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. Ll L Peroksizom proliferator aktive edici reseptérler (peroxisome proliferator-activated receptor; PPARs) ligant ile
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etkinlestirilen niikleer reseptor siiper ailesine ait transkripsiyonel faktorlerdir. PPAR'lar, lipit ve glukoz
metabolizmasi i¢in ¢ok onemli olan gesitli genlerin ekspresyonunu kontrol eder. PPAR-y agonisti olan
tiyazolidindionlar (TZD) diyabetin tedavisinde etkin olarak kullanilmaktadir. Diabetes Mellitus, hiperglisemi

TUBITAK a tegekkiirler. ile karakterize yaygin goriilen bir metabolik bozukluktur. Tip II diyabet olarak da bilinen insiiline bagimli
olmayan diyabet (NIDDM), bozulmus periferik glikoz alim1 ve tiiketimi, hepatik glikoz iiretimi ve pankreatik
hiicre disfonksiyonu ile karakterize edilir. Tip II diyabette insiilin direnci goriilmektedir. Insiilin direnci,
kelimenin tam anlamiyla bir dokunun veya birden fazla dokunun insiiline karsi duyarliligmn/tepkisinin
azalmasidir. PPAR-y, insiilin etkisini etkileyen gesitli genlerle iliskilendirilmistir. PPARy nin farmasotik
ligandlar1 (TZD smifi ilaglar) tiim viicudun glikoz kullanimini etkileyerek insiilin hassasiyetini arttirirlar.
Farmakofor ve ligand baglanmasinda oksadiazol kritik bir bilesendir. Oksadiazoller 6nemli bir biyolojik

Anahtar kelimeler: aktivite spektrumuna sahiptir. Cok sayida tibbi ilag, farmakofor olarak 1,3,4-oksadiazol halkasini igerir.

PPAR-y Arastirmamizda oksadiazol analoglarinin PPAR-y ile etkileserek antidiyabetik etki gostermesi

Oksadiazol beklenmektedir. Salisilik asit baslangic maddesinden farkli reaksiyon basamaklariyla 5-siibstitiie-1,3,4-

Diabetes mellitus oksadiazol-2(3H)-tiyon bilesiklerinin sentezlenmesi ve maddelerin enstriimental analizleri yontem olarak

kullanilacaktir. Bu projeden elde edilen sonuglarmn uluslararasi ve ulusal literatiire katki saglamasi
hedeflenmektedir.
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Antidiabetic Effect of Oxadiazole Derivatives on Peroxisome Proliferator Activating
Receptor-Gamma (PPAR-Y)

THESIS ABSTRACT

ABSTRACT

. . Peroxisome proliferator-activated receptors (PPARS) are transcription factors belonging to the nuclear receptor superfamily,
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activated by ligand binding. PPARs regulate the expression of various genes crucial for lipid and glucose metabolism.
Thiazolidinediones (TZDs), PPAR-y agonists, are effectively used in the treatment of diabetes. Diabetes Mellitus is a common
metabolic disorder characterized by hyperglycemia. Non-insulin-dependent diabetes mellitus (NIDDM), also known as Type |1
diabetes, is characterized by impaired peripheral glucose uptake and utilization, hepatic glucose production, and pancreatic cell

dysfunction. Insulin resistance is observed in Type Il diabetes, which refers to a decrease in sensitivity/response to insulin in
one or multiple tissues. PPAR-y has been associated with various genes influencing insulin effects. Pharmaceutical ligands of
PPARYy, such as TZD drugs, enhance insulin sensitivity by affecting glucose utilization throughout the body. Oxadiazole is a
critical component in pharmacophore and ligand binding. Oxadiazoles exhibit a significant spectrum of biological activities.
Many medical drugs contain the 1,3,4-oxadiazole ring as a pharmacophore. In our study, it is expected that oxadiazole analogs
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PP?WR will interact with PPAR-y and exhibit antidiabetic effects. Compounds of 5-substituted-1,3,4-oxadiazol-2(3H)-thione will be

Oxadi ¥ | synthesized from salicylic acid starting material through different reaction steps, and instrumental analyses of the compounds
xadiazole

. . will be used as a method. The aim is to contribute to both international and national literature with the results obtained from this
Diabetes mellitus fect
project.
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