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Oxidative Stress and Body Composition in Prostate Cancer
and Benign Prostatic Hyperplasia Patients
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Abstract. Objective: To investigate the role of body
composition and oxidative stress measured by total thiol
groups (TTG) levels in prostate specimens of patients
affected by benign prostatic hyperplasia (BPH) or prostate
cancer (PCa). Patients and Methods: From January 2011 to
January 2013, a cohort of 150 consecutive male patients
who underwent first prostate biopsy were enrolled. Twelve-
core needle biopsy was performed as standard procedure,
while twelve more needle tissue cores matched with the
previous group were also collected for glutathione
determination. After definitive diagnosis, measurement of
glutathione was performed in the correspondent one
matched prostatic sample where PCa or BPH were
identified. A day after the prostatic biopsy, body composition
was estimated by air plethysmography (BOD POD®).
Results: A significant difference of TTG was observed in
BPH and PCa patients; 34 nanomole (nmol) reagent
sulfihydrylc (RSH)/ mg protein vs. 1.1 nmol RSH/ mg
protein respectively (p<0.05). In BPH patients, a negative

Abbreviations: PCa: Prostate Cancer; BPH: Benign Prostatic
Hyperplasia; TTG: Total Thiol Groups; FM: Fat Mass; FFM: Free
Fat Mass; WC: Waist Circumference; WHtR: Waist-height ratio;
RSH: reagent sulfihydrylc.
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correlation was found between TTG and age (r=—0.46;
p<0.05), while, in PCa patients, a positive correlation was
observed between TTG and fat mass (FM) (r=0.76; p<0.01)
and waist circumference (WC) (r=049; p<0.05).
Multivariate linear regression analysis showed TTG to be
negatively associated with age (B-coefficient=—0.4; p<0.05)
in BPH patients and positively with FM (f-coefficient=3 4,
p<0.01) and WC (B-coefficient=2.7; p<0.05) in PCa
patients. Conclusion: Aging determines a progressive
reduction of TTG in BPH patients, while in PCa subjects
glutathione concentrations are significantly lower and FM
and WC are associated with an unbalance of its levels.

Prostate cancer (PCa) and benign prostatic hyperplasia
(BPH) are significant health concerns that are increasing in
the coming years in relation to the gradual aging of the
population (1, 18, 27, 29). PCa is the most common cancer
among men in the USA and other industrialized societies. In
2010, 220,000 new cancer diagnoses and over 30,000 deaths
were recorded among US Men (13).

BPH is the most frequent benign neoplasm in aging men
and one of the most common chronic conditions in the male
population with a histological prevalence at autopsy of 50%
in men aged 50-60 years and of 90% over 80 years (15). PCa
and BPH are considered chronic diseases with early initiation
and slow progression. BPH starts as a simple micronodular
hyperplasia, evolving into a macroscopic nodular enlargement
that gradually translates into a clinical entity (20). Similarly,
PCa develops through early and late pre-cancerous histologic
modifications (29). Furthermore, although they both present
distinct pathogenetic pathways, epidemiologic studies suggest
that, since their incidence and prevalence rise with increased

5051



ANTICANCER RESEARCH 34: 5051-5056 (2014)

Table 1. Baseline characteristics of patients.

BPH PCa p-Value

Number of patients 60 40

Age (years), mean (SD) 68 (6.4) 67 (8.7) 0.48
Total prostate volume (cc), mean (SD) 51 (4.5) 45 (13) 0.19
Total PSA (ng/ml), mean (SD) 55 (2.6) 10 (8.9) <0.01
Waist circumference (cm), mean (SD) 102 (12) 99 (11) 0.40
BMI (kg/m?), mean (SD) 30 (4.5) 26 (2.8) <0.01
Waist circumference-height ratio, mean (SD) 0.61 (0.07) 0.59 (0.07) 0.36
% of fat mass, mean (SD) 32 (5.1) 29 (8.9) 0.90
Total thiol groups, mean (SD) 34 (75) 1.1 (2.0) <0.05

age, both conditions are hormone-dependent and associated
with prostatic inflammation, which can represent a common
denominator (1).

Chronic insult of prostatic tissues by infection of toxic
metabolites could result in the influx of inflammatory cells
releasing reactive oxygen species (ROS) prompting increased
expression of glutathione S-transferase (GST) in luminal
cells. Oxidative stress is known to induce cell proliferation
and reduce apoptosis (2, 8, 35). Glutathione is an important
tripeptide that is widely distributed in animal tissues, plants
and microorganisms serving as the major intracellular
antioxidant system in the organism (19). By far, the most
studied function of the GST enzymes is their role in cellular
de-toxification, primarily against oxygen free radicals and
peroxides produced by physiological cellular processes and
exogenous stimuli. GSTP1, a major class of gluthation-S-
transferase, has been found in normal prostatic epithelial
cells and in cells making up benign proliferative prostatic
lesions. Normally, GST activity defends prostate cells against
the genomic damage induced by various oxidizing agents at
sites of inflammation (16).

Finally, accumulating evidence suggests that obesity promotes
BPH and body size has been hypothesized to also influence the
risk of prostate cancer; however, most epidemiological studies
have relied on body mass index (BMI) to assess obesity, whereas
only few studies have examined whether body composition
predicts prostate disease (9, 10, 21, 22, 28).

The aim of the present study was to evaluate the role of
body composition evaluated through BMI, waist
circumference (WC), waist-height ratio (WHtR), percent of
fat mass (FM) and also prostate volume, PSA and of
glutathione levels in patients with BPH or prostate cancer.

Materials and Methods

Patients. From January 2010 to January 2012, a cohort of 150
consecutive white male patients who underwent first transperineal
prostate biopsy, were prospectively enrolled into this study. Prostate
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biopsy was conducted for PSA elevation (>4 ng/ml) and/or
suspicious digital rectal examination and/or suspected positivity at
transrectal ultrasonography.

Exclusion criteria were active urinary infection, neurogenic
bladder dysfunction and/or sphincter decompensation, severe
cardiovascular diseases, poorly controlled diabetes, hypogonadism,
endocrine dysfunction, psychiatric disorders and/or treatment with
anti-depressants and anti-psychotics.

For histopathological analysis, twelve-core needle biopsy was
performed as standard procedure by routine transperineal ultrasound-
guided biopsies, while twelve more needle tissue cores matched with
the previous group of patients were also collected for glutathione
determination. After definitive diagnosis, measurement of glutathione
was performed in the correspondent one matched prostatic sample
where PCa or BPH were identified. These biopsy samples were
washed consecutively with 20 ml of a 0.9% (w/v) NaCl solution
immediately after collection and stored at —20°C. The protocol was
approved by the Internal Institutional Review Board and an informed
written consent was obtained from each subject before enrolment.

GSH determination. Glutathione was not directly measurable but it
was assimilated to non-protein reagent thiol groups (RSH), which
represent over 90% of the substance in question. For the biochemical
determination of non-protein thiol groups the tissue was homogenized
in cold PBS (1:5 P/V) containing a cocktail of protease inhibitors.
The rate of homogenate intended dose levels of RSH after sonication
on ice was used for the determination of RSH using the partially
modified method of Miao-Lin Hu (12). The test is based on
photometric measurement at 412 nm=A, the product of reduction of
the chromophore acid 5, 5 'nitro-2-ditiobis benzoic acid (DTNB) by
glutathione (GSH). The amount of RSH in the samples was calculated
using a calibration curve obtained with known amounts of GSH. The
results were expressed as nanomole (nmol) RSH/ mg protein.

Anthropometric measurements and body composition. A day after the
prostate biopsy, patients underwent anthropometric measurements
and body composition by air plethysmography (BOD POD®,
Cosmed USA, Concord, CA, USA).

Stature was measured using a wall-mounted Harpenden
stadiometer with subjects on bare feet and the head positioned in
the ‘Frankfurt plane’. Body mass was measured to the nearest gram
and rounded to the nearest 0.1 kg using anelectronic scale attached
to the BOD POD®. The scale was calibrated on a daily basis.
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Table I1. Pearsons’s correlations between variables in benign prostatic hyperplasia patients (BPH).

TTG PSA TPV FM BMI wcC WHtR Age
TTG - -0.04 0.01 -0.09 0.14 —0.001 0.1 —-0.46%*
PSA -0.04 - 0.11 0.07 -0.13 0.06 0.06 0.02
TVG 0.01 0.11 - 0.15 0.11 0.07 0.1 0.15
FM -0.09 -0.07 0.15 - 0.65%* 0.55%* 0.5%* -0.19
BMI 0.14 -0.13 0.11 0.65%%* - 0.72%x* 0.6%* —0.58%**
wC -0.001 0.06 0.07 0.55%* 0.72%* - 0.9%* -0.34
WHtR 0.1 0.06 0.1 0.5%* 0.6%* 0.9%* - 0.1
Age —0.46%* 0.02 0.15 -0.19 —0.58%* -0.34 0.1 -

TTG=Total thiol groups; PSA=prostate specific antigen; TPV=total prostate volume; FM=fat mass; BMI=body mass composition; WC=waist

circumference; WHtR=waist-height ratio. *p-value<0.05; **p-value<0.01.

Table II1. Pearsons’s correlations between variables in Prostate Cancer patients (PCa).

TTG PSA TPV FM BMI wcC WHtR Age
TTG - -0.17 0.04 0.76%* -0.24 0.49% 0.5 -0.11
PSA -0.17 - 0.40 -0.25 —0.12 -0.24 0.2 0.29
TPV 0.04 0.40 - -0.05 -0.39 0.34 0,2 -0.25
FM 0.76%* -0.25 -0.05 - -0.12 0.71%* 0,6* -0.14
BMI -0.24 -0.12 -0.39 -0.12 - -0.13 0.08 0.28
wC 0.49* -0.24 0.34 0.71%* -0.13 - 0.9%* -0.37
WHtR 0.5 0.2 0.2 0.6* 0.08 0.9%* - -0.06
Age —0.11 0.29 -0.25 —0.14 0.28 -0.37 -0,06 -

TTG=Total thiol groups; PSA=prostate specific antigen; TPV=total prostate volume; FM=fat mass; BMI=body mass composition; WC= waist

circumference; WHtR=waist-height ratio. *p-value<0.05; **p-value<0.01.

Waist circumference (WC) was measured at midpoint between lower
border of the rib cage and iliac crest at the end of a normal expiration.
Waist-height ratio (WHtR) was obtained by dividing WC by height.

Body composition was assessed by air-displacement
plethysmography using the BOD POD® Composition System,
which uses the relationship between pressure and volume to derive
the body volume of a subject seated inside a fiberglass chamber.
Derivation of body volume, together with measurement of body
mass, permits calculation of body density and subsequent estimation
of percent FM and FFM. Subjects underwent body composition
analysis in the BOD POD® following the standard procedure
according to the manufacturer's guidelines(7). All subjects wore
tight fitting speedo-type swimsuits and wore a silicon swim cap to
provide optimal compression of the scalp hair (23).

Statistical analysis. Continuous variables are presented as
means=standard deviations (SD) and differences between groups
were tested by the Student’s independent 7-test or Mann-Whitney
U-test according to their normal or not-normal distribution,
respectively (normality of variables’ distribution was tested by the
Kolmogorov-Smirnov test). Accordingly, Pearson’s or Spearman’s
correlation coefficients were used in order to test the associations
between the different variables. Finally, linear regression models
were performed for factors significantly correlated at Pearson’s or
Spearman’s analysis.

All tests were completed using the SPSS v. 19 software (SPSS
Inc, IBM Corp, Somers, NY, USA). For all statistical comparisons,
significance was considered as p<0.05.

Results

Prostate cancer and benign prostatic hyperplasia were
diagnosed in 45 (30%) and 105 (70%) patients respectively.
Out of these, 50 were not diagnosed for PCa or BPH. Table
I shows the baseline characteristics of the final cohort. On
the basis of the biopsy results, patients were divided in two
groups: PCa and BPH patients. In the first group, the median
estimation of Gleason score was 6 (range=5-7), clinical stage
was Tlc in 21 (52.5%), T2a in 10 (25%), T2b in 5 (12.5%)
and T2c in 4 (10%) of subjects.

Obesity, defined as BMI =30 kg/mz, was found in 28
patients (46.66%) affected by BPH and in 3 (7.5%) affected
by PCa, if, however, it was defined as FM =25%, obese BPH
and PCa subjects were 57 (95%) and 28 (70%), respectively
(4, 25, 26).

No difference was observed between groups considering
age, total prostate volume, WC and FM. On the other hand, a
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significant difference of TTG was observed in BPH and PCa
patients; 34 nmol RSH/ mg protein vs. 1.1 nmol RSH/ mg
protein, respectively (p<0.05). Tables II and III show the
Pearsons’s correlations between variables in both groups. In
BPH patients, a negative correlation was found between TTG
and age (r=—0.46; p<0.05), while a positive correlation was
observed between TTG and FM (r=0.76; p<0.01) and waist
circumference (r=0.49; p<0.05) in PCa patients.

The results from the multivariate linear regression analysis
indicated that TTG were negatively-associated with age
(B-coefficient=—0.4; p<0.05) in BPH patients and positively-
associated with FM (p-coefficient=3.4; p<0.01) and WC
(B-coefficient=2.7; p<0.05) in PCa patients (Table IV).

Discussion

Oxidative stress is defined as an unbalance between pro-
oxidant and antioxidant factors that can lead to the
generation of ROS and electrophiles with potential cellular
and tissue damage.

GSH serves as a redox buffer, e.g. by removing toxic
peroxides via reactions catalysed by GSH peroxidase. The
ratio between the reduced and oxidized glutathione disulfide
(GSSG) forms of glutathione is often used as an indicator of
the cellular redox state, reflecting the balance between the
capacity of the defence response for regeneration of GSH
and the extent of neutralization by oxidants.

An interesting finding in the current study was the lack of
significant correlation of TTG with body composition in
BPH patients. Similarly, some studies demonstrated that
obese patients exhibit higher oxidative stress when compared
to non-obese patients. However, it should be taken into
account that these patients may maintain their GSH
metabolism through induction of its metabolic pathways. In
fact, consistently with these observations, previous studies
showed that animals fed a high-fat diet do not show
significant changes in GSH plasma and tissue levels (33). On
the other hand, in the BPH group we observed a negative
correlation between TTG and age of the patients. These
results are consistent with previous observations showing
that aging causes a significant reduction of the ability to
maintain GSH in its reduced form (24).

Interestingly, a significant difference was observed in tissue
levels of TTG of BPH and PCa patients (34 nmol RSH/ mg
protein vs. 1.1 nmol RSH/ mg protein). In this regard, previous
reports have shown that plasmatic markers of oxidative stress,
such as lipid peroxidation products malonyldialdehyde (MDA)
and nitric oxide products (i.e. NO,” and NO;~) were
significantly elevated, whereas enzymatic antioxidants
(glutathione peroxidase; GPX and copper- and zinc-containing
superoxide dismutase; Cu Zn-SOD) were significantly lowered
in the plasma of PCa patients when compared to control and
BPH subjects (3). This condition could be associated by an
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Table IV. Multivariate linear regression-derived coefficients and p-
values for factors significantly associated with total thiol groups in
benign prostatic hyperplasia (BPH) and prostate cancer (PCa) patients.

Variables BPH  p-Value PCa p-Value
patients patients
Total prostate volume (cc) 0.12 0.55 0.16 0.51
Age (years) -04 <0.05 -0.25 0.35
Body mass index (kg/m2) -0.05 091 —1.008 0.34
Waist circumference (cm) 0.06 0.93 2.7 <0.05
Waist-height ratio -0.17 0.80 0.86 0.13
Fat mass (%) -0.12 0.65 34 <0.01

enhancement of the oxidative stress-related damage and
subsequent increase of the risk of cancer due to depletion of
glutathione enzymatic system (31).

This hypothesis is also supported by more recent evidence
where silencing of the glutathione S-transferase pl (GSTPI)
gene in human prostate cells lead to increase of ROS
generation and consequent DNA damage (14).

Furthermore, we showed that in PCa patients TTG
positively correlated with FM and WC. This effect may be
considered as a compensatory mechanism of prostatic cells
that try to produce more GSH in the attempt to counteract
increased oxidative stress. This hypothesis is consistent with
previous results showing that FM and WC increase the risk
of advanced stage prostate cancer and correlate with the
aggressiveness of the disease (10).

These data confirm that FM importantly contributes to
oxidative stress. The positive correlation with WC, which is
a surrogate marker of abdominal fat, adds further evidence
since abdominal fat is the major responsible factor of
inflammation and oxidative stress (32, 34).

It has to be noted that TTG did not correlate with BMI in
both PCa and BPH groups, but literature data on the
association between BMI and the risk of PCa are not
conclusive (5, 11). Our results confirm this notion extending
the prediction for other health risk factors like BMI that,
although virtually free of cost, noninvasive and ubiquitously
available, has a limited usefulness as a stand-alone test for
PCa risk stratification.

It should be taken into account that possible limitations of
the present study are the small sample size of the two cohorts,
the absence of a control group and the lack of evaluation of
some polymorphisms that could be associated with low levels
of TTG in PCa patients (e.g. GST polymorphisms). On the
contrary, a possible point of strength is the analysis of body
composition in the attempt to overcome the limits of BMI.

Finally, the results obtained may contribute in the
understanding of some pathological pathways involved in
two of the most common prostatic diseases and further
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suggest new preventive strategies. In order to block ROS
production and delay DNA damages
supplementation may be advised.

In this regard, a link between antioxidant activities of
polyphenols have been recently demonstrated, including the
increase of GSTPI expression, indicating a potential implication
of these compounds in prostatic diseases (6, 17, 30).

We postulate that some chemo-preventive agents may be
used for inducing glutathione enzymes pathways in the
prostate gland.

This study suggests that glutathione is differently involved
in the two examined prostatic diseases. Our data also
demonstrate that aging determines a progressive reduction of
this enzyme in BPH patients, while in PCa subjects
glutathione concentrations are significantly lower and FM
and WC are associated with an unbalance of its levels.
Measurement of FM may have some utility since it is
associated with oxidative stress profile.

antioxidant

Conflicts of Interest
The authors declare no conflict of interest.

Acknowledgements

None.
References

1 Alcaraz A, Hammerer P, Tubaro A, Schroder FH and Castro R:
Is there evidence of a relationship between benign prostatic
hyperplasia and prostate cancer? Findings of a literature review.
European urology 55: 864-873, 2009.

2 Barocas DA, Motley S, Cookson MS, Chang SS, Penson DF, Dai
Q. Milne G, Roberts LJ, 2nd, Morrow J, Concepcion RS, Smith
JA Jr. and Fowke JH: Oxidative stress measured by urine F2-
isoprostane level is associated with prostate cancer. The Journal
of urology /85: 2102-2107, 2011.

3 Battisti V, Maders LD, Bagatini MD, Reetz LG, Chiesa J,
Battisti IE, Goncalves JF, Duarte MM, Schetinger MR and
Morsch VM: Oxidative stress and antioxidant status in prostate
cancer patients: relation to Gleason score, treatment and bone
metastasis. Biomedicine & pharmacotherapy=Biomedecine &
pharmacotherapie 65: 516-524, 2011.

4 Bosy-Westphal A, Geisler C, Onur S, Korth O, Selberg O,
Schrezenmeir J and Muller MJ: Value of body fat mass vs.
anthropometric obesity indices in the assessment of metabolic
risk factors. Int J Obes (Lond) 30: 475-483, 2006.

5 Cao Y and Ma J: Body mass index, prostate cancer-specific
mortality, and biochemical recurrence: a systematic review and
meta-analysis. Cancer Prev Res (Phila) 4: 486-501, 2011.

6 Cimino S, Sortino G, Favilla V, Castelli T, Madonia M,
Sansalone S, Russo GI and Morgia G: Polyphenols: key issues
involved in chemoprevention of prostate cancer. Oxidative
medicine and cellular longevity 2012: 632959, 2012.

7 Dempster P and Aitkens S: A new air displacement method for
the determination of human body composition. Medicine and
science in sports and exercise 27: 1692-1697, 1995.

8 Dragin N, Smani M, Arnaud-Dabernat S, Dubost C, Moranvillier
I, Costet P, Daniel JY and Peuchant E: Acute oxidative stress is
associated with cell proliferation in the mouse liver. FEBS letters
580: 3845-3852, 2006.

9 Favilla V, Cimino S, Castelli T, Madonia M, Barbagallo I and
Morgia G: Relationship between lower urinary tract symptoms
and serum levels of sex hormones in men with symptomatic
benign prostatic hyperplasia. BJU international /06: 1700-1703,
2010.

10 Fowke JH, Motley SS, Concepcion RS, Penson DF and Barocas
DA: Obesity, body composition, and prostate cancer. BMC
cancer /2: 23,2012.

11 Guh DP, Zhang W, Bansback N, Amarsi Z, Birmingham CL and
Anis AH: The incidence of co-morbidities related to obesity and
overweight: a systematic review and meta-analysis. BMC public
health 9: 88, 2009.

12 Hu ML: Measurement of protein thiol groups and glutathione in
plasma. Methods in enzymology 233: 380-385, 1994.

13 Jemal A, Bray F, Center MM, Ferlay J, Ward E and Forman D:
Global cancer statistics. CA: a cancer journal for clinicians 6/:
69-90, 2011.

14 Kanwal R, Pandey M, Bhaskaran N, Maclennan GT, Fu P,
Ponsky LE and Gupta S: Protection against oxidative DNA
damage and stress in human prostate by glutathione S-
transferase P1. Molecular carcinogenesis 2012.

15 Kramer G, Mitteregger D and Marberger M: Is benign prostatic
hyperplasia (BPH) an immune inflammatory disease? European
urology 57: 1202-1216, 2007.

16 Kumar V, Yadav CS, Datta SK, Singh S, Ahmed RS, Goel S,
Gupta S, Mustafa M, Grover RK and Banerjee BD: Association
of GSTM1 and GSTT1 polymorphism with lipid peroxidation in
benign prostate hyperplasia and prostate cancer: a pilot study.
Disease markers 30: 163-169, 2011.

17 Kurahashi N, Sasazuki S, Iwasaki M, Inoue M and Tsugane S:
Green tea consumption and prostate cancer risk in Japanese men:
a prospective study. American journal of epidemiology /67: 71-
77,2008.

18 Kurbatov D, Russo GI, Lepetukhin A, Dubsky S, Sitkin I,
Morgia G, Rozhivanov R, Cimino S and Sansalone S: Prostatic
Artery Embolization for Prostate Volume Greater Than 80 cm:
Results From a Single-center Prospective Study. Urology 2014.

19 Meister A: Glutathione, ascorbate, and cellular protection.
Cancer research 54: 1969s-1975s, 1994.

20 Minutoli L, Altavilla D, Marini H, Rinaldi M, Irrera N, Pizzino

G, Bitto A, Arena S, Cimino S, Squadrito F, Russo GI and

Morgia G: Inhibitors of apoptosis proteins in experimental

benign prostatic hyperplasia: effects of serenoa repens, selenium

and lycopene. Journal of biomedical science 2/: 19, 2014.

Morgia G, Cimino S, Favilla V, Russo GI, Squadrito F,

Mucciardi G, Masieri L, Minutoli L, Grosso G and Castelli T:

Effects of Serenoa Repens, Selenium and Lycopene

(Profluss(R)) on chronic inflammation associated with Benign

Prostatic Hyperplasia: results of "FLOG" (Flogosis and Profluss

in Prostatic and Genital Disease), a multicentre Italian study.

International braz j urol: official journal of the Brazilian Society

of Urology 39: 214-221, 2013.

22 Parsons JK, Sarma AV, McVary K and Wei JT: Obesity and
benign prostatic hyperplasia: clinical connections, emerging
etiological paradigms and future directions. The Journal of
urology /82: S27-31, 2009.

2

—_

5055



ANTICANCER RESEARCH 34: 5051-5056 (2014)

23 Peeters MW and Claessens AL: Effect of different swim caps on
the assessment of body volume and percentage body fat by air
displacement plethysmography. Journal of sports sciences 29:
191-196, 2011.

24 Richie JP, Jr., Das A, Calcagnotto AM, Aliaga CA and El-
Bayoumy K: Age related changes in selenium and glutathione
levels in different lobes of the rat prostate. Experimental
gerontology 47: 223-228, 2012.

25 Romero-Corral A, Somers VK, Sierra-Johnson J, Jensen MD,
Thomas RJ, Squires RW, Allison TG, Korinek J and Lopez-
Jimenez F: Diagnostic performance of body mass index to detect
obesity in patients with coronary artery disease. European heart
journal 28: 2087-2093, 2007.

26 Romero-Corral A, Somers VK, Sierra-Johnson J, Thomas RJ,
Collazo-Clavell ML, Korinek J, Allison TG, Batsis JA, Sert-
Kuniyoshi FH and Lopez-Jimenez F: Accuracy of body mass
index in diagnosing obesity in the adult general population. Int J
Obes (Lond) 32: 959-966, 2008.

27 Russo GI, Cimino S, Castelli T, Favilla V, Urzi D, Veroux M,
Madonia M and Morgia G: Percentage of cancer involvement in
positive cores can predict unfavorable disease in men with low-
risk prostate cancer but eligible for the prostate cancer
international: active surveillance criteria. Urologic Oncology 32:
291-296, 2014.

28 Russo GI, Cimino S, Fragala E, Privitera S, La Vignera S,
Condorelli R, Calogero AE, Castelli T, Favilla V and Morgia G:
Insulin Resistance Is an Independent Predictor of Severe Lower
Urinary Tract Symptoms and of Erectile Dysfunction: Results from
a Cross-Sectional Study. The journal of sexual medicine 2014.

29 Sciarra A, Di Silverio F, Salciccia S, Autran Gomez AM,
Gentilucci A and Gentile V: Inflammation and chronic prostatic
diseases: evidence for a link? European urology 52: 964-972,
2007.

5056

30 Sebastiano C, Vincenzo F, Tommaso C, Giuseppe S, Marco R,
Ivana C, Giorgio R, Massimo M and Giuseppe M: Dietary
patterns and prostatic diseases. Front Biosci (Elite Ed) 4: 195-
204, 2012.

31 Townsend DM, Tew KD and Tapiero H: The importance of
glutathione in human disease. Biomedicine & pharmacotherapy=
Biomedecine & pharmacotherapie 57: 145-155, 2003.

32 Vanella L, Russo GI, Cimino S, Fragala E, Favilla V, Li Volti G,
Barbagallo I, Sorrenti V and Morgia G: Correlation between
lipid profile and heme oxygenase system in patients with benign
prostatic hyperplasia. Urology 83: 1444 e1447-1413, 2014.

33 Vincent HK, Powers SK, Dirks AJ and Scarpace PJ: Mechanism
for obesity-induced increase in myocardial lipid peroxidation.
International journal of obesity and related metabolic disorders:
journal of the International Association for the Study of Obesity
25:378-388, 2001.

34 Xu XJ, Gauthier MS, Hess DT, Apovian CM, Cacicedo IM,
Gokce N, Farb M, Valentine RJ and Ruderman NB: Insulin
sensitive and resistant obesity in humans: AMPK activity,
oxidative stress, and depot-specific changes in gene expression
in adipose tissue. Journal of lipid research 53: 792-801, 2012.

35 Yossepowitch O, Pinchuk I, Gur U, Neumann A, Lichtenberg D
and Baniel J: Advanced but not localized prostate cancer is
associated with increased oxidative stress. The Journal of
urology /78: 1238-1243; discussion 1243-1234, 2007.

Received June 5, 2014
Revised July 8, 2014
Accepted July 9, 2014



