26. Ulusal ve 1. Uluslararasi

Farmakoloji
Kongresi

9. Klinik Toksikoloji Sempozyumu

BILDIRI KiTABI

4-6 Kasim 2021

26" National and 1*t International

Pharmacology
Congress

ABSTRACT BOOK

4-6 November 2021



S50

Farelerde olusturulan kronik deneysel otoimmiin ensefalomiyelit modelinde ¢6ziinebilir epoksit hidrolaz inhibisyonunun
terapotik etkisine flc 4 aracilikli antiapopitotik sinyal ileti yolunun etkinligindeki artma katkida bulunmaktadir

Mehmet Furkan HORAT?, Sefika Pinar SENOLY, Omer BAHCELI!, Meryem TEMIiZ RESITOGLU?, Seyhan SAHAN FIRAT?,

Serhan SEVIM2, Bahar TUNCTAN?
1Mersin Universitesi, Eczacilik Fakiiltesi, Farmakoloji Ana Bilim Dali, Mersin, Tiirkiye

2Mersin Universitesi, Tip Fakiiltesi, Néroloji Ana Bilim Dali, Mersin, Tiirkiye

Amag: Bu calismada, farelerde miyelin oligodendrosit glikoprotein (MOG)ss.ss peptit kullanilarak olusturulan kronik deneysel otoimmin
ensefalomiyelit (DOE) modelinde ¢6zlinebilir epoksit hidrolaz (¢EH) inhibisyonunun hastalik bulgular Uzerindeki yararli etkisinin
mekanizmasinin fosfolipaz C (FLC) B4 aracilikl antiapopitotik sinyal ileti yolu ile iliskilendirilerek arastirilmasi amaglanmistir.

Gereg-Yontem: Deneylerde 3 gruba ayrilan C57BL/6 disi farelerin beyin ve omurilik dokulari kullanilmistir: (1) MOG35-55 peptit (200 mg/fare;
0.1 ml/fare; subkutan [s.k.])+pertusis toksin (PT) (400 ng/fare; 0.1 ml/fare; intraperitoneal [i.p.])+sodyum fosfat tamponu (SFT) (0.1 ml/fare;
i.p.), (2) MOG35-55 peptit (200 mg/fare; 0.1 ml/fare; s.k.)+PT (400 ng/fare; 0.1 ml/fare; i.p.)+dimetilsulfoksit (DMSO) (0.1 ml/fare; i.p.) ve (3)
MOG35-55 peptit (200 mg/0.1 ml/fare; s.k.)+PT (400 ng/fare; 0.1 ml/fare; i.p.)+triflorometoksifenil-3-(1-propiyonilpiperidin-4-il)ire (TPPU)
(3 mg/kg; 0.1 ml/fare; i.p.). Doku homojenatlarindan hazirlanan siipernatantlarda ¢EH, FLC B4, Akt1, fosforile Aktl, mitojen ile etkinlestirilen
protein kinaz kinaz (mitogen-activated protein kinase kinase; MEK) 1/2, fosforile MEK1/2, ekstraseliler sinyal ile diuzenlenen kinaz
(extracellular signal-regulated kinase; ERK) 1/2, fosforile ERK1/2, siklik adenozin monofosfat yanit elementi baglayici protein (cyclic adenosine
monophosphate-response element binding protein; CREB) 1, fosforile CREB1 ve B-cell lymphoma (Bcl)-2 proteinlerinin ekspresyonu
immunoblotting yontemiyle dlglimustir.

Bulgular: TPPU uygulanan farelerin dokularinda, SFT ve DMSO gruplarina gére, ¢EH protein ekspresyonunun daha dustik, FLC B4, fosforile
Akt1, fosforile MEK1/2, fosforile ERK1/2, fosforile CREB1 ile Bcl-2 proteinlerinin ekspresyonunun daha yiiksek oldugu, ayrica Aktl, MEK1/2,
ERK1/2 ve CREBL1 protein ekspresyonunun degismedigi gortlmustar.

Sonug: Bulgularimiz, TPPU ile ¢EH inhibisyonunun DOE'de gorilen hastalik bulgularini azaltici etkisine, farelerin santral sinir sisteminde
antiapopitotik FLC B4/Akt1/MEK1/2/ERK1/2/CREB1/Bcl-2 sinyal ileti yolu etkinligindeki artmanin katkida bulunabilecegini disiindtrmustir.

[Bu ¢alisma, Mersin Universitesi Bilimsel Arastirma Projeleri Birimi (2021-1-TP3-4394) ve TUBITAK (2215092) tarafindan desteklenmistir.]

Anahtar Kelimeler: Coziinebilir epoksit hidrolaz, TPPU, Kronik deneysel otoimmiin ensefalomiyelit, Apopitoz, FLC
B4/Akt1l/MEK1/2/ERK1/2/CREB1/Bcl-2 sinyal ileti yolu
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Increased activity of plc B4-mediated antiapoptotic signaling pathway contributes to the therapeutic effect of soluble
epoxide hydrolase inhibition in chronic eae model in mice
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Obijectives: The aim of this study was to investigate the mechanism of the beneficial effect of soluble epoxide hydrolase (sEH) inhibition on
disease signs in relation to antiapoptotic phospholipase C (PLC) B4-mediated signaling pathway in chronic experimental autoimmune
encephalomyelitis (EAE) model induced by myelin oligodendrocyte glycoprotein (MOG)ss.ss peptide in mice.

Materials-Methods: Brains and spinal cords of C57BL/6 female mice divided into 3 groups were used in the experiments: (1) MOG35-55
peptide (200 mg/mouse; 0.1 ml/mouse; subcutaneous [s.c.])+pertusis toxin (PT) (400 ng/mouse; 0.1 ml/mouse; i.p.)+phophate-buffered
saline (PBS) (0.1 ml/mouse; i.p.), (2) MOG35-55 peptide (200 mg/mouse; 0.1 ml/mouse; s.c.)+PT (400 ng/fare; 0.1 ml/mouse; i.p.)+dimethyl
sulfoxide (0.1 ml/mouse; i.p.), and (3) MOG35-55 peptide (200 mg/0.1 ml/mouse; s.c.)+PT (400 ng/mouse; 0.1 ml/mouse;
i.p.)+trifluoromethoxyphenyl-3-(1-propionylpipe-ridin-4-yl)urea (TPPU) (3 mg/kg; 0.1 ml/mouse; i.p.). Supernatants prepared from tissue
homogenates were used for the measurement of sEH, PLC B4, Aktl, phosphorylated Aktl, mitogen-activated protein kinase kinase (MEK)
1/2, phosphorylated MEK1/2, extracellular signal-regulated kinase (ERK) 1/2, phosphorylated ERK1/2, cyclic adenosine monophosphate-
response element binding protein (CREB) 1, phosphorylated CREB1, and B-cell lymphoma (Bcl)-2 protein expression by using the
immunoblotting method.

Results: It was observed that, compared to the PBS and DMSO groups, protein expression of sEH was lower, expression PLC B4,
phosphorylated Aktl, phosphorylated MEK1/2, phosphorylated ERK1/2, phosphorylated CREB1, and Bcl-2 proteins was higher, and
expression of Aktl, MEK1/2, ERK1/2, and CREB1 proteins was not changed in the tissues of mice-treated with TPPU.

Conclusions: Our findings suggest that increased activity of antiapoptotic PLC p4/Akt1/MEK1/2/ERK1/2/CREB1/Bcl-2 signaling pathway in
the central nervous system of mice contributes to the attenuating effect of sEH inhibition by TPPU on signs of the disease seen in DOE.

[This work was supported by the grants from Mersin University (2021-1-TP3-4394) and TUBITAK (2215092).]
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