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Abstract

Aim: To define the best practice guidelines for pri-
mary prevention of cardiovascular diseases in mid-
dle age individuals as well as the elderly.

Study design and Methodology: Narrative review
study for RCT, clinical trials and systematic review
studies published in English language from 2003-
2018; in middle age individuals as well as the eld-
erly. Search was conducted in Pubmed and Goog-
le Chrome. Terms used for searching were (best
practice guidelines) and (primary prevention of car-
dio-vascular disease).

Results: The total number of study search items was
2020 studies and after filtering them, the matching
studies were 70: 38 studies were excluded whereas
32 studies were included. Six studies were about
statins therapy in primary prevention of CVD in the
elderly. Five studies were about statin benefits for
primary prevention of cardiovascular disease in
middle age individuals. Nine studies were about
non-statin therapy. Five studies were about blood
pressure control and primary prevention of cardio-
vascular disease. Seven studies were about aspirin
for primary prevention of cardiovascular disease in
diabetics.

Conclusion: Statins are beneficial for primary pre-
vention of cardiovascular disease in middle age
individuals as well as the elderly who had dyslipi-
demia or were diabetic aged 40-75 years, or 10-
years CVD risk =>7.5% according to AHA/ACC, or
=>10% in accordance with the guidelines for both
NICE and USPSTF. There is no definite evidence
for non-statin therapy benefit for primary prevention
of CVD but it can be used in hypercholesterolemia
patients or high CVD risk patients who do not toler-
ate statins or have not responded to the maximum
dose of statins. There was no evidence for aspirin
benefit in primary prevention of CVD in diabetics.
Immediate blood pressure control is important in
the primary prevention of CVD in hypertensive pa-
tients with high cardiovascular risk.

Key words: Cardiovascular diseases, middle aged,
elderly, primary prevention
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Introduction

Cardiovascular disease (CVD), of which coronary heart
disease (CHD) and stroke are the prevailing components,
is by far the leading cause of death in most developed
countries and is rapidly becoming the leading cause of
death in the world (Lim et al., 2010). Indeed, the World
Health Organization estimates that annual global mortality
due to CVD will approach 25 million by 2030, of which
about 80 % will occur in developing countries (World Heart
Organization. Atlas of heart disease and stroke 2015). Not
only is CVD aleading cause of mortality, but it is the leading
cause of loss of disability-adjusted life years globally (
Perk et al. 2012). Emelia et al (2017) stated that CVD and
stroke accounted for 14% of total health expenditure in
2012 to 2013, more than any major diagnostic group. The
annual direct and indirect cost of CVD and stroke in the
United States was an estimated $316.1 billion in 2012 to
2013. According to the same authors, taking into account
nursing home care costs, the total direct medical costs of
CVD between 2012 to 2030 are projected to increase from
$396 billion to $918 billion. All these facts guide us to the
importance of early detection of risk factors for CVD, so
that we can identify and avoid these diseases. In addition,
there is need to establish clear protocols and guidelines
for primary prevention of CVD, of course, many countries
do have them.

The INTERHEART study elucidated the effect of CVD risk
factors including dyslipidemia, smoking, hypertension,
diabetes, and abdominal obesity, whilst it demonstrated the
protective effects of consumption of fruits and vegetables
and regular physical activity. These risk factors were
consistent throughout all populations and socioeconomic
levels studied, helping to establish the viability of uniform
approaches to CVD primary prevention worldwide (Yusuf
et al., 2004).

Significant morbidity and mortality of CVD, in addition to
its financial burden on health, led us to concentrate on the
fundamental components of CVD primary prevention in
the current study. The question remains what are the best
practice guidelines for the primary prevention of CVD?

Study Aim

The main aim of this study to define the best practice
guidelines for primary prevention of cardiovascular
disease. In addition the other study objectives are:

1-To improve the practice for primary prevention of
cardiovascular disease through following evidence based
best practice guidelines recommendations.

2-To control cardiovascular disease risk factors mainly
hypertension, hypercholesterolemia and diabetes.

3-To check the role of aspirin in primary prevention of
cardiovascular disease in diabetic patients.

Study Hypothesis:

There is meaningful relationship between hypertension,
hyperlipidemia, diabetes and cardiovascular disease
so that the main hypothesis of the study is that the

management of these diseases plays a vital role in primary
prevention of cardiovascular disease.

Other hypotheses include:

Aspirin has no benefit in primary prevention of
cardiovascular disease in diabetic patients.

Best practice guidelines recommendations had an
important role in primary prevention of cardiovascular
disease.

Methodology

The global burden of cardiovascular disease mortality,
as it is classified as number one cause of mortality and
the main reason for morbidity worldwide, requires the
improvement of preventative strategies of cardiovascular
disease and increased community and care provider
awareness about best evidence strategies. Furthermore
the World Health Organization (WHO) rating shows
that above 75% of premature cardiovascular disease is
preventable and improvement of risk factors is able to
lower the increasing CVD load on both care providers and
individuals (WHO 2016). While age is a recognized risk
factor for CVD increase; autopsy evidence proposes that
the process of CVD expansion in the last year is avoidable
(Kannel et al 2020), so risk lowering is pivotal. Based on
that the current study searched best practice guidelines
for primary prevention of cardiovascular disease?

To answer this question properly, the study tried to review
the most updated literature. The study used the RCT,
systematic reviews and meta-analysis studies which have
been published from 2003 to 2018 by using the Cochrane
library, Pubmed, or Google Chrome.

The data did not use any studies with low evidence or old
papers that were published more than 15 years. The study
compared results of these studies with the current best
practice guidelines mainly National Institute for Health
and Care Excellence (NICE, 2016), American Heart
Association (AHA) and American College of Cardiologists
(ACC) (Eckel et al., 2013). The data reviewed a high
number of studies around different aspects of CVD primary
prevention and risk factors. The study formed a clear
idea on the risk factors of CVD, the data then used the
new-found knowledge to find a common reason why the
cardiovascular system is susceptible to disease. Secondly
,it reviewed the most relevant protocols used to modify
CVD risk factors to avoid CVD. Then the study tried to find
common links between the most common types of CVD
and formulate the best recommendations that are used to
avoid all types of CVD.

The total numbers of study search items were 2020 studies
and after filtering them, the match studies were 70:

38 studies were excluded whereas 32 studies were
included.

Six studies about statins therapy in primary prevention of
CVD in the elderly.
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Five studies about statin benefits for primary prevention of
cardiovascular disease in middle age individuals.

Nine studies about non-statin therapy.

Five studies about blood pressure control and primary
prevention of cardiovascular disease.

Seven studies about aspirin for primary prevention of
cardiovascular disease in diabetic patients.

Discussion

The main concept in primary prevention of cardiovascular
disease is to control risk factors.

Example: hyperlipidemia /hypertension /diabetes/
smoking/sedentary life-style etc.

Hyperlipidemia and primary prevention of
cardiovascular disease:

Hyperlipidemia management in middle age
individuals:

Statin therapy:

The Cholesterol Treatment Trialists’ Collaboration
provided evidence that statins are beneficial for primary
prevention of ASCVD events. Meta-analyses of 27 studies
(n = 174,149), using most of statin trials data as a source
for participants, illustrated a reduction in main ASCVD
events (e.g. stroke and non-fatal myocardial infarction).

REVIEW

Associated with the use of statins in patients with low risk
(five-year risk of less than 10%). The authors found that for
each reduction of 39 mg per dL (1.01 mmol per L) in LDL-
C, there were 11 fewer major vascular events per 1,000
persons treated for five years. (Mihaylova et al., 2012).
Secondary analysis aiming at identifying mortality reasons
did not find any effectiveness for statin treatment in low-
risk groups (i.e., 10-year risk less than 10%). (Abramson
etal., 2014).

According to RCT (Yusuf et al., 2016), statins use in
intermediate-risk persons without cardiovascular disease,
reduced cardiovascular risk events with clinically and
statistically significance.

Statin use in persons without evidence of cardiovascular
disease leads to clinically significant reduction in CVD
events and all-cause mortality, based on systematic
review study (Taylor et al., 2013).

Diabetic patients are at high risk of ASCVD events during
their life, so high rank of evidence level A recommended
moderate-intensity statin therapy for diabetic patients at
age 40-75 years old (Stone et al2013). For those outside
this range of age, statins therapy should be individualized
depending on the benefits of statins, side effects,
interaction, and patient priority.

Table 1: Statins therapy for lowering lipid level in middle age individuals:

0.79-0.945, reduced
comlined fataland nore
fatal CVD RRO.7S(95%0.70-
Bl

cardiovascular diseas=
Some with specific
caseshyperlipidemia,
A, Albuminuria HTH L

Type of study | Sample Qutcome Type of patients., Authorfear
size
Metzanalysis | 174,149 reductionof majorvascular | Tow riskindividuals Mihaylova et
event RR{0.79 95%C0.77- al.,
0810 2012,
RET 12 705 reducti onof VD related Intermediaterrisk Yusuf etal.,
mortality individuals 201,
HE {0.76,95% €1 0.64-0.91)
FO.002
Eeduction of cardicovasailar
risk svernts
HE {0.75,95% 1 0.64-0.83)
Fo. 001
Systematic Lo, 934 Eeduction of CVD related Feoplewithout Taylor, etal.,
Fevi ew mortality OF (0,86, 95% evidence of 2013,

Metzanalysis

Feduced CVD risk events

Ciabetics agedd40-75

Stone, 2013

And all related causs
martality

With Lo-years CVD risk
of 7.5% armore,

Systematic And all cause maortality vears/athigh CVD risk
review/RCT
RLCT Feduced CVD risk events Adults agedd40-7S years | Jones, 2016
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Stone et al., (2013), demonstrated that high intensity
statin therapy may be recommended (evidence level B)
for primary prevention of cardiovascular events in patients
with or without diabetes and a 10-year ASVD risk of at
least 7.5% according to the ACC and AHA guidelines, or
at least 10% in accordance with the guidelines for both
NICE and USPSTF.

Almost every panel list for the 2004 ACC/AHA guidelines,
joined with the National Heart, Lung, and Blood Institute,
(Grundy et al., 2004) had industry ties. The ACC/AHA
committee worked hard to eliminate industry impact for the
2013 guideline, but seven of the 15 committee members
still had ties to industry (loannidis 2014).

Furthermore, there are worries that the 2013 guidelines
(ACC/AHA), underestimate adverse effects of the statins.
Main side effects of statins are myopathy (incidence of 0.5
per 1,000 more than in the general population over five
years) and rhabdomyolysis (incidence of 0.1 per 1,000
more than in the general population over five years), (Taylor
et al., 2013). In addition to the side effect of diabetes, 0.1,
other studies mentioned higher percentages of diabetes
as a side effect of statins.

The limitations of AHA/ACC guidelines are: bias due to
industry ties, underestimation of risks associated with
statins use, furthermore limitation is that some of the
recommendations depend on expert opinions and some
of these recommendations had a low level of evidence in
addition to conflicts between guidelines members.

CVD Risk calculation:

ACC/AHA guidelines mentioned new Pooled Cohort
Equations risk calculator that is available at http://www.
cvriskcalculator.com. (Pursnani et al., 2015). The NICE
panel, however, advised using QRISK2 calculator, which
is available at http://www.grisk.org/ (Hippisley-Cox et al
2008). Physicians must use the Pooled Cohort Equations
risk calculator, or QRISK2 calculator, or both to assess a
patient’s risk.

Table 2:1 -Ezetimibe studies SHARP/IMPROVE-IT:

Non —Statins lipid-lowering drugs:

There is no potent evidence that routine use of non-statin
lipid-lowering medications (i.e., fibrates omega-3 fatty
acids, niacin and ezetimibe [Zetia]) are beneficial in the
primary prevention of ASCVD (Sando and Knigh 2015).
The addition of niacin demonstrated significant harm in a
recent randomized controlled trial, and its use is no longer
recommended (Landray et al., 2014).

Based on the SHARP study, a randomized double-blind
control trial, enrolled 9270 patients with chronic kidney
disease some 3023 on dialysis, with the rest no dialysis,
without evidence of CVD. The patients were randomly
assigned to simvastatin 20mg plus Ezetimibe 10mg
versus placebo, and follow up for 5 years. The study
found that simvastatin plus Ezetimibe group had clinically
and statistically significant reduction in the incidence of
atherosclerotic events versus placebo group.

According to IMPROVE-IT study, randomized double-blind
control trial, including 18,144 acute coronary syndrome
patients who had been hospitalized; randomly allocated
them to either simvastatin 40mg and Ezetimibe 10mg or
to simvastatin 40mg and placebo. They were followed for
Byears. The results were a clinically significant reduction
in LDL cholesterol with improving cardiovascular events
outcome in Ezetimibe group compared to the placebo

group.

Ezetimibe reduced atherosclerotic events in chronic
kidney disease patients and lowering LDL and improved
cardiovascular outcome in acute coronary syndrome as
approved from above mentioned double-blind randomized
control trials but no evidence about its role for primary
prevention of cardiovascular disease.

Based on the systematic review study, involving 13,140
participants in the intervention group and 138,976
individuals in control group, comparing lipid-lowering
intervention with placebo or diet/to assess Cardiac mortality,
followed them for 6-months.The study found resins causes
clinically significant reduction in cardiovascular mortality.

Study type Sample Outcome Type of patients Author fyear
size
RCT (doulle-Blindj, Q270 Feduced Fatierts with Eaigent, 2011
ISHARPSTLIDY) atherosclerotic chronickidneay
events RRO.E3 disesse no CVD
A% C1 0.74-0.94
FO.0021
ECT idouble-blind) 12144 Lowering LDL Hospitalized Christopher,
(IEPEOVE-IT study) Improved patiertsforan 2015
cardiovascular events | acute coronary
HRED,. 93 955% 010,29 syndrome
-059 po.ole
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Table 3:2-Bile acid sequestrates:

REVIEW

Type of study Sample size Qutcome Type of Authorfyear
patients
Systematic review 137140 intervention Feduced cardiac =A0% no CVD Studer
Erop martality for: event <10% etal.,
138976 Fesins (RRO.70 with CHD 2005
Control group . 95% 1 0.50-0,99)
Table 4:3-PCSK9 inhibitors:
Study type Sample size | Outcome Type of patients Authorfyear
Systematic 10155 Significant lowering: of | Adultwith Mavarese
revi ew/ meta LOL hypercholesgerclemia | 2015
analysis/RCT Mean difference-47,
49% (95% Cl1-62.64 fo-
25.35%)
Myocardial infarction
rate QR0 94(95%: C10. 26
039 p0.020
Serum creatinine
kinaselevel increasing
was reduced OR0.T2
(95% Cl
0.54 to0.9a6)
FAulticentre 329 Evolocumab 420mg &1 years (average) Daks 2015
double-blind once monthly reduced | patients with Faal et al, 2015
randomized LOL-50 {(95% Cl-63to- heterozygous familial
control placebo 52 hypercholeserolemia
trial
(RUTHERFORD-
2TRIAL)
FAulti-centrea 44 MeanreductioninlDL | Homozygous Daks 2015
doulble-blind 31% (95% C1-44% to hypercholeserolemia | Faal 2015
randomized 15%) p=0.001 patients{agedl3-57
control placebo WERFS)
trial {(TESALA-B
trial)
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According to a systematic review and meta-analysis study
Navarese et al., (2015), for randomized trials comparing
proprotein convertase subtilisin/kexin type 9 inhibitors
(PCSKO9 inhibitors) versus non PCSK9 inhibitors, in total
10,159 participants of hypercholesterolemic adults. The
study found PCSK9 inhibitors significantly reduced LDL.
MI rate and no increase on side effects. Study limitation
is that the data was extracted from previous RCT study,
not directly from patients, and with their short duration
of follow up 2 months to 2 years. They are expensive,
need an injection to apply, and more research is needed
about safety, effectiveness, and cost-effectiveness before
recommended for CVD primary prevention.

Based on multi-centre randomized control placebo trial
(RUTHERFORD-2TRIAL) Evolocumab 420mg once
monthly for patients aged 51 years with heterozygous
familial hypercholesterolemia reduced LDL significantly
compared to the placebo group after 12 weeks follow up
period.

Table 5:4-Fibrates:

TESALA-B ftrial, double-blind randomized trial, randomly
assigned homozygous familial hypercholesterolemia
patients aged 13 to 57 years, to Evolocumab 420mg
monthly versus placebo. Evolocumab significantly reduced
LDL in the intervention group after 12 weeks compared to
the placebo group.

Based on Studer et al., (2005) systematic review study for
randomized control trial, comparing the effect of a fibrate
in the intervention group versus placebo group using
random allocation/follow up at 6 months/reported mortality
rate/fibrate associated with increased non-cardiovascular
mortality.

According to Jun et al., 2010 systematic review for trials
including 45,058 participants, found that fibrates reduced
risk of cardiovascular disease events, as well as coronary
events, reduced progression of albuminuria, but increased
serum creatinine without significant increase in serious
drug-related side effects.

A non-significant
iNCreaseinserious
drug-relatad side
effects REL.2 (0.9-1.6}
FO.19/Increass serum
creatininel.9 (1.46-2.7)
[p=0, 0001

Study type Sample size Outcome Type of patient Author fyear
Systematic 127140 intervertion | The riskratio foroverall | Adultwith Studer et
review/RCT Eroup martality hyperlipidemia al.,
138976 control L0 95% Cl0.91-1.11) #20% no CHD 2005
Eroup The riskratio fornorn- <10%with CHD
cardiovasoular event
martalityl. 13 (95%6 Cl
101 tol 27)
Systematic 45052 participants Rizkreduion: for Hyperlipidemia Jun et al.,
review/ meta Including2E70 major cardiovascular [pati ents 2010
analysis MEjor events L0% (95% C10-
Cardiovasoular 15 pl.0ds
events For coronary events
4552 coronary 13% (95% CI7-12)
events [p=0.0001
3380 deaths Riskraduction of
albuminuria
progressionld®s (2-
25 p0.028
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Table 6:5-Omega-3fatty acids:

endpoint analysis

events pl.0Lll

LOL decreased by 25%
Unstable angina/non
fatal coronary events
signifianty reduced

Fatients

Study type Sample size Qutcome Type of patients Authorfyear
Fandomized oparr | 12645 Felative reduction of Japanese Yokoyama et
label blinded 12% inmajor coronary | hypercholesgerolemia | al., 2007

According to Yokoyama et al., 2007 randomized trial,
involving 18,645 Japanese hypercholesterolemia
patients, randomly allocated to statin plus omega-3fatty
acid 1800mg or statin only. At follow up of 4.6 years’ study
found a 19% relative reduction in major coronary events.
A significant reduction in unstable angina and non-fatal
coronary events.

ACC in 2016 issued an Expert Consensus Decision
Pathway (ECDP) on the action of non-statin medications
in the treatment of ASCVD risk (Lloyd-Jones et al.,
2016). The ECDP’s target is to provide practical advice
for physicians and patients in situations which are not
covered by the ACC/AHA 2013 guidelines. The consensus
recommends the non-statin medications for individuals at
risk who did not achieve expected statin Response (50%
or greater LDL-C reduction with a high-intensity statin or
30% to 49% LDL-C reduction with a moderate-intensity
statin), or who cannot tolerate recommended statin dose.
ECDP recommends ezetimibe as first-line medication
or bile acid sequestrants as second-line therapy (e.g., if
a patient cannot tolerate ezetimibe and the triglyceride
level is less than 300 mg per dL) for primary prevention in
patients with or without diabetes, a 10-year ASCVD risk of
10% or greater, and a baseline LDL-C level of 70 to 189 mg
per dl (Lloyd-Jones et al., 2016). These recommendations
also apply to patients with baseline LDL level of190mg/dl
or greater, without ASCVD.

Management of hyperlipidemia in the elderly (past the
age of 65 years): is not ideal due to many reasons:

1- less potent statistical relationship between blood
cholesterolleveland cardiovasculardisease, incomparison
to middle-aged patients (Simons et al., 2003).

2- there are worries about the side effects of statins
including myalgia and other side effects (Golomb 2005).

3- Calculators of cardiovascular disease risk are
not accurate in the elderly, in whom clinicians may
overestimate or underestimate the risk of cardiovascular
disease (Yourman et al., 2012).

The risk of cardiovascular disease increases with age as
demonstrated by previous epidemiological studies. Age
is a crucial risk factor for cardiovascular disease, and
the outcome of cardiovascular disease in the elderly is
worse.

CVD risk estimation in the elderly:

Lately, the International Atherosclerosis Society (IAS),
recommend using long term risk prediction; from age 50
years to 80 years for primary prevention through clinical
intervention on atherogenic lipoproteins and low-density
lipoproteins. Patients above the age of 80 years were not
included due to deficiency of evidence and information.
Long term risk for atherosclerotic CVD (age 50-80 years):
<15 low, >45 high, in between is moderate risk.

Based on IAS/QRISK (for CVD prediction) seems to be
credible for the UK and Western Europe (Hippisley-Cox
et al., 2010). On the other hand, the IAS recommends
for the general population the Framingham algorithm for
calculating the absolute ASCVD risk (Berry et al., 2012).
The calculated risk can be recalibrated established on
coefficients specified by national arbitrage. If recalibration
values are not available, then treatment should be
individualized.

Coronary Calcium Score:

In the elderly, the Framingham equations overestimate
CVD risk because they involve the age in the calculation.
Numerous physicians do not use risk calculators, they use
the impression of risk which they think is precise, and it is
right to some limit (Jackson et al., 2013).

Coronary Calcium Score for mortality assessment in
asymptomatic elderly individuals (age more than 75
years), has been established (Tota-Maharaj et al., 2012).
A zero score is associated with 5.6 years’ survival of 98%,
similar to survival in other age groups with the same
zero score, which is 99%. Participants in the study were
44,052 asymptomatic persons, in North America. High
score predicted a high risk of all-cause mortality in all age
groups. In the elderly (more than 75years), a score more
than 400, was associated with 16 times mortality more
than when the score is zero. The same study in North
America, also CAC score, predicted all-cause mortality for
those less than 45 years.

The CAC score is a vital predictor test for CAD and all-
cause mortality, so based on this test some individuals will
start treatment to reduce their CVD risk, while many of the
elderly would not need medication treatment.
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Statin therapy:

Table 7: The benefit of Statins for the elderly:

Type of study Sample size Outcome Type of patients Author fyear
IMeta-analysis 50,000 Feducedtotal mortality of 15% | Elderly aged =60 Fobertsetal,
Feduced CHD mortality 23% years with (2007
Fatal and non-fatal stroke24% | hyperlipidemia
Fatal or non-fatal M1 26%%
Meta-analysis 134537 in22 Feducedriskof majorvascular | low-riskvascular Mihaylova et al.,
CTTC (27 trials) trials events(RRO.79, 99% O] 0.77- dizezseindividualss- | 2012
29el2ins .21 Reduced major coronary | years risk of major
trials events (RRE 057, 99% vascular events<10%
Cl0.36-029) p0.0021 and (RR
el 99ty O 0.50-0.74)
[p=0.0001
A multicentre 159=42 AtorvastatirlOmeg reduced Hypertensive Severetal,
randomized total cardiovascular everts HE | patients aged 2003
controlledtrial 0.79, 95% Cl 0.69-0.90, 40-79 years with at
ASCOT-LLA 00005, Reducedtotal |eastthres other
coronary events HRDL. 71, 95% cardiovasoular risk
CLO.59-0.86, po 000s, factors. L0305 had
Feducedfatal andnon-fatal total cholesteral nore
stroke HRO.73195% O] 0.56- fastinga. Smmol/l ar
098], p0.024, Reduced dezth |zs5
HRO.ST (0. 71-1.06), pd. 15
Feduced primary ndpoint
inon-fatal M1, fatal CHD G HE
0.ad (955 1 0.50-0.23),
[p0.0005
FAulti certre 2838 AtorvastatirdOmg reduced Diabetics aged Colhoun 2t al.,
randomized major cardiovasoular events 40-7% yearswithout | 2004
placeko 37% 195% C1-52 to-17), p0.0oLl. | Cardiovascula
controlledtrial Feduced aouke coronary dizezse/ had
CARDS Heart disease events ER 37% LD Lmimal /l arless
(95% C1-55 to -9 Reduced fastingTa
coronary revascularisation erammaal/larless,
RR31% (95% CI-59 tola). and atleast one of
Feduced death rate by 27% (- HTH, retinopathy,
42 tol) p0.059, Reduced al buminuria/current
stroke by 42% (-659 o -11) smaoking
Fandomized 3966 Eeduced caronary heart Hypercholesteramic Makamura et al.,
controlledtrial randomly dizemse HRO0.67 Japanesse 2005
iprospective) assignedtoa | 95% C10.49-0.91, pl.0l Fati ents/without
(MEGA study) diet D,
3500 to dist
and10-20mg
[pravastatin
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Table 7: The benefit of Statins for the elderly:(continued)

RCT (JUFITER) 17202

0.68, p0.02.

Feducedprimary end poirt HRE
056 195% CI0.46-0.69)

o0 00001, Reduced [,

HRO. 46, 95% C1 0.230-0.70,
pO.0002. Reduced stroke/HRE
0.52 (95% CI0.34-0.79, p0.002
Eeducedunstable angina
HRO.53 (95%: C10.40-0.70,
pO.0000L, Eeducedcombined
end point HR 0.53 (95% €1 0.40-

Fidker et al.,
2008

Healthy menand
women with normal
LOL-C =3 dmmal /I,
high sensitivity- -
reactive protein2mg|
armaore

Roberts et al., (2007) demonstrated decreased total mortality
(15% reduction), fatal or nonfatal myocardial infarction (MI)
(26% reduction), coronary heart disease (CHD) mortality
(23% reduction), and fatal or nonfatal stroke (24% reduction),
in a meta-analysis study including more than 50,000 patients
> 60 years old, treated with statins. (Roberts et al., 2007)
consummated, “statin treatment should be given to high-
risk elderly patients”, and “statin therapy is associated with
obviously decreased mortality risk of cardiovascular in the
elderly patients aged 75 years or more”.

The Cholesterol Treatment Trialists’ Collaboration data highly
recommended statins use in the elderly for cardiovascular
disease risk reduction (Mihaylova et al., 2012).

As Mihaylova et al., (2012) meta-analysis (CTTC) study of 27
trials, involving 22 trials of statin versus control (participants
134537, follow them for4.8years)/5 trials of more versus
less statin (n39612, follow them for 5.1 years)/participants in
control group was divided into 5 categories based on 5 years
major vascular event risk, study found statin reduced major
vascular and coronary events significantly without harm, but
regarding low risk individuals’ statin use is not suitable.

Server et al., 2003 multicentre randomized controlled trial,
involving 19342 hypertensive patients with at least three
other risk factors for cardiovascular disease, were randomly
assigned to one of two antihypertensive regimens of the Anglo-
Scandinavian Cardiac test results, 10305 of the patients with
total non-fasting cholesterol of 6.5mol/L or less, randomly
assigned to an additional atorvastatin 10mg or placebo. After
3.3 years, the study found atorvastatin group had clinically
and statistically significant reduction in: the primary endpoint
(non-fatal MI, fatal CHD), total cardiovascular events and total
coronary events. In addition to a clinically significant reduction
in fatal and non-fatal stroke but statistically not significant,
versus the placebo group.

Colhoun et al., (2004) multicentre randomized placebo-
controlled trial (CARDS), enrolled 2838 diabetics aged 40-
75years/without CVD, had LDL 4.1mmol/l or less/fasting
TG6.78mmol/l, with at least one of: HTN, current smoking,
albuminuria, retinopathy, randomly assigned to Lipitor 10mg
daily or placebo, after 3.9years, study found atorvastatin
group had clinically significant reduction in first cardiovascular
disease events and acute coronary events, compared to
placebo group.

Nakamura et al.,, (2006) MEGA prospective randomized
controlled trial, involving 3966 patients randomly assigned
to diet group, 3866 to diet plus 10-20mg daily pravastatin.
Japanese patients with hypercholesterolemia without CVD,
after 5.3 years’ study found significant risk reduction of
coronary heart disease (HR0.67,95% CI 0.49-0.91, p0.01)
in diet plus pravastatin group compared to diet only group. A
study limitation is withdrawal of some participants before the
end of the study which leads to bias; also reduction of CHD is
statistically insignificant.

Ridker et al.,(2008) randomized trial (JUPITER), randomly
allocated 17802 healthy women and men with normal LDL-C,
but high Sensitivity-C-reactive protein to either rosuvastatin
20mg or placebo, after a 1.9-year study found clinically and
statistically significant reduction in the incidence of major
cardiovascular events in rosuvastatin group versus placebo

group.

EPIC-Norfolk and Reykjavik studies for triglyceride as risk
factors in the elderly aged from 70-74 years showed odds
ratio (for the association of triglyceride with CHD) of 1.57 (95%
Cl, 1.10-2.24) and 1.76 (CI, 1.39-2.21) respectively, which is
clinically significant. (Sarwar et al., 2007) meta-analyses of
these, in addition to other studies, approve that triglycerides
are distinct risk factors for cardiovascular disease. Fasting
triglyceride level above 1.7mmol/l (150mg/dl) is associated
with increased risk of CHD. About 33.3% of adults had the
same range of previously mentioned fasting triglyceride
(Kotseva et al., 2009). Lately meta-analysis of five prospective,
randomized, placebo-controlled trials demonstrated the benefit
of fibrates in reducing CHD events in elderly patients with
elevated fasting triglycerides more than 2.3mmol/l (200mg/
dl). OR =0.65 (0.54-0.78 [95% OR =0.65 (0.54-0.78 [95%
Cl}, (Jun et al., 2010) which is clinically significant.

The European Society of Cardiology/European Atherosclerosis
Society (ESC/EAS) Guidelinesrecommend medicationtherapy
to reduce triglycerides if still fasting triglycerides remaining
high more than 2.3 mmol/L (=200mg/dl) despite lifestyle
intervention (Catapano et al., 2011). Treatment is intended to
be for patients considered at “high total CV risk”. High total CV
risk is defined as either significantly raised single risk factors
such as severe hypertension and familial dyslipidemia, or a
calculated 10-year risk of fatal CVD SCORE =5% and <10%.
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The risk of pancreatitis is clinically significant with very
high fasting triglycerides more than 10mmol/I (500mg/dl),
(Catapano et al., 2011). The ESC/EAS guidelines warrant
“actions to prevent acute pancreatitis are compulsory”.

ESC/EAS recommendations for medication therapy of
high TGs are Class I/Level B for fibrates, Class lla/Level
B for n-3 fatty acids, Class llIb/Level B for fibrate and n-
3 fatty acids and Class lla/Level C for statin and fibrate
(Catapano et al., 2011).

Guidelines summary for lipid management in the
elderly: REF. Noaman et al., (2014):

1-Adult treatment panel lll of national cholesterol education
program recommended clinical judgment before using
statins for primary prevention of CVD in the elderly due to
unreliable CV risk calculators.

2-National collaborative centre for primary care
recommended statin for primary prevention of CVD in the
elderly aged 75 years and more/who are at high risk of
CVD, put in consideration risk-benefit ratio.

3- European Society of Cardiology/European
Atherosclerosis Society recommended clinical judgment
in decision making for statin therapy in the very old >80-
85 years.

American Heart Association/American College of
Cardiology (AHA/ACC) recommend using pooled cohort
equations for calculation of 10-year CVD risk which will
help in treatment decision making in elderly patients aged
from 76-79 years. (Stone et al., 2014) randomized control
trials recommend continuing statins therapy in the elderly
beyond 75years if they are already on statins and tolerating
them. But we should consider the side effects of statins,
safety, preferences of care and co-morbidities. AHA/ACC
recommend discussion before starting statins for primary
prevention in the elderly above 75 years, regarding side
effects of statins, patient’s priorities, drug interactions, and
the statins benefit in reducing cardiovascular disease risk
(Stone et al., 2014).

Evidence for treatment in the elderly aged from 80-85
years is very limited due to sparse data, and the treatment
decision is based on clinical judgment (Catapano et al.,
2011).

National Institute for Clinical Excellence (NICE): NICE
guidelines for lipid management in the elderly for primary
prevention of cardiovascular disease in primary care, an
organized strategy should be done to define people aged
from 40-75 years who are at high risk of CVD. Those aged
75 years and more are already at high risk of CVD, so they
are likely to benefit from statins therapy. But the treatment
should be guided by benefits and risks of treatment, side
effects, informed preference and co-morbidities which
may make the treatment unsuitable (NICE, 2010).

The International Atherosclerosis Society guidelines
recommend calculating CHD risk in patients aged more
than 65 years using Framingham scoring, recalibrated for
country (. Total CVD can be calculated by adding the CHD
risk by one-third, and the result should help in deciding on
statin treatment.

Abelhafiz et al (2012) revised the relationship between
cholesterol levels and outcomes in the elderly patients with
specific consideration to body weight and fragility, pointing
out that low body weight and fragility are substantial
determinants of elevated CVD, which is associated with
low cholesterol levels. Caution would seem suitable
in considering therapy in fragile thin elderly patients
(Abelhafiz et al., 2012).

(1) See the link: (http://hp2010.nhibihin.net/aptiii/calculator.asp ?usertype=prof)
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Table 8: Statins benefits in middle age individuals as well as the elderly
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Author fyear Sample size | RR Cl lower Cl upper
Mihaylovaetal2012 | 174149 0.57 0.36 0.89
Severetal 2003 19342 071 0.59 0,86
Colhum et al 2004 2838 0.37 0.55 0.90
Makamuraetal 2006 | TE32 067 0.49 0.91
Ridker et al 2008 17802 0.56 0.46 0.69
Roberts et al 2007 SO000 077 071 0.85
Figure
Forest plot for statins benefits in middle age individuals as well
as elderly
& - » ®
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Blood pressure control and primary prevention of
cardiovascular disease:

The Systolic Blood Pressure Intervention Trial (SPRINT),
(Ambrosius et al 2014) which was a multi-centre
randomized control trial included 9361 participants with
a systolic blood pressure of at least 130mm Hg. The
primary target of the trial was to assess if lowering systolic
blood pressure to less than 120mm Hg, than the currently
recommended less than 140mm Hg, will decrease the
appearance of cardiovascular disease. Enrolled patients
were 50 years or older with systolic blood pressure of
at least 130mm Hg, with one of the other risk factors
(example older than 75 years, intermediate to high risk for
CVD) but without diabetes. The duration of the study was
3.26 years. The study found that reduction in both primary
combined cardiovascular outcome and mortality, 25%,
27% respectively in the group randomized SBP to less
than 120mm Hg (Ambrosius et al., 2014). The baseline
mean blood pressure is 139.7 mm Hg for systolic blood
pressure and 78.1 mm Hg for diastolic blood pressure.

One year later, mean systolic blood pressure was 121.4
mmHg in the intensive therapy group while 136.2 mmHg
in the standard treatment group with marked reduction in
the rate of the primary complex outcome in the intensive-
treatment group compared to standard-treatment group
(1.65% per year vs. 2.19% annually, the risk ratio with
intensive treatment, 0.75; 95% confidence interval [CI],
0.64 to 0.89; P <0.001). All-cause mortality was also
significantly reduced in the intensive-treatment group
(hazard ratio, 0.73; 95% CI, 0.60 to 0.90; P=0.003). So
reductions in the combined cardiovascular outcome
and all-cause mortality were clinically significant but
statistically not significant. On the other hand, there is bias
as the interviewers knew about study group assignment in
addition to dangerous side effects in the intensive treatment
group. But still, the study is strong high evidence on the
pyramid of evidence, with randomization, multi-centre,
and minimizing the ascertainment bias by using the same
format for interviewers, and a powerful study 88.7%. In
addition participants were divided into subgroups which
reduced confounders.
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2-1 SPRINNT study

ACCORD study
Table 9: SPRINT and ACCORD studies:
Study type Sample size | Outcome Patients type Author fyears
FAulticentre g3el Eeduced primary composite | S0 years or older Wrightetal,
randomized contral outcome HRD TS (95% O] [pati ent with 2015
trial (SPRIMT) ed-0089) p=0.001 systalicl30
Feducedalkcause mortality | Or more/and
HRED. T 2955 0] increased
0.60-0.90p0. 003 cardicvascular
risk/but no diabetes
Fandomizad trial 4733 The annual rate of primary Type 2 diabetes William et al.,
(ACCORD) outcome HRDEE (95% ] [pati ents with a high 2010
0.73-10a), po.2 risk of CVD events
The annual rate of death
HREL.OF {95% Cl10.85-1.35),
[p0.55
The annual rate of stroke
HRO.59(95% C10.39-0.89)
P01
Serious side effects3.3%
ASCOT-BPLA study.
Table 10: Sever et al 2005 study:
Study type Sample size Outcome Patients type Authorfyear
A multicentra 19257 Eeducedfatal/ non-fatal stroke Hypertensive Severetal,
prospecive RRO.ZT (95%% Ol 0.65-0.59) [pati ents aged 2005,
randomized [p0.0003 40-T9 vears with
control ledtrial Eeducedall cardiovasoular atleast 3 other
events and procedures RRO.24 VD riskfacors
(95%
Cl07E-0.90) p<0.0001
Eeducedincidence of developing
diabetes RRO.TO (95% 01 0.63-
0.78) p=<0.0001
William et al.,, (2010), randomized ftrial enrolled 4733  4-8mg as needed (amlodipine regimen .n=9639), or atenolol

individuals with type 2 diabetes and randomly assigned them
to intensive treatment, aiming at systolic blood pressure
<120 mmHg and standard therapy, aiming at systolic blood
pressure <140 mmHg. After one year the mean systolic blood
pressure was 119.3 in the intensive treatment group, and
133.5mmHg in the standard therapy group. The annual rate of
primary outcome and death were reduced, but was clinically
and statistically insignificant. So intensive therapy to reduce
systolic blood pressure <120mmHG in diabetics, compared
to standard therapy aiming at systolic<140mmHG, did not
reduce combined Cardiovascular events.

Sever et al.,, (2005), multicentre prospective randomized
controlledtrial,enrolled 19257 hypertensive patientsaged40-79
years with at least three other CVD risk factors, were randomly
assigned either amlodipine5-10mg, adding perindopril
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adding Bendroflumethiazide 1.25-2.5mg and potassium as
needed (atenolol regimen ,n=9618), after 5.5years study
found clinically and statistically significant reduction in fatal,
non-fatal stroke and all cardiovascular events and procedures
in amlodipine regimen Group compared to atenolol regimen
group and induced less diabetes than atenolol regimen, so
new drugs had greater benefit for lowering blood pressure
and preventing CVD than older drugs.

2010 Canadian hypertension education program highly
recommended (grade A) statins.

Treatment in hypertensive patients older than 40 years
with three or more cardiovascular risk factors or already
atherosclerotic disease had been established regardless of
the age (grade A).
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If hypertensive patients have three or more of the following
risk factors, statins should be considered. Derived from
reference (Sever et al., 2003).

1- sex: male.

2- Age =55 years

3-peripheral arterial disease. /

4- Microalbuminuria or proteinuria

5- Diabetes mellitus

6- Smoking

7- Family history of premature cardiovascular disease

8- Total cholesterol to high-density lipoprotein ratio =6.

Julius et al., (2004), (VALUE), randomized double-blind
trial, enrolled 15245 hypertensive patients aged 50 years
or older, treated or untreated/had high cardiovascular
risk. Randomly assigned Valsartan or amlodipine, after
4.2 years, the study found no difference between the two
groups in primary Combined endpoint (HR 1.04, Cl 0.94-
1.15, p0.49). Based on the study the important issue is
immediate Blood pressure control in hypertensive patients
with increased CVD risk.

VALUE study.

Canadian Hypertension Education Program subgroup
members for 2010 collaborated with Canadian Diabetes
Association Guidelines Committee, Canadian Stroke
Network and Canadian Society of Nephrology for 2010
recommendation methods. Conducting Medline search
for systematic review and clinical trials in addition to
all relevant articles each subgroup had national and
international expert opinion reviewer. Actually, the
recommendations are highly evidenced, had 80% or more
approval, were based on high-quality evidence studies,
conducting high sensitive search, and divided into
subgroups leading to minimize confounders. Furthermore
they had many independent expert opinion interviewers.
No conflict between voting members.

Table 11: VALUE study:

REVIEW

CHEP 2010 recommendation for hypertensive patients
without indications:

1-First therapy is monotherapy thiazide diuretics (grade
A). Long-acting CCB (grade B), beta-blocker in patients
younger than 60 years (grade B), ACEI (non-black patients
grade B) or ARB (grade B).

2-Another antihypertensive drug can be added if goal
blood pressure not achieved with standard-dose mono
therapy (grade B).

3-Initial combination therapy for the treatment of
hypertension (grade C) if systolic blood pressure is 20
mmHg exceeds goal or if diastolic blood pressure is 10
mmHg above goal.

4-If blood pressure is uncontrolled despite combination
treatment with two or more first-line anti-hypertension
medications, ortherearesideeffects, otherantihypertensive
medications may be added (grade D).

5-Possible causes for poor response to medications
should be investigated (Grade D).

6-Alpha-blockers are not recommended as first-line
therapy for uncomplicated hypertension (grade A); beta-
blockers are not recommended as first-line treatment for
uncomplicated hypertension in patients aged 60 years or
older (grade A), and ACE inhibitors are not recommended
in black patients as first-line therapy for uncomplicated
hypertension (grade A) while these medications may
be used in patients with specific co-morbidities or in
combination therapy.

ESCAPE study.

A randomized clinical trial of effects of a multifaceted
intervention on cardiovascular risk factors in high-risk
hypertensive patients: the ESCAPE trial, aimed to assess
if multifaceted intervention concentrated on general
practitioners (GPS), could raise markedly the proportion
of high-risk hypertension patients in primary prevention
who attained all their recommended curative goals. The
trial enrolled 1,832 high-risk hypertensive patients; and

Study type Sample size Outcome Patients type Authorfyear
Fandomized 15245 Mo differencein Hypertensive patients | Julius et al.,
double-blindtrial combined endpoint | agedSOyearsor alder | 2004,

HEL 04 {955 ] Treated/ or

0.24-1.15, Fo.49) untreated/had high

cardiovascular risk
Table 12: ESCAPE study:

Study type Sample size Qutcome Patients type Authorfyear
Fandomized 15245 Mo differencein Hypertensive patierts | Julius et al.,
double-blindtrial combined end point | agedS0yearsor older | 2004,

HEL 04 (955
0.94-1.15, Fo.49)

Treated/ or
untreated/had high
cardiovascular risk
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included 257 GPs randomized by region; GPs given training
session, electronic Blood pressure measurement device
and recommendation leaflet. Along with regular follow up
for 2 years, localize one consultation on hypertension, and
other cardiovascular risk factors every 6 months. Study
after two years found a proportion of patients achieving
their curative goals was markedly increased in both groups,
but more significantly in the intervention group, OR 1.89
(95% confidence interval (Cl) 1.09 to 3.27, P=0.02), which
is clinically significant but statistically insignificant. Blood
pressure targets achievement are significantly more in the
intervention group than regular care group OR2.03 (95% Cl
1.44 10 2.88, P<0.0001), which is clinically and statistically
significant. So trial summarized that multifaceted approach
aimed at GP only, significantly increased proportion of
high-risk hypertensive patients in primary prevention,
attaining their recommended curative goals. The trial is a
high rank of evidence, with randomization which increases
the power of the study, in addition to a good sample size
of participants (GPs and high-risk hypertensive patients);
follow up period was sufficient. Furthermore, inclusion and
exclusion criteria for patients were mentioned clearly, and
ethical consent provided, statistical analysis was suitable
for the study, with precise results clinically and statistically
significant which made the study applicable to a practice.

Diabetes and primary prevention of cardiovascular
disease:

Studies about the role of Aspirin in primary prevention of
cardiovascular disease in diabetic patients was reviewed
in nine trials which needed at least two years of follow
up. Three of these trials exclusively studied patients with
diabetes mellitus; the remaining trials enrolled general
populations but included some patients with diabetes
mellitus.

Aspirin for primary prevention of cardio-vascular
disease in diabetic patients:

Randomized controlled studies (RCT):

Sacco et al.,, (2003), randomized ftrial, enrolled 1031
diabetics, aged 50 years or more/without CVD and 4495
individuals with one or more cardiovascular risk factors
to compare effect of aspirin 100mg daily in two groups
diabetics and non-diabetics in primary prevention of CVD
versus Vit E 300mg daily. After 3.7 years, study found
aspirin in diabetics patients non significantly reduced
main endpoint and cardiovascular events, along with
non-significant increase in cardiovascular death, while
significantly reduced main endpoint, total cardiovascular
events and cardiovascular death in non-diabetics. Vit E
had no effect on any endpoints in both diabetics and non-
diabetics. So based on study aspirin had low benefit in
primary prevention of CVD in diabetics.

Ridker et al., (2005), randomized ftrial, involving 39876
initially healthy women aged 45 years and more, randomly
assigned to 100mg daily aspirin each other day or placebo;
followed them for 10 years, study found aspirin had
significant reduction for ischemic stroke, but no significant
reduction for major cardiovascular events, nor Ml (fatal
/non-fatal). For gastrointestinal bleeding, aspirin caused
non clinically and statistically significant increase.

In 2008, Belch, et al, randomized, double-blind placebo-
controlled trial, enrolled 1276 diabetics (type1 or2) aged
40years or >, had ABI=0r<0.99, randomly assigned to
aspirin 100mg daily, plus antioxidant capsule, aspirin plus
placebo, placebo plus antioxidant or Placebo tablet plus
placebo capsules, after 6, 7 years study demonstrated
that aspirin caused non-significant reduction in primary
event, non-clinically significant increase in death from
CHD or stroke/same for antioxidant. Based on the study
there are no recommendations for aspirin/or antioxidants
for primary prevention of CVD. But the study had a bias
due to the long duration of the study; some patients were
lost to follow up or withdrew or died.

Ogawa, et al 2008, in a multicentre randomized blind trial
involving 2539 type 2 diabetics without a history of CVD,
were randomly assigned to aspirin versus non-aspirin,
after 4.3 years, the study found aspirin caused no (clinically
and statistically) significant reduction in atherosclerotic
events, combined endpoint and cause mortality. So the
study showed that low dose aspirin in type 2 diabetic
patients did not reduce CVD events.

The trials that exclusively studied patients with diabetes
mellitus were the Early Treatment of Diabetic Retinopathy
(ETDRS), (ETDRS Investigators 1992), the Prevention of
Progression of Arterial Disease and Diabetes (POPADAD),
(Belch J, et al 2008) and the Japanese Prevention of
Atherosclerosis with Aspirin in Diabetes (JPAD). These
trials included a total of 7,526 patients with 38,275
patients—years of follow-up between them (Ogawa et al.,
2008).

Aspirin therapy resulted in a 15% relative risk (RR)
reduction in fatal plus nonfatal myocardial infarction
in patients in the ETDRS (RR 0.85, 95% CI 0.73-1.00)
which is clinically insignificant. In the JPAD study, (Ogawa,
2008) a similar reduction was observed for fatal plus
nonfatal coronary heart disease events (RR 0.81, 95%
Cl 0.49-1.33) but the number of events was small (28 in
the treatment group versus 35 in the control group) and
the findings were statistically and clinically insignificant.
Neither trial reduced the risk of stroke, although not many
strokes occurred.

In January 2009, the American Diabetes Association (ADA)
revised the strength of its recommendation for the use of
aspirin for primary prevention of cardiovascular events in
patients with diabetes mellitus, going from evidence level
A (clear evidence from well-conducted, randomized trials)
to level C (conflicting evidence with weight supporting
recommendation) (ADA 2009). Canadian guidelines were
similarly revised. (Canadian Diabetes Association, 2008).
Others have suggested that aspirin should not be used
for primary prevention in patients with diabetes mellitus
because they consider the benefits to be unproven in the
face of known deleterious effects (Barnett et al., 2010).

Ongoing trials such as ASCEND (British Heart Foundation
2010) and ACCEPT-D (De Berardis et al 2007) should
help clarify the aspirin effect in primary prevention of
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Table 13: Aspirin studies for primary prevention of Cardiovascular disease in diabetic patients:

Study type Sample size Outcome Patients type Authorf
year
Arandomized 1021 diabetics In diabetic patient aspirinnon 1021 diabetics Sacoo etal,
trialiFFFj 4495 with one significanty reduced main AgedSiliyears 2003
OFMore major endpoint (ER 0,90, 95%; | arolder.
cardiovasoular 0.50-1.62) 4455 with one
riskfactors Eeducedinon significantly) total OF MOre major
cardiovascular events (RR 0,29, cardiovascular
a5 Ol 0.e2-1.26) Riskfacors
Increasadinon significantlyl in
cardiovasoular death
RRL1.23 {95% Cl10.69-2.19)
In non-dizbetics, aspinn reduced
mainendpoint, cardiovasoular
events, and death RRs
0.59 (0. 37-0.94), 0.69(0.53-0.90},
0.3200.14-0.72)
Arandomized 3OETE (total ) Aspirinreduced {nonsignificanty) Initially, healthy | Ridker2tal,
trial {\WHS) 1027 {diabetics) | major cardiovascular events ER women aged 2005
0.91 (95% (I 45 years or
0.80-1.02, pl.13) more
Eeducedischemic stroke RR0.76
(95% Cl0.63-0.923, p0.009,
Mo effect on fataly non-fatal M1 (RR
102, 95% C 0.84-1.25, p0.83)
Mo significantly i ncreased
Gastrointeginal bleading
Eequiring transfusion BRL 40 (95%;
CILO7-183, pl.02)
Fulti centre 1276 Aspirinreduced {nonsignificanty) Ciabeticsitype | Belch etal.,
randomized primary event/HRD9E (95% O lorziageddo 2008
double-blind 0.75-1.26) YEArs ormore
[l & celis- Increased inon significantlyi death | With ABl=
controlledtrizal from coronary heart disease or aral 99, no
(POPADALD) stroke HRL 23 (95% C10.79-1.93), evidence of
Anti-oxidants no effect on VD,
Primary event HRE 1.03 {95% (|
0.79-1.33). Mon-significantly
increasad deathfrom CHD and
stroke HRL 21(95% C1 0.78-1.89),
Fulti-centre 2539 Aspirinnon significantly reduced Fatients with Dgawa et
prospecive atherosclerotic events HRO.E0 typez diabeates al., 2002

randomizedblind
trial (JPAD )

(95% €1 0.58-L10), pl.1a

HNon significantly reduced
combined end point HRE Q.10 {95%
Cl10.01-0.79, p0.0037.

Mon significantly reducedtotal
causemortality HRE 0.90{95%%
0.57-1.14, p.&7.

without s
history of CWD.
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cardiovascular disease in diabetic patients, in the future.
The study considered aspirin as a suitable potential
treatment at the current time for primary prevention of
cardiovascular disease in diabetic patients and patient
with high cardiovascular disease risk. But there was no
definitive current evidence because we depend on very
few events in trials to accurately assess their effects, and
our results depend on analysis of subcategories of large
trials which have a large possibility for bias.

Meta-analysis studies:

Xie et al., (2014) meta-analysis, showed a low dose of
aspirin is beneficial for primary prevention of CVD. The
effect differs by sex and diabetic status. The therapy
should be individualized and more research is needed
regarding primary prevention in diabetics. The study had
also bias and confounders.

De Berardis et al., (2009) meta-analysis found that aspirin
reduced cardiovascular events and mortality, beside all-
cause mortality but it was non clinically significant while
aspirin reduced MI in men significantly. So gender had an
effect but there is still no evidence for benefit of aspirin for
CVD primary prevention in diabetics.

Baigent et al., (2009), meta-analysis found aspirin reduced
serious vascular events and non-fatal MI and was found
to be statistically significant but it caused gastrointestinal
and extra-cranial bleeding, so before aspirin is used for
primary prevention, the risk benefit ratio needs to be
weighed up.

The role of aspirin in ETDRS (TYPE1 or type 2 DM),
JPAD (TYPE 2DM) and POPADAD (TYPE 1 and type 2
DM), studies which were exclusively for diabetic patients
showed a reduction in CHD risk in both ETDRS and JPAD

Table 14: Meta-Analysis studies for the effect of aspirin in CVD risk in diabetics:

ERO000 parsore
YEArS

3554 serious
vascular events

Eeduced nor-fatal MIO.LE,
[0.0001

Effect on strokeinsignificant
0.20%, p0.4

Increased major gastrointestingl
and extracranial bleeding 0.10%
peryear, pe 0001

ERO000 persore
YEArS

3554 serious
vascular events

Study type Samplesize Dutcome Fatient type Author/vear
Meta-analysis | 107656 Aspirinreduced: Mixed menand Yieetal,
Major cardiovascular events R wWomen without 2014
090 (95% €1 0.85-0.95), MI VD, some
RRO.S6 (95% C1 0.75-0.93], diabetics
ischemic stroke RRO.26{0.75-
0.92), all-muse mortalicy RR0.94
(0.93-0.99)
In subgroups, reduced
I among men BRO.7LI0.59-0,25)
Eeducedischemic stroke among
women RROTT0.63-0.93)
Eeduced MI among disheticmen
RRO.65 (0.51-0.82)
Meta-analysis | 10117 Azpirinnon statigically significant | Diabsticpatients | De Berardis
reductionan major cardicvasadar | with no pre etal., 2009
events RRO.90 {95% Tl 021 existing VD
-1.000, cardi ovascula morality BR | event
0.94 {955 Ol 0.72-1.23, all-cause
martality 0,93
(0.82-1.05), significantly reduced
the riskof Ml inmen
RROST(0.34-0.94)
Meta-analysis | 95000 {(low Eeduced seriousvascular events SE000 {low Eaigent et al.,
averagerrisk) 00001, 0.51 averagerisk) 2009
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studies, but POPADAD had no effect on CHD risk. The
overall effect of aspirin on CHD in 3 studies is clinically
insignificant.

Primary prevention Trials found that low dose Aspirin
in patients with/without diabetes is associated with an
absolute risk of hemorrhagic stroke in around 1 in 10,000
people yearly (Blackwell et al., 2009).

A meta-analysis of six primary prevention trials found that
aspirinis associated with a 54% increase in gastrointestinal
risk bleeding (RR 1.54, 95% CI 1.30 to 1.82), which is
clinically significant. Diabetics who used aspirin have 55%
more risk for aspirin side effects (RR 1.55, 95%Cl 1.13 to
2.14) than non—diabetics. So the risk for aspirin-related
adverse effects is clinically significant in diabetics. Two
trials mentioned the use of statins or other lipid-lowering
medications; statin use in JPAD was 26%, while another
lipid-lowering therapy in PPP was 13%.

Recommendations based on trials data:

1-Aspirin low dose (75-162 mg/day) in diabetics with
high CVD risk (10-years CV risk is over 10%) and not at
increased risk for bleeding. Diabetics at increased CVD
risk include men over 50 years/women over 60 years, who
had one or more of the following risk factors: dyslipidemia/
hypertension/smoking/albumin urea, family history of
premature CVD (ACCF/AHA class lla, level of evidence:
B) (ADA Level of evidence: C).

2-Aspirin should not be recommended for CVD primary
prevention in diabetics with low CVD risk (men under 50/
women under 60/no additional major CVD risk factor-10-
years CVD risk under 5%) As the risk overweight benefit
(ACCF/AHA CLASS Ill, LEVEL of evidence: C), (ADA
Level of evidence: C).

3-Aspirin low dose (75-162mg/day) might be deemed
effective in diabetic with intermediate CVD risk (younger
patients with one or more risk factors, or older patients
with no risk factors or patients with a 10-year CVD risk of
5%-10%) till advanced research is obtainable (ACCF/AHA
Classllb, Level of Evidence: C), (ADALevel of Evidence: E).

Examples for sources for CVD risk assessment in
diabetics:

American Diabetes Association Risk Assessment Tool,
Diabetes PHD: http://www.diabetes.org/phd

UKPDS Risk Engine: http://www.dtu.ox.ac.uk/riskengine/
index.php

Limitation of Current study:

No two independent investigators, publication bias,
confounders;inaddition tolanguage restriction furthermore
it is difficult and time consuming.

Advantages of current study:

High level of evidence in hierarchy of evidence, rank one
with meta-analysis study. The study design is suitable for
aim of the study. Time of systematic review is sufficient.
The sources of reviewed studies were comprehensive.

Statistical analysis is precise and suitable. Inclusion and
exclusion criteria for recruited studies were clear.

Conclusion

Statin is beneficial for primary prevention of cardiovascular
disease in middle age individuals as well as the elderly,
who have dyslipidemia or diabetics aged 40-75 years,
or 10-years CVD risk =>7.5%. According to AHA/ACC
or =>10% or according to NICE or USPSTF. Statin is
effective for primary prevention of CVD in moderate
and high risk individuals but no evidence for its benefit
in low risk individuals. Caution would seem suitable
in considering therapy in fragile thin elderly patients,
who have substantial determinants of elevated CVD.
No definite evidence for non-statin therapy benefit
for primary prevention of CVD, but can be used in
hypercholesterolemia patients or high CVD risk patients
who did not tolerate statins or who had not responded
to the maximum dose of statins. PCSK-9 inhibitors need
more search about their safety, effectiveness and cost-
effectiveness before they are recommended for primary
prevention of cardiovascular disease. No evidence for
aspirin benefit in primary prevention of CVD in diabetic
patients; ongoing trials should help clarify their effect in
primary prevention of CVD in the future. Immediate blood
pressure control is important in the primary prevention of
CVD in hypertensive patients with high cardiovascular
risk.

Recommendations

1-To control risk factors for CVD, mainly hyperlipidemia,
hypertension and diabetes through pharmacological and
non-pharmacological measurements.

2-To follow best practice guidelines recommendations
for primary prevention of cardiovascular disease in
hypercholesterolemia patients/hypertensive and diabetic
patients, mainlyAHA,ACC,NICE, USPSTF, adulttreatment
panel lll (ATPIII) of national cholesterol education program
national collaborated centre for primary care, European
society of cardiology and European atherosclerosis
society, American Diabetes Association (ADA), Canadian
diabetes association and 2010 Canadian hypertension
education program.

3-To lower systolic blood pressure to less than 120
than the currently recommended less than 140, will
significantly reduce appearance of cardiovascular disease
in hypertensive patients with other risk factors but without
diabetes.

4-No need for intensive therapy to reduce systolic blood
pressure less than 120 in diabetic patients because such
will not reduce combined cardiovascular events.

5-To use new antihypertensive medications like amlodipine
adding perindopril rather than to use old medications like
atenolol adding flumethiazide and potassium, because
the new medications had greater benefit for lowering blood
pressure and preventing CVD than old medications.

6-To follow 2010 Canadian hypertension education
program recommendation for statin therapy in
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Table 15: Aspirin benefits in CVD primary prevention in diabetic patients:

Author fyear Sample size RR Cl lower Cl upper
Lacco et al200s G526 a9 nez 1z2&
Fidlker et al 2005 I9ETE 091 o.an Loz
Eelch et 3l 2002 1278 .05 07e 1.z&
Dgawaestal 2008 2539 0.580 053 1.1
Kie et al2014 107686 .a0 .55 1,95
De Berardisetal200e | 10117 .20 sl 1.00
Eaigent et al2002 TLEGL] aa2 .75 ER=IN
Figure
Forest plot for Aspirin benefits in CVD primary prevention in diabetic
patients:
g
* > * w—g— Sacco, M et al 2003
car *—e—>e —a&— Ridker et al 2005
F=
E 4 . i i Belch,) et al 2008
o -—-—.
=L 2 —p— Dgawa,H etal 2008
*——e —e— Xie,M et 212014
0 0.2 0.4 0.6 0.8 1 1.2 14 De Berardis,G etal 2003
Axiz Title —a— Baigent,C et al200%5

hypertensive patients older than 40 years with 3 or more
cardiovascular risk factors (grade A).
7-Immediate blood pressure control is
hypertensive patients with increased CVD risk.
8-To follow Canadian hypertension education program 2010
recommendations of high grade evidence level A and B for
hypertensive patients without indications.

9-Training sessions for general practitioners where required,
with electronic blood pressure measurement device and
recommendation leaflet are recommended .

10-No need for aspirin for primary prevention of CVD in
diabetic patients.

11-To use statins for primary prevention of CVD in moderate
and high risk individuals. No indication for its use in low risk
individuals.

12-ADA recommendation for aspirin for primary prevention of
CVD in diabetic patients is grade C (conflicting evidence).
13-Canadian diabetes association 2008, suggested that
aspirin should not be used for primary prevention of CVD
in diabetic patients as the benefit is unproven in the face of
known deleterious effects.
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