66-1.05)

Silent MI 1.27 (0.80-2.00)

Unstable angina 0.68 EO.51-0.92)
Chronic stable angina 0.98 (0.81-1.19)
Peripheral arterial disease 0.65 (0.52-0.81)
Life-threatening arrhythmias 1.07 (0.62-1.85)
New-onset diabetes mellitus 0.70 (0.63-.078)
New-onset renal impairment 0.85 (0.75-0.97)

HR = 0.64 (0.50-0.83) p=0.0005

Cumulative incidence (%)

Primary endpoint + coronary revasc. procs. 0.86 (0.77-0.96)
CV death + Ml + stroke 0.84 (0.76-0.92)

0.50 0.70 1.00 1.45 2.00

. Amlodipine = perindopril better Atenolol = thiazide better
Sever PS, et al, for the ASCOT Investigators. Lancet 2003;361:1149-58. Dahléf B. et al. for the ASCOT investigators. Lancet 2005:366:895-906.




ASCOT 2x2 .
Primary Endpoint: Non-fatal Ml and Fatal CHD 2007 CHEP Recommendations

Based on ASCOT-LLA, the CHEP recommendations recommend statins in
high-risk hypertensive patients

Amlodipine-based treatment Atenolol-based treatment with established atherosclerotic disease or with at least
three CV risks such as:

Atorvastatin
— Placebo
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HR=0.47 (0.32 - 0.69) p<0.001 HR=0.84 (0.60 - 1.17) p=0.30
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* Premature family history : Z;a;g;lswzral vl

NNT= 63 NNT= 200 of CVD

CHEP = Canadian Hypertension Education Program; TIA = transient ischemic attack
HR =hazard ratio Sever PS, et al, for the ASCOT Investigators. Lancet 2003;361:1149-58.
Sever PS, et al, for the ASCOT Steering Committee Members. Eur Heart J 2006;27:2982-8. 2007 Canadian Hypertension Education Program Recommendations




