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Dijabetes tipa 2 (T2D) predstavlja veoma cesto metabolicko oboljenje koje je snazno povezano sa
nezdravim zivotnim navikama i gojaznoséu. Ipak, hiperglikemija i poremecaj u signalizaciji insulina ne
dovode samo do komplikacija u perifernim organima, ve¢ uticu i na funkciju mozga. T2D je jedan od
glavnih faktora rizika za razvoj demencije, pri cemu su efekti potencijalno zavisni od pola. U skladu s tim,
kognitivno oStecenje je u novijoj naucnoj literaturi sve vise prepoznato kao nova komplikacija dijabetesa
tipa 2 [1]. Pored toga, depresija se Cesto javlja zajedno sa T2D zbog preklapanja faktora rizika, narocito
onih povezanih sa Zivotnim stilom i genetikom. Medutim, molekularni mehanizmi koji stoje u osnovi
promena u mozgu izazvanih metabolickim disbalansom u T2D i dalje su nedovoljno istrazeni. Dodatno,
antidijabetik semaglutid je u novijim studijama pokazao povezanost sa ublazavanjem kognitivnog
osStecCenja [2, 3] Sto ukazuje na njegov moguci efekat na modulaciju mozdanih funkcija. U skladu s
prethodno navedenim, cilj nase studije je bio da se istrazi uticaj T2D na mozak putem bihejvioralne
procene kod T2D modela pacova oba pola. Takode, ispitali smo efekte terapije semaglutidom u ovom
modelu. Zaista, kognitivna oStec¢enja i anhedonija su uoceni kod T2D model Zivotinja u poredenju sa
kontrolnim grupama, dok je semaglutid pokazao ohrabrujuée, polno-zavisne efekte na ove poremecaje.
Zakljucno, translaciono relevantan model T2D zajedno sa proSirenom bihejvioralnom analizom moze
ponuditi opseZnije razumevanje uticaja ove bolesti i semaglutida na centralni nervni sistem, koje se dalje
moze povezati sa potencijalnim molekularnim promenama u mozdanim strukturama uzrokovanim T2D.
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Diabetes type 2 (T2D) is a very common metabolic disorder strongly associated with poor lifestyle
choices and obesity. However, hyperglycemia and impaired insulin signalling not only lead to
complications in the periphery but also affect brain function. T2D is one of the main risk factors for the
development of dementia, as it suggested, in a sex-dependent manner. In line with this, cognitive
impairment has received attention as an emerging complication of T2D in recent scientific literature [1].
Similarly, depression may also co-occur with T2D due to overlapping lifestyle and genetic factors.
However, the molecular mechanisms underlying brain changes caused by metabolic imbalance in T2D
remain largely unexplored. Furthermore, the antidiabetic drug semaglutide has shown potential in
treating cognitive impairment in recent studies [2, 3] suggesting an effect on brain modulation. Thus, we
investigated how T2D affects the brain through behavioral testing in a rat T2D model of both sexes. In
addition, we have evaluated the effects of semaglutide treatment in this model. Indeed, both cognitive
impairment and anhedonia were observed in T2D animals compared to controls, while semaglutide
showed promising sex-dependent effects on these conditions. In conclusion, the translationally relevant
T2D model, combined with an extensive behavioral test battery, may offer a comprehensive
understanding of the disease and the effects of semaglutide on the central nervous system, which could
be further linked to potential molecular changes in brain structures caused by T2D.
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