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What we have learnt from
rhythmologists




TRAILS THAT HAVE
FAILED

APRAISE
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ABEST
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TRIALS THAT HAVE
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ACAST




There Is no good surrogate

for clinical outcomes

You may be able to improve
ALV EJECTION FRACTION
AHEMODYNAMICS
AEXERCISE CAPACITY
ANEUROHORMONAL PROFILE
AEt c é

and not improve (outcomes)
AREHOSPITALISATION
ASURVIVAL



Statins prevent CHF
hosplatlisation post ACScirica Bm

Odds ratio
(95% Cl)

Treatment
Achieved LDL (ma/dl)

Intensive  Moderate

TNT (10,001) . 0.74 (0.58,0.94) mumgalmw Atorvastatin 10

101

n.72 {ﬂ.ﬁﬂ,ﬂ.gﬂj Simvastatin 80 Simvastatin 20
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PROVE IT (4162) <[} 0.54 (0.34,0.85) Atorvastatin 80 Pravastatin 40

62 85

IDEAL (8888) . 0.80 (0.61,1.05) A!nrviisirau-n &0 Simvastatin 20

104

A to Z (449T7)

Owerall (95% CI) s 0.73 (0.63,0.84), p<0.001
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intensive statin Moderate statin
therapy better  therapy better

Odds ratio




Statins prevent CHF
hospiatlisation post ACS
PROVEIT

Pravastatin 40mg
w w e o BNP >80/ Prava’
(n=217)

| HR 0.55
(0.35, 0.85) |
=0.008
BNP >80/ Atorva**t
= (n=215)
BNP <80/ Prava™

Atorvastatin 80mg (n=1490)

Hospitalization for heart lailure (2¢)
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— BNP <80/ Atorva
(n=1482)
400 60O 800 800
: Days from Randomization
D No. at Risk e :
720 217 185 74
_ Days from Randomization 15 180 185

No. at Risk 1490 1378 1340
Pravastatin 1930 1846 1785 866 1482 9 ; 3 i3 j\‘
Atorvastatin 1959 1869 1826 869 3 2 W

BNP>80
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CORONA
.. Prnimary Endpoint
CV death or notfatal Ml or nonfatal stroke
30 - Placebo
n =732 (29.3%)
T 25 - Rosuvastatin
Q)
= n =692 (27.5%)
(@)
% 20 -
15 -
10 - Hazard ratio = 0.92
95% CI 0.83to 1.02
5 4 p=0.12
O | | | | | | | | | | | | |
0) 6 12 18 24 30 36
. Months of follow-up
No. at risk

Placebo 2497 2315 2156 2003 1851 1431 811 Kjekshus J et al,
Rosuvastatin 2514 2345 2207 2068 1932 1484 855 N Engl J Med 2007;357:in press



Mechanism Based medicine
may be wrong

« Nice science may be

spoiled by ugly truth »
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the right thing after they have tried
everything else

W. Churchill

(Paraphrased)



Mechanism Based medicine

| Beta-blockers = Negative inotropes
U contra-indicated in HF
| Aldosterone blockers = potassium
sparing diuretics
U cannot be combined with ACE inhibitors
| Positive inotropes = increase heart
output
U beneficial in heart failure



Questions Raised when interpreting a trie
Als the benefit
| Real?
| Consistent?

| Meaningful?



Interpretation of P-values

P < .05, statistically significant at 5% level
does not mean proof of a treatment difference
| t0s an arbitrary guidelil ne

P > .05, nnot statistically
does not mean no difference exists
maybe the study was too small



link between P-value and confidence interval

P < .05 means 95% CI for relative risk
does not include 1

A p value does not deprive you from

having a brain

P >.05 means 95% CI includes 1

0.56 (0.347 0.101)




MADIT -CRT: Cox Analysis
End Point Hazard Ratio p

ICD CRT
Death / HF
25.3% 17.2% 0.66 0.001

HF Events
22.8% 13.9% 0.59 <0.001

Death
2.5% 3.3% 0.99



