YTULAJ CTAPEHA HA YN1I0TY NMDA PELLENTOPA Y PA3BOJY EKCMEPUMEHTA/THOI AYTOMMYHCKOT
EHUE®ANNOMMUIENTUTUCA

AyTtopu: Mununua Byavh, MBoHa BecennHosuh

e-mail: milica.vulicOO@gmail.com, ivona.veselinovic@yahoo.com

MeHTopu: gou. ap JacmuHa bypeTtuh, acucTt. gp Muaumua Mapkosuh

KaTegpa 3a natobuonorunjy, Papmaueytcku pakyntet YHusepsuteta y beorpaay

YBog: N-meTtun-D-acnaprart peuentop (NMDAR) je ekcnpymupaH Ha HeypoHUMa, anun 1 Ha apyrum heavjama nonyt
rvjanHux u eHaoTenHnx heauja, kKao n Ha heanjama MMyHcKor cuctema. CTaperse yTude Ha eKcnpecujy, CTPYKTypy U
byHKLMjy 0BMX peLienTopa. YTULA] CTapera Ha Y10ry 0BUX PeLenTopa Y eKCnepumMeHTaIHOM ayTOMMYHCKOM
eHuedpanomujenutucy (EAE) Huje fo caga UCNUTUBAH.

Linusb paaa: Lnsb oBor paga 6u1o je aa ce ytBpam Aa v cTapetbe yTude Ha ynory NMDAR y natoreHesu EAE-a.

Martepujan n metoge: MemMaHTUH, HEKOMNETUTUBHM aHTAaroHUCT NMDAR, agMUHUCTPUPAH je per os xkeHKkama Dark Agouti
nauoBa ctapocTv 3 u 24 meceua NoYeBLWN 0F, 7. AaHa HAKOH UMyHM3auuje. FUBOTUHE CY }KPTBOBaHE HA BPXYHLY bonecTu.
MoHoHyKneapHe henvje n3010BaHE U3 KUUMEHMX MOXKAMHA NaLLOBa aHaM3MpPaHe Cy NPOTOYHOM LUUTODYOPOMETPUjOM.
MoxaaHo TKnBo je y3eto 3a RT-qPCR.

Pe3syntatu: Cemmnpodunaktnyka agMUHUCTPALMja MEMAHTUHA je yBnaxKnuaa KNMHUYKY CMKY bonecTu Kog, nauosa oba
y3pacTa, CMakbMa 3aCTyN/beHOCT U peakTuBaunjy CD4+ T-numbounTa y KUUMEHO] MOXANHN, ann Cy OBaKkBM edeKatn bunm
M3ParKeHWjM Koa CTapux NaLosa. Y MoXAaHOM TKMBY MeMaHTUH je nosehao ekcnpecnjy MPHK 3a HykneapHu daktop
eputpouns 2 nosesaH ca GakTOpom 2, TPaHCKPUNLMOHM GaKTOP KOjU YCXOAHO perynuvile eKcnpecujy aHTMOKCUAATUBHUX
npoTtenHa. Ocum Tora, MeMaHTUH je y Behoj mepu nosehao ekcnpecujy MPHK 3a aHTMOKCUAATMBHE EH3MME XEM OKCUTeHasy
1, cynepokcung gucmyTasy 1 n cynepokeug, gucmyTasy 2 KoZ, CTapyx Hero Kog Miagux nauosa.

3aksyyak: Ynora NMDAR y natoreHe3u EAE-a je y3pacHo 3aBucCHa.
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Introduction: The N-methyl-D-aspartate receptor (NMDAR) is expressed on neurons, but also on other cells such as glial,
endothelial cells, and immune cells. Ageing affects the expression, structure and function of NMDAR. The effect of ageing
on the role of these receptors in experimental autoimmune encephalomyelitis (EAE) has not been investigated to date.
The Aim: The aim of this study was to determine whether ageing affects the role of NMDARs in EAE.

Material and Methods: Memantine, a non-competitive NMDAR antagonist was administered orally from day 7 after
immunization to 3- and 24-month-old female Dark Agouti rats. The animals were sacrificed at the peak of the disease.
Spinal cord mononuclear cells were analyzed by flow cytometry. Brain tissue was collected for RT-qPCR.

Results: Semiprophylactic administration of memantine ameliorated clinical disease course, reduced number and
reactivation of CD4+ T lymphocytes retrieved from spinal cords, and this effect was greater in aged rats. Memantine
increased nuclear factor erythroid 2-related factor 2 mRNA expression, a transcription factor that upregulates the
expression of antioxidant proteins. Furthermore, memantine increased heme oxygenase 1, superoxide dismutase 1, and
superoxide dismutase 2 mRNA expression to a greater extent in aged than in young rats.

Conclusion: The role of NMDAR in the pathogenesis of EAE is age-dependent.
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