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Uplatnenie vysledkov projektu

Tento projekt patri medzi zakladny vyskum, takze priame aplikacie nie su pravdepodobné.
NaSe vysledky ale maju vyznam pre patogenézu autizmu a ulohu prenatalneho testosterénu,
najma ale pre interpretovatelnost’ vysledkov animalnych experimentov pre pacientov.
Aplikacia testosteronu pocas prenatalneho vyvoja je zaroveri animalnym modelom
kongenitalnej adrenalnej hyperplazie, €o sa potvrdilo aj na naSich morfometrickych analyzach.
Ziskali sme mnozstvo skusenosti, ktoré vyuZijeme pri dokon&eni experimentov, ako aj pri
naslednych projektoch zameranych na negenomické ucinky testoterénu a jeho metabolitov,
kedZe je stale jasnejSie, ze zakladna fyzioldgia ucinku testosterénu na molekularnej urovni je
ovela komplikovanejSia, ako sa predpokladalo. O uplatneni vysledkov projektu zakladného
vyskumu najlepSie hovori citovanost. Nase publikacie pripravené s podporou projektu uz
teraz ziskali spolu 12 SCI citacii.

CHARAKTERISTIKA VYSLEDKOV

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v slovenskom jazyku
(max. 20 riadkov)

Vysoky prenatalny testosterdn (T) bol postulovany ako jedna z moznych pri€in autizmu.
Pocas projektu sme realizovali 3 nasledné experimenty, v ramci ktorych sme sledovali u€inky
prenatalneho T na spravanie potkanov. Farmakologickym blokovanim androgénového
receptora (AR) sme analyzovali molekularny mechanizmus ucinku prenatalneho T u oboch
pohlavi. Realizovali aj morfometricku analyzu expresie steroidnych receptorov v hipokampe
a sledovali sme endokrinné désledky prenatalneho T. Zistili sme, Ze u oboch pohlavi
prenatalny T zniZuje v prepubertalnom obdobi zvedavost, zvySuje sociabilitu. Uginok na
zvedavost, ale nie na sociabilitu bol sprostredkovany AR. V dospelosti boli vysledky zavislé
od pohlavia - u samic prenatalny T znizuje zvedavost bez uc€asti AR, u samcov je efekt
opacny a zavisly od AR. T skracoval ¢as imobility ako prejavu depresivneho spravania v teste
nuteného plavania, pricom tento ucinok bol u oboch pohlavi giastoCne sprostredkovany AR.
Pri testovani priestorovej paméate sme ukazali, Ze u samic prenatalny T pésobi mierne
negativne, ale u samcov vyrazne pozitivhe. Experimenty boli komplikované vysokou
variabilitou vo vystupnych parametroch z behavioralnych testov, ale aj negativnymi
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externalitami ako problém s dodavkou T na Slovensko a nezmyselnou pokutou za pouZitie
nepriamych nakladov na material. Popri tom sme v ramci projektu sledovali aj ne-genomické
ucinky T, dosledky aplikacie T a vplyv réznych faktorov na produkciu T u dospelych zvierat.
Tieto experimenty viedli k 8 CC/IF publikaciam, 1 obhajenej a 3 prebiehajucim dizertaénym
pracam ako aj k 2 obhajenym diplomovym pracam. Ciele projektu tymto povazujeme za
splnené, experimenty pokracuju a povedu k dal§im publikaénym vystupom.

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v anglickom jazyku
(max. 20 riadkov)

High prenatal testosterone (T) has been postulated as one of the possible causes of autism.
During the project we conducted three successive experiments, in which we investigated the
effects of prenatal T on the behavior of rats. Pharmacologically by blocking the androgen
receptor (AR), we analyzed the molecular mechanism of prenatal T in both sexes. We have
also conducted a morphometric analysis of the expression of steroid receptors in the
hippocampus and we observed the endocrine effects of prenatal T. We found that in both
sexes prenatal T decreases curiosity, increased sociability in the prepubertal period. The
effect on curiosity, but not on sociability was mediated by AR. In adulthood, the results
depend on the sex - for females prenatal T decreases curiosity without the involvement of AR,
in males the opposite effect dependent on AR was found. T shortened the immobility time as
an index of depressive behavior in the forced swim test, and this effect was mediated partially
by AR in both sexes. In spatial memory we have shown that T in females the effects were
slightly negative, but in males strongly positive. The experiments were complicated by high
variability in the output parameters of the behavioral tests, as well as negative externalities
such as the issue of T supply to Slovakia and senseless fee for the use of indirect costs for
materials. In addition, during the project we have analyzed the non-genomic effects of T,
consequences of T application and the impact of various factors on the production of T in
adult animals. These experiments led to 8 CC/IF publications, 1 defended and 3 ongoing PhD
theses as well as 2 defended master theses. The objectives of this project can be seen as
achieved, the experiments are ongoing and will lead to further publication outcomes.
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Svojim podpisom potvrdzujem, Ze Udaje uvedené v zaverecnej karte su pravdivé a uplné
a suhlasim s ich zverejnenim.

Zodpovedny riesitel Statutarny zastupca prijemcu
Doc. MUDr. Ing. RNDr. Peter Celec, PhD. Prof. MUDr. Peter Labas, PhD.
MPH

V Bratislave 25.11.2014 V Bratislave 25.11.2014

" podpis zodpovedného riesiteta podpis Statutameho zastupcu prijemcu
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