OT3bIB

OQHIIHATBHOTO OMITOHEHTA
Ha IMCCepTaLHUIO Ha COUCKaHHE YYEHOM CTENEHH KaHAuaaTa GHONIOrHYECKUX HayK
Bpe3ryHoBoi AHHBI AlleKCaHAPOBHBI
Ha TeMy: «l3yyeHre MexaHU3MOB OCTPOrO MOYEYHOTO MOBPEXAEHHS U TIOAXON0B
K HEQ)PONIPOTEKIIMHU NPH HILEMHH [TOYKH U CHCTEMHOM BOCITAJIEHUN»

10 CIIELHMAJILHOCTH 1.5.5. ®U3HU0JIOrus YyeoBeKa U >XKUBOTHBIX

AKTyaJIbHOCTb H30OpaHHOMH TeMblI

Octpoe nodeynoe mnospexaeHue (OIN) mpeacraBnser coGoit ogHy u3
Haubojiee Cepbe3HBIX MPOOJEM COBPEMEHHOW MENHIMHBI, YTO OOYCIIOBIEHO €ro
BBICOKOM paclpOCTPaHEHHOCTBIO, CJIOXHOCTBIO IIaTOreHe3a H OTCYTCTBHEM
3pdexTuBHBIX MeTOnOB JeueHHs. OINl sBnsieTcss 4YacTBIM OCIOXXHEHHEM IIPU
pa3NUYHbIX MMATOJOTHYECKUX COCTOSHUSAX, TaKMX KaK CEICUC, HUILIEMHS, TPaBMBI,
XUpypru4ecKde BMellaTeNnbCcTBa, a TaKXe MpH INPUMEHEHHH He(PpPOTOKCHYHBIX
npemnapaToB. [lo gaHHBIM 3nHaeMHONOrHYeckux uccnenoBanuit, OIII BcTpeuaercs
y 15% rocnuranu3upoBaHHBIX MalMeHTOB U Oonee 4yeM y 50% nauueHTOB B
OTHENEHUSX UHTEHCHUBHOM Tepamnuu, YTO AeNlaeT €ro OJHOK W3 BedyLIHX NMPUYHH
3a60J1eBa€MOCTH H CMEPTHOCTH B CTallHOHapax.

Ocobyro aktyanbHocTh mnpobiaema OIIIl npuoOperaer B KOHTEKCTE
CHCTEMHOTO BOCMAJIEeHUS U CelcHca, KOTOpble SBISIOTCS ONHMUMH M3 OCHOBHBIX
OpUYMH pa3BUTHSA IIOJMOPraHHOKW HENOCTaTOYHOCTH, BKIIOYas I[OYEYHYIO
nuchyHKUUo. Y HOBOpOXAEHHbIX nanueHToB c cerncucoM OIIIl pasBuBaercs
0COOEHHO 4YacTO, 4YTO CBS3aHO C HE3PEJOCTHIO BBIACNUTENHHONR CHCTEMBI H
NOBBILIEHHON YyBCTBUTEIBHOCTBIO NMOYEK K MoBpexaarluM ¢aktopam. [Ipu 3Ttom
JeYeHHe cercuca 4acto TpebyeT mnpuMeHeHHuss aHTHOMOTHKOB, MHOTHE U3 KOTOPBIX
06n1aga0T HePPOTOKCHUECKUM AeHCTBHEM, 4YTO ycyrybuser Teuenre Ol

HecMoTps Ha 3HauuTenbHbIE yerexu B moHMManuu naroresesa OIT, mo cux
II0p OTCYTCTBYIOT 3()(eKTHBHBIE METOABI €ro JIEYEHHUs, YTO AENAET MMOUCK HOBBIX
TepaleBTHYECKHX MNOAXONOB KpaiiHe BaXHBIM. B HacTrosllee BpeMs OCHOBHas
crpaterus nedenus OIT orpaHnYMBaeTCs NOANEPKHUBAIOLLEW TEpANMeH, BKIoYast

KOpPpPEKIHIK BOAHO-3JIEKTPOJIHTHOI'O bajlaHca u 3aMECTHUTECIIBHYIO [MOY€YHYIO



Tepaluio, 4YTO HE BCErjJa I03BOJSET NPENOTBPAaTHTh PA3BUTHE XPOHMYECKOMN
6one3nu nouek (XbIT) u Apyrux ocinoxHeHHH.

B cBs3u ¢ 9TMM M3ydeHHMe MoJeKyApHbBIX MexaHusmoB OIIII, paspaGorka
HOBBIX  JKCIEpMMEHTAIBHBIX  MOJENed U MOMCK  ITOTEHIHAIBHBIX
He(pONPOTEKTOPHBIX ar€HTOB SBIISIOTCS aKTYAIbHBIMH 33J]a4aM¥, UMEIOLTUMHU KaK
pyHnameHTanbHOE, TaK M NpHKIafHOe 3HadeHWe. JluccepraumonHas pabora
bpesryHoBoii A.A. TOCBfilieHa W3YYEHHIO MEXAaHH3MOB OCTPOrO II0OYEYHOTO
NOBPEXIEHUS B MOJEJSAX HIIEMHH M CHCTEMHOIO BOCHAJICHHUS, & TAKXKE ITOUCKY
NOTEHUUAIbHBIX IOAXOJOB K  He(pompoTeKuuH. AKTYalbHOCTH  TEMEI
HCClIeI0BaHus 00YyCIOBIIEHA BEICOKOM COLIMATEHON 3HAYMMOCTHIO Ipo6ieMbr OII,
a Takke HEOOXOAMMOCTBIO pa3pabOTK¥ HOBBIX IKCIIEPUMEHTAIBHBIX MOJEJEH H
TEepaneBTUYECKUX CTpaTerHi Ais YIydIIeHHWs IPOrHO3a NAIWeHTOB C MaHHOMH
NaTOJIOTUEH.

CrpykTypa n 00beM AHCCEPTANHM

Jlucceprauus u3noxeHa Ha 156 cTpaHUIlaX ¥ COCTOUT U3 BBEIEHHUs, 0630pa
JAUTEPATYPhI, OMMCAHUSI MAaTEPUATIOB U METOJOB HUCCIEOBaHUs, PE3yIbTaTOB, WX
oOCyXIeHus, BBIBOJOB M CIIUCKA JIMTEPATyphl, BKIOYAIOLUIEro 216 HCTOYHHKOB.
Pa6ota comepxut 36 pucyHKoB 1 1 Tabnuily, YTO MO3BONIAET HAIISIAHO [IPEICTaBUTh
MOJTy9eHHbIE pe3yIbTaThI.

CTpyKTypa IuccepTaluy JIOTUYHA U COOTBETCTBYET IOCTaBICHHBIM 3aauaM.
BBeneHre COIEpPKAT 0OOCHOBaHWE aKTYyallbHOCTH TE€MBI, (POPMYIHPOBKY LENH H
3aga4 HccienoBanusa. O030p HMTEpaTyphbl OTpa)XKaeT COBPEMEHHOE COCTOSHHUE
npo6eMbl, a TaKKe TOTIePKUBAET IPOOEIIB! B 3HAHUAX, KOTOPhIE OBLIIH yCTPaHEeHBI
B XOJI€ BBHINOJHEHUS paboThl. MarepHayibl ¥ METOAB! ONMCaHbl MOAPOOHO U
[IO3BOJISIFOT BOCITIPOU3BECTH IKCIIEPUMEHTHI. Pe3ybTaThl IpeACTaBIEHEl B YETKOU U
CTPYKTYPHUPOBaHHOH (opMe, a X 00CyKIeHHE TEMOHCTPUPYET IIyOOKHUi aHAIIU3
MOJTy9YeHHbIX JTaHHBIX.

HayyHasi HOBHM3Ha pe3yJbTaTOB H O00OCHOBAHHOCTH OCHOBHBIX
NOJI0KEHMH THCCEPTALIMH, BBIHOCHMbIX HA 3aLATY

B nucceprannoHHOM paboTe AHHBI AlleKcaHIpOBHEI bpe3ryHoBo# BriepBbie
npeuiokeHa  MoAens  (QOTOMHIYNMPOBAaHHOrO  TpoM0O3a  COCyHOB  Jis

monenuposanus OINII. DTa Mozienb, paHee UCIIOIb30BABIIASACS JAJIsl MOJAEIUPOBAHUS
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WHCYNbTa, OblIa alalTUPOBaHa JIJIs IOYEK, YTO MPEACTABIsAeT COOO0M BaKHBIM IIar
B UCCJIEJOBaHUM JIOKAIBHOIO MIIEMUYECKOr0 MOBPEKIEHUS U €ro MOCHIEICTBHI.
AHHON AJEKCaHAPOBHOW IIPOBEJEHAa BCECTOPOHHSS XapaKTePHUCTHKAa MOIEIH
¢boToTpoMO03a TOYKH, BKIIIOYasi TUCTOIOTMYECKHE U (PU3HOIOTHYECKUE H3MEHEHN)S,
a TaKKe OIEHKY BocnajeHus U ¢udpos3a. Takod HOIXOJ IMO3BOJISET AETAIBHO
u3ydatb Mopdoioruyeckue W (QyHKIHMOHATIbHBIE W3MEHEHMs B 001acTH
MOBPEXAEHUS ¥ B TKaHW, OKpYXalIied odar, a Takxke OIEHHBATh
BOCCTaHOBUTEJBHBIE IIPOLECCHI B ITOUKE.

B uccnenoBaHuMM Takke BIEpBbIe OLIEHMBAETCA BIUSHUE CHHANTaMHa Ha
UIIIeMuto/pernepdy3uro MIOYEK, 4TO MIO3BOJIUIIO BBISIBUTH ero
MpPOTUBOBOCHIAIMTENbHOE nelcTBUe uepe3 peuentop GPR110 Ha HelTpodmunax.
YcTaHOBIEHO, YTO CUHANTaMUJ CHUXaeT WHOUIBTPALUIO JIEHKOLUTOB B TKaHb
MOYKY U YMEHBIIAET 3KCIIPECCUIO MPOBOCIAIUTENBHBIX [IATOKAHOB, TakuX Kak [L-
1B u TGFB1. D10T acnekT paboThl paCKphIBAE€T HOBbIE MEXaHU3MBI, KOTOPBIE MOTYT
OBITH HCIIOJIB30BaHbl Ui pa3pabOTKU TepaleBTUYECKUX CTpPaTeruil IIPOTHB
Bocnasienus nipu O

PabGoThl MO OlIEHKE BO3JEHCTBHS AHTHOMOTHUKOB B YCIOBHUSIX CUCTEMHOIO
BOCIIAJIEHHS] Y HOBOPOXXJEHHBIX KpBIC IOKa3ai¥ WX I[OTEHLHAIBHYIO pOJIb B
ymenbinennd Tsokectd OINLL. IMokasaHo, 4TO cuCTeMHOe BOCHA/IEHHE, BBI3BAHHOE
BeegenueM JITIC, mpuBomut k pasButHio OIIIl y HOBOPOXIEHHBIX KpBIC. JTO
TIO/ITBEPKAAETCS MOBBIIIEHHEM YPOBHS MapkepoB moBpexjenus nmodek (NGAL,
MOUYEBMHA) M CHIDKEHHEM NpoiH(epaTiBHOM aKTUBHOCTH KIETOK. Brepsuie
IPOJEMOHCTPUPOBAHO, YTO OIHOKPATHOE BBEJECHHE AHTUOHMOTHKA IeHTAMMIMHA
MoxeT cHuxkarh Tsokects OIII, Ber3BanHOro uHbekuen JIIIC y HOBOPOXIEHHBIX
KUBOTHBIX.

[TpoBeneH MacIITaOHBIA aHaNKW3 KIMHMUYECKMX JAHHBIX HOBOPOXKIECHHBIX
MAIAEHTOB C CEIICKCOM, YTO ITO3BOJIHJIO NMPEJIOKUTh AHTUOMOTUKH, KOTOPBIE HE
yeyry6nsitor passute OIN (HanmpuMep, aMIOMUWUIAH B KOMOMHAUMH C
Cy/b0aKTaMOM HJIM METPOHMA30).

Teopernyeckasi ¥ IPaKTHYECKAS 3HAYHMOCTh paboThI

TeopeTryecKas 3HaYUMOCTb PabOTHI 3aKTI0YAETCA B yIITyOIEHMH MOHUMAHWs

MOJICKYJIAPHBIX W KJIE€TOYHBIX MEXaHU3MOB OCTpPOr'o MO4YE€YHOIro MNMOBPEXKACHHU:A, a



TaKKe B pa3pabOTKe HOBOW SKCIEPHMEHTAIbHOM MOJENH, KOTOpas MOXeT OBITh
MCIIONIb30BaHa IS JalbHEWIMX HCCIeOBaHUH B o00nacTd He(poJIOoruu.
[Mony4eHHBIe JaHHbIE BHOCSAT BKJIAJl B M3y4YEHHE POJIM BOCIAJEHHS B IIaTOrE€HE3E
OINl ¥ OTKPBIBAIOT HOBBIE TEPCIEKTUBBI Ui Pa3pabOTKH TepanmeBTHYECKUX
CTpaTeruu.

[TpakTHYeckass 3Ha4UMOCTh pabOTHI 3aKIOYaeTcss B  BO3MOXKHOCTH
IIpUMEHEHUs pa3paboTaHHOM Mozxend (GoToTpoMOO3a MOYKH M TECTHPOBAHHUS
HOBBIX JIEKAPCTBEHHBIX CPEICTB M TepaleBTHYeCKMX mnoaxonos. Kpome Toro,
pe3yJbTaThl UCCIEJOBAaHUA MOTYT OBITh MCIIOJIB30BaHBI B KIIMHUYECKOW MPAKTHKE
IUTSE ONITUMHU3ALMM aHTHOAKTEpUATBHON Tepanuy y HOBOPOXKIEHHBIX C CEIICHCOM,
YTO IO3BOJIHUT CHU3UTH puck pazsutus OIIIL.

JI0CTOBEPHOCTH Pe3y/IbTaTOB HCCJIeJ0BAHMS

BEIBOIBI M MOJIOKEHHMS, BHIHOCHMEBIE Ha 3aIlUTy, 0OOCHOBAHBI M OTPAXAIOT
TIONy4YEHHBIE Pe3yNbTaThl. JIOCTOBEPHOCTh IONYYEHHBIX NAHHBIX 00ECTeYHBACTCS
HaJIMYHEeM JOCTAaTOYHOM JUIs IOJIydYeHHs] CTATUCTHYECKH 3HAYMMBIX Pe3yJIbTaToB
BBIOOPKM KMBOTHBIX B 9KCIIepuMeHTaxX. JlanHble 06paboTaHbl KOPPEKTHO, TPOBE/IEH
COOTBETCTBYIOLIMM CTaTHCTHYECKUH aHanm3. JIOCTOBEPHOCTH NPEACTAaBICHHBIX
pe3y/bTaToB OOYCIOBIEHAa MCIOIb30BAaHHEM COBPEMEHHBIX M aJCKBATHBIX IUIs

pelIeHUs IIOCTaBJICHHBIX 3a1a4 9KCIIEPUMEHTAJIbHBIX METOIOB.

3amMe4yaHHs H BONPOCHI K JHCCEPTALHH

[IpvHLIMIHATBHBIX 3aMe4aHui HeT. ViMeeTcst psi BOIIPOCOB LIS IUCKY CCUH.

1. [Touemy aBTop wHcmonb3osan Tpu Momemu OIIIL:  dororpombos,
umemuto/penepgysuio u Bpenenue JIIIC? IlogeMy Tepanmus CHHANTAMHIOM HE
IPOBOMJIACH HA MOZIeNH (poToTpoMb0o3a?

24 W3 xakoi 061acTy MOYKH ObLI IpoBenaeH 3abop Marepuana aus [ILIP-
aHanmmu3a?’

3. Ha  Mukpodororpadusx, HUIOCTPUPYIOIMX  MHOUIBTPALHMIO
HEMTPO(HUIAMH [OYKH, ILIOXO PA3THIMMbI HEHTPODHUIIBI (pucynok 20)? Ha xakom
yBe/TMYEeHHH MPOBONHIN MOJCYET HEUTPOQHUIOB? YUMTHIBAIA JIH HEUTPOUIIBI,

JIOKQJIN30BaHHbBIEC B KPOBEHOCHBIX COCY}I&X?



4. B pabote 6bu1a npoBeaeHa NpoTOYHAas LUTOMETPHUS 1JIsl OLIEHKH YHCIIa
HeiiTpodunoB. ABropoMm Obin BelOpaH Mapkep CDI1b/c. Iloyemy uMeHHO 3TO
MapKep UCIO0JIb30BajCcs?

= Kak BepuduuupoBanu passutue OIIIl y HOBOpPOXIEHHBIX KpPBICAT
nocne BBeaenus 2 U 4 mr/kr JIIIC? Tonpko no ypoHto NGAL?

6. Yem 000CHOBaHO MNpPUMEHEHHE AHTUOHMOTHKOB Y HOBOPOXAEHHBIX
Kpbic, KOTOpbIM BBOAUIH JIIIC — KOMIIOHEHT KJIE€TOYHON CTEHKHU OaKTepuit?

7. [Ipu uccnemoBaHMM BIMSHHS aHTHOMOTHKOB Ha TeueHue OIIII y
HOBOPOXXJEHHBIX KpbIC, KOTOpbiM BBOAWIH JITIC, aBTOp CpaBHHUBAET KOHTPOJIBHYIO
rpynny u rpynny JIIIC c renramuuuHoM B po3e SO0 Mmr/kr (puc. 28). bBeut au
NpoBelleH aHanu3 pa3nuyuid mexay rpynnoi JIIIC 6e3 Tepanuu reHTaMHULIEHOM?
beina 1M rpynma OKMBOTHBIX, KOTOPbIM BBOAMJIM TIe€HTaMULHUH, HO 6e3

MonenupoBanus Ol Beenenuem JITIC?

3aksl04eHHne

Cnenyer OTMETHTb, UYTO yKa3aHHbIE 3aME€YaHHUs HE YMaJsAlOT 3HAYMMOCTH
JOUCCepTallMOHHOro  HuccinenoBaHus.  JlucceprauumoHHas  pabora  AHHBI
AnexcaHpoBHBI bpe3ryHoBOM sBlisieTCS aKTyalbHBIM HCCIEIOBaHHEM B 00J1acTH
GHU3HUONOrHH OYEK, BBIMOJHEHAa HAa BBICOKOM METOAMYECKOM YPOBHE M BHOCHUT
CyIIECTBEHHBI HaydHbI BKJIaJ B [IPEACTaBIEHUS O MEXAHU3MaxX OCTpPOro
noyeyHoro mnoBpexzaeHus. CuyMTalo, YTO AHMccepTalus bpe3ryHoBOH AHHBI
AnexkcaHpoBHbl Ha TeMmy «M3ydyeHMe MexaHM3MOB OCTpOro IIOYE€YHOI'O
NOBPEXJAECHHUS U MOAXON0B K HEQPONPOTEKUUH PH UIIEMUHU MOYKH U CUCTEMHOM
BOCMAJIECHUHU»  OTBeyaeT  TpeOOBaHMSM,  YCTAHOBJIEHHBIM  MOCKOBCKHM
rocyAapCcTBEHHBIM YHHUBepcuTeTOM HMeHH M.B. JloMoHOCOBa K AHMccepTallMOHHBIM
UCCIIEJIOBAaHUSM Ha COMCKaHUMe cTeneHd KkaHaupata Hayk. Copepxanue
JUCCEPTALlMM COOTBETCTBYET crneuuanbHocTH 1.5.5. dusnonorus dyenoseka H
XHUBOTHBIX ( 1o OHONOrMYEeCKMM HaykaM), a KMEHHO HallpaBJIEHHUIO
«HccnenoBanue 3akoHOMEpHOCTEH (U3UOJOTHUYECKUX MpoLeccoB U GyHKUUN
OTIEJIbHBIX CUCTEM U OPraHOB OpraHU3Ma YeJloBeKa U XXMBOTHBIX Pa3HbIX TAKCOHOB
B HOpPME M 3KCIIEpHMEHTE», a TaKXe KPHUTEpHUsM, ONpeleneHHbIM mm. 2.1-2.5

ITonoxeHus o MPUCYXAOCHUHU YYECHBIX crerieHeld B MOCKOBCKOM rocyiapCTBEHHOM



ynusepcurere  umeHM M.B. JlomoHocoBa. PaGota odopmieHa cormacHo
TpeOboBaHUAM [ToNOXEHHS 0 COBETE MO 3aIIuTe AMCCepTaLlii Ha COUCKaHUE YYeHOM
CICTICHH KaHIMlaTa HayK, Ha COWCKaHHE Y4YEHOH CTENMeHH JMOKTOpa HayK
MOCKOBCKOT0 rocy1apcTBEHHOrO yHUBepCcHTETa nMeHH M.B. JIoMOHOCOBA.
TakuMm  obpasoM, couckarenrb bBpesryHoBa AHHa AnekcaHIpOBHa,
HECOMHEHHO, 3aCJTyXKHBA€eT MIPUCYXKACHHUS YYeHOH CTENeHH KaHauIaTa
OHONIOrUYECKUX HayK MO CrielranbHOCTH 1.5.5. DU3HONOrHs YeoBeka 1

XHBOTHBIX.

OduunanbHbIi ONIIOHEHT:

JOKTOp 6HOJIOrMYeCKUX HayK,
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