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SOLVD / SAVE Reinfarction

Events % Events rate
15 - Placebo 0.2
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Enalapril

Risk reduction = 25%
' P= 0.0|15

P <0.001
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The number of patients experiencing an Ml following randomization in the SOLVD
study (left), or the SAVE study (right).

Note the similar magnitude and time course of ther  eduction of risk of experiencing an
MI following randomization to either of the ACE inhi bitors.
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Primary Outcome —
Ramipril vs Placebo

Placebo

500 1 000
Days of follow-up

RR = 0.78 (0.70-0.86) P =0.000002
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% CV death, Ml or cardiac arrest
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-— Perindopril

RRR: 20%
p = 0.0003
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Placebo annual event rate: 2.4% n=12 218
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AT, -Receptor Blocker (ARB)
Clinical Outcorne Studies
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LIFE ONTARGET OPTIMAAL ELITE I
SCOPE TRANSCEND  VALIANT Val-Heft

VALUE JIKEI CHARM
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MP-20
Val-HeFT: Co-primary Outcomes




CHARM: CV death or CHF
nospitalisation
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""" Candesartan . Candesartan
““““““ 1150 (30.2%)
e 333 (22.0%) """ Candesartan
=" candesartan

21



- (89:@+8" )F
).,

? 99=

++



— E
/
: e
5:8:; 55> 55+ 58+> <6: +56 6<5
E 5>>: 55+5 5<: 6::5 <5> +56: 6>

+>



High -risk patients with previous vascular event or DM wi th

target -organ damage but controlled BP and no HF

Tolerate ACE

Yas MNo
ONTARGET TRANSCEND
N=25,620 N=5776
S-weelk run -in S-week rurn -ir)
Telmisartan Famipril  Telmisartan 80 my -+ Telmisartan Placebo
80 my 10 my Farmipril 10 my 80 my n=3000
n=7300 n=7300 n=7s00 n=3000

Follow -up of 3.5 to 5.5 years

Prirnzry Composite of CV death, nonfatal MI, nonfatal stroke
outcorne or hospitalization for CHF

DIV=diapetes mellitus,
The ONTARGET/TRANSCEND Investigatiors. A Hleart J. 2004:148:52-671,



CV Death, Ml, Stroke



CV Death, MI, CVA, HF

Telmisartan vs. Ramipril: RR=1.01 (0.94-1.09)
Combination Therapy vs Ramipril: RR=0.99 (0.92-1.07)

No. aif Risk

Telmisartan 8542 8177 7778 7420 7051 1687
Rarmipril 8576 6214 7832 7472 7093 1703
Telmisartan 8502 8133 7738 7375 7022 1718

plus rarnipril



Reasons for Permanently
Stopping Study Medications
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I-PRESERVE: Primary Endpoint

Death or protocol specified CV hospitalization
(Mean follow-up 49.5 months)

HR (95% CI) = 0.95 (0.86-1.05)
Log-rank p=0.35

Irbesartan
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12 18 24 30 36 42 48 54 60
No. at Risk Months from Randomization

Irbesartan 2067 1929 1812 1730 1640 1569 1513 1291 1088 816 497

Placebo 2061 1921 1808 1715 1618 1539 1466 1246 1051 776 446 NEJM 2008




| PRESERVE Primary Outcome with
Component Events

Placebo Irbesartan
(n=2061) (n=2067)

Primary Outcome 763 742
Death 226 221

CV hospitalization* 537 521
Worsening heart failure 314 291

Myocardial infarction 54 60
Unstable angina 19 20
Stroke 79 68
Atrial arrhythmia 68 77

Ventricular arrhythmia 3 5

* Protocol-specified
NEJM 2008




HR 0.95 95%CI 0.86-1.04 P=0.23
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Conventional treatment



CV Death, MI, Stroke
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Number at risk
Candesartan
Placebo

Cumulative Hyperkalemia (%)
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Candesartan A

197 (5.2%)

DO0.7%

] [ events
1.8% per 1000

patients
over 3.2
years

1.1%

3803
3796

3563
3464

3 3.5yrs

3271 2215 761
3170 2157 743




