OBPA3ELL NMPOEKTH

OpeaHu3ayua usnvaHumen

MeamumHcKM yHuBepcuteT, PapmarieBTnyeH dakrynTerT,
Codun

MUme Ha npoeKTa

HespodapmaKoaorMyHM Npoy4BaHMA Ha HOBOCUHTE3UPAHMU
cyndaHuN XMAPa3OHN U MeNaTOHUHOBU NPOU3BOAHM C
XO/IMHEeCTepasHa UHXMBUTOPHA aKTUBHOCT NPU MOLENN Ha
6onect Ha Anuxalimep 1 MenaToHUHOB AebuunTt

NaeHTUdUKaumMoHeH Homep

KN-06-H63/11

KpaTtKo onucaHue

OCHOBHa Uen Ha HacTosAWMA NPOEKT e npeasiaraHe Ha HoB
TepaneBTUYEH NOAX04, TapreTMpall, ABe KAIYOBM CUCTEMMU,
y4yacTBalm B natodpmsnonormaTta Ha AD. KombuHupaHms
MEeXaHU3bM Ha AeNCTBME HA NOKa3auTe Hal-ronsama
610N0rMYHA aKTUBHOCT U HUCKA TOKCUYHOCT
HOBOCUHTE3UPaHWN CbeANHEHUS, HU faBa OCHOBaHMe Aa
dopmynmpame paboTHa xMnoresa, Cbr1acHO KOATO TO3MU
noaxo/ Ha TPeTMpaHe ycnewHo 61 NoBAMAA NOBULLEHUA
OKCUOATUBEH CTPEC, aKTUBMpPAHaTa HEBPOI/IMA, HEBPOHaHa
3aryba 1 akymynmpaH amunong-6eta npoTenH B
onpeaeneHn MO3bUYHU CTPYKTYPU, KOUTO NATONIOTMUYHMU
npouecu onpeaenst XxapakTepHuTe 3a 3abonaBaHETO
NnoBeeHYECKN KOTHUTUBHM HapYLLEHUS.

Kniouosu gymu

Bonect Ha Anuxanmep; aHan03n Ha MeNaToHMHa U
cyndaHun xMapasoHa; aueTUAXoAnMHecTepasa; amuiona-
b6eTa npoTenH; moaen Ha amuaona-beta U MenaToHMHOB
aeduumT; nabxose.

KpaTko onucaHue Ha oyaKBaHuUTe
pe3syntatm

MnaHnpaHuTe AeMHOCTU B paboTHATa Nporpama Kbm
NPOEKTA Ce OYaKBa Aa AOMNPUHECAT 3a NoJly4aBaHe Ha
pes3ynTaTh C KOHKPEeTHA TPAHCAAUWMOHHA 3HAYMMOCT 33
HaMMpPaHe Ha HOBM NOAXOAM 3a TPETUPAHE
natopusmonornyHuTe npouecu npu AD. 3a Tasu uen, cneg,
ocbluecTBeHM oT ekuna Ha BO in slico, in vitro v in vivo Ha
MWLLIKN TECTOBE WU CKPUHMHIU, BbB BTOpaTa ¢as3a Ha ABaTa
eTana, we 6baaT cenekTMpaHm Han-akTUBHUTE
HOBOCUHTE3NPAHU CbeAMHEHNSA, NOAOPAHN CbFTACHO
npesBapuUTeIHO Npeum3npaHn KpUTePUK, 3a TeCTUpaHe npu
BbBeAeH OT ekmna Ha 10 1 BanManpaH B NpeaunLlHu
nscneaBaHua mogen Ha AD cbyeTaH C MelaTOHMHOB
AedUuMT MHAYUMpaH Ypes NnnHeanektomus. LLle 6baat
n3cneaBaHU M CpaBHEHMU C pepepeHTHA KOHTPOAA Ha
MeNaToHWH A03a-3aBUCMMUTE ePEKTU Ha Te3N CbeANHEHUS
BbPXY BUOXMMUYHU, XUCTONIOTMUYHU N MOBEAEHYECKHU
HapyLeHUA XxapaKTepHU 3a CMMNTOMATMKaTa Ha
3a6019BaHETO, KOMTO Ca YCMEeLIHO eKCTpanoanpaHun npu
MOJenN Ha NAbXose ¢ MHDY3MA Ha amunouna-berta NpoTenH B
NaTepasiHUTe BEHTPUKY/IM M NPpemaxBaHe Ha enudusara.

Tun Ha NPoOeKTa — HaLWOHaNEH,
MeXAYyHapoAaEeH, Apyr

HauyunoHaneH

CpOK Ha ocbLlecrBABaHe
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Short description

The main goal of the current project is to propose a novel
therapeutic approach targeting two critical systems involved
in the pathophysiology of AD. The advantage of this
approach is the combined mechanism of action of the newly
synthesized compounds and low toxicity. According to the
working hypothesis, this treatment approach would have a
positive effect on increased oxidative stress, activated
neuroglia, neuronal loss, and accumulated amyloid-beta
protein in specific brain structures - pathological processes
causing the typical behavioral and cognitive disorders
associated with AD.

Keywords

Alzheimer's disease; melatonin analogs and sulfanyl
hydrazone; acetylcholinesterase; amyloid-beta protein;
model of amyloid-beta and melatonin deficiency; rats.

Short description of expected
results

The realization of the tasks in the work program is expected
to have fundamental importance for establishing the
efficacy of an approach targeting the melatonin and
cholinergic systems on the pathophysiological processes in
an AD model. On the other hand, the translational
significance of the proposed new therapeutic approach can
become a basis for the development of drugs with a
complex mechanism of action that affects critical AD
signaling systems.




