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the risk of oesophageal
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ABSTRACT: Barrett’s oesophagus (BO) is a proin-
flammatory condition principally induced by gastro-
esophageal reflux disease. There is a strong association
between metabolic syndrome (MetS) and its compo-
nents, mainly increased waist-to-hip ratio, hyperten-
sion, and hypertriglyceridaemia, with increased risk
for BO and oesophageal adenocarcinoma. At present
there are generally accepted preventive interventions
that reduce the incidence of obesity (MetS)-associated
oesophageal cancer. However, observational studies
suggest that the combined use of a statin and aspirin
is associated with significantly reduced incidence of
cancer in patients with BO. Moreover, there appears to
be a significant association between the use of statins
and a reduced incidence of all oesophageal cancers,
including oesophageal adenocarcinoma, regardless of
the presence of BO, obesity, or reflux disease. Thus,
statins might have clinically important antineoplastic
off-target effects that should be further explored in
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IHNEPIAHYH: O Owoopdyog Barrett (BO) eivar pa
PAEYLOVAONG KOTAGTOGT TOL TPOKOAEITAL KUPI®G ad
YOGTPOOLGOPAYLIKY TAAVIPOUNGOT. YTAPYEL LLiaL IoYLPT|
GVGYETION HETOED TOV peTafoitkod cuvopopov (MX)
KOl TOV CLOTATIKOV TOV, KUPI®G TOV avENUEVOD AO-
YOU HEONG-oYIV, TNG OPTNPLOKTG VTEPTACNS, KOL TNG
vrepTpLyAuKEpLdaIpiog, e avénuévo Kivovvo yio BO
KOl TOV 0160(Qayov adevokapkivopa. IIpog to mapdv
OEV VILAPYOLY YEVIKG OTOOEKTES TPOANTTIKEG TOPELLPEL-
GELG TOL UELDOVOVV TN GLYVOTNTA ELPAVIOTG TOV KO-
KIVOV TOV 0100(QGaY0L TOL GUVOEETOL LLE TNV TOYLCOP-
kio-MX. Qot660, LEAETEG TOpATHPNONG SElXVOLV OTL
GLVOLAGLEVT YPNON LIOG GTATIVIG KOl AGTLPIvIG GUV-
OEETAL [LE ONUOVTIKGL HELOUEVT] GLYVOTNTO ELPAVIONG
KapKivov Tov otcopdyov o€ acbeveig pe BO. EmumAéov,
(POIVETOL VO VTTAPYEL GNILOVTIKT) CLOYETION HETOED TNG
APNONG OTATIVAOV KOl HEIOUEVT GLYXVOTNTO ELPAVIONG
OLOV TV KOPKIVOV TOV 0160(QAY0V, GUUTEPIAQLPOVO-
HEVOL TOV GOEVOKOPKIVOLOTOG, OVEEAPTNTA OO TNV
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interventional studies. All the above suggest that it
should be tested whether different statins or different
doses are similarly effective in reducing the risk for
BO and oesophageal adenocarcinoma.

Key words: Metabolic syndrome, Barrett’s oesophagus,
oesophageal adenocarcinoma, statins.

Barrett's oesophagus (BO) is an adaptation of the
oesophagus to the proinflammatory state principally
induced by gastroesophageal reflux disease (GERD).'
There appears to be a strong association between
metabolic syndrome (MetS) and increased risk for
BO.! This association is mostly mediated by the role
of central adiposity in the pathogenesis of BO, which
is observed even in patients without GERD."? Patients
with MetS almost 60% higher risk for BO and this risk
is proportional to the number of MetS components (p
for trend <0.001); when all five MetS components are
present, the odds ratio for BO is 2.61 (95% confidence
interval (Cl) 1.14-5.99).? Among the MetS components,
increased waist-to-hip ratio, hypertension and hyper-
triglyceridaemia were independently associated with
increased risk of BO.2 However, MetS might confer ad-
ditional risk of BO independently of obesity.? This was
shown in a meta-analysis of 40 observational studies
that reported that central adiposity, independently of
body mass index (BMI), was associated with oesopha-
geal inflammation, metaplasia and neoplasia, and this
relationship was mediated by both gastroesophageal
reflux-dependent and -independent mechanisms.? It
appears that this association is not only due to the in-
creased intra-abdominal pressure in patients with vis-
ceral adiposity, which predisposes to GERD and finally
BO, but other mechanisms are also implicated.>* These
might include altered intestinal microbiota, MetS-
associated low-grade inflammation induced by obesity,
and secretion of mediators by adipocytes, which may
directly influence the oesophageal epithelium.* Indeed,
increased leptin levels have been independently associ-
ated with progression to oesophageal adenocarcinoma
and in laboratory studies leptin enhances carcinogen-
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esis in certain cell lines.* Adiponectin is also secreted by
adipocytes and its serum levels are reduced in obese
patients; decreased adiponectin levels are associated
with progression of BO to oesophageal adenocarcino-
ma and in vitro studies showed that adiponectin exerts
anticancer effects in BO cell lines and inhibits growth
factor signalling.* Thus, it becomes clear that MetS is
not just a risk factor for type 2 diabetes mellitus or car-
diovascular disease (CVD), but might also increase the
risk for BO and oesophageal adenocarcinoma, given
that BO is a well-recognized precursor of oesophageal
high-grade dysplasia and oesophageal adenocarcino-
ma.® The Seattle Barrett's Oesophagus Study showed
that insulin resistance and increased levels of leptin are
associated with increased risk for oesophageal adeno-
carcinoma, whereas increased levels of high-molecular-
weight adiponectin is associated with reduced risk of
oesophageal adenocarcinoma.® Therefore, measure-
ment of these adipokines might be used to determine
cancer risk among patients with BO.°

At present there are no established preventive inter-
ventions that reduce the incidence of obesity-associat-
ed oesophageal cancer. However, observational studies
suggest that the combined use of a statin and aspirin is
associated with significantly reduced incidence of can-
cer in patients with BO.”® A meta-analysis of studies® "
in patients with BO showed that the use of statins (OR
0.57, 95% Cl 0.43-0.75) and cyclo-oxygenase inhibi-
tors (OR 0.59, 95% Cl 0.45-0.77) were independently
associated with a reduced incidence of oesophageal
adenocarcinoma.® Combined use of a statin plus cyclo-
oxygenase inhibitor was associated with an even lower
incidence of oesophageal adenocarcinoma (OR=0.26,
95% Cl 0.10-0.68).28 Moreover, 6 studies evaluated the
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potential role of statin use in reducing the risk for all oe-
sophageal cancers.*™"® One of the studies' was a me-
ta-analysis that included 371,203 oesophageal cancers
and 608,3150 controls. A significant reduction in the
risk for oesophageal cancers in both man and women
was observed in subjects treated with simvastatin and
atorvastatin, but not in those treated with pravastatin
or rosuvastatin."* Another study'® showed that after ad-
justment for covariates, patients receiving atorvastatin
for more than 12 months had lower risk for oesopha-
geal cancer compared with those not on a statin (OR
0.14, 95% Cl 0.04-0.56).” Other statins did not show an
association with the incidence of oesophageal cancer.”®

Overall, these preliminary data suggest that MetS
is related to an increased risk of BO and oesophageal
adenocarcinoma. Moreover, there appears to be a sig-
nificant association between the use of statins and a
reduced incidence of all oesophageal cancers, includ-
ing oesophageal adenocarcinoma, regardless of the
presence of BO, obesity, or GERD.?*?' This suggests that
statins might have clinically important antineoplastic
off-target effects that should be further explored in in-
terventional studies. It should also be tested whether
different statins or different doses are similarly effec-
tive in reducing the risk for BO and oesophageal ad-
enocarcinoma. Lifestyle measures to reduce the prev-
alence and incidence of MetS might be also useful in
preventing these potentially fatal diseases and their
role should also be evaluated in prospective studies.
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