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И3BEIIITAJ

A)Ⅱ pИКa3 CaДpЖ■ a ДOКTOpCКe ДИCepTaЦИje

ДOKTOpCKa ДИCepTaЦ tta MaCTCp 6И OЛOra JeЛ eⅡc CTaⅡgeBИ h HaⅡИcaHaje Ha l18 cTpaHa И

ΠOД eJЬeHa Ha cЛ cДcha Πo「ЛaBJЬa:yBoД (22 cTpalc),XИ ΠOTC3a И ЦИJЬCBИ ИCTpaЖИBaIЬa(2 cTpaⅡ e),

Mttep巧 鉦 И MeTOДC(19 CTpaH→ ,PC3yЛTaTИ (29 cTpaⅡり ,ДИcwctta(19 cTpaHめ ,3aKJЬyЧaK(ДBe
cTpaHe)И ЛИTepaTypa(24 cTpaHe)。 yBOД

 caДpЖИ ЧeTИpИ CЛИKe,a MaTepttaЛ И MCTOД e jeД Iっ′

CЛИКy,、leДIIy IIICヽ 4y И ДBe Ta6CЛ C. Pe3yЛ TaTИ Cy ⅡpИKa3aHИ Kp03 25 CЛ ИKa И rpaфИKOHa, ay

ДИCIγCttИ Cy ΠpИKa3aHe TpИ CЛИКc.ЦИTИpaHИ cy ΠoДaЦИ И3 329 peфepeHЦИ.PaД  cttЦ p)KИ И

CaЖeTaК Ha CpICKOM И eHШ eCКOM je3ИКy,CaДpЖ巧 ,6И o「paфtty ayTOpa,KЮ  И ⅡOДttKe O
KOMИ CИJИ,ЧИMie ⅡO CTpyKTypИ И:Ma CBC CЛ eMieHTe ДOKTOpCKC ДИCepTaЦИJC.

ДOKTOpCKИ  paД  ΠpИKa3」 e ИCTpaЖИBaFЬe KaИ M CC ⅡpaTe ⅡeypOⅡpOTeKTИBHИ  И

Ⅱり pOMOДyЛttOpHИ aCⅡ CKTИ ДCЛOBaIЬa TpaICKpaH巧 観 HC MarHCTHC CTИ MyЛaЦtte(TMC)Ha
eКCΠCpИMeHTaЛHOM MOД CЛy XyMaⅡ e AJЩ xaMCpOBe 6oЛ ccTИ (AБ)HaKOⅡ  ИHTpaЦepe6paJIHe
aΠЛИKaЦIIJe CTpeⅡ T030TOЦИⅡa.

y yBOД y KaHДИДaT И3HOCИ ⅡOДaTKC O AБ  ЧИja cTИ OЛO「ИJa je HeⅡ03HaTa, 劉IИ je
ИДCHTИфИKOBaH BeЛИКИ 6pa фaKTOpa pИ3ИKa KttИ ΠOBChaB可 y Ш aⅡCe 3a HaCTaHaК  И ΠpOIpeCtty
oBe 6oЛccTИ .ИMayhИ  y BИДy ДeЛOBabe ИHCyЛИHa И ΠpИCyCTBO ИHCyЛИⅡCКИX peЦ eⅡTOpa y M03ry
KaO И ⅡapyШCHy ИHCyJIИHCKy CИ

「
HaJIИ3aЦtty y AБ,yBcДcⅡ je CKCIepИMCHTaЛ HИ MOДCЛ Ha naЦOBy,

y КOMe Ce ИⅡTpaЦepc6poBcHTpИКyЛapHOM (ИЦB)ⅡpИMCHOM CTpCⅡ T030TOЦИHa(CT3)И HДyKy]y
6ИoxeMttCKe ⅡpOMeHC(CMaBCIЬ e MCTa60ЛИ3Ma rЛyK03e,pCД yKЦtta XOЛИⅡep「ИτⅨ e TpaHcMИ Ctte И
ⅡOBehabe MapKepa OKCИ ДaTИBHO「 CTpeCり ,MOpф OЛOШKC ⅡpOMeHe(w6И TaK ⅡCypOHa,¨ TpomИ 03a
И ⅡeypOИHфЛaMaЦ珂 → И 6ИXaBИOpaIHe ⅡpOMeⅡ C(OШTeheIЬe yЧeIЬa И ⅡaMheIЬ→ .MiИKpOCKOICKOM
aΠttИ30M TKИ BⅡИX ИCCЧaKa M03「a naЦttcHtta o6oЛ eЛИx oД AБ,KaO И MOXqaⅡ ИX CTpyKwpa
ΠaЦOBa HaKOH ДttaIЬa CT3,yoЧ 銚 巧y ce 6p● He cTpyHypHc ⅡpOMCHC OД KaИX Cy H巧 3ⅡaЧaHtte
фOpMИpabC CeⅡ 四 HИx ⅡЛЖ oBa,HeypOф И6ЛИpttHe K.町 6aДИ,w6И TaК cИHaⅡ cИ,oШ TcheIЬ e
HeypOHa И aКTИBaЦtta hCЛtta「 ЛttC.Π OKa3aHO je Дa ⅡOBChaHa CИ HTe3a aMИ ЛOИДHOF
ⅡpCKypCOpCKO「 ΠpOTeИⅡa MOДyЛИШ C 6p● HC CИFHaJIHe ⅡpOЦCCC,Meby KqИ Ma И TpaHCKpИ ΠЦtty
reHa 3a ⅡpOTeИH OД

「
oBopa Ha paHИ фaKTOp paCTa l(eHF.Eαrレ G′0″′力 Rι平フ04Sθ Prθた Jη f,・ EGRf),

ЧИJa aКTИBHOCT pCryЛИШ C HИB0 6CTa aMИЛOИДa,a Чtta CyΠpcctta ΠaК,y6ЛaЖaBa ΠaToЛ o「珂 y AБ .

Ca Дpy「e CTpaHe,MeTa60ЛИτIM фaKTOpИ KOJИ CC ⅡOBe3y_ly Ca naTOFeHe30M AБ yKJЬyЧy,y ⅡaCTaHaK
И OДpDКaBaII)C CTaIЬ a OKCИДaTИBHO「 CTpeCa, 3aΠa'ЬCHCКИX ⅡpOЦeCa, ΠpOIMiCⅡa y MCTa60Л И3My
ΠpOTeИHa И ЛИΠИДa, CMaIЬeHy aKTИ BⅡOCT :MИTOXOHДpИJa И ⅡpИCyCTBO ЦCH■lpaJIHe ИHCyЛИHCKC
pC3ИCTeHЦИJe,Πa CC MO)I(C rOBOpИ TИ o И MOTa60ЛИЧKOM ⅡOpeMehtty KOJИ ΠOCTQ〕И y TOК y pa3BOJa
AБ. MexaHИ 3aMi ДeЛOBaIЬ a CT'3 yΠ paBO CC 3aCHИ Ba Ⅱa И3a3И BaIЬy ЦCHTpaJIⅡ e ИHcyЛИHcKC
pe3ИCTeHЦИJC 3a KOJy Je ДOKa3aHO Дa ДOBOДИ Д0 0KCИДaTИBHO「 CTpCCa И ИⅡфЛaMaЦII]C IIITO

ДOΠpИHOCИ pa3Btty aMИ ЛOИДHe И Tay ΠaToЛ o「Иie TИⅡИЧⅡe 3a AБ .CMaTpa Ce Дa je OⅡITeheIЬ C
И3a3BaIIO ИЦB ⅡpИMCHOM CT3 pe3yЛ TaT KyMyЛ aTИBHOr eф CKTa eⅡ eprCTCKO「 ДeфИЦИTa,CMaIЬ eHOr
o6pTa aЦ eTИЛxOЛИHa И cИHaⅡ TИЧKC ДИCфyHKЦttC,Кde Ce KOД  ⅡaЦOBa KJIИⅡИЧКИ ИCⅡ OJЬaBtty
CMaIЬ CIЬeM КaⅡaЦИTCTa 3a yЧ CIЬe И ΠaMheIЬ C.

y 
ЦИ■ y y6ЛaЖaBaЬa ИЛИ OTКJIaЬaba ΠOcЛcДИЦa OKCИДaTИBHO「 CTpeCa,heЛ tte TCЖe Дa

yCΠOCTaBe pCДOKC paBⅡOTCЖy cTИ MyЛaЦИJOM ИЛИ CyΠpCCИjOM「 CHa KaИ КOДИpay oД6paM6cⅡe
eⅡ3ИMC,CTpyKTypHC ΠpOTeИHe И фacTope TpaIIcК pИⅡЦtte.HyК ЛeapHИ фそЖ TOp 2(cH「 .Ar″σルαr

ノ 7ごわ ″ θツ 腸 ″θ燿 2イθわ ′θJ.力ε′θr 2,A1/2)je BaЖ aⅡ TpaHCКpИΠЦИOHИ фaKTOp КttИ ДOΠpИHOCИ
aHTИOKCИДaTИBⅡ● 3aШTИTИ И K●И je CTO「a pcЛeBaHTaH ⅡoKa3aTeJЬ OД6paM6eHOF ⅡOTCHЦttaJIa,
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「

‐

Πoce6Ho y yCЛ OBИMa y КOjИMa CT3 y3pOKyje CMaIЬ CH,e HИ BOa CⅡ 3ИMCКИX И HeeH3И MCKИX

aHTИOKCИДaIIaTa y lⅦ 03ry ⅡaЦOBa.

ΠpИMeHa peⅡ eTИTИBHe TMiC(pTMiC)Ka0 06Л ИKa HeИHBa3ИBHe MOЖ ДaIIe CTИ MyЛaЦttC

M:0'КC ДOBCCTИ ДO Дy「OTpa〕 HИX ⅡpO卜〔eⅡa y CИ HaΠTИЧKOJ ⅡЛaCTИЧHOCTИ :MOTOpⅡC KOpe. KlaKO

ⅡeypOHCKe MpC,Ж C KoJe OCЦИЛyJy TeTa OCЦИЛaЦИJaMa 6oJЬc ИHTepфcpИptty ca TeTa TИ ⅡOM

,,ΠpaCКOBИTe``  CTИ MlyЛaЦИJC,  y  CTyД ИJИ  JC  KOpИIHhCH  06ЛИК  
′
Th4:() cTpyKTypИ CaH  Кa0

BИ COКOфpeKBeⅡTaH"Ⅱ paCaК``CTИMyJIyCa Ca TCTa фpeКBCHЦOM(eⅡ F。 物 θ′α らνだ ′S′′

“

νル ′jO″「
『

BI勁

ИHTCpMИ TeⅡTHO「 06pacЦ a(′rBS)KaИ  ΠOДCTИЧC CKCЦИTaЦttCKy HeypOTpaHCMИ Ctty.ΠpИMeHa J7BS

ⅡpOTOKOЛ a ΠOKpchc ⅡeypOpeCTOpaTИ BHC CфeKTe peryЛ aЦИjOM eKcnpccИje HcypoTpOф ⅡИX фaKTOpa

KttИ yTИ
エ
ッ Ha ДИфepeHЦttaЦtty,ⅡpeЖИBJЬaBabC И Btta6И JIHocT HeypoHa.Б p●Hc cTyДtte cy

ⅡOKa3aJIe Дa ΠpИMieHa JrBS ДoBoДИ Дo■ oBchaiba caДpЖtta HeypOTpOф ИЧHO「 фaKTOpa MOiЖ ДaI10F

ΠOpeKJIa(BI)Ⅳ F)y M03「 y,aЛИ И Дa ИCΠOJЬaBa yTИЦtt И Ⅱa pCД OKC CTaIЬC.CⅡOC06HocT Tヽ4C Дa

CMabИ OKCИДaTИBHa 01■TCheIЬa ΠOДCTaKHyTa jC ЧИIЬeHИЦOM Дa TMiC ⅡoBehaBa aⅡ TИOKCИДaTИBHИ

ΠOTCHЦИJaJI CTИ M:yЛaЦИ30Mi aHTИ OKCИДaTИBHИX, OДⅡOCⅡO CyⅡ pИM:ИpaIЬ e:M Πp00KCИДaTИBⅡИX

ΠapaMcTapa.Д OCaД aⅢ IЬa ИCTpa)КИBaIЬa TaKObe ⅡOTB"yjy ΠOTeЩ ttaЛ TMC И y 6ИxlBИ opaJIH● И

Кo「HИTИBHoJ pexa6И ЛИTaЦИJИ・

Ha OCHOBy HaBCД CHИX ⅡOДaTaKa И3 ЛИTepaType,MaCTep 6И oЛo「 JeЛcHa CTaHacBИ h je

ⅡOCTaBИЛa CЛCД
.Chy XИ

ΠOTe3y:

′ДiCCCTOДHCBHa  ΠpИMieHa  ИⅡTeplMИTCHTⅡ O「  06ЛИKa  CTИMyЛaЦИJe  TCTa  ⅡpaCКOBИMa

Πo6oJЬШ aBa Ⅱapa〔cTpc ⅡoHaШaIЬa(yЧeIЬe И ⅡaMhCIЬC)И CyⅡ pИMИpa aKTИBaЦtty「Лtta heЛtta И

HaCTaHaK OKCИ ДaTИBHOr/ HИTp03aTИBHO「  CTpeCa y ΠpCЧCOⅡOJ IMOiЖДaHOJ KOpИ , CTpИJaTy:My,

XИΠOKaMⅡyCy И MaJIOM M03「 y Ha ⅡaЦOBCKOM MOД CJIy AЛЦxttMCpOBC ДeMCⅡЦИjC И3a3BaⅡC

6ИЛttepttHOM ИHTpaЦCpC6poBeHTpИvЛ apHOM aΠЛИKaЦ巧 OM CTpenT030TOЦ ИHa.

И 3XИⅡOTC3C CyjaCⅡ O ДeфИHИCaHИ ЦИJЬeBИ ИCTpaЖИBaЬa:

1.И 3盤BaTИ CKCΠCpИMCHTaJIHИ MOДCЛ AЛЦxttMCpOBC 60ユeCTI(AB)К oД ⅡaЦoBa 6ИЛaTepa:IHOM

ИHTpaЦepe6pOBCHTpИКyЛapHOM aⅡЛИКaЦttOM CTpeⅡ T030TOЦ ИHa(CT3);

2.Ha MOД eЛy AБ  KoД ⅡaЦoBa, ИcⅡITaTИ  ⅡpOMcHc noHaIⅡ aba(yЧ CIЬC tt ΠaMhebC)―

MCMOpИ jCКИ yЧИHaK,paДHy И pCфCpCHTHy MeMOpИ jy;

3. 1-la:MoД eЛy A13 КoД ⅡaЦoBa, yTBpД ИTИ yTИЦaJ ДeceToДHcBHe ⅡpИMicIIc ИHTepMiИTeHTHOr

o6ЛИKa CTИMyЛaЦ:4ie TeTa ⅡpaCKOBИMa(Jr3S)Ha ⅡapaMcTPc ■oHaIⅡ aI:Ьa(yЧ CIЬC И ⅡaMheIЬC)―

MeMOpИ JCКИ yЧИHaK,paДHa MeMOp■ la И pCфCpCHTHa MeMOp駐 ;a;

4.IIa MOД CЛy AБ КoД Ⅱa1loBa,yTBpД ИTИ yTИЦa;ДcccToДHcBHc ⅡpИMeHe JrBS Ha MOpф OJ10「ИJy

hCЛIJa rЛИ』e y IIpeЧCOHOo MO)К ДaIOJ КOpИ И XИΠOKa卜lⅡyCy;

5. Ha    MOД eЛy    AB    KoД     IIaЦoBa,    yTBpДHTИ    yTИЦal    ДCCCTOДHCBHe

npⅡ卜icHc JrB'SIHa Ⅱp00К CИДaTИBHC/11pOHИ Tp03aTИBHC I■palMeTpc(cyncpOК CИДHИ alliOH paД ИKaЛ ―

02‐,a30T OК CИД ―N02+N03),EapaMeTpe OК CИДa■ИBHO「 OШTCheIЬa heЛ ttCKИX MCM6paHa

(MaЛ OIIДИaJIДCXИД 一 Л∠DИ)И OКCИДaTИB菫0「 OttTChelЬ a ДHК (8… xИДpOKCИ 2̈LД eoКcИIyaH03ИH-8-

(フffiメig)y TI(И By ⅡpeЧeOHe MOЖДaHe KOpC,CTpИjaTVMa,XИ nOKaMEyCa И MaJ10「 M03ra;

6. IIa  MiOДeJIy  AБ   KoД  ΠaЦ(》Ba,  yTBpД ИTИ  yTИЦai  ДcceToД HcBHc  ⅡpИlMCHC JrlBISrHa

napaMCTpe絣 ⅡИOКCИДaTИBHe 3aITИ Tc: aК TИBHoCT CynepOК CИД ДИ3～γ TttC(Sθ の
I И KaTaЛ

“

e

(CИ 7フ , KOHЦeHTpaЦИjC l｀■y'rar20Ha ((フS正,И  CyЛфXИДpИЛa(SII「pyⅡC)盟 фaКTOpa pery・IaЦИjC

eКCIpeC1liC aHTИ OКCXДaTИBHИX  ̈IIpOTeИ Ha HyKJICapHO「 фaКTOpa 2(」VRJ12)y TК ИBy ΠpeЧeoHc

MO)КДaEC КOpC,CTpИJaTy卜〔a,XИΠOKa■IⅡyCa И MiaJ10「 lⅥ,03Fal

7. IIa MOД CJI)′ AБ KoД IIaЦoBa,yTBpДИTz yTИЦa:;ДcccToДHcBHe EpИ MiCIIC′ ri3'S Ha ⅡpOIMeHe y

KOHЦeIITpaЦИjИ IIpOTeИHa OД
「

OBOpa Ha paHИ фaКTOp paCTa l(EGR′ )И aMⅡ‐TIOИДHИX ΠpOTCИHa
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(aMИЛOИДHИ  ΠpCКypCOpCKИ  ΠpOTCИH… И∫lP、 3 aMИЛoИД ―ズβ /_′2)y IIpC■ le01101 MOX(Д aHOj KOp11,

CTplttaTyMy.XIIIIOKa卜 IΠyCy l項 lヽa■ 0卜I M03「 y:

8. IIa卜loД eJIv .`へ 3‐ К〔〕Д IlaЦoBa. yTBpДИ■
｀
菫 yTИ Ц■I ДeCeTOД:HCIBHe ripHMCneノ 713S'Ha CKCΠpCCИ∫y

HcypOTpOф ИЧHc)「  ф aКTOpa MOЖ ДaHo『  ■opcКЛa (″/)入
:ル

)y TKИ By ΠpCtICOHC MO:Ж ДaHC KOpC,

cTpИJaTy卜Ia,XИΠOKa卜lΠyCa I Ma■OI｀ 卜I03「 al

9,IIIa MOД CЛy AБ КoД ΠaЦoBa,yTBpД ИTИ yTИЦtt ДcccToュHCBHC IIPIIMCHC′ rBS Ha cК cIIpccИjy

McN16paHCKOI~ TpaHCIIOpTCpa 3a CKCittiTaTOpHC aヽ .lИ HOКИCeЛIllC 2(κ ズガ 72))′ TКИBy 1lpCЧ COHC

卜10)КДane К(ヽlDC И XИI10Ka卜 lIIyCa.

y Πo「ЛaBLy MaTepИ jaЛ И MeTOДe KaHДИДaTjaCⅡO,ⅡpeЦИ3Ⅱo И ДeTaЛ》HO ⅡpCДCTaBJЬa ДИ3可H

eKCΠCpИMieHTaЛ He cTyДИJe. :ИicTpa)КИBaII)e Je CΠ pOBeДeHO KaO eК CΠepИMieⅡTa'IHa CTyДИJa Ha
ЖИBOTИIЬaMa ′″ νjνθ.KOMⅡ ЛcTⅡo ИcTpaЖИBaIЬe je ypabeHO Ha И ECTИTyTy 3a MeД ИЦИⅡCKa

ИCTp翻くИBaЬa B●ⅡOMCДИЦИHCКe aKaДCMttC y БeO「paw.

TOKOMi paД a Ca ЖИBOTИIЬalMa Ⅱ01:ⅡTOBaIIИ Cy eTИЧKИ ⅡpИⅡЦИΠИ paДa Ha Лa6opaTopИ JCKИ:M

ЖИBOTИIЬaMa BqHOMCД ИЦИHCKe aК aДCMttC y БeO「paДy,KaO И 3aKOH 0 3aⅡ ITИTИ ЖИBOTIIIЬ a

("CJIyЖ6eHИ
「

ЛaCHИK PC“,6p● 41/09),KaИ  cy y CKJIaД y Ca ⅡpaBИЛИMa ДИpeKTИBe eBpOⅡ CКOF

ΠapЛalMCⅡTa 0 3aIIITИ TИ :Ж.ИBOTИ IЬa KOpИI:肛hCHИX 3a HayЧ HC CBpXe 2010/63/Ey oД  22.09。 2010.

「
oДИΠe.EKCⅡ CpИMeHT je OД 06pcⅡ oД cTpaHe ]M:И HИcTapcTBa ⅡoJЬ oⅡpИBpeДe, IIyMapCTBa И

BOДOⅡpИBpeДe,yΠp劉〕e3a BCTepИ Hy(6p● 323-07-08358/2020… 05).

CTyД ttCKИ y30paK je И3paЧyH霞 ⅡOMOhy KOMcpЦ 珂 鉦 Ⅱo ДocTyΠⅡOr ΠpOttaMa CPO″ θ′ 3.f.,

3a BepOBaTHOhy「 peШKe TИΠa I(α =0,05)И  cHary cTyД ttc>80%.y3И MttyhИ y 063Иp ДИ3可Ⅱ

CTyДtte, 3Ⅱ aЧaHOCT p“ ЛИKC yⅡ yTap И И3MCby「 pyΠa,y3Ⅱ OpMaЛHy paCΠ OДeJIy ⅡpahCⅡИX

ΠapaヽICTapa,yTBpbeHa jC ⅡpИMeⅡ OM p“ ЛИτⅢ TИX MOДaЛИTCTa aHaJIИ3c BapttaHCC.y30Ч CKИBaHy

BИCOKy p“ ЛИKy BpeД HOCTИ И3Meby ⅡCT CKCⅡ epИMeHTaJIⅡИX「 pyⅡa GaЧИHa CфeKTa O,4),6p●

JeДИHKИ y CBaKOJ ⅡOJeДИHaЧHOJ rpyⅡИJe 6И o 13.

Дo6珂 eHc BpeДHocTИ cy Πpe3eⅡTOBaⅡ C KaO CpeД IЬa BpeДHOCT± CTaⅡДapДHa ДeBttaЦtta.

HaKOH TCCTИ paIЬa HOpM狐 ⅡocTИ p¨ⅡoДcЛe Baptta6ЛИ ⅡO「pyΠ釉 〔a,3a yTBpbИ BaBe CTaTИ CTИЧКe

3HaЧaⅡOCTИ Cy KOpШⅡheHИ TCCTOBИ :jeДHOCMCpHa aⅡ aIIИ3a BapttaHCC(ANOVA)ca ⅡoHoBJЬ eHИM

MCpeIЬИMa И HC3aBИ CHИ CTyДCHTOB′ TeCT 3a 06eЛ eЖia ca HopMaJIIOM paCIOД CЛOM,KaO И K″νSCαみ

Zα〃お И Mα″4-ZttJ加り TeCTOBИ 3a HeⅡap孤lCTTCKa 06cЛ ctta.3a TccTИ pabC 3鶴 ИCHOCTИ И3MCby

ΠojeДИⅡИx Baptta6ЛИ KopИШ heHje TecT ЛИHcapHe pCrpCCtte y3 yTBpbИ Babe И TCCTИ paIЬ C Pια∬ Oη¨

oBO「 КOeфИЦtteHTa KOpCЛ aЦ4eo CTaTИ CTИЧKa 06paДa Дo6珂 cHИx pe3yЛTaTa BpШCⅡa je ⅡOMOhy

KOMcpЦ珂 観 HO「 ⅡpO叩 錨 lCKOF ΠaKCTa Cr″ 乃PCグ Pr′S“ 9.θθ.CTttИ CTИЧm 3H劉 可 HOCT jC OД pebeHa

Ha p<0,05.

y ⅡO「ЛaBJЬy Pe3yЛTaTИ,Kp03 25 CЛ ИKa И Fpaф ИKOHa ДCTaJЬHO Cy ⅡpИKa3aⅡИ pe3yЛTaTИ

6ИxcjBИ opaЛHИx ⅡpOIMCⅡ a¨ TeCTa pOTИ pajyher ЦИЛИHДpa И TCCTOBa y 3paKaCTO:M ЛaBИpИⅡTy,KaO И

CTpyКTypⅡИX ΠpOIMieHa¨  XИCTOXe:MИJCKC aHaЛИ3e MOIЖ :ДaHИX ΠpCCeKa И И]M:yⅡOXИCTOXeMИJCKe

eКCΠpИMИpttIOCTИ jOHИ3ゴyher KaJIЦ ttyM―BC3カyher aДaⅡTOpHO「  MO■ CКyЛa(Ibα 〃 , FJIИjaJIHOF

фИ6pИЛapHor KИ CCЛO「  ΠpOTeИHa (GIFИ P), BИ MCHTИHa И TpaHCⅡ OpTepa eК CЦИTaTOpHИX

a:MИ HOКIICCЛИIIa 2,Pe3yЛ TaTИ фyIIKЦИOIIaJlHИX ⅡpOMCHa y MOH(Д aHИM CTpyК TVpaMa IIPИKa3aHИ Cy

Кp03 ⅡpOИ3BOДЬy CyⅡepOKCИДHOr a可 OHa,CaД pЖa HИTpaTa И HИTpИTa,CaДpЖa TИ 06ap6ИTypHa

KИCeЛИHa  (T:BA)…pearyjyhИ x  cyΠcTaΠЦИ,  KOHЦeHTpaЦИjy  8-xИДpOKCИ -2'―ДeOKCИryaH03И Ha,

aKTИBHOCT yKyⅡ He CyΠCpOКCИД ДИCMyTa3e,aKTИ BⅡOCT KaTala3C,C〔 V〔pЖa CyЛфXИДpИЛHИX「pyΠa,

KOHЦ eⅡ[甲aЦtty y巧 ″ΠHO「  FJIyTaTИ OⅡa, aKTИ BHOCT ⅣRF2, KOHЦ eHTpaЦtty aMИ ЛOИДHOF

ⅡpcКypCOpCКO「 ΠpOTeИHa,KOⅡЦeHTpaЦИjyβ aMИЛOИДa,EGRIИ  BDⅣF.
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「

flucrcycuja je Hartvcana jacHo t4 rrperJreAHo y3 yrropeAHr{ npl{Ka3 rlo3Harl{x ro.uaraKa I{3

peneBaHrHzx rry6wrxoBaHrax paAoBa u ao6tjeruux pe3ynrara r.r3 .uoKropcre .uucepraquje.

3arury.rqu caxero upurasyjy najnaxguja ca3uarba roja cy rpollcreKJla us 4o6ujeHrx pe3ynrara.

Y mEr:eparypu je nane4erto 329 pe(fepeHqu xoje cy uurlrpaHe y reKcry 4acepraquje.

E) Kpararc oruc rocrrrrrryrr{x pe3yJrrara

Pesynrarra AoKTopcKe 4raceptaquje, y cKJraAy ca nocraBJseHI,IM ulIJEeBI4Ma vcrpannv{r,arua,

AOBeJTLT CY AO Ca3Harba o roMe Aa:

1. I4nrpauepe6ponenrprrynapHa (raqe) anruraquja CT3 (eanoKparHo, 3 mg/kg) 30 tana
HaKoH rrpilMeue He AoBoAr{ Ao [poMeHa Moropue KoopArrHarlnje u panHorexe KoA Wistar uauoBa;

2. L{n:rpaqepe6ponenrpuKynapHa anrur<aquja CT3 omrehyje rapaMerpe rloHaurama (y.reme ra

nalrheme; rvrervropvjcrr{ yqr,{Hax, paAHy u pe(pepeHTHy MeMopujy), aor AeceroAHeBHa rIpIlMeHa iTBS

uo6omruana rroMeHyre rrapzlMerpe KoA Wistar rlaqoBa;

3. Irlu:rpaqepe6porenrpuxynapua arnuraquja CT3 AoBoAI,I Ao 6narrax rraop$o.roruKrIx rpoMeHa

Heypoua y perroHy CA3 eentpzrJrHor xr{rroKzrMrryca, reprrBeHTprlKynapnoj o6nacu, KayAonyraMeHy

n ue4ujannoj xa6enynu Wistar raIIoBa;

4. I4Hrpaqepe6ponenrpr.rrynapHa anJrr{Karluja CT3 .{oBoAr.r Ao uonehane I{MyHopeaKTIrBHocrI{

Iba+ helEa, AoK Aecero.4ueBHa rrpr{Mesa zTBS crvrarryje MrlKpornuosy y glrus dentatus, Survr6puja
CAI peruorry Aop3zuruor xufroKaMrryca, ue4rajanHoj xa6enynu, upeueonoj rraoxganoj Kopl,r 14

KayAorryraM eruy Wi s t ar raIIoBa;

5. I,Inrpauepe6poeenrprrKynapna arrJrrrKarluja CT3 yspoxyje 6laro Ao yMepeuo noseharbe

HMyHopeaKrr{Buocrra GFAP+I VIM+ henuja, AoK AeceroAHeBHa rp}IMeHa iTBS clraarryje

acrpornr4o3y y xr4noKill,rrrycy, $nu6prajra u reprrBeHTpllKynapHoj o6nactu KayAorryTrlMema Wistar
rrauoBa;

6. Llnr:pauepe6ponenrpzKynapHa anluraquja CT3 AoBo.u4 Ao uonehanor crBapama

rrpooKcr{Aar}rBHr{x ra npont4Tpo3arlrBHr{x [apaMerapa, AoK AeceroAHeBHa rIpI,IMesa iTBS cuarryje
rroMeHyre rrapaMerpe y rKraBy nperreoHe Mox,qaHe Kope, crpnjaryua, xl4rloKaMrryca rI MaJIor Mo3ra

Wistar [arloBa;

7. I4nrpauepe6ponenrpuKynapna annuraquja CT3 AoBoAI,I .{o uoneharra oKc[AarrIBHor

orureherra henrajcr<ux uerr,t6pana rr oKcrrAarr{Buor omreherra AHK, AoK AeceroAHeBHa rpI,IMeHa

iTBS cnramyje rroMerryre [apaMerpe y rruBy rpeqeoHe MoxAaHe Kope, crpr,rjatyua I4 Manor Mo3ra

Wistar rarloBa;

8. lInrpaqepe6ponenrpuxynapHa arumxuluja CT3 AoBoArI Ao cMaIbeILa rapaMerapa

aHTlroKcraAarvBHe 3amrr{Te Kao u NRF2, AoK AeceroAHeBHa rlpuMeHa iTBS uosehana nouenyrc
rrapaMerpe y rKr,rBy flpeqeoHe MoxAaHe Kope, xlrrroKaMrryca I4 MzIJIor Mo3ra Wistar [aIIoBa;

9. ?Iurpaqepe6poneurpurynapHa aunuraquja CT3 aonoAll Ao nosehalra xonqeritpaurje
EGRI ,r aNrkrnroillur,rx rporer.rHa, AoK AeceroAHeBHa rpr{Metra |TBS crraamyje floMerryre rlapaMerpe y
TKr4By [peqeoHe MoxAarle Kope r crpujaryrrla Wistar flarloBa;

10. Irlnrpauepe6ponenrplrKynapHa arrnr,rKarl{a CT3 AoBorI,I Ao cMarlema ercupecrje BDNF,

AoK AeceroAHeBHa nplrMeHa IZBS nonehana oraj ceKperopHrl rlporer{H y rK}IBy rpetleoHe MoxIaHe

Kope, crpujaryua, xllrloKutMflycaut MiIJIot Mo3ra Wistar nauoBa;.
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11. TlHrpaqepe6poseHrplrKynapHa aunuraqzja CT3 HeMa yrr4rlaj na excnpecujy ueu6pancror
TpaHcrloprepa 3a eKcul{TaropHe aM[HorrdceJrvue 2 (EAAT2), Kao Hr.r ,{eceroAHeBHa rrpraMena |TBS y
TKLIBy [peqeoue MoxIaHe Kope ra xr{rroKaMrryca Wistar [arloBa.

B) Ynopequa aHaJrr.r3a rorcTopcKe Arrcepraqraje ca p$yJrrarrrMa r{s J.rr{Teparype

Y uornanry flucrycuja AoKTopaH4 ca4pxajno ]r Kpr,rrraqKra carJreAaBa pe3ynrare y cKna,qy
ca nocrojehzru casHarbuua 4o6ujeHr{M auzrJrr{3oM rroAarata pB nr,rreparype ug o6lacrr4 rrpr,rMer{e
TMC Ha eKcrIepLIMeHTzuIHoM MoAeJry xyMaHe AB ngasnane r,rHTparlepe6pa:ruorr annraxaqlljolur
crperlTo3oroullHa xog Wistar [aIIoBa. HaqraH TrvrcaEba 4racrycraje r4 rrpr{MerbeHr.r apryMeHTrlr, jacno
uoxasyjy Aa Macrep 6uo:ror Je:rena Cranojeexh y norrryuocrlr Bna4a upo6nelrau.rKoM o6nacru
rcojon ce 6asu reMa AoKTopcKe Ar.rcepraquje.

?Ictpaxunarra y oKBupy oBe AoKropcKe Ar,rcepraquje rorpr.ruoce 4eraurujeM cilrneAaBalby
MoneKyncxrlx MexaHI,I3aMa rroreuqnjamror repauujcrot AeJroBirrba AecerorHeBHe rrplrMese |TBS
HaKoH AaBarra crperro3orolll{Ha. flpaherrervr 6uxejruopirJrHrrx [apaMerapa Ao6uo ce flpeqr.r3aH
yBI{A y [poqeuy ounehema KorHI{rIaBHIax ([yuxqraja xr{Borrarba, AoK je creueu axrunaqnje rnuja
henuja yKa3ao Ha uop(fo.nomro kr (pynrquoua-nno peMoAenr{parbe roKpeHyro rroHoBJbeHoM
lpI4MeHoM iTBS rta oBoM eKcrIepLIMeHTanHoM Moleny. Tarofe, pe3ynrarr,r crpoBelene crygraje
npyNajy upequsnuje rloAarxe o pe.qoKc crarby ra crerreHy rrnera6onra.rxrax flpoMena y ceneKTHBHo
ocerJbrIBI,IM crpyKTyputMa Mo3ra ca rpajrrraM rIr{JbeM ynolerra IZBS nporoKoJra y rona6unona.lry
repauujy ca (paprraaxonolrrrl{M cpeAcrBr4Ma, qr.rMe 6u ce uo6orsrua-na [epcrreKTr4Ba reqerba
pa3nr4rrr4Trlrx nopeuehaj a nepnuot clrcTeMa KoA J6yAr.r.

I) O6jan"rreHrr paAoBrr r{3 oBe AoKTopcKe re3e

1. Stanojevic J, Dragic M, Stevanovic I, Ilic T, Stojanovic I, Zeljkovic M, Ninkovic M.
Intermittent theta burst stimulation ameliorates cognitive impairment and hippocampal gliosis in the
Streptozotocin-induced model of Alzheimer's disease. Behavioral Brain Research 2022; 433:713984
(M22; IF:3.352) - (paa o6janreH rrpe olrryKe Ceuara YO);

2. Stanojevic J, Zeljkovic M, Dragic M, Stojanovic I, Ilic T, Stevanovic I, Ninkovic M.
Intermiffent theta burst stimulation attenuates oxidative stress and reactive astrogliosis in the
Streptozotocin-induced model of Alzheimer's disease-like pathology. Front Aging Neurosci 2023.
(M2I;IF:5,702) - (paa uy6nuxona.u HaKoH oArryre Cenam YO).

[) 3arc,ryuarc rr rrpeAd'ror

KauAraAar Macrep 6uonor Je.nena Cranojennh ncuyrrana cBe ycnone ge$ranucane Ynanonr 7.
flpanu.nnuxa o npujarv, vsparv Ia o46panu AoKropcre gracepraqraje r{ rrpoMoqr.rjra 4or<ropa Hayr(a
("Cnyx6euu rojnu rllcr", 6p. 20112; 25113 u 12116), rrrro o6yxnara Harrr4cimy AoKropcKy
4ucepraqujy u ny6nuroBaHa [Bapa2la y qacorrcuMa KareropujeM2l (IF:7,702) uM22 (IF:3.352)
y oKBr{py AoKTopcKe rese y r<ojvua je KaHAr.rAar rpBr.r ayrop.

,{orropcxa grcepraquja rIoA Hu}3LrBoM "Mogyaaqujcrcu edercar rrHTepMr{TeHTor ob;rurca
crr{MyJraquje rera [pacKoBr.rMa Ha oKcrrAarrrBHo craBe rr aKTr.rBarlujy r.nnje y ceJreKTr.rBHo
ocerJblrBrrM MolI(AaHlrM crpyrcTypaMa Ha MoIeJry crperrro3orourrHoM rr3a3Barre A.rrqxajuepone
gerrenquje" npe4cranlra opl4rl{HanaH pr aKTyenaH HayqHr.r pal, H3 o6nacrr,r HeyponayKa.

6



I1ctpaxwnarre je clpoBereHo ca cBraM Haqenl{Ma err{qKor npr4cry[a u HayqHo-racrpaxr.rBanror
pa4a. Tesa j e uanracana j acno, cr{creMarr.rqHo, cryArro3ue }I rlenoBr,rro,

,{o6rajeHIa pe3ynrarlr rlpercraBJbajy snauajan Aolrp}ruoc $yn4auenraJrHr{M ca3uirrbr{Ma o

SynxquoHzIJIHrIM cy6qerry:rapHr{M rrpoMeHaMa HaKoH [praMeHe iZBS uporoxoJra Ha MoAeny xyMaue
AB ca CT3, ca acrleKTa npaherra 6raxejrnopa,rHlrx rapaMerapa, crerreua axrunaquje rnuja he.rruja,
Kao v oKcI{AarI,IBHor crarba I4 creleHa Ir,rera6onraqKlrx [poMeHa y ceJIeKTr,rBHo ocerJbraB]rM
cTpyKTypaMa Mo3ra.

Ha ocnony I/t3Heror? a vrvalyha y Bntry Aoca.{ammr.r Hayrrurr paA KaH.{r.r4ara, Korraucuja
saxEyuyje la AoKTopcKa 4ucepmquja Macrep 6rzo:rora Jelene Cmnojenuh ucrryrLaBa cBe
upe4nrafene r<purepr.rjpre roje aKaIeMcKa rrpaKca 3axreBa, rr Kao raxBa rrpeAcraBJba zruatajart
AOrpr4HOC rpoyqaBarby y aaroj o6tacru. Eyayhra Aa KaHAr{.4arKrrrLa r{cq/rbaBa cBe 3aKoHoM
upe4nzlene ycnoBe sa og6pany noKTopcKe 4racepmquje, Konaucuja npeAJraxe HacraeHo-HayrrHoM
nehy Me4IaIII{HcKor (pary:rrer:a Bojnorrae4urlr,rucKe arageuuje Ynunepsurera o46parre y Eeorpa,4y
ga onaj paA npl{xBarl4 Kao 3aBplleHy AoKTopcKy 4acepraqujy Macrep 6no.nora Jelene Crarroiesuh Ia

ouoryhu rberoBy jasrty og6pany paAr,r crr.rqarra aKaAeMcKe rraTyne AoKropa MeArarlprHcKr4x Hayxa.

y Бeo「paЦy,13.11.2023

ryo$. Ap Mu;uaqa Hr.rnxoer4h, upegcegnur

ryo$. ilpl4saua Crojanonuh, unan
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