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THE SODIUM/IODIDE SYMPORTER 1S EXPRESSED IN PROSTATE
ADENOCARCINOMAS ~ WITH MORE AGGRESSIVE CLINICO-
PATHOLOGICAL PHENOTYPE

Lepore S.M.1, Micali S.3, Navarra M.2, Cesinaro A.3, Sighinelfi M.C.3, Fidanza
F.3, Celano M. 1, De Gaetani C.3, Filetti S.4, Bianchi G.3, Russe D.1

IDepartment of Pharmacobiological Sciences, University of Catanzare ‘Magna
Graecia’

2Pharmaco-Biological Department, University of Messina

3Department of Urology and Department of Pathologic Anatomy, University of
Modena

4Department of Clinical Sciences, University of Rema ‘La Sapienza’

The Sodium/Iodide Symporter (NIS) is the protein responsible for active iodide
transpaort into the thyrocytes. Its expression in extrathyroidal normal and tumor
tissues may serve for targeted therapeutic destruction of NIS-expressing malignant
cells with radioiodide. Few data are available an the NIS expression in prostate
tissues, either normal or neoplastic.

In this study, we analyzed the expression of the NIS in tissue specimen from a
series of patients with prostate adenocarcinoma. NIS proteir expression was
examined by immunohistochemistry in 78 tumor tissue specimen and their non-
neoplastic counterparts. In 35 cases total RNA was extracted from fresh frozen
tissues for semi-quantitative RT-PCR analysis. The relationship between NIS
expression and some tumor characteristics (Gleason score, PSA levels, stage) was
also investigated. NIS protein was detected in prostate cancer in 41 out of 78
patients  (52.4%), and its location was prevalently intracellular, whereas
immunoreactivity was missing in non-tumor hyperplastic prostate tissue. Absence
of expression was mainly due to reduced or lost gene transeription, as detected by
RT-PCR. A statistically significant relationship was detected between presence of
NIS expression and some markers of apgressiveness including stage > pT2¢
(P<.05) and Gleason score = 8 (P<.05).

These data demonstrate the presence of NIS transcript and protein in about half of
prostate cancer tissues and its relationship with clinical markers of aggressiveness.
Allempls to increase its expression and translocation to cell plasma membrane may
open the way 1o novel radioiodine-based weatment for prostate tumors,
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CANDIDA ALBICANS EXPERIMENTAL INFECTION IMMOBILIZES
HUMAN SPERMATOZOA, ALTERS MITOCHONDRIAL FUNCTION AND
CAUSES APOPTOSIS

Burrello N.", Salmeri M.%, Perdichizzi A.', Bellanca S.%, D'Agata R.', Vicari E.',
Calogero AE.

’Depar{mem' af Biomedical Sciences, "Depanmenr of Microbiological and
Gynecological Sciences, and * Department of Obstetrics and Gynecology, University
af Catania, Catania, Iraly

Male accessory gland infections (MAGI) have been reported to affect
approximately 15% of male infertile patients. Various microbial agents may affect
sperm function by infecting the uro-genital tract at different sites. Infections have
been reporter to alter spermatozoon matility, morphology and functional
biochemistry. Studies suggest a negative impact of Cundida albicans infection on
sperm function, including sperm fertilizing competence. Indeed, no fertilization
resulted by assisted reproductive techniques using spermatozoa from a patient with
unrecognized Candida albicans infection. Preliminary evidence suggested an effect
on sperm motility and apaptosis. Therefore, the present study was undertaken to
evaluate the effects of experimentally-induced Candidu albicans infection on
motility, membrane mitochondrial potential (MMP), chromatin packaging and
apoptosis in spermatozoa obtained from I3 heaithy men with normal sperm
parameters. Motile spermatozoa, separated by swim-up, were incubated with
increasing concentrations (0, 1000, 10000, and 100000 ufc/ml) of the fungus for 3
and 24 hours. Candida albicans, initially isolated from vaginal swabs and identified
by APICANDIDA, was freshly prepared the day before the experiment was run.
The following endpoints were evaluated: sperm motility and, by flow cytometry,
sperm MMP, chromatin integrity, phosphatidylserine (PS) externalization and DNA
fragmentation. At the end of the incubation period, sperm motility decreased
significantly and spermatozoa with reduced MMP or PS extemalization, an early
sign of apoptosis, increased significantly in a time- and concentration-dependent
manner, Sperm DNA fragmentation and chromatin integrity increased slightly after
exposure to Candida albicans, but the effect did not reach the statistical
significance. This study showed that Cundida albicans infection may decrease
sperm functional competence by reducing sperm motility and MMP and by
promoting molecular mechanisms responsible for apoptosis.

J. Endocrinol. Invest. 31 (Suppl. to no. 10): 2008
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ASSOCIATION  BETWEEN  MALABSORPTION  TESTS  AND
RECURRENT MALE ACCESSORY GLAND INFECTIONS IN INFERTILE
PATIENTS

Mancini A.', Masucci L%, Di Denna V.!, Festa R., Leone E.', Grande G.,
Morandotti G.A.Z, Certo M.j, Fadda G.% and Pontecorvi A.'

Chair of Endocrinology’, Institute of Microbiology’, Institute of Internal Medicine’,
Catholic University of Sacred Heurt, Rome

The mariagément of chronic prostatitis is not simple and even in the presence of
inflammatory cells in seminal fluid, a causative organism is often not identitied.
Infertility can result from infectious discase, but leukocytic seminal infiltration
itself may have a negative impact. Even when pathogens are identified, it is difficult
to establish their etiological role and 1o eradicate them, especially in recurrent phase
of phlogosis when diagnostic methods can reveal multiple infections, Among the
causes of such situation, the presence of malabsorption could be investigated, In
adult age, lactose intolerance, caused by deficiency of the enzyme lactase, can be
joint to small bowel bacterial overgrowth associated to malabsorption.

Therefore we have investigated 28 patients, aged 25-40 ys, with recurrent accessory
gland infection, performing lactose and lactulose hydrogen breath tests (BT) and
testing for aerobic and anaerobic bacteria, mycoplasma and yeast by cultural and
molecular methods. Lactose BT was performed administering 20 g of lactose and
collecting end-alveolar breath sample every 30 min for 4 h; the test was considered
positive with Hy increase more than 20 p.p.m. over baselinc. Lactulose BT was

" performed administering 10 g of lactulose and collecting samples every 15 min for

1

4 h, Samples were evaluated for H, using a gas chromatograph.

The identified pathogens were: Gram+ bacteria (15%), Gram- bacteria (31%),
Mycoplasma hominis/urealyticum (8%), anaerobic bacteria (15%), Candida (8%),
multiple infections {23%). Seminal pictures showed asthenozoospermia in all cases.
A positive lacrulose BT was present in 22/28 patients; in 73% it was associated to
lactose intolerance. 4 patients had a positive response only to factose BT.

These preliminary data indicate a high prevalence of small bowel bacteria
overgrowth in patients with recurrent male accessory giand infections. Even if a
larger sample is needed to reach epidemiological relevance, they suggest that this
kind of investigation could be performed in patients affected by such clinical
condition.

ALTERED ULTRASTRUCTURE OF THE SPERM MIDDLE-PIECE IN
OTHERWISE NORMAL TAILS IS ASSOCIATED TO SEVERE
ASTHENOZOOSPERMIA

Cordeschi G.', Micillo A.', Pelliccione F.', D" Angeli A.', Vassallo M.R.", Cantucci
R.', Necozione S.', Gandini L., Lenzi A%. Francavilla F.', Francavilla S.!
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The contribution of an altered middle piece to human asthenozoospermia is
undefined. This prompted to undertake a retrospective quantitative ultrastructural
evaluation of ejaculates from the male partner of subfertile couples featuring
different degrees of asthenozoospermia.

Materials and Methods. Fifthly five ejaculates were so far analyzed. Exclusion
criteria were vitality < 50% and diffuse ultrastructural degenerative changes.
Twenty-five ejaculates showed <10% forward motility (FM) and 30 ejaculates had
a FM >10% (FM>10). Twenty five to 50 middle pieces were blindly analysed by
transmission electron microscopy in each ejaculate. -
Results: Fifleen of 25 severely asthenozoospermic samples included total sperm tail
defects of genetic origin [primary cilin diskinesia (PCD) and dysplasia of the
fibrous sheath (DFS)] {systematic defects). Normal middle piece were reduced in
severe asthenozoospermia with and without systematic tail defects compared to
FM>10 (28%zx25; 18%z%£13; 42%=21 respectively); the difference was greatly
significative in the group with no systematic defects compared to FM>10 (p<0.01).
Percentage of mitochondria with normal inner structure was significantly lower in
the group with no systematic defects compared to FM>10 (26%219; 54%#+22;
p<0.01). In the whole study group, forward motility was significantly correlated
with %normal middle piece (r=0.53; p<0.0001) and with % mitochondria with
normal inner structure' (r=0.57; p<0.0001).

Conclusion: Mitochondrial defeets, mostly consisting in altered inner structure, are
significantly increased in severe asthenozoospermia not associated to systematic
sperm tail defects, suggesting that isolate defects of mitochondria in the sperm
middle piece may be responsible for asthenozoospermia in selected cases. Whether
or not they represent an intrinsic or an acquired reversible defect, and their possible
association with definite biochemical defects is a matter of ongoing investigations.




