OBPA3ELL NMPOEKTH

OpeaHu3ayua usnvaHumen

NHcTUTYT Nno HeBpobuonorma-6AH

Mme Ha npoeKTa

MoBeaeHYeCcKo MapKupaHe npu GU3nN0A0rUYHN U
HeBpoOAEereHepPaTUBHM CbCTOSIHMA 3@ U3y4YaBaHe
B3aMMOODbYyC/I0BEHATA POJIA HA peTPOoCh/IeHNanHaTa Kopa 1
XMMOKaMMNa B NPOLLeca Ha KoHconaupaHe U GopmMMpaHe Ha
AbArocpoYHaTa NnameT: MmogynaTopHa pons Ha
HeBpomeaMaTopa AoNamMuH

NaeHTudUKaumoHeH Homep

KN-06-H81/7

KpaTtko onucaHue

HacToalwmaT npoeKT Mma 3a yen ga nscneaBa y4acTMeTo Ha
PCK v B3aumogelictaumeto i1 ¢ dHipp B npoueca Ha
KOHCO/IMANPAHE U CbXPaHEeHMEe Ha NameTTa, PeryimpaHu ot
AonNamMMHepPrMyHaTa cuctema npu pU3nonormyHn u
NaToNOrMMYHU CbCTOAHMSA. JIMTEepaTypHN AaHHW U HALUK
npeasapuUTeHM NPOYYBAHUA HM AaBaT OCHOBaHMWe Aa
dopmynmpame pabomHa xunomesa, cnopes, KosTo
JOonaMMHepruyHarta cuctema, 4ypes aktmsmpare Ha D1/D5
peuentopute B PCK, Mma K1to4OBO 3Ha4YeHue 3a
MOAY/IMPAHETO Ha KOHCONNAAUMOHHUTE NPOLLECH B Ta3m
CTPYKTypa Ypes naacTuyHu npotemHu Kato pCREB
(dochopununpara popma Ha cBbP3BaLL NPOTENH Ha LAMD
peakTUBeH enemeHT), Arc (peryainpaH oT akTMBHOCTTa
NPoTeunH, CBbP3aH C UMTocKeneTa) U "KMHasaTa Ha nameTra"
- PKC (npoTeunH KnHasa C). NpeanorKeHns mexaHM3bM U
N3ACHABAHETO POJIATA Ha NIACTUYHUTE BENTBYHU MapPKepK B
PCK, yyacTtBalwim B nameTtoBuTe GyHKLUMM BM CNOMOrHano 3a
M3AICHABAHE Ha HapyLeHMATa Ha NameTTa Npu CTapeeHe U
HeBpoAereHepaTUBHMN CbCTOAHMA KaTo bonecTTa Ha
Anuxarimep.

Kniouosu gymu

KOHCO/IMAALMA, EMOLMOHANHA NaMeT, peTpocnaeHnanHa
Kopa, gop3aneH xunokamn, gonamuHosu D1/D1 peuentopw,
cTapeeHe, 6osect Ha Anuxaiimep

KpaTko onucaHue Ha oyaKBaHuUTe
pe3syntatm

OuakBa ce pe3yntaTute OT TO3U NPOEKT Aa UMaT
dyHAameHTaNHO 3HaUYeHue, KOETO Le AonpuHece 3a
nNpuaobuBaHETO HA HOBM 3HAHWSA, CBbP3aHW C YCTAaHOBABAHE
MoZynaTopHaTa pona Ha gonamuHa, meaumnpaxa ot D1/D5
peuenTopuTe, B MEXaHM3Ma Ha KOHCONMAauus,
ocbuiectBaABaH oT PCK, KakTo 1 dyHKUMOHaNHaTa
B3aMMOBpPDB3KA Ha Tasm MO3bYHa CTPYKTypa ¢ dHipp. Hapep ¢
TOBA, 334 bN1604YaBaAHETO Ha pa3bupaHeTo HUM 3a
MONEKYNAPHUTE MEXaHU3MM, y4acTBaLLM B NpoLecuTe Ha
bopMmmpaHe Ha NnameToBaTa cneaa Npw CTapeeHe U
naToreHesara, cBbp3aHa ¢ 6osiecTTa Ha Anuxalimep, bu
MMano TpaHCNaLMOHHO 3HaYeHUe KaTo OCHOBaA 3a
npuaaraHe Ha HOBM GaPMaKONOTUYHM N aNTEPHATUBHMU
noaxoau 3a obneKkyaBaHe HapyLeHMATa NPU Tesn
CbCTOAHUA. 3HAHMATA 33 PONATA HA AONAMUHEPruyHaTa
HeBpoTpaHcMucKa, BkaountTenHo D1/D5 peuenTtopHata
aKTMBALMA, NPU KOTHUTUBHUTE AePULUTN CBBP3aHU C
npoueca Ha cTapeeHe 1 nNpu 6onectTa Ha Anuxanmep 6uxa
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Short description

The current project aims to investigate the involvement of
the RSC and its interaction with the dHipp in the
consolidation process and memory retrieval, regulated by
the dopaminergic system under physiological and
pathological conditions. The literature and our preliminary
studies give us the basis to formulate a working hypothesis
that the dopaminergic system, via D1/D5 receptor activation
in the RSC, is intimately involved in the potential
enhancement of the initial memory consolidation via plastic
proteins such as pCREB (phosphorylated form of cAMP
response

element-binding protein), Arc (activity-regulated
cytoskeleton-associated protein), and the “memory kinase”
— PKC (protein kinase C). The proposed mechanism and the
involvement of the plastic proteins in the RSC may also play
a crucial role in memory impairment associated with aging
and Alzheimer’s diseases.

Keywords

consolidation, emotional memory, retrosplenial cortex,
dorsal hippocampus, dopamine D1/D1 receptors, aging,
Alzheimer disease

Short description of expected
results

The results of this project are expected to be of fundamental
importance, contributing to new knowledge related to
establishing the modulatory role of dopamine-mediated
D1/D5 receptors in the mechanism of consolidation in the
RSC, as well as the functional interrelationship of this brain
structure with dHipp. Furthermore, deepening our
understanding of the molecular mechanisms involved in the
processes of memory trace formation in aging and in the
pathogenesis associated with Alzheimer’s diseases, including
the neuromodulatory role of D1/D5 receptor activation,
would also be of translational importance as a background
for implementing novel approaches and developing new
psychopharmacological agents to alleviate the pathogenesis
associated with cognitive decline in these conditions.

Teams with participants from different institutions, including
the host organization, the Institute of Neurobiology at the
Bulgarian Academy of Sciences, and the partner
organization, the Faculty of Medicine at Trakia University -
Stara Zagora will use and apply approaches and methods to
address specific scientific tasks in different aspects to prove
the working hypothesis.




