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BACKGROUND To determine whether the use of statins in patients with normal or abnormal cholesterol levels, with or 
without ocher cardiovascular risk factors and those without symptomatic or asymptomatic corona1y 
heart disease would significantly decrease the risk of mortal icy and cardiovascular events. 

METHODS The study design is a meta-analysis (hazard ratio/risk ratio and confidence interval). The trials were 
collected from Medline search of randomized controlled studies from 1965-2005 (keywords: sratins + 
primary prevention+ coronary events+ mortality+ meta-analysis), Medical UptoDate 2004 Edition 
and Cochrane Registry. Five trials were included in che study: WOSCOPS, AFCAPS/TexCAPS,. 
ALLHAT-LLT, ASCOT-LLA, and CARDS. T he trials were all randomized controlled, three of which 
were double blind, while two were open-blinded. Four were placebo-comrolled while one was compared 
with the usual care. Dara extraction was done by two independent unblinded observers. 

RESULTS All cause mortality showed a combined risk ratio(RR) 0.88(p=0.06), 95% CI 0.76- l .0 I. Mortality 
from all cardiovascular causes showed a combined RR 0.87(p=0. l4), 95% CI 0.72-1.05. Mortality 
from coronary heart disease showed a combined RR 0.77(p=0.0 I), 95% CI 0.63-0.95. Incidence of 
acute coronary event showed a combined RR 0.71 (p=0.0002), 95% CI 0.59-0.85. Incidence of non
fatal MI and/or death from coronary heart disease showed a combined RR 0.75(p=0.0009), 95% CI 
0.64-0.89. 

CONCLUSION Starins did nor significantly decrease all cause mortality and mortality from all cardiovascular causes but 

they significantly decrease mortality from coronary heart disease, incidence of non-fatal MI and/or 
morraliry from corona1y heart disease and incidence of acute coronary events in patients with normal or 
abnormal cholesterol levels, with or without cardiovascular risk factors and those without symptomatic 
or asymptomatic corona1y heart disease. 
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In the era when the prevalence of coronary heart disease 

is evident, prevention of even a minute proportion of cases 

would save a significant number of lives, avoid 

insurmountable suffering and save billions of healthcare 

funds. Measures to prevent coronary heart disease may 

hinder the occurrence of other manifestations of 

atherosclerosis such as stroke and peripheral arterial disease. 

Because cardiovascular diseases will become the number 

one killer worldwide in the early 21" century, widespread 

deployment of affordable preventive strategies will be 

essential for both developed and developing councries. 1 

It has been established that dyslipidemia is a major 

independent risk factor for coronary heart and ocher 

cardiovascular diseases. The introduction of stacins has 

revolutionized the management of dyslipidemia using 

agents that are highly efficacious with a favorable risk co 

benefit ratio. Landmark trials have demonstrated that 

statins have beneficial effect in primary and secondary 

prevention even in patients with a wide age range and 

patients with lower than average total cholesterol. Present 

efforts are staged to determine the long term safety effects 

with pharmacological intervention and co implement 

effective risk factor reduction in the hope of strengthening 

the primary prevention of patients at increased risk for 

clinical corona1y events. Large randomized controlled trials 

have proven that statins are beneficial for the prevention 

of major fatal and non-fatal cardiovascular events. In a 

study by Vijan, et al, a meta-analysis of 6 randomized 

controlled primary prevention trials in diabetic patients, 

it was concluded that treatment with lipid-lowering agents 

reduce cardiovascular events. Most patients including chose 

with LDL less than I 15 mg/dL and possibly less than 

100 mg/ dL benefit from starins. Moderate doses of these 

drugs suffice in most patients with diaberes.7 

Significance of the Study 

Although most primary prevention landmark trials 

have been pursued and have stated the beneficial effects 
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of statins against coronary events, a review or a meta

analysis of these trials will be essential to ascertain a group 

effect with regard to the primary outcomes. 

le is also important ro note that although scarins are 

the cornerstone for the treatment of dyslipidemia, they 

are nor free of adverse drug reactions either when used 

alone or in combination wirh other drugs. Most common 

side effects include rhabdomyolysis and liver enzyme 

elevation. In addition, although statins may be effective 

for the prevention of atherosclerosis, they are expensive. 

Thus, their cost-effectiveness must be considered prior to 

their use. le is salient therefore to evaluate whether the 

benefit of using chem will outweigh the harm of their 

possible adverse effects and exorbitant cosc. 

/ General Objective 

To determine whether rhe use of statins in patients 

with normal or abnormal cholesterol levels, with or without 

other cardiovascular risk factors and without symptomatic 

nor asymptomatic coronary heart disease would 

significantly decrease the risk of mortality and/or 

cardiovascular events. 

/ Specific Objective 

To determine whether scatins significantly decrease 

the risk of che following outcomes: 

a. death from any cause

b. death from all cardiovascular causes

c. death from coronary heart disease

d. incidence of non-fa cal MI andf or death from coronary

heart disease

e. incidence of acute coronary event

METHODS 

The study design is meta-analysis (hazard ratio/ risk 

ratio and confidence interval). Keywords used include 

scarins + primary prevention + coronary events + mortality 

+ meta-analysis.

The trials were collected from Medline search of

randomized controlled studies of primary prevention trials 

from 1965 to 2005 and from Medical Up to Dace 2004 

Edition. Cochrane Registry was checked for similar smdies 

to ensure that there were no other meta-analyses published 

regarding che subject matter. 

All the available studies were reviewed by cwo 

investigators and dispute between the two investigators 

were seeded by a third investigator. 

The trials satisfied che following cntena: 1. 

randomized double blind or unblinded controlled trials 

comparing scacins with placebo or usual care 2. 

randomized double blind or unblinded controlled trials 

comparing scacins with placebo or usual care in which all 

cause mortality, death from coronary heart disease, death 

from cardiovascular causes, non-fatal MI and/or death from 

coronary heart disease, or acute coronary event were the 

endpoints measured 3. randomized double blind or 

unblinded controlled trials comparing statins with placebo 

or usual care in humans 4. randomized double blind or 

unblinded controlled trials comparing scatins with placebo 

or usual care in which the subjects included may have 

normal or abnormal total cholesterol and LDL cholesterol 

levels, may have coronary heart disease risk factors eg. 

hypertension, diabetes bur preferably with no history of 

symptomatic nor asymptomatic coronary heart disease 5. 

randomized double blind or unblinded controlled trials 

comparing statins with placebo or with usual care which 

are published from 1965-2005. 

The trials wen: critically appraised and the inclusion 

criteria were srriccly applied. Five trials satisfied the 

inclusion criteria. Table 1 shows the features of each trial. 

Table 2 lists rhe quality assessment for each trial with 

reference to selection bias, performance bias, exclusion bias, 

and detection bias. Three trials were randomized double 

blind placebo controlled while 2 trials were randomized 

open-blinded trials. The baseline characteristics of both 

treatment and placebo or usual care groups were 

comparable. All patients were created equally in terms of 

medication received and followed with the same general 

quality of care in all trials. 

The five trials were conducted with intention co treat 

analysis. The results of each trial were extracted by rwo 

reviewers using standard data collection form. 

RESULTS 

A total of five trials were included in the study with a 

coral population of 36,698. They were WOSCOPS 

(Prevention of Coronary Heare Disease with Pravastacin 

in Men with Hypercholesterolemia), AFCAPS/TexCAPS 

(Primary Prevention of Acute Coronary Events with 

Lovastatin in Men and Women with Average Cl-\olesterol 

Levels), ALLHAT-LLT (Major Outcomes in Moderately 

Hypercholesrerolemic, Hypertensive Patients Randomized 
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Table 1. Description of Trials Included in the Meta-analysis 

Study Publicarion Design Sample Treatmenc Age 
Size 

Subject Characteristics Outcome Duration 

WOSCOPS NEJM 1995 Randomized double 6,595 
blind placebo 
concrolled 

Pravastatin 45-64 Middle-aged men w/o All cause mortality, 

vs placebo CHO, TC 272+/-23mg/dl, death from CHO, Death 
LDL I 92+/-l 7mg/dl from CV causes, nonfatal 

MI &/or death from 
CHO, acute coronary 
event 

5 years 

AFCAPS JAMA 1998 Randomized double 6,605 Lovascacin 45-73 Men, pos r mcnopausal Death from CHO, death 
women w/o CHO, P VD from CV causes, nonfatal 
or CVA, TC 221+/-2lmg/ MI &/or death from 

5 - 2 years 
blind placebo vs placebo 
concrolled 

ALLHAT-LLT JAMA 2002 Randomized open- 10,355 Pravastatin 
blinded, with usual vs 
care usual care 

di, LDL 150+/-l 7mg/dl CHO, acute coronary 
evenr 

>or= Ambulatory persons w/ All cause mortal ity,
55 Stage 1-2 HPN, w/ >=l death from CHD,death

CHO ri sk factor, TC from CV causes, 
224mg/dl, LOLl20- nonfatal MI &/or 
J 89mg/dl death from CHO, acute 

coronary event 

4 - 8 years 

ASCOT-LLA LANCET 
2002 

Randomized open
blinded, placebo 
controlled 

19,342 Arorvastacin 40-79 Hypertensive persons w/ 
at Least 3 CV risk factors, 
TC208mg/dl,LDL 
l3lmg/dl 

All cause mortal ity, 
death from CHO, death 
from CV causes, nonfatal 
MI &/or death from 
CHO, acute coronary 

3-3 years
vs 

placebo 

event 

CARDS LANCET 
2005 

Randomized double 2,838 Atorvastacin 40-75 Persons w/o CV disease, All cause mortality, 
w/ type 2 OM, w/ HPN, acute coronary event 
retinopathy, maculopathy, 
micro/macroalbuminuria, 

3-9 years
blind placebo vs 
controlled placebo 

Table 2. Trial Quality Assessment 

Study Selection Bias Performance Bias 

WOSCOP S A A 
AFCAPS A A 
ALLHAT-LLT B B 
ASCOT-LLA B B 
CARDS A A 

co Pravastatin vs Usual. Care- T he Antihyperrensive and 

Lipid-Lowering Treatment to Prevent Heart Attack Trial), 

ASCOT-LLA (Prevention of Coronary and Stroke Events 

with Atorvastatin in Hypertensive Patients Who Have 

Average or Lower-than-Average Cholesterol 

Concentrations, in the Anglo-Scandinavian Cardiac 

Outcomes Trial-Lipid Lowering Arm: A Multicentre 

Randomized Controlled Trial and CARDS (Primary 

Prevention of Cardiovascular Disease with Atorvastatin in 

Type 2 Diabetes in the Collaborative Acorvastatin Diabetes 

TG 257mg/dl, LOL 
l 57mg/dl

Exclusion Bias Detection Bias Overall 

A A A 
A A A 
A B B 
A A 

A A A 

Study: Mulricentre Randomized Placebo-Concrolled Trial. 

In the WOSCOPS trial, men with hypercholestero

lemia but with no histoty of MI nor ECG abnormalities 

such as pathologic Q waves and AF were randomized to 

receive Pravastatin or placebo. Results showed that 

treatment with Pravasratin significantly reduced the 

incidence of MI and death from cardiovascular causes 

without adversely affecting the risk of death from 

noncardiovascular causes 111 men with moderate 

hypercholesterolemia and without history of MI. 
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Pravascacin lowered plasma cholesterol by 20% and LDL 

by 26%. 2 

In AFCAPS/TexCAPS trial, both men and 

poscmenopausal women with average cholesterol, below 

average HDL and with no history of MI, angina, 

claudicac ion or stroke were randomized to receive 

Lovascatin or placebo. Results showed chat Lovascatin 

reduced the risk for acute coronary event in men and 

women with average total cholesterol and LDL and below 

average HDL levels. Lovascacin decreased LDL by 25%. 3 

In ALLHAT-LLT, which has the largest number of 

subjects, ambulatory persons drawn exclusively from 

ALLHAT-antihypercensive trial with stage I or 2 

hypertension and with at least one additional coronary 

heart disease risk factor were randomized to receive 

Pravastatin versus the usual care. Participants chat were 

excluded include those who were currently receiving lipid

lowering therapy, taking large doses of niacin or taking 

Probucol in the last year, intolerant to statins, with 

significant liver or kidney disease, or with secondary cause 

of dyslipidemia. Results showed chat Pravastatin did not 

reduce either all cause mortality or coronary heart disease 

significantly when compared with usual care in older 

participants with well-controlled hypertension and 

moderately-elevated LDL. The results maybe due to 

modest differential in total cholesterol (9.6%) and LDL 

(16.7%), between Pravastatin and usual care group 

compared with prior statins supporting cardiovascular 

disease prevention. In the usual care group, cross over to 

statin treatment increased from 8% at the second year to 

17% at the fourth year. 4 

In ASCOT-LLA trial, hypertensive men and women 

with treated or untreated hypertension, who were eligible 

for the blood pressure lowering arm, and have at least 

three cardiovascular risk factors such as left ventricular 

hypertrophy, diabetes, stroke, peripheral vascular disease, 

male sex , age more than or equal co 55, micro or 

microalbuminuria, smoking and premature family history 

of coronary heart disease were randomized co receive 

Atorvastatin or placebo. Exclusion criteria include previous 

MI, currently created angina, cerebrovascular accident 

within three months, triglyceride more than 4.5 mmol/L 

and uncontrolled arrhythmia. Results showed a large 

reduction in cardiovascular events with acorvastatin given 

the short follow-up time of three years. Atorvastatin lowered 

total cholesterol by 20% compared with placebo.5 

In the CARDS, subjects with no cardiovascular disease 

but with type 2 diabetes mellitus and/or hypertension, 

retinopathy, maculopathy, micro or microalburninuria 

were randomized to receive Atorvastatin or placebo. 

Atorvastatin decreased total cholesterol by 24% and LDL 

by 360/o_ The trial was terminated two years earlier than 

expected because the prespecified early stopping rule for 

efficacy had been met. Results showed chat Atorvastatin 

was safe and efficacious in reducing the risk of first 

cardiovascular disease including stroke in patients with 

type 2 diabetes mellitus without high LDL cholescerol.6 

The all cause morcaiity (Figure 1) in the four trials 

Review: 

Comparison: 

Slatins for Primary Prevention of Mortality and Coronary Heart Disease 
01 Death from any cause 

Outcome: 

study 

or sub-category 

ALLHAT-LLT 

ASCOT-LL.I\ 

CARDS 

VVOSCOPS 

Total (95% Cl) 

01 Risk ratio for death from any cause 

log[Risk ratio] (SE) 

-0.0101 (0.0564)

-0.1393 ()_1022)

-0.3147 .(0.1694) 

-0.2485 (0.1286)

Test for i·,eterogeneity: Chi' = 5 .50, elf = 3 (P = 0 .14), 12 = 45 .5% 

Test tor overall effect: Z = 1 .85 (P = 0 .06) 

Risk ratio (random) 

95%CI 

0.2 0.5 2 
Figure 1. 

F avoLirs treatment Favours control 

Risk ratio (random) 

95%CI 

0.99 (0.89, 1.11) 

0.87 (0. 71, l. 06) 

0.73 [0.52, l. 02) 

0.78 [0.61, 1.00) 

0.88 [0.76, 1.01) 

5 
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(ALLHAT-LLT, ASCOT-LLA, CARDS, WOSCOPS) 

showed no significant difference between the statin and 

the placebo group. The average risk ratio is 0.88 (p=0.06), 

with 95% CI 0.76-1.01 which pointed a trend cowards 

benefit. 

Death from all cardiovascular causes (Figure 2) showed 

no significant difference in four trials (WOSCOPS, 

AFCAPS/TexCAPS, ALLHAT-LLT, ASCOT-LLA) between 

the stacin and the placebo group. The combined risk ratio 

is 0.87 (p=0.14), with 95% CI 0.72-1.05 which also 

revealed a trend towards benefit. 

Four trials (AFCAPS/TexCAPS, ALLHAT-LLT, ASCOT

LLA, WOSCOPS) with death from coronary heart disease 

(Figure 3) as an endpoint showed statins were significantly 

better than the placebo or usual care group in reducing the 

risk of death from coronary heart disease, with combined 

risk ratio of 0.77 (p=0.01) and 95% CI 0.63-0.95. 

Four  t r i als (WOSC OPS, AFCAPS/TexCAPS,  

ALLHAT-LLT, ASCOT-LLA) showed significant difference 

in reducing the risk of non-fatal MI and/or death from 

coronary heart disease (Figure 4) between statin group 

and placebo group with an average risk ratio of 0.75 

(p=0.0009), and 95% CI 0.64-0.89. 

Five trials (WOSCOPS, AFCAPS/TexCAPS, ALLHAT

LLT, ASCOT-LLA, CARDS) showed significant differen.ce 

in reducing the risk of acute coronary event (Figure 5) 

between the scacin group and placebo group with combined 

risk ratio of 0.71 (p=0.0002) and 95% CI 0.59-0.85. 

Review: 
Comparison: 

Statins tor Primary Prevention ot Mortality and Coronary Heart Disease 
03 Death tram all cardiovascular causes 

Outcome: 01 Risk ot death from all cardiovascular causes 

Study 
or sub-category 

AFCAPS/TexC.A.PS 
ALLHAT-LLT 
.A.SCOT-LLA 
WOSCOPS 

Total_ (95% Cl) 

log[Risk Ratio) (SE) 

-0_0101 10.0823)

-0.1054 (0.1588)

-0.2877 (0.0979l

-0.3857 (0.1821)

Test for heterogeneity: Chi2 = 6.62, df = 3 (P = 0.09), 12 = 54.7% 
Test for overall·eftect: Z = 1.93 (P = 0.05) 

Risk Ratio (random) 
95%CI 

.-l ... 
-

---

• 

• 

Figure 2. 0.2 0.5 2 

Favours treatment Favours control 

Review: 
Comparison: 

Statins for Primary Prevention of Mortality and Coronary Heart Disease . 
02 Death tram coronary heart disease 

Outcome: 01 Risk of death from CHD 

Study 
or sub-category 

P,FC.l!..PS/f exCAPS 
/!,LLH.A.T-LLT 
.l!..SCOT-LLA. 
VVOSCOPS 

Total (95% Cl) 

loglRisk Ratio] (SE) 

-0. 2877 (0.1048)

-0.0101 (0.1118)

-0.4780 (0.1389)

-0.3147 (0.2116)

Test for heterogeneity: Chi'= 7.50, df = 3 (P = 0.06), F = 60.0% 
Tesi for overall effect: Z = 2.44 (P = 0.01) 

Risk Ratio (random) 
95%CI 

---

-----

Figure 3. 0.2 0.5 2 
Favours treatment Favours control 

Risk Ratio (random) 
95%CI 

0_99 [0.84, 1.16] 

0.90 (0.66, l. 23] 

0.75 (0.62, 0.91] 

0.68 [O. 48, 0.97) 

0.84 [O. 70, l. 00) 

5 

Risk Ratio (random) 
95%CI 

0.75 (0.61, 0.92) 

0.99 (0. 80, 1.23) 

0.62 [0.47, 0.81) 

0. 73 (0.48, 1.11)

0.77 [0.63, 0.95) 

5 
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Review: 

Comparison: 

Statins for Primary Prevention of Mortality and Coronary Heart Disease 

04 Non-fatal Ml/Death from CHD 

Outcome: 01 Risk of Non-fatal Ml or death from CHD 

Study 

or sub-category 

WOSCOPS 

AFCAPSfTexCAPS 

ALLH,il, T -LL T 

ASCOT-LLA 

Total (95% Cl) 

log[Risk Ratio] (SE) 

-0.3567 (0.0945)

-0.0943 (0.0701)

-0. 4780 ,(0.1389)

-0.2877 (0.1048)

Test for heterogeneity: Chi'= 8.99, df = 3 (P = 0.03), 12 = 66.6% 

Test for overall effect: Z = 3.32 (P = 0.0009) 

Figure 4. 0.2 

Risk Ratio (random) 

95%CI 

---

-----
----

• 

0.5 2 

Risk Ratio (random) 

95%CI 

0.70 [0.58, 0.84] 

0.91 [O_ 79, 1.04] 

0.62 [0.47, 0.81] 

0.75 [0.61, 0. 92] 

0.75 [0.64, 0.89] 

5 

Favours treatment Favours control 

Review: 

Comparison: 

Statins for Primary Prevention of Mortality and Coronary Heat1 Disease 

05 Acute coronary event 

Outcome: 01 Risk of Acute Coronary Event 

Study 

or sub-category log[Risk Ratio) (SE) 

WOSCOPS -0.3711 (0.1127)

AF CAPSfT exCAPS -0.4620 (0.116?)

ALLHAT-LLT -0.0943 (0.0701)

ASCOT-LLA -0.4780 (0.1389)

CARDS -0.4463 (0.1796)'

Total (95% Cl) 

Test for heterogeneity: Chi2 = 12 .98, df = 4 (P = 0 .01 ) , 12 = 69 .2% 

Test for overall effect: Z = 3.72 (P = 0.0002) 

Figure 5. 0.2 

Risk Ratio (random) 

95%CI 

---

• 

.. 

0.5 2 5 

Risk Ratio (random) 

95%CI 

0.69 [0.55, 0.86] 

0.63 [0.50, 0.79] 

0.91 [0.79, 1.04] 

0.62 [0.47, 0.81) 

0.64 [0.45, 0.91] 

0. 71 [0.59, 0.85]

Favours treatment Favours control 

Analysis 

From each trial the outcome measure was extracted. 

Outcome measures include hazard ratio, risk ratio and 

risk reduction. Hazard ratio and risk ratio were considered 

similar while risk reduction was converted to risk ratio. 

Standard errors were copied if given or extracted from the 

confidence intervals. Meta-analysis of the results was done 

by using the Review Manager 4.1 Computer Data Base. 

Fixed effects and random effects were used to estimate 

summary weighted mean risk ratio and 95% confidence 

interval in evaluating the outcomes. The trials combined 

were based on similar endpoints. Several endpoints were 

considered. Trials with similar outcomes were grouped 

together and analysed. These outcomes include: all cause 

mortality, death from coronary heart disease, death from 

all cardiovascular causes, risk of non-fatal MI and/or death 

from coronary heart disease, and risk of acute coronary 

event. 

DISCUSSION 

A 3-hydroxy-3-methylglutaryl-coenzyme A reductase 

inhibitors collectively known as statins, has been 

introduced into clinical practice. These drugs hinder 

endogenous synthesis of cholesterol and reduce the level 

of 101 cholesterol slowing the progression of coronary 

disease and reducing the incidence of death from corona1y 

causes and death from any cause in men with manifest 

coronary heart disease. The etiologic role of circulating 
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levels of LDL cholesterol 1n the development of 

atherosclerotic coronary heart disease is well-established. 

A significant number of randomized trials in the l 970's 
and 1980's affirmed that lowering the LDL levels with 

diet and/or drugs such as bile acid sequescranc resins and 
fibrares reduced CHO event rare. However, coral 

cholesterol reductions obtained in these trials were modest 

approximately only 10%, and correspondingly modest 

reductions in CHD mortality were offset by small increases 
in noncardiovascular mortality with no net effect on overall 

mortality. It was in the mid l 980's char HMG-CoA 

reduccase inhibitors (Scacins) provided the means co 
conduce randomized trials in which coca! cholesterol 

reductions of 20% or greater could be achieved long term. 

These trials also allowed questions about the overall 
benefits and risks of cholesterol lowering co be effectively 
addressed. 2

•
4 

Earlier trials of lipid lowering drugs in the primary 

prevention of coronary heart disease have demonstrated 

that lowering cholesterol levels in middle-aged men with 

hypercholesterolemia reduces incidence of MI. However, 
because of their design and low rates of observed events, 
these studies were unable co show a clear effect of therapy 
on the risk of death from coronary heart disease or death 

from any cause. 2 

A meta-analysis of the trials provided support for the 

likelihood chat therapy lowered rhe risk of death from 
coronary heart disease bur it also aroused concern char 
the risk of death from noncardiovascular causes might be 
increased by treatment. Whether chis association was due 
co chance, to the reduction in cholesterol itself or co an 
adverse effect of the drug is not clear. 2 

This meta-analysis has laid down an integration of 
the different randomized controlled trials comparing 
scacins versus placebo or ustial care in the primary 

prevention of all cause mortality, death from all 
cardiovascular causes, death from CHO, non-fatal MI and/ 

or death from CHD, and acute coronary events. 
When individually taken into account, each rrial 

pointed out chat statins significantly decrease all cause 
mortality (ASCOT-LLA, CARDS, WOSCOPS) and death 
from all cardiovascular causes (WOSCOPS, AFCAPS/ 
TexCAPS, ASCOT-LLA). An exception rn chis was che 

ALLHAT-LLT which showed no significant difference in 
the risk of these outcomes between the statin and placebo 

group. The overall or combined effect of the trials brought 

about a paradigm shift of the common belief chat scacins 

reduce all cause mortality and risk of death from all 
cardiovascular causes since when analyzed as a group these 
trials revealed that scatins had no significant effect in the 
reduction of all cause mortality and risk of death from all 
cardiovascular causes. 

This can be explained by the fact that in ALLHAT

LLT, there was a smaller than expected differential in total 

cholesterol between che two treatment groups with only 
9.6% reduction in statin versus placebo as compared co 
ocher prima1y prevention trials which have more than 20% 

coral cholesterol reduction. There was also a unique 
participant population in ALLHAT since it was the only 

published scatin trial conducted exclusively in created 

hypertensive participants. In a meta-analysis of 3 published 

Pravascatin trials, treatment was associated with only a 
14% CHO event reduction (p=0.03) vs 33% (p=0.001) 
in non-hypertensive participants. The difference therefore 

in CHO event race reduction between hypertensive and 

non-hypertensive patients was statistically significant. 

ALLHAT was also a non-blinded, trial designed and 
carried out during a period in which a series of landmark 
trials stimulated the prescription of statins and 
progressively broadened the indications for their use in 
individuals targeted by ALLHAT-LLT. This may have 

contributed co che use of open-label scacins in the usual 

care group. Because the study was not blinded, there may 
also have been greater use of non-pharmacologic 
cholesterol lowering interventions in the usual care group 
than the pravastatin group, although changes in 
participants' diet, exercise habits and weight were not 

examined in ALLHAT. 

In terms of reduction of the risk of death from CHO, 
risk of non-fatal MI and/or CHO death and risk of acute 
corona,y events, the study showed that statins significantly 

play a role. Should statins be used as a tool for primary 
prevention of mortality, cardiovascular events and coronary 
heart disease? This question is essential but the ultimate 
decision rests in the discretion of the clinical practitioner 

and his choice will also be influenced by another factor 
besides efficacy: cost. 

Given a situation wherein price is not a consideration, 
the findings of this study possess a strong impact. Although 
the study showed that scacins cause no significant reduction 

in the risk of all cause mortality and risk of death from all 
cardiovascular causes, a trend towards benefit was 
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observed. In addition, the beneficial effect of statins on 

the reduction of death from CHD, non-fatal MI and/or 

CHD death and acute coronary eYenrs could not be 

overemphasized. Further studies with large sample size, 

with randomized double blind placebo controlled designs 

and with similar endpoints are needed to fortify the 

definitive therapeutic benefit of statins as a cool in primary 

prevention management. 

CONCLUSION 

Starins did nor significantly decrease all cause morraliry 

and mortality from all cardiovascular causes in patients 

with normal or abnormal cholesterol levels, with or without 

other cardiovascular risk factors and without symptomatic 

nor asymptomatic coronary heart disease. 

Statins however significantly decrease mortality from 

coronary heart disease, non-facal MI and/or mortality from 

coronary heart disease and acute coronary events in patients 

with normal or abnormal cholesterol levels, with or without 

cardiovascular risk factors and without symptomatic nor 

asymptomatic coronary heart disease. 
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