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Abstract: We carried out a systematic review in order to determine the connection
between lower urinary tract symptoms secondary to bladder outlet obstruction and
metabolic syndrome with its components. We searched the Cochrane Central Register of
Controlled Trials, PubMed, EMBASE, the Cochrane Database of Systematic Review and
Web of Science from their inception until January 2015 to identify all eligible studies on
the effect of metabolic syndrome (or component factors) on the presence or severity of
lower urinary tract symptoms/bladder outlet obstruction in men. This analysis was carried
out according to the STrengthening the Reporting of OBservational studies in
Epidemiology guidelines. In total, 19 studies were identified as eligible for this systematic
review. The quality assessment score was >50% in more than half of the studies (11/19).
The evidence synthesis showed a positive association between metabolic syndrome,
number of components and lower urinary tract symptoms/bladder outlet obstruction. In
particular, the major endocrine aberrations of this connection are central obesity and
hypertriglyceridemia. The links between insulin resistance and lower urinary tract
symptoms/bladder outlet obstruction should be better investigated. Ethnic disparities in all
examined studies showed a different impact of metabolic syndrome on lower urinary tract
symptoms/bladder outlet obstruction severity and such influence still remain unclear. The
relationship between metabolic syndrome and lower urinary tract symptoms/bladder
outlet obstruction open the way for introducing physical activity and diet as recognized
first-line interventions for treating lower urinary tract symptoms. However, this connection
should be investigated in two different ethnic cohorts (i.e. Asian vs Caucasian) in order to
better understand the impact of ethnic disparities on metabolic syndrome and lower
urinary tract symptoms/bladder outlet obstruction severity.

Key words: age, benign prostatic hyperplasia, insulin resistance, lower urinary tract
symptoms, metabolic syndrome, non-alcoholic fatty liver disease.

Introduction

LUTS secondary to BPO is one of the most common disease of the aging male.' It is consid-
ered a chronic disease with early initiation and slow progression. The exact molecular mecha-
nisms underlying the development of LUTS/BPO are mainly secondary to the occurrence of
BPH that starts as a simple micronodular hyperplasia and evolves into a macroscopic nodular
enlargement that gradually results in BPO, causing LUTS. Recent studies have shown that
chronic inflammation represents a crucial component in the pathogenesis of BPH, probably
determining the hyperplasia of prostate cells. The inflammatory cells, in fact produce growth
factors, which can support the fibromuscular growth in BPH.?

In the past years, many studies have provided emerging evidence of a role of MetS and its
components in LUTS/BPO. MetS is considered a worldwide epidemic with a high socioeco-
nomic cost; it is characterized by a systemic inflammatory state and a chronic inflammation dri-
ven tissue remodeling that derives from the combination of several metabolic abnormalities.’

A great deal of evidence suggests that glucose homeostasis, hyperinsulinemia and IR might
increase the risk of BPH.* Hyperinsulinemia is also associated with an increase in the activity
of the sympathetic nervous system, and this could contribute to increased muscle tone of the
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prostate, resulting in more severe LUTS/BPO independently
of prostate enlargement. Recent studies suggest that the
severity of LUTS/BPO is associated with an increase in the
number of components of MetS (hypertension, obesity, IR
and high dyslipidemia).” However, discordant results are still
present in the literature arising inconsistencies about the con-
nections between MetS, LUTS/BPO and ethnic disparities.

The aim of the present systematic review was to evaluate
new and emerging links between LUTS related to bladder
outlet obstruction secondary to clinical BPH and MetS with
its components.

Methods

Eligibility criteria

The present analysis was carried out according to the
STrengthening the Reporting of OBservational studies in Epi-
demiology guidelines.®

We defined MetS according to the NCEP—ATPIII, which
requires at least three of the following five components: (i)
central obesity (waist circumference of >102 cm); (ii) ele-
vated triglycerides (=1.7 mmol/L or 150 mg/dL); (iii) ele-
vated blood pressure (>130/85 mmHg); (iv) elevated fasting
glucose (>6.1 mmol/L or 110 mg/dL); and (v) reduced HDL
cholesterol (<1.03 mmol/L or 40 mg/dL). Previous diagnosis
of hypertension and type 2 diabetes mellitus were included as
evidence of raised blood pressure or fasting glucose. We also
included studies based on the revised MetS criteria proposed
by the International Federation of Diabetes and the AHA/
NHLBI criteria. The latter essentially differs in its reduced
threshold of hyperglycemia of 6.0 mmol/L (or 100 mg/dL)
and in considering possible ethnic differences in the waist cir-
cumference threshold.”

Eligible studies included published journal articles that pro-
vided quantitative data on LUTS secondary to BPO, and
assessed by the validated IPSS.

We also aimed to evaluate the impact of MetS components
on LUTS/BPO.

Information source

We carried out a systematic literature search of PubMed,
EMBASE, Cochrane, and Academic OneFile databases using
Medical Subject Headings indexes, keyword searches and
publication types until December 2014. The search was lim-
ited to English-language articles. The search terms included
prostate, benign prostatic hyperplasia, benign prostatic
enlargement, benign prostatic obstruction, metabolic syn-
drome, PV, IR, obesity, hypertension, triglycerides, choles-
terol and LUTS.

Study selection

Citation lists of retrieved articles were screened manually to
ensure sensitivity of the search strategy. References of the
included papers were hand-searched to identify other potential
relevant studies. Studies were reviewed by two independent
reviewers (GIR and DU); differences in opinion were dis-
cussed in consultation with the last author (GM).
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Data extraction and quality assessment

The quality of these eligible citations was assessed using the
Newcastle-Ottawa quality assessment scale quality scoring
system;® two authors scored independently. Risk of bias
assessment included randomization, incomplete outcomes
data, selective outcomes reporting and other biases.

Data synthesis and analysis

We constructed evidence tables detailing study characteristics,
outcome measures, MetS definition and study quality. We
compared and contrasted studies reporting the connection
between MetS and LUTS, summarizing patient characteristics
and evidenced results.

Results

Figure 1 shows the flowchart of included studies. In total,
151 studies were identified from the online databases and rel-
evant references. After evaluating the title and abstract of
each study, 75 studies were excluded, as they did not meet
the inclusion criteria. Subsequently, we carefully read the full
texts of the remaining 76 studies, and thus 19 studies
(Table 1) were identified as eligible for the present systematic
review and including 22 540 patients. The quality assessment
score was >50% in more than half of the studies (11/20). Of
19 included studies, 10 examined the link between MetS and
LUTS/BPO, eight examined links between MetS and PV, and
LUTS/BPO, and three examined links between LUTS/BPO
and diabetes mellitus or IR.

LUTS/BPO and MetS

A link between MetS and LUTS/BPO was first proposed by
Hammarsten ef al. in 1998.° Thereafter, many authors have

Records identified through
database searching
(n=151) Excluded
(n=76)

Records screened

n=75
( ) Duplicates removed
(n=13)
Records after
duplicates removed
(n=62) Records excluded for

Not meeting inclusion criteria
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SN
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Full-text articles
assessed for eligibility
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Records excluded for
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Fig. 1 Flow diagram of included studies.
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investigated the link between MetS and BPH; however, the
results have been controversial, probably secondary to the
racial differences of the analyzed cohorts. In fact, before
commenting on the MetS contribution in LUTS/BPO disease,
it could be important to consider what population is affected
by. As reported in the Baltimore Longitudinal Study of
Aging, prostate growth rate is strictly dependent on both age
and Dbaseline prostatic volume; in particular, men aged
>65 years with a larger prostate had a doubled rate of pro-
static growth, compared with those with smaller prostates (2
vs 1 mL/year).'” Furthermore, Ford ef al. showed that the
frequency of MetS increased with age.!' In a Japanese study,
105 men with MetS and LUTS/BPO were evaluated. The
prevalence of LUTS/BPO was dependent on age, but not the
prevalence of MetS. Moreover, an association between MetS
and LUTS/BPO was not found. Furthermore, in an age-
matched autopsy series, the prevalence and severity of histo-
logical BPH were similar in Caucasian and Southeast Asian
men, despite very different diets and lifestyle.!* These find-
ings are in contrast to previous observations where, compared
with the Western population, Japanese men are less likely to
develop a progression to BPH owing to differences in the
Asian diet, lifestyle and environment, which can differently
impair abdominal obesity, commonly associated with the
development of vascular diseases, IR and associated compli-
cations. In fact, the incidence of BPH has been reported to be
much lower in Chinese and Japanese men living in Asia than
in white populations. In this context, Asian reports have evi-
denced an absent or even negative association between
LUTS/BPO and MetS." "’

Data on the racial background of the patients with surgi-
cally treated BPH in Hawaii have provided evidence for a
relatively greater incidence of BPH in Japanese-American
men who ate beef.'®

In a different study, Chinese men living in China had
smaller PV than age-matched non-Chinese men living in
Australia. However, no differences were found in the PV
between native-born Chinese men who had immigrated to
Australia and non-Chinese men living in Australia.'® Thus,
these studies imply that prostate growth could accelerate after
exposure to a Western diet, lifestyle and environment.

In 2002, Suzuki et al. first reported that men with high
energy intakes, and particularly with high consumption of
protein and polyunsaturated fatty acid were at a greater risk
of developing BPH.?°

The influence of dietary fat on LUTS/BPO has been linked
to specific fatty acids. An excess of fatty acids and cytokines
could induce IR and compensatory hyperinsulinemia. Many
of the hormones, growth factors, cytokines, and other media-
tors associated with obesity and MetS enable cross-talk
between macrophages, adipocytes, endothelial cells and
epithelial cells, which is implicated in carcinogenesis and tis-
sue growth. Rahman ez al. found that rats fed a high-fat diet,
leading to hyperlipidemia, developed prostate enlargement
and bladder overactivity.?!

Byun et al. found that MetS components were associated
with larger PV and higher serum PSA level. Patients with
more than one metabolic component were significantly more
likely to have a larger PV and higher serum PSA level. The

© 2015 The Japanese Urological Association

serum PSA level and PV were increased in a similar manner
with the increasing sum of MetS components (P < 0.0001).%

This strong association between LUTS and MetS have
been widely shown. The severity of voiding score and LUTS
became particularly pronounced as the number of MetS fac-
tors increased.****

Conversely, in a series of 968 participants, PV was not sig-
nificantly larger in the MetS group. Instead patients with
abnormal FPG and WC had larger PV than normal groups.>

In a recent and very interesting meta-analysis on the asso-
ciations between MetS and BPE, the authors found that
MetS-induced differences in PV were almost equally
weighted as a factor of age, WC or serum HDL concentra-
tion. Hence, obese, dyslipidemic and aged patients are at
higher risk of having MetS as a determinant of their
increased prostate size. Furthermore, increased central adipos-
ity, as reflected by waistline, was another MetS-related factor
that significantly contributed to variation in prostate enlarge-
ment.”

Rohrmann et al. observed a statistically significant elevated
odds of LUTS in men with at least three components of
MetS. However, the odds ratio was elevated in men with at
least four components of MetS compared with men with
fewer components.?® In the Rancho Bernardo cohort study,
Parsons et al. found a fourfold increased risk of BPH among
diabetic men with LDL cholesterol, but not in the overall
cohort. This observation suggests that dyslipidemia is not suf-
ficient enough to induce prostate enlargement, but the con-
comitant presence of other metabolic derangements, such as
diabetes mellitus type 2 or those concurring with the MetS
construct, favors the process.?’ Therefore, in any patient pre-
senting with LUTS/BPO, the possible presence of non-in-
sulin-dependent diabetes mellitus, hypertension, obesity, high
insulin and low HDL cholesterol levels should be consid-
ered.?® Conversely, in patients suffering from these condi-
tions, the possibility of a clinical LUTS/BPO should be taken
into account.” The Baltimore Longitudinal Study of Aging
showed that diabetic men are twofold more likely to have an
enlarged prostate.”” Recently, in a population-based sample
of African-American men aged 40-79 years, Joseph et al.
reported that men with a diagnosis of diabetes mellitus or
hypertension had higher odds of having moderate to severe
LUTS/BPO.*

A reason for this aspect could be increased IR that accom-
panies increasing numbers of MetS components, and its posi-
tive effect on BPH, TPV >30 mL and PVR >50 mL.’'

Furthermore, the occurrence rate of prostate enlargement
(=230 mL) could significantly increase in men with one to two
components of MetS, even though they do not have clinically
diagnosed MetS.

There is also evidence that storage and voiding symptoms
might be susceptible to different risk factors of MetS, yet the
majority of studies examined potential associations with total
LUTS only.

The significant association between storage symptoms and
MetS suggests the possible role of the autonomic nervous
system. MetS is known to cause autonomic sympathetic over-
activity, through a complex and incompletely elucidated
mechanism. The activation of the parasympathetic nervous

5
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system can cause detrusor muscle contraction, and could
therefore contribute to detrusor overactivity, which is charac-
teristic of the prevalence of storage symptoms.*

The variability in the prevalence of MetS between Eastern
and Western countries is also observed in voiding and storage
LUTS.

In a Korean study of MetS, IR and the accompanying
hyperinsulinemia could have favorable effects on LUTS in
the early compensatory stage, especially voiding symptoms.
However, advanced diabetes can have unfavorable effects on
LUTS, especially storage symptoms. Rather, high HbAlc
was strongly and positively associated with storage symp-
toms.*> De Nunzio ef al. observed that MetS is associated
with an increased risk of storage symptoms in patients with
BPE. These subjects presented a higher IPSS storage sub-
score (P < 0.002). Patients with an IPSS storage subscore >4
presented a higher BMI and a higher WC when compared
with the less symptomatic patients. Instead, MetS was not
associated with an increased risk of IPSS and IPSS voiding
subscore >5.%3

An Australian study confirmed this positive effect of
abdominal fat mass percentage on storage LUTS (P = 0.046),
but there was no effect of BMI. An elevated FPG was a pre-
dictor of storage LUTS (P = 0.05). There was also an associ-
ation between lowered plasma HDL cholesterol and storage
symptoms (P = 0.05).>* In a previous study of 45-79-year-
old Scandinavian men, a positive association was also
observed between waist-to-hip ratio and frequency of urina-
tion, nocturia and urgency.>>

Nocturia is a serious problem that is characterized with
sleep disturbances, daytime fatigue and a lower level of gen-
eral well-being in LUTS/BPO patients. Repeated awaking
and voiding attacks lead to sleep disturbances during the
night. This condition increases the sympathetic activity, and
might damage blood pressure rhythmicity. Meigs ef al.
showed that LUTS are positively associated with coronary
heart disease.>® MetS is not only linked with LUTS/BPO, but
also with bladder alterations, including fibrosis (reduced mus-
cle/fiber ratio), hypoxia-increased leukocyte infiltration and
inflammatory markers.>’” We have recently shown a relation-
ship between MetS, IR and the presence of moderate to sev-
ere LUTS, in particular with voiding symptoms.38 These
results could be explained by the increased sympathetic tone
as a result of IR associated with obesity that could result in
LUTS and subjective voiding complaints.*’

All these contributions strongly confirm and strengthen the
hypothesis of a close link between MetS and LUTS/BPO,
conditions that should be considered as new pathologies of

aging.

LUTS/BPO and IR

The major endocrine aberration in connection with MetS is
hyperinsulinemia and IR.***° Metabolic disturbances can pro-
mote BPH. Recently, some metabolic-related growth factors,
such as IGF and higher serum concentrations of insulin and
IGF-1, are considered important mediators of the stromal—ep-
ithelial interaction. These factors regulate physiology at the
cellular and the whole organism levels. High glucose concen-
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trations increase oxidative stress, leading to a higher risk of
IR.* IR leads to secondary hyperinsulinemia in order to main-
tain glucose homeostasis. Hyperinsulinemia determines the
reduction of IGF-binding protein and an increase in the
bioavailability of IGF inducing a cluster of disorders.*! IR
might change the risk of BPH through several biological
pathways. The most obvious pathway is by the insulin itself.
As a mitogen and a growth factor for prostate epithelial cells,
and also as an anti-apoptotic agent, insulin directly mediates
its mitogenic effect on prostate cells through signal transduc-
tion mechanisms.** In addition, insulin has a stimulating
effect on the ventromedial hypothalamic nucleus, increasing
sympathetic nerve activity through its sympatho-excitatory
effect and enhances plasma catecholamine concentrations.
The consequence is the increase of prostate smooth muscle
tone and of the bladder muscles.*® In this context, Wang
et al. showed the connection between diabetes mellitus and
LUTS/BPO, demonstrating that diabetic patients had a greater
odds ratio of having moderate to severe LUTS (OR 1.78;
P <0.01).%

A link between hyperinsulinemia and prostatic hyperplasia
was suggested in a series of 158 men with LUTS where
those men with larger prostates had increased incidence of
diabetes, hyper tension and obesity, while also having lower
levels of LDL and higher serum insulin levels. This study
showed that there was a larger prostate gland in men with
non-insulin-dependent diabetes mellitus (P = 0.0058), treated
hypertension (P = 0.0317), obesity (P < 0.0001), low HDL
cholesterol levels (P =0.0132) and high insulin levels
(P < 0.0001) than in men without these conditions.” These
findings suggested that BPH is a facet of MetS, and gener-
ated a hypothesis of a causal relationship between high insu-
lin levels and the development of LUTS/BPO. Dahle et al.
found that the median prostate growth rate was significantly
higher in men with high insulin levels.** Taken as a whole,
these results show that elevated fasting glucose, increased
fasting insulin, IR and diabetes could be considered risk fac-
tors for LUTS/BPO.

In contrast, several studies have suggested that the IR is
not associated with LUTS. In a Korean study of MetS, IR
and the accompanying hyperinsulinemia might have favorable
effects on LUTS in the early compensatory stage, especially
voiding symptoms. However, advanced diabetes could have
unfavorable effects on LUTS, especially storage symp-
toms.**? This unexpected result is confirmed in other studies
in which LUTS failed to show a significant association with
fasting glucose, fasting insulin and homeostasis model of
assessment index.”®** A reason for the wide variability in the
results could be owing to the large intraindividual variation.
Another study has also suggested that the presence of dia-
betes might be more closely associated with the dynamic
components of lower urinary tract function rather than with
BPH progression.*> These inconsistencies might be caused by
the clinical overlap between the presence of BPH and LUTS.

LUTS/BPO and central obesity

IR can also lead to dyslipidemia characterized by high
triglyceride and low HDL cholesterol levels.*® Reduced HDL
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cholesterol and high triglyceride levels are common denomi-
nators of dysregulated lipid metabolism, and can induce and
sustain an inflammatory response in the human prostate. Nan-
deesha et al. reported that HDL cholesterol was lower, and
total and LDL cholesterol higher in patients with symp-
tomatic LUTS/BPO than in the control group.*’

Several studies reported that larger WC (>102 cm) and an
increase in BMI were positively correlated with increased
LUTS.*® Dahle ef al. showed that men with higher waist-to-
hip ratios were more likely to undergo BPH surgery.** In
another prospective study of men with no obesity-related
morbidities, such as diabetes, impaired fasting glucose, hyper-
tension or dyslipidemia, BMI and WC were positively corre-
lated with PV.*® These data have recently been confirmed in
the REduction by DUtasteride of prostate Cancer Events
(REDUCE) trial.*

Rohrmann et al. examined the association between obesity
(especially central adiposity) and the frequency of LUTS in a
cross-sectional study in 2797 men aged >60 years. The
results suggested that being overweight in young adulthood
might be associated with a lower prevalence of LUTS later in
life, but that weight gain and central adiposity in adulthood
were possibly associated with a greater prevalence of
LUTS.*

Recently, significant emphasis has been placed on associ-
ations between chronic inflammation, obesity and BPH.
Excessive visceral and subcutaneous fat increase oxidative
stress, and simultaneously decrease the expression and
activity of key cytoprotective enzymes, including the HO
system. A recent study evaluated the components of the
HO system in patients with higher levels of glucose, WC,
BMI and triglyceride, and lower HDL cholesterol in MetS
cases compared with those in controls. The resulted meta-
bolic changes were associated with alterations in the HO
cytoprotective system. HO-1 and HO-2 prostatic levels
were significantly reduced in group A of specimens (HDL
cholesterol level >40 mg/dL and triglyceride level
<150 mg/dL) than in group B (HDL cholesterol level
<40 mg/dL and triglyceride level >150 ng/mL; P < 0.05),
with a consequent increase of oxidative stress and remodel-
ing of prostate tissue.>®

BPH/LUTS, MetS and flogosis

Recently Vignozzi et al. found an association not only
between MetS and an increased PR, but also with severe
intraprostatic inflammation. These observations underlined the
new hypothesis that MetS, and hyperinsulinemia-related
increase, could boost a chronic inflammation-driven prostate
overgrowth.”!

Among MetS features, reduced HDL and increased triglyc-
eride levels are significantly related to higher prostatic inflam-
mation by secreting interleukin-8. In addition, reduced HDL
and increased triglyceride levels are significantly related to
higher prostatic inflammation by secreting interleukin-8 in
response not only to oxidized low-density lipoprotein, but
also showing that different MetS features could synergisti-
cally boost inflammation and tissue remodeling in BPH/
LUTS.>>>
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Discussion

The findings of the present systematic review suggest that the
presence of MetS is related to LUTS/BPO severity. However,
some discordant data on the connection between both dis-
eases are still present among included studies.

In this heterogeneous context, ethnic disparities seems to
play an important role. First of all, the definition of MetS
substantially differs in relation to ethnic group, varying in
Europeans, Americans or Asians. In particular, the parameter
that is more influenced by the definitions is WC. In our opin-
ion, this variety might disorient the direct link between MetS
and LUTS/BPO. We would also point out that MetS and
LUTS/BPO have often been considered as a normal conse-
quence of aging in men, with low onset and progression.

In fact, although several basic studies have shown the role
of MetS in LUTS/BPO, probably as a result of an increase in
the activity of the sympathetic nervous system and muscle
tone of the prostate,>>*>° clinical studies have reported con-
flicting results. In this regard, cross-sectional studies or retro-
spective epidemiological studies should have been carried out
in a select cohort of patients. Men aged older than their 60s
and with contextual comorbidities seem the most appropriate.
Furthermore, ethnic disparities might a play a significant role
secondary to the MetS definition, different lifestyle and diet-
ary patterns. In fact, Asians included in studies reported an
absent or negative association between MetS and LUTS/BPO
if compared with those from different geographical areas. In
this regard, the attributable question about these differences
might be referred to the previous biases.

The present review identified a link between MetS and
LUTS/BPO severity secondary to several mechanisms includ-
ing increase of WC, serum triglycerides and IR.

It has been also shown that MetS influences LUTS/BPO at
an intraprostatic level. Gacci et al. recently reported that
MetS was associated not only with an increased PV, but also
with severe intraprostatic inflammation. These observations
strengthened the new hypothesis that MetS and hyperinsuline-
mia-related increase, could boost a chronic inflammation-dri-
ven prostate overgrowth. In addition, reduced HDL and
increased triglyceride levels are significantly related to higher
prostatic inflammation by secreting interleukin-8 in response
to oxidized LDL, but also showing that different MetS fea-
tures could synergistically boost inflammation and tissue
remodeling in BPH/LUTS >

Among MetS features, reduced HDL and increased triglyc-
eride levels were significantly related to higher prostatic
inflammation by secreting interleukin-8 in response not only
to oxidated LDL, but also to insulin,>? indicating that differ-
ent MetS features could synergistically boost inflammation
and tissue-remodeling in LUTS/BPO.’

These findings are also supported by Cantiello et al., who
showed that peri-urethral prostate specimens from patients
with MetS more frequently had an inflammatory infiltrate
than those from men without MetS secondary to the reduc-
tion of elastic content and an increase of collagen peri-ure-
thral amount both in patients with BPH or prostate cancer.
Thus, they speculated that peri-urethral fibrosis secondary to
MetS-related prostate chronic inflammation could cause
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LUTS through a decreased urethral flexibility; this would
eventually compromise the ability of the prostatic urethra to
enlarge itself and to adequately accommodate urinary flow
during micturition.”®>’

Recently, Gharaee-Kermanid et al. showed that mice fed a
high-fat diet developed obesity-induced diabetes concurrent
with urinary voiding dysfunction associated with pronounced
prostatic and urethral tissue fibrosis, and the common biologi-
cal link between obesity/diabetes and lower urinary tract
fibrosis was the inflammation.®

In addition, age, MetS and LUTS/BPO also share a variety
of other risk factors, such as obesity, high FPG levels, hyper-
tension and androgen deficiency, showing a common link.®!
We would breakdown this view and unveil that also the pro-
gression of this condition could be prevented by modifying
previous metabolic factors.

In fact, LUTS/BPO are the primary clinical manifestation
of BPH, but they also represent a syndrome generated by a
host of bladder-related etiologies that may or may not coexist
with true pathological BPH. Although a substantial propor-
tion of the existing literature supports an association between
diabetes and LUTS/BPO, the failure to differentiate LUTS
from BPH has contributed to some controversy.

In our opinion, LUTS/BPO might be considered as a com-
plex disorder that can be also be diagnosed in an earlier stage.

In this context, longitudinal studies investigating the
impact of MetS and the onset of LUTS/BPO have not been
yet carried out. Furthermore, intraprostatic flogosis should
also be considered not as a bystander, but a target point.

“Primum non nocere” (first do no harm) should always be
kept in mind, and therefore urologists should contrast the
development of LUTS/BPO.

Conclusion

Patients affected by LUTS/BPO and MetS are continuously
arising, and emerging links have been confirmed. However,
the current literature is limited to having found a relationship
between these two diseases of aging, without significant per-
spective about preventive and therapeutic strategies aimed to
counteract the detrimental effect of MetS on LUTS/BPO
severity. This connection should be investigated in two differ-
ent ethnic cohorts (i.e. Asian vs Caucasian) in order to better
understand the impact of ethnic disparities on MetS and
LUTS/BPO severity.

The next challenges of urological research should identify
how to decrease the occurrence of IR, dyslipidemia, flogosis
and benign prostatic enlargement in order to achieve a well-
being in the elderly.

Physical activity that promotes correct dietary intake, eat-
ing behaviors and consequent unaltered metabolic parameters
could represent optimal strategies.

Finally, longitudinal studies focused on drugs (i.e. met-
formin, statins) given to patients at high risk of developing
LUTS/BPO might set up future therapeutic programs.
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