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Abstract While the use of aspirin in the secondary pre-
vetntion of cardiovascular (CVD) is well established,
aspirin in primnary prevemtion is not systematically recom-
mended because the absolute CV event reduction is similar
to the absolute excess in major blesdings. Recently,
emerging evidence suggests the possibility that the
assumption of aspirin, may also be effective in the pre-
vention of cancer. By adding to the CV prevention benefits
the potential beneficial effect of aspirin in reducing the
incidence of mertality and cancer counld tip the balance
between risks and benefits of aspinin therapy in the primary
prevention in favour of the latter and broaden the indication
for treatment with in populations at average risk. While
prospective and ramdomized study are cwrvently investi-
gating the effect of aspiris 1n prevention of both cancer and
CVD, climical efforts at the individual level to promots the
use of aspinn in global (or total) primary prevention could
be already based on a balanced evaluation of the benefit/
risk ratio.
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1 Introduction

The tweatieth Centory may be characterized, from the
standpoint of Medicine, as the “Century of Aspiria®™, siscs
acetylsalicylic acid, aspirin, has besn one of the most
outstanding medical innovations, which has improved,
without &y doubt, the expectancy and the quality of life
for many people across the werld In “The Revolt of the
Massee™, J. O. Gasset wrote: “The life of the aversge man
today ic sasier, mere convendent and safer than that of the
most powerful man from a different era. He does not care
to be richer than his neighbor if the world around him
provides him with magnificent roads, ratlways, telegraphs,
hotels, personal safety and aspirin™ [1].

Since its discovery in 1899, aspirin has become the most
popular drug worddwide. The clinical wse of aspitin, ini-
tally resticted to a snccessful treatment of rhesmatic
diseases. has been revolutionized by the development of
low-dose formulations for the freatment and the prevention
of cardiovascular diseases (CVD). In patients affected by
coronary artery and cersbrovascular disease, the chronic
assumption of aspirin has been associated with a consistent
and sigraficant redection of mortality and recurrence of
major atherothrombotic events. In this population, the
inemease in bleeding rns out to be acceptable in the end
[2, 3]. On the other hand, the role of antithrombaotic drogs
in primary prevestion, for patisats without previous CVD,
is still wmelear, because of their low risk of developing
atherothrombotic cvents at baseline. More recently, many
randomized mials and mets-analyses have suggested a
beneficial role of aspirin even in the setting of primary
prevention of CVDs,

Indeed, the favorable effects of @ preventive therapy
with aspirin ars not likely to disappear when moving from
the sefting of secondary prevention to primary prevention
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in high-risk patients, as the CV risk develops as a comtin-
uum rather than following a switch onfoff patters.

Daw from both experimental and observational studiss
have dememstiated that aspirin might play a role in pre-
venting colorectsl cancer (CRC) and other types of cancer.
Thie pessible additional beneficial effect is vary appealing,
and may therefore strengthen and broades the indications
of the treatment with aspinn in populations at average risk.
Prospective and randomized studies are currently investi-
grating the effect of azpinin for the prevention of both cancer
amd CVD [4-6].

To aseess the sxpected magnitude of the reduction of
CV events with aspinin therapy, it is essential to estimate
the bassline TV risk for everyome. For this purposs, the

ingham coronary heart disease (CHD) risk score [7],
ug Amenican College of Cardiology/American Haan
Associanon (AHAACCT) Task Farce risk equations [8] and
the Systematic Coronary Risk Evalvation (SCORE) sys-
t=m, recommended by the Exropean Society of Cardiclogy
[9]. are now widely used in chnical practice. The Fram-
develoging a coronary event (a composite of myecardial
infarcton-MI and corenary death), so that individeals are
categorized as low (<10%), moderate (10-204), or high
{>20%) sk The SCORE system estimates the 10-year
ask of a fatal atherosclerotic event: individuals should be
cxmsidered at Jow risk with a SCORE <1%, at moderate
ntk with 2 SCORE >1 and «<5%; at high zisk with a
SCORE >3 and <10%; and at very high risk with a
SCORE 10% [¥]. The combaned gk of fatal and nonfatal
CV eveats is dwee-fold hagher than of fatal events alone
(9.

Similarly. to assess the individual Kkelihood of CRC,
several nskprediction modelt have been designed.
Freedman et al. have propoted a chart that estimates the
chance of developing CRC given a specific age, risk-factor
profile (including colonoscopy and ademoma history in the
last 10 years, nomber of relatives with CRC, leisure and
phiysical actvity fime, regalar use of aspisin/NSAIDs (non-
steyoid anf-inflammatory drogs), smoldng, vegetable in-
take, body mass index. and, for white womes aged >50
years, estrogen status within the last 2 years [10].

In ttos view, the development of a composite or com-
bined prediction model for CV and CRC risk may be
extremely helpful and appealing, and it would also allow
the assesarment of the global rskbensfit odd of aspirin

Even before the scientific community will be able to
assess the specific role of aspirin in pomary prevention
with conclusive results denved fn:sm nngumg mals 11

selected individuals at bigh CV risk, because ﬂns straiggv
mught posably contribute to avoid many CV events and
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their dangerous contequences for patisnts, national health
gervites and national econemies.

2 Aspirin for the Primary Prevention
of Cardiovascular Disease: PROS

Since 1980s, 9 Jarge-scale prospective randemis r
trolled hials (RCT) have analyzed the of aspirin in
primary prevention: the British Doctors” Trial (BMD) [11],
the Women's Health Study (WHS) [12], the Primary
Prevention Project (PFP) [13], the Physicians® Health
Stady {PHS) [14], the Thrombosis Prevention Trisl {TPT)
[15], the Hypertension Optimal Treatment (HOT) study
[16], the Japanese Primary Prevention of Atherosclerosis
‘With Aspirin for Diabetes (TJPAD) [17] trial, the Aspina for
Asympromatic Atheroscleroeis Trial (AAAT) [18] and the
Prevention of Progression of Arterial Digease and Disbetss
(POPADAD) trial [19], incloding altogether more than
100,000 participants [20], with a 1:1 ratio between aspinin
and net on aspirin patients.

The Physicians® Health Sitndy (PHS) [14] emrolled
aged >40 years, randoimized fo aspizin 325 myg every ofher
day or placebo. With regards to the secondary endpoint of
myecardial infarction (M), there was a 44% reduction in
the group treated with aspicin versus placebo. Simalar
results were obtained in the Thrombosis Prevention Trial
(TPT), which enrolled high-risk patients [15]. The Hyper-
tension Optimal Treatment (HOT) trhal [16], ineluding
alinost 20,000 patients aged 50-80 years old and random-
ized to aspwin 73 mg or placcho, and the Primesy
Prevention Project (PPF) [13], including 4495 individuals
aged >65 years randomized to aspivin or placebo for
3 yearst, dememistrated 3 significant reduction of Mile (36
and 25% respectively} when taking aspiring

Howeves, in the British Doctors Trial (BDT) [11], that
enrolled sbout 5000 healthy men aged <30 yeams old,
randomized to aspirin 500 or 300 mg for 6 years, the
investigators failed o report a reduction of Mls and CVD
mertality.

Individuals with a higher baseline CV sisk haye been
enrolled in three recent RCTs. The Prevention of Pro-
gression of Arterial Disease and Diabetss {(POPADAD)
[19] trial randemized more thas 1000 individuale sffectad
by type 1 or 2 diabetss mellitus and an ankls brachial mdex
<099 to aspirin 100 mg or placebo. It did not shew any
significant difference in CV cndpoints between the two
(JPAD) tral {17], which included abemt 2000 diabetic
patients randomized to aspirin 81 mg or placebo, the pri-
mary endpoint, a composite of CV and cersbrovascular
fatal and nonfatal svents, showed fewer svents in the
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aspirin & In comtrast, sigmificant differemces i the
sumber of fatal and nonfatal coronary artery évents,
ischimic stroke and penipheral artery tiwombotic events
wert not deménstrated m the Aspimin for Asymptomatic
Atherosclerosis Trialists study (AAATY [18], which inclo-
ded more than 3000 patients with an ankie brachial index
<0.93 randomized to aspirin 100 mg or placsbo.

Data on female subjects wase obtained in the Women's’
Health Stady (WHS) [12], which enrolled more than
40000 women >45 years old, did not show a significant
reduction in the pwimary endpoint of ML fatal and non-
fatal, and death, CV or not. On the other hand, aspirin
assumphion was associated with a 22% reduction of
ischemic strolos. Instead, currantly data show a consistent
benefit of asparin v women aged >63 years, leading to a
26% reduction of CV events and 30% of ischemic stroke.

Following the publication of these thals, new meta-
analyses have revigied pooled data on the role of aspirin in
CV prevention. The Anti-Thrombotic Tralists Collabora-
tion has carried one of the mest important one [21]. The
emlpointe were: fatal and non-fatal MI, son-fatal bemor-
thagic and ischermic stroke, all cause death and a composite
of MI, stroks and atherotbrombotic death Reductions by
aspirin wete reported for MI and non-fatal stroke. espe-
cially ischemic ones, with an increase in bleeding events.
No difference was reported in the mumber of CV deaths.

A different mets-analysit of 10 trials, inecluding 118 445
individuals aged 55-65 years, was carried out by the US
Preventive Seciety Task Fesce (USPSTF) [22]. and
demonstrated a consistent efficacy of aspirin therapy in the
prevention of nonfatsl MY (relative risk [RR] 0.83 [95% (OO
0.74-0.94]) and stroke (RR, 0.86 [T 0.76-0.98]}, but not
CV death (RR, 0.94 [(J 0.86-1.03]. A low-dose forniu-
lahion <100 mg was administered in 8 studies; the follow-
up lasted 2 mean of 3-10 years. A significant reduction of
all-cavse mortality (RR, 094 [CI 0.89-D99]) was
demonstrated with aspizin at any dose, not only with low
dose therapy [22].

Special attention should be reserved o dizbetic patients
whose CV risk is 2-4 times greattr than non-diabetic
patients [23, 24]. Umivocal results about the efficacy of
aspirin in primacy preventicn in diabetic patisnts ars not y=t
avalable. Inconclusive data derive from three randemized
trials that enrolled only diabetic individuals [17, 19, 26] and
from six trials including 2 diabetic subgroup (1-22% of
curmmiative number) [11-16]. A& non-sigmficant reducton of
coronary artery (99%) and cexsbrovascular (119%) events
resulted from four meta-analyses [23, 27-29]. On the con-
trary, a recent mets-analysis of the USPSTF described 2
similar effect of aspirin theragy in paticnts sither affected
by type 2 diabetes mellitus or not [22].

3 Aspirin for the Primary Prevention
of Cardiovascular Disease: CONS

Therapy with aspirin i€ associated with an inereased sisk of
major bleeding. especially gactreintestinal (GI) and
mitracranial blesding events, defined as “a bleed requiring
ransfution or resulting in death™ [30]. Moreover, there is
ao evadence that snteric-coated aspirn may reduce gasizic
blseding {30, 31}.

A meta-analysis of 6 placebo-contralled RCTe showed
that treatment with aspinin was associsted with an increass
in the relative risk of hemorrhagic siroke of 32% [21]. The
bleeding rick increases with concurrent anbicoagulation or
NSAID use. smoking, uncontrofled hypestension, male sex,
older age, histewy of GI ulcers or upper GI pain, bleeding
disosders, renal faihwe, severe Hver dissase and thrombo-
cytopenia [33, 34].

Thesefore, the blesding risk appears to be higher in
mdividuals at higher CV risk, who might have the greatest
with aspirin, 4 more bleeds per 1000 persons have been
calcnlated, versus 22 more bleeds per 1000 persons in high-

4 Aspirin for the Primary Prevention
of Colorectal Cancer

CVDs and cancer are the leading canses of mortality and
merbidity worldwide, as they together account for almost
2/3 of global mortality. It is now well known that they both
calorie diet, alcohol abuse, a sedemtary lifestyle. a low
[35-42]. Therefore, targeted misrventions on Lifestyle were
effective, although not wnivecally, in preventing both dis-
sases (43, 44]

have shown that CV drugs such as angioteasin cenverting
[45, 46], beta-blockers [47] and statins [48, 49] may play a
rols n cancey prevention. It seems that aspiring through the
ireversible mhibition of cyelooxygenace-1 (COX 1) (low
dote) and COX-I (high dose), may be able to inhabait
specific pathways of carcinogenesis. Cobort studies have
aleo shown a reduction in mortality from ail causes and
from cancer in patients with non-teetastatic colorsctal
cancer who had started to regularly aspirin intake after
diagnosis [30, 51]. Seme RCTs have also highlishted that
aspirin decrease the recurmrence of colorectal adeaomas in
patients uadergoing sadoscopic polypectomy [52, 53].
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These data are supported by large meta-analyses that
[6-55] have demomstrated that aspiring when assumed for
mere than 3 years at a daily dose of 73-300 mg. can reduce
the incidence of CRC by 40% [536], 20 years-mortality
(10.2 vezsus 11.1% in placsho groups) and the risk of
metastagis after a latency period of 8-10 years. This benefit
seems o imcrease further with duratiom of the treatment
[57]. However, these results derive from post-hoc analysis
of RCTs designed and conducted to svaluate CV outcomes.
Meoreover, the exclusion of the WHS and PHS, which
previously failed to show the protective effect of aspirin ea
camrcer genesis. should be considered [58], Thus, recently.
the 153-year follow-up of the WHS showed 2 net benefit of
alternate-day regimen with aspitin when considering CV
events, the development of cancer and gastrointestinal
bleeding in wornen =63 years [59, 60].

Data on the benefit of aspirin in the prevention of
different types of cancer such as prostate [61]. breast [62].
oesophagus [63], and head-and-neck [64] are much Jess
robust [65-67]. As mentioned above, the effects of the
aspirin in the prevention of CRC seemn vo achieve 2 sig-
aificance after af least 510 years of therapy [68, 68].
Iherefm- we belicve that the yeaw:z benefit m’zﬁz be

40 and 39 years [707. Haw‘".ﬁ‘ more “ad h@: studies
feient genders, age, race and gemetics. It remaing to be
anivocally determine the best dosage of aspirin to be used
and its poesible =ffects in the long tenm, about the dura-
don of its benefieial effects after discontiouation of
dierapy.

Looking at the evidence collected 5o far, aow, the use of
patiemts at intermediate risk for CRC (adults of 50-70 years
with a fomily history, but in the absence of hereditary
diseases, such as Lynch syndrome and famdlial adewormia-
tous polyposis and inflammatory bowel disease) The
American Cancer Society has not made recommendations
for or againgt the administration of aspitis, while the
use only in patisnts with high risk for CRC [71].

Further understanding the inter-relationship between
genetic markers and use of aspirin™NSAIDs can help to
identify subgroups of patients defined by genetic back-
ventive sttategies. Therefore, in the rscent past mamy
efforts have besn performed to detect specific polymor-
phisins assoviated with enbancedfrednced aspirin cancer-
prevention activity. Slightly contistent evidence piled up
with regards to CRC, those about prostate and breast cancer
are otherwise stll poor [72, 73]. In particular, genetic
mutations invelving aspirin metabolissn and preduction of
prostaglanding have been analysed so far.
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A recent study has suggested that the bensfit of regular
therapy with aspinn after CRC diagmosis is confined to the
12-15% of patients whose tumouwrs hatbowr phos-
phatidylinositol-4,5-bisphosphate  3-kinase catalyvtic sub-
unit alpha (PIK3CA) mutatiens. PIK3CA eacodes the p110
catalytic submmit of PIS kinase, and PIK3CA mutations
result in consBitutive activation of the kinase and the
downstrean AKT pathway. COX-2, also known as pros-
taglandin GH synthase-?2 (PTGS-2), is an inducible
enzyme which catalyses the rate-limiting step in the pro-
ductivn of prostaglanding and plays 2 key role in inflam-
miation. Thus, a potential mechanistic explanation for these
findings has been provided [74].

Recently it has been further shown that PIK3CA muta-
tion does predict reduced CRC recurrence in regular users
of low-dose aspirin after diagnesis [75].

Moreover, regular aspirin use has been also associated
with lower fisk of BRAF- wild-type CRC, but not with
BRAF-mmutated cancer risk. BRAF is 2 member of the RAF
kinase family. and an inportant regulator of the nutogen-
activated protéan kimase (MAPK) pathway. Activating
miutations in the BRAF oncogens are observed in approx-
imately 10-15% of CRCs. Experimental evidence suggests
thai RAF-MAPK signalling plays an important rols in
ugregulation of COX2 activity and prostaglandin E? syn-
recenfly reported to be differentially associated with CRC
sisk acconding to specific single aucleotide polymerphisms
(SNPs) [77-79].

The ability to reach conclusions about aspirin chemo-
pm-‘enm: effects on CRC based on specific genotype

ground has been hamnpered so far by small sarmple size
mv*shgaums and other significant limitations in analyses.
Mareover, at & population level, the impact of genetic
polymorphisms may be limited due to the frequency of the
variant alfele.

5 Recommendations of International Scientific
Societies About the Use of Aspirin in Primary
Prevention

Inappropriate and “off-label”, often based on patients’
preference, prescription of aspiria for primary prevention is
a usual Anding n climeal practice, becanze thers is not a
clear and unambnguous mditation on whom might beaefit
CV primary prévention in the USA. In Raly, on the other
hand. persomal choices of every patient often take over.
Generally, the scientific commumity chares the balief that
the decision te begin the therapy with aspins for prmary
CV prevention, should be evaluated on an individualized
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basis, and be tailored va the CV risk profile and the risk of
hemomrhage. The individual characteristics of patients, the
subjects should be considersd to characterize, a¢ far as
possble, e role of aspirin with a view for an integrated
primary prevention (Fig. ).

Per the latest guidelines of the Euwropean Socisty of
Cadiclogy (ESC), ASA (or clopidogeel) is not recom-
dissase becanse of the increase in the risk of bleeding [9].
However, aspiwin may be indicated for hypertensive
patients with renal insufficcency or at high CV rizk and
should be considered in disbetes mellitus [9].

The American College of Physivians guodelines
[7], if aspirin, when taken for mere than 10 years, might
reduce mortality fromn CV causes regardless of the stasting
fisk poofile. suggest low-dose use m all subjects aged >30
years in the absence of contramdications. The American
Heait Association and the American Stooke Association
[B1] recommmend the use of low-dose aspivin in patients
with a risk of CV events high snough to offset the potential
adverse of the treateent 1 &, 6-10% in 10 years.
Cardiclogy Collaboration [23] currently suggest aspirin for
CV primary prevention for patients with dizbetes mellitas
and a OV risk >10% at 10 years (men >30 year: old and
women >60 years old with at Inaet one more nsk factor, as
smoking, bypertension, dyslipidemia, albunrinuria, family
histery of CVD), who are not at incrsased risk for bleeding
(histery of gastroduodenal uloer, gastrointestinal bleeding,
use of medications which increace the risk of bleeding).
women aged <60 years with low CV stk because the misk
of bleeding would exceed the potential bensfits. Finally,
aspirin eould be comsidered in middle CV risk disbetic

patients (young patisnts with at least one gk factor,
clderly patients with no addiional risk factors, patients
withh 5-10% nisk of ¢vents in 10 years) [23].

The most recent recommendations have been issusd by
the USPSTF Guidelines [27]. This docoment takes into
account very accurately major thromboembelic gk factors
(sech as male gender, older age, race, dyslipidemsa
Ippertension, diabetes and cigaretts smoking) and hemer-
rhagic risk factors (longer use of higher dosage of aspirin
or other anti-inflasumatery, history of ulecer disease or
gastrointestinal disorders, blood coagulation discrders,
rensl intafficiency or severs hepatic, thirombocyiopenia)
when assessing the indication for therapy with aspivin In
addition, the analysis focuses on estimating the years of ast
life (DALYS) and the years of quality of life (QALYS)

The USPSTF recommends the initiation of therapy with
low-dese aspirin (average 81 mg) for the fuevention of CV
events and CRC in adults aged 50-59 years with 10-year
CV risk »10% and 2 Life expectancy of 10 years, who are
willimg to ke on a long-term eatment (at least for 10
years) and who do net feature increased bleeding risk
(grade B recoenmendation. reasonable assurance of a net
beneht). It is reasonable that, in these mdividuals, the
benefit in the prevention for MI, stroke and CRC outweighs
bleading. and that the higher gain can be achizved in terms
DAL Ys (219463 in women, in men 333-605) and QALY
{621-333 in women, in men S88-834).

In subjects aged between 60 and 69 years old, aspivin is
not recommendad, as the increase in life expectancy and
life quality seems to not overcome the inercace in haerm-
orthagic nitk and, moreover, the potential benefitk in the
prevention of CRC would appear after at least 10 years of
coptinmets dnkske [B2]. The decigon to chart bestment
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should therefore be evaluated casé-by-case based upon
individual characteristics. Now, evidencs about the indi.
cation to start the treatment with aspirin for individuals
aged <50 and >70 years, at increased CV risk and average
risk of CRC are scarce. In individuals aged <350 years, the
potential benefits are likely to be lower, as only a small
percentage of patients have a CV risk estitnated at 10 years
»10% [22]. Por different reasons, in adults sged >70
years, even though mot yet stated cleasly, the benefits of
therapy with asperin in prisaary prevention could be sub-
stantial, because of the given high CV risk frequently
related to older age.

All these recommendations, often divergeat, may be
confusing in daily clinical practice. Por this reason, a recent
paper published by the European Seciety of Cardiclogy
Wotking Gioup on Thrombosis [83] suggests to refer to a
CV risk threshold above which the beaefits of taking
aspitin certainly outweighs the bleeding risks. This level
has been identified as the 2% chancs of major CV events/
year, which comresponds to a CV risk assessed with the
SCORE scale of 7-10% of death at 10 years. All subjects
with a CV zisk greater than of equal to that cut-off should
consider treabment with aspirin. In subjects with CV risk
between 1 and 2% the decision to start theragy with aspirin
depends on the doctor™s assessment of other comorbidities
of the patient, especially regarding the risk of bleading, and
on the preferences of each patient (Fig. 2).

In this regard, the search for additional indexes of vas-
cular organ damage is crucial. Indeed, even though they are
generally not included in clinical studies, they might con-
versely be informative indicators of susceptibility and
prediction of atherothrombotic events, such as decumented
atherosclerosis of the carotid-vestebwal axis, peripheral
vascular disease, the ankle-brachial index, caleium scors
assessed with CT, and atvial Abrillation s well.
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praclice o prescrbe aspictn in primary peeventisg (roodifisd frern
Ref, [45])
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6 Clues from Individualized Integrated Risk
Estimation to Prospective Studies

The struggle to define the net clinical benafit of a therapy
with aspirin in patients without pre-existing CV disease is
therefore all about finding the best possible estimnation of
the risk of atherothrombotic events and bleeding [34-36].
The clinician plays a crucial role, he/she should recommend

therapy with aspirin to patients at high atherothrombotic
fisk with a low risk of bleeding and vice versa.

However, it must be stressed, that the analytical models
proposed so far about the risk/benefit ratio usually have
given the same importance to non-fatal ischemic events
and bleeding events. Excluding the hemorthagic stroke,
which has often dramatic consequences in terms of dis-
ability and mortality, but enly accounts for 1/5 of major
bleedings [85], and major gastrointestinal bleedings, which
are otherwise fiot frequent and usually sasily manageable,
probably many patients may still choose to accept a mod-
erats increase in the bleeding risk consequent to treatment
with aspirin in crder to prevent OV and cerebrovascular
ischernic events. According to the USPSTF, it is therefore
ciucial to take opinions and preferences of the informed
patient into account [22].

hi this comtext, the reduction in cancer incidense and
mortality could be of great importance to extend the indi-
cation of treatment with aspirin [86). A scors for the cal-
culation of an integrated CV and oncelogical benefitisisk
would be highly desirable, and could be a crucial tool for
the clinician while awaiting for prospective studiss able to
clarify the dual combined role for aspirin in preveating CV
and neoplastic diseases further.

As mentiomed earlier, prospective stodies are currently
undérgeinyg to analyze the role of aspirin in primary pre-
ventian; these could help to address the lack of data at our
knowledge voday, and obviously may represenmt the best
possible evidence fo proposé on net aspirin in primary
prevention and drive future medical choloes. However,
they may provide a relatively short snapshot of 5-6 years
which i5 hard to translate tv 2 strategy that may prevent CV
or neoplastic events that may occur 10-30 years later. In
additien, reliable conclusion of a sufficient number of
prospective studies in heterogenecus populations may take
a few more years to become available.

The ACCEPT-D {Aspina and Simvastatin Combination
for Cardiovascular Events Prevention Trial in Diabetes)
study [87] will evaluate benefits of the addition of low-dose
aspirin therapy in diabetie patients already taldng simvas-
tatin. The primary composite endpuint includes death from
CV canses, nonfatal M1, nonfatal stroke and hospitalization
for CV causes (acute oovomary syndrome, fransient
ischemic attack, peripheral arierial disease), It is expected
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to empoll approximately 5170 patients and reach a total of
515 events. Too little? Toe specific? Too late?

The purpose of the ASCEND (A Study of Cardiovas-
cular Events iN Diabetes Study) [B8] is to evaluate, in
diabetic panents without previcus atherothrombotic events,
if therapy with 100 mg of aspirin is able to significantly
reduce the sumber of CV events comnpared to placebo and/
& ont gram of polyuntaturated omegs-3 fatty acids.
Adverse events, particularly the hemonthagic ones, will be
assessed. The pamary composite endpeint will consist of
death from CV causes (not hemorrhagic stroks), nonfatal
MI, nonfatal stroke and transient ischernie attack Again 2
very specific approach difficult to exiend to the general
population.

The ARRIVE (Aspitin to Reduce Ritk of Imitial Vae-
cular Evenis) [29] is an international randemized, deuble-
blind placebo study, which aims to evaluate the effective-
nees and safety of a therapy wath 100 mig enteric coated
aspifin in in primary prevention for patients with an est-
mated risk of CVD >15% at 10 years (male patients aged
=350 years with 23 and CV risk factors and feniale patiears
aged >60 years with 3 er more risk factors). The study will
enrcll about 12,000 patients, with a5 estimated duration of
approximately 5 years, and reaching 3 total of 1488 events.
The primary composite endpoint will be of death from CV
causes, nonfatal MI and nonfatal stroke. This ajpears a

The ASPREE trial (Aspirin in Reducing Events in the
Elderly) [90] will examine the benefits of aspirin in the
reduction of MI, stroke, dementia and some types of cancer
in subjects older than 65 years (70 years for Caucasian) over
determune the amount of years of life free from disability.
The primary endpoint will consist of all-cause death,
detneatia and persistent phiysical disabilities. The secondary
endpeint is a compoased of fatal and sonfatal CV and cere-
brovaseular events, hospitahzation for heart fajlure, fatal
and nemfatal cancers, major bleeding events, depression.

Altogether these studies may add impertant information
om the appropmiatensss of using aspint in primary pre-
vention. However, by the tme being, they will be all
completed, the population candidate for ASA in primary
prevention, particulardy in the middle age (3063 years)
may be lefi at risk, wnless 3 programenatic clinical spproach
1s considered in the meanwhile.

The purpose of the present documnent 3s to help physi-
cians in unraveling a complex and comtroversial prevention
topic. This will most likely represent in the coming years
one of the main themes of CV prevention.
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