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Deaths Due to CVD vs Other 
Diseases in Europe1 

Men 

CVD=cardiovascular disease; CHD=coronary heart disease. 

1. Allender S et al. European Cardiovascular Disease Statistics, 2008. ehnheart.org/files/statistics_202008_20web-161229A.pdf.  
Accessed 11 June 2009. 
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Atherosclerosis begins since childhood 
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Tuzcu EM, et al. Circulation.  2001;103:2705-2710. 

Data from 262 heart transplant donors. 

Sites with intimal thickness Ó0.05 mm were defined as atherosclerotic. 
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The first evidence of CHD is often 
sudden death or MI 

0 

62% (552/895 men) Men 

45% (305/674 women) Women 

 

Patients who experienced an MI (%) 

Murabito JM, et al. Circulation. 1993;88:2548-2555. 
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The majority of lesions causing MI are 
asymptomatic non significant lesions 

Falk E, et al. Circulation. 1995;92:657-671. 
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Coronary stenosis severity prior to MI 
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The discovery of statins 

¸The discovery of 
statins by Akira Endo 
and colleagues in 
1976 opened the door 
to a new era in 
preventive cardiology. 
 

¸ Endo A, Kuroda M, Tanzawa K. 
Competitive inhibition of 3-
hydroxy-3-methylglutaryl 
coenzyme A reductase by ML-
236A and ML-236B fungal 
metabolites, having 
hypocholesterolemic activity. 
FEBS Lett 1976;72:323-326   



The first patient (the pyramidõs apex) 

¸In August 1977, Akira Yamamoto from 
Osaka University Hospital inquired about 
using compactin in the treatment of a 
homozygous patient with severe familial 
hypercholesterolemia.  

¸This patient was an 18 -year old woman with 
a serum cholesterol of 1,000 mg per 
deciliter.  

¸Yamamoto started treating her with 
compactin in February 1978, and her serum 
cholesterol temporarily dropped to ~700 
mg per deciliter  
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Scandinavian Simvastatin Survival Study 
(4S) 

¸ Secondary prevention 

¸ 4444 patients 

¸Cholesterol: 272 Ñ 23 mg/dL 

¸ Simvastatin 20 mg/d 

É40 mg/d in 37% 

¸ LDL-C reduced 38% 

¸ Survival and events 

É30% decreased death rate 

É34% decreased CHD events 

¸ Subsequent secondary prevention 

trials 

Reprinted from The Lancet, Vol. 344, Scandinavian Simvastatin Survival Study 
Group, 1383 -1389, copyright 1994, with permission from Elsevier.  

Proportion  
Alive  

Years Since Randomization  

0  1  2  3  4  5  6  

0.95  

0.90  

0.85  

0.80  

Simvastatin  

Placebo  

Log rank: p=0.0003  



4S Study: Provided Hard Evidence for the Use 

of Simvastatin 20-40mg in CHD Patients 
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4S Group.  Lancet  1994 ; 334 : 1383 t1389 . 

Simvastatin Reduced the Risk of Major Coronary 

Events: Subgroup Analyses from the Scandinavian 

Simvastatin Survival Study 
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P=0.002  

Women  Older  Smokers  Hyper -  
tension  

Diabetes  

n=1814  
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- 34  - 35  - 34  

n=407  n=1156  n= 542  n=573  n=105  

P<0.002  

P<0.002  P<0.0005  P=0.01  P<0.00001  



¸ Increased 5-year risk of CHD death 

because of 

É Diabetes mellitus or treated 

hypertension  

É Cerebrovascular or peripheral 

vascular disease 

É MI or other CHD 

¸ Age 40ï80 years 

¸ Men and women 

¸ Total cholesterol ²135 mg/dl 

¸ Statin not considered clearly 

indicated or contraindicated by 

patientsô primary physicians  

Heart Protection Study: 

Patient Inclusion Criteria 

Adapted from Heart Protection Study Collaborative Group Lancet 2002;360:7-22;  
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The Real - World Nature  
of the HPS  

20ô536 patients 



Simvastatin:  Major Vascular Events by Year 
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Benefits 

started to 

appear after 

one year 

24% SE 3 reduction (2P<0.00001) 



Baseline LDL 

(mg/dl) 

Statin 

(10,269) 

Placebo 

(10,267) 

<100 282 358 

100ï129 668 871 

²130 1083 1356 

All patients 2033 

(19.8%) 

2585 

(25.2%) 

24% SE 3  
reduction  

(2P<0.00001)  
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Entirely Independent of Baseline LDL 

Risk ratio and 95% CI  
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Heart Protection Study Collaborative Group. Lancet 2002;360:7ï22. 



Sachdeva et al, Am Heart J 2009;157:111-7.e2. 

LDLC Levels in 136,905 Patients Hospitalized With CAD: 2000- 2006 

LDLC (mg/dL) 130-160 > 160 < 130 



CASE presentation 

ÅA 58- year - old male who presents for a routine F/U 
evaluation for his HTN  for which he takes lisinopril / 
hydrochlorothiazide (HCTZ). His BP on medication is 
130/80 mm Hg.  
 
ÅBMI of 29, the patient is overweight; he also has central 

adiposity with a waist circumference of 102 cm.  
 
Åcardiac exam and peripheral pulses: normal.  

 
Å+ve family history  :father died of a MI at age 54 years.  

 
ÅHe is a smoker and he gets irregular exercise.  

 
ÅResting ECG: left axis deviation, otherwise normal  

 
 



ÁFSG: 105 mg/dL 

 

ÁCreatinine: 1.1 mg/dL 

 

ÁeGFR: 69 mL/min/1.73 

m2 

 

Ámicroalbuminuria: 

<30 mg/24 h 

 

 

ÅTC: 193 mg/dL 
 
ÅTG: 210 mg/dL 

 
ÅHDL-C: 35 mg/dL 

 
ÅLDL-C: 127 mg/dL 

 
ÅNon-HDL-C:  

158mg/dL 
 



How would you manage?  

ÅWould you give a statin? If yes.. 
Which statin? What is the LDL 
target?  
ÅWould you target the TG and give 
fibrates?  
ÅWould you target the HDL and give 
nicotinic acid?  
 


