OT3bIB

o(ULMaTBHOTO OINIOHEHTa JOKTOpa MEAWIMHCKHUX HaykK, npodeccopa CMUpHOBOU
Ounbru BaseHTHHOBHBI, 3aBeaylolIel tabopaTopueil KIMHAUYECKON MaTOJOTHYECKON
busnonoruu GenepasbHOro rocy1apCTBEHHOT0 OI0KETHOT0 HAyYHOTO yUpeXICHUs
<<d)enéi§aﬁbelﬁ uccienoBaTebCcKuii  LeHTp «KpacHOospckuil Hay4HBIM LIEHTP
Cubupckoro otaenenuss Poccuiickoil akageMuu Hayk» — 060co6IeHHoe
nonpasnenenne «Hay4Ho-mccieoBaTeIbCKU HMHCTHTYT MEIUIUHCKHX MpobieM
CeBepa» Ha mucceprauuoHHyt paboty Kubimosoit Beprsr BacunbeBHbl «VIMMyHO-
MeTaboJMueckhue MEXaHH3Mbl ITPOrPECCHPOBAHMS XPOHHYECKOH 0OCTpYyKTHBHOH
00JIE3HU JIETKHX», MPEICTABICHHYIO K 3allUTe B OObEJUHEHHBI COBET IO 3allUTE
JUCcepTalui Ha COUCKaHUe yUeHOM CTeNeHM KaHAUIaTa HayK, Ha COMCKAHHE YUeHOM
crernienn poktopa Hayk 1 99.0.062.02 mpu JHL ®II u ®I'BOY BO Amypckoi
I'MA MunsapaBa Poccun Ha cCOMCKaHHME Y4YEHOH CTENEHH JOKTOpa MEIMLMHCKHUX

Hayk 1o crenuaiabHocTy 3.3.3. [aromorudeckas Gpuznonorus (MeAUIIMHCKIE HAYKH)

AKTyaJIbHOCTb AUCCEPTALUMOHHOI0 HCCJICA0OBAHU

[IpencraBieHHOe HCClIeAOBaHHE HMMEET HECOMHEHHYI0 3HAuYMMOCTh B
COBpeMeHHBIX peanusx. OOIas pacpoCTpaHEHHOCTh XPOHUYECKOH 00CTPYKTHBHOM
6onesnn yerkux (XOBJI) B Mupe cocrasnser 11,7%, a 3a0oyeBaeMOCTb B TEYEHHE
nocnenaux 20 yer Bospocia Ha 68,9 %. B Poccunm pacnpocrpanenHocts XOBJI B
obuieit momyisAiuK  cocraBiser 15,3%, mnpu 3TOM OQHUIMANBHO JIHMArHO3
peructpupyercs B 16 pa3 pexe. Menuko-conuanbHas 3HauyuMocTh  XOBbJI
o0yCliOBJIeHa CHM)KEHMEM KadecTBa JKMU3HU IALMEHTOB, POCTOM 3aTpar CHUCTEMBI
3[paBOOXpAHEHMs] Ha TIOXKU3HEHHOE IIPUMEHEHHE JIEKapCTBEHHBIX IIpEeraparos,
IOPOTOCTOSIIYI0 SKCTPEHHYI0 MEIUIMHCKYIO IIOMOIb, [UIATEJIbHbIC IePHOABI
HETPYIOCIIOCOOHOCTH M BBIIIATHI 110 HHBAIMAHOCTH. HecMOTps Ha HOCTUTHYTHIE
ycriexd B u3ydeHun natoreHesa XObBJI  MexaHu3sMbl  MporpeccHpoBaHMS
OpOoHX000CTPYKTUBHOTO CHHIpPOMA, KOTOPBIN SIBJISICTCSI OCHOBHBIM
naTo(U3MOJOTHUECKUM HapyIIeHHEeM IIpU JaHHOM 3a00JIeBaHMH, OCBEILCHBI HE B

TIOJTHOM Mepe.



KimroueByto pons B matoreneze XOBJI urpaer cUCTEMHBINH BOCHAIMTEIbHBIHI
IIpoLecC, BKIIOYAIOMIUNA KOMIUIEKC HMMMYHHBIX W OHMOXMMHYECKHUX HapylIeHUH.
BaxHoe 3HaveHHe NMpUAAETCS YYacCTHUIO CUTHAJIBHBIX MOJIEKYJ W UX PEeLEeNnTOpoB B
PEeryJisiliiK CHCTEMHOTO BOCIANEHHS, HX POJIM B KOHTPOJIMPOBAHHH PHCKOB PAa3BUTH
U OCJIO)KHEHHUSI OpOHXHabHOM 0OCTpyKIMU. B CBSI3W C 3TUM aKkTyalbHO HU3y4EeHHE
MeTaboMUecKUX ¥ CUTHAJIBHBIX IyTeH pa3BUTHS CHCTEMHOrO BOCIAJEHHS IpU
XOBJI, 4ro HeoOXoAMMO HJIsi YCTAHOBJIEHHUS IIEPCHEKTUBHBIX MOJIEKYIISIPHBIX
MULIEHEN Teparuu, MPeIUKTOPOB PUCKOB yTsKEIEHUS 3a00IeBaHNU.

Huccepraunronnoe uccnepoBanue Kueimosoi B.B. pemaer BaxxHyr0 Hay4YHYIO
npo0seMy, CBA3aHHYIO C aTohu3nosorueid Xxponuueckoro Bocnanenus nmpu XOBJI -
peryisiuus  CUCTEMHOI'O Bdcna.neHI/m, BBISIBJICHHE HMMYHO-METa00JINYECKUX
MIPEAUKTOPOB CTEMEeHH TSHKECTH, OINpENeJeHHE WX PpOJIM B Pa3BUTHMU JIETOYHOU
TUNepUHGIISIIN U yTSKeJIeHUH 00JIe3HU.

CreneHb 000CHOBAHHOCTH H JOCTOBEPHOCTH HAYYHBIX MO0JIOKEHHH, BLIBOAOB
H peKoMeHAaluii, c()OpMyJTHPOBAHHBIX B JHCCEPTALUH

OcHOBHbIE Hay4HbIE IIOJIOXKEHHs MCCIIEeJOBaHMs, IPOUIUIIOCTPUPOBAHHEIE
TaOJMMIIaMHd M PUCYHKaMH, BBITEKAIOIIME M3 HUX BBIBOABI U IPAKTUYECKHUE
pEKOMEHIallui apryMEHTUPOBaHbI, JOCTOBEPHBI ¥ HE BBI3BIBAIOT COMHEHHH, TaK Kak
OasUpyrOTCsA Ha IOCTATOYHOM KiuHH4YeckoM Matepuane (237 mauuentoB ¢ XOBJI u
32 3mopoBeIX YenoBeka). PaboTa npoBeseHa Ha BEICOKOM METOJUYECKOM YPOBHE MPHU
MCIIOJb30BAHWH OINTHMAJIBHOTO JH3aifHa ¢ paloHAJBHBIM (POPMHUPOBAHUEM TI'PYIII
HabmoneHns. AHaIU3UpyeMblii MaTepran o6o0meH U o0paboTaH ¢ IMPUMEHEHUEM
COBPEMEHHBIX CTATHCTHYECKUX METOJIOB, UTO IO3BOJISIET 000CHOBATH JOCTOBEPHOCTh
HAay4YHBIX IIO0JIOKEHHH, BBIBOJOB U IPAKTHYECKUX pekoMeHnanui. CratucThveckas
ob6paboTka Marepuana MPOBOAMIACE B IIOJHOM COOTBETCTBHH C COBPEMEHHBIMHU
TpebOBaHMAMKM K QHAJIK3y MaTepHaloB HAyYHBIX HCCIEJOBaHUM. BBIBOIBI
KOHKDPETHBI, COPMYJIUPOBAHEI Ha OCHOBAaHMM 33Jja4 M IOJHOCTBIO COOTBETCTBYIOT
daktuueckoMy Martepuary. OCHOBHBIE TIOJIOXKEHHs pPabOTHl HMMEIOT HayqHOe U

IMPaKTUYIECKOC 3HAa4YC€HUE.



JIMuHBIM BKJAan aBTOpa 3aKJIIOYaeTCs B HEMOCPEACTBEHHOM Yy4YacTHU B
IOJlyYEHUH  MCXOOHBIX  JAHHBIX, ampoOaluu  pe3yJbTaTOB  IIPOBOAMMOIO
UCClieIoBaHus, 00paboTKe M HHTEPIpETAllMM MOJYYeHHBIX OaHHBIX, MOATOTOBKE
Hay4YHbIX nyOnuKalyMi 1Mo TeMe BBIMOJIHAEMOH paboThl U O(GOPMIICHHH TEKCTa
JIUACCEPTALMOHHOIO UCCIIEA0BAHMS.

[lonydyeHHble B pe3ynbTaTe MCCIAEAOBaHMS JaHHBIE IpeacTaBieHbl B 38
nmeyaTHeIX paborax, w3 HUX 19 — B KypHamax, pexomeHaoBaHHbIX BAK
MuHucrepcTBa Haykd W Bbicmiero oOpa3oBanusi Poccuiickoit ®epepauuu, |1
MoHorpadus, | mateHT Ha H300peTeHHe, 3 CBHUIETENIBCTBA O TOCYNAapCTBEHHOU
perucTpauuu 6a3 JaHHBIX.

Bce BbIIen3noxeHHOE .CBI/IIIeTeJ'ILCTByeT O TOM, YTO 00BEeM KIMHUYECKHX
HCCIIEIOBAaHUM ¥ HAONIONCHUN, TEOPEeTHYECKHUX pacueToB OBLT JOCTATOYEH IS
000CHOBaHUS CTEIEHH JOCTOBEPHOCTH IIOJIOXKEHUW, BBIBOJAOB M IPAKTHUYECKHUX
peKoMeHIaluui, U3JI0)KeHHBIX B IUCCEePTaLHH.

HayuyHasi HOBH3HA HCC/IeJOBAHHS H MOJYy4YeHHBIX Pe3yJIbTaTOB

B mucceprauronHoM uccienoBanuu Kueimosoit B.B. BrepBbie conocTaBiieHbl
MMMYyHO-MeTabOoJIMueCckre HapylIeHusT U COCTOSHHE JIErOYHOW (QyHKIMH Y
nauuedToB ¢ XOBJI pa3sHON cTeleHH TSDKECTH, B pe3ysibTaTe 4dero paspaboTaHa
KOHLEMIUA UMMYHO-MeTab0IMIEeCKUX MEXaHU3MOB IIPOrpPeCCUPOBAHUS
3a00J1eBaHMUs.

ABTOpOM BBISIBJIEHa MYJBTUTHITHOCTD HMMYHOPETYJISATOPHBIX IIyTeH IMpH
XOBJI cTabunpHOrO TeYeHHsI, KOTOpask XapaKTepU3yeTcsl pa3BUTUEM BOCIIAJICHUS 10
Thl, Thl17 wu cmemansomy Thl/Thl7 wuMMyHONOrHYeckuM (EHOTHIIAM C
COOTBETCTBYIOIIMMHE IUTOKHHOBBIMU ITpoduiisiMu. B paboTe BriepBhie MOKa3aHo, YTO
npu XOBJI HapyiieHue OpPOHXMANBHON MPOXOAMMOCTH I CTENmEHH COIPSHKEHO C
6poHXUTHYEeCKAM (eHoTUIIOM 3aboieBaHMs U compoBoxiaaercs Thl Tumom
MMMYHHOT'O OTBETA, @ MEXaHM3MOM IIPOrPECCHPOBaHMs IIATOJIOIHIECKOTO IpoIiecca ¢
dopmupoBanrieM sMouzemarosHoro Qenoruna XObJI sBisiercs cUCTEMHOE
BOCIa/ieHne, pa3BuBaromeecs 1o Th17 UMMyHOPEryJIsSTOPHOMY ITyTH.

HecoMHeHHOI HOBHU3HOM MCCJIEIOBAHUS SIBJISIOTCS HOBBIC 3HAHUS O KJI€TOYHO-
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MOJIEKYJISIPHBIX MEXaHW3Max pPa3BUTUS CHCTEMHOW BOCIAIUTENILHON peakiuu IpH
XOBJI, cyliecTBeHHO JOMOIHUBIIME UMEIOLIVECs B JIUTepaType cBenienus. B pabore
BIIEPBLIE H3YY€Hbl MEXaHH3Mbl MMMYHO-META0O0IMYECKOH peryisiud pasBUTUS
CHCTEMHOT'0 BOCHAJICHUsS IO Th17 denoTuy omocpenOBaHHBIE aKTHBALUEH
kaccuueckoro IL-6R curnansroro mytu Ha T-xenmepax CD4+ u meltpodunax,
CHIYKEHHEM KCIIPECCHH SHI0KAHHAOWHOUIHBIX PELIENITOPOB 2 THIIA, MOAU(pHKaLMeH
COCTaBa JKUPHBIX KHCIOT MeMOpaHbl MMMYHOKOMIIETEHTHBIX KJIETOK, aKTUBHOCTBIO
CHHTE3a MPOBOCHAJIMTENBHBIX JIMMUAAHBIX MEAUATOpOB JelKoTpueHa B4 u
TpoMbokcaHa B2.

[ny6okuii aHanM3 MaccuBa [JaHHBIX II03BOJIMJI YCTaHOBUTH HMMYHO-
MeTaboJIMYeCcKre MEeXaHU3MbI .pa3BI/ITI/I$I JIETOYHOM THIEepUH(IIALNNA U BO3paCTaHUSA
OrpaHHYeHHs CKOpOCTH BozxymHoro motoka npu XOBJI. Brepseie mokasana cBs3b
(GopMUpPOBAHHUS JIETOYHON THUNEPHHOIALMM C yBEJMYEHHEM IPOBOCTIATUTEIBHBIX
mutokuHoB 1L-21, IL-17A; axktuBaimeii kiaccuueckoro IL-6R curHanunra;
Mov(UKaLEel COCTaBa HACBILIEHHBIX, MOHOCHOBBIX M MonuHeHachieHHbIX JKK ¢
HaKOIlJIEHHeM B MeMOpaHe HMMYHOKOMIIETEHTHBIX KJIETOK n-6 M MCTOLIECHHEM ITyJia
n-3 nmosimHeHachIeHHbIX JKK.

Hecmorps Ha (QyHAAMEHTaJbHOCTh JAaHHOM paboThl, OHA IPEIIosaraet
MCIIONB30BAHME pe3yJbTaTOB HCCIENOBaHMS B KIMHUYECKOH wmenuiuHe. B
YaCTHOCTH, pa3paboTaHHas aBTOpoM Mozenb nporpeccupoBanus XObJI, mossomser
IPOTHO3MPOBATh  TedyeHHe 3aboyneBaHWs M pa3pabarTeiBaTh  NOAXOABI K
nepCOHU(DULUPOBAHHON TEPAIIHH.

TeopeTuyeckasi H NPAKTHYECKAsl 3HAYHMOCTD HCCAeJ0BAHHUS.

Pe3ynbTaThl AUccepTalroHHOM paboTsl B.B. KHblmoBo# 06nanaioT BEICOKOH
TEOPETHUECKOH ¥ MPaKTHYECKO} 3HAYMMOCTBIO, BHOCAT CYLIECTBEHHBIH BKIal B
M3yueHue natohu3MoNOrnieckuX MEXaHu3MOB Pa3BUTHS JIETOUHOH rUnepuH QI
u hopmuposanue smpuzemarozHoro penoruna XOBJI. ABTopoM ¢ UCIIOIB30BAHUEM
KOMILJIEKCHOTO ~ METOJO0JIOTMYECKOro IOAXOJa OIpeselieHa MaTOreHeTHYeCKas
3HAYMMOCTH TUIA T-XeINepHOr0 MMMYHOPETY/IATOPHOrO MyTH, skcnpeccuu IL-6R 1

OHJOI'€HHBIX KaHHa6I/IHOI/II[HBIX peuernTopoB 2-ro0 TWIIA Ha I/IMM}’HOKOMHGTGHTHBIX
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Kietkax, mogudukauuu cocraBa KK j1eHKonMTOB M MX METabOJMTOB B Pa3BUTHUU
JIETOYHOW TUMEpUHGISIUMNA U BO3PACTAHUU OrPAaHUYEHHMS CKOPOCTH BO3IYIIHOTO
notoka npu ytsokesneHud tedeHus XODBJI. Ha ocHoBaHMM MOJIydeHHBIX JaHHBIX
COMCKATEIh pa3paboTaiq  KOHIENTYaJbHYIO CXeMy HMMYHO-MeTaboIMuecKuX
MEXaHU3MOB IIPOTPECCUPOBAHUS XPOHUUYECKON 0OCTPYKTUBHOM O0JIE3HH JIETKUX.

[TpakTHueckass 3HAUUMOCTh PE3YJIBTATOB OINpenessieTcs pa3paboTaHHBIM Ha
OCHOBAHHUH IOJYYEHHBIX JaHHBIX CIIOCOOOM OLIEHKH PHCKa Pa3BUTHS XPOHHYECKOU
0OCTpYKTUBHOW OOJIe3HM JierkuX. bojblnoe mpakTH4Yeckoe 3HA4eHUE HMEIOT
NpeUI0OKEHHbIE aBTOPOM KPHUTEPHHM pHCKa pa3BUTUS 3a00jieBaHUs, KOTOpBIE
MIOCITY>KaT OCHOBOW ISl pa3pabOTKH MEepCOHU(PUIMPOBAHHOIO MOAXO0AA K JIEUEHHUIO
XOBJL. |

Ouenka coaepxkaHusi padoThbl, ee 3aBEPIIEHHOCTb.

Odopmienne aucceprauuu cootBercTByeT TpeboBanusm ['OCT P 7.0.11-
2011. PaGora u3noxena Ha 182 cTpanunax, Bkmodaer 43 Tabnuubl U 17 pUCYHKOB.
Jucceprandss COCTOMT M3 BBEINEHHUS, IIATH IJaB, 3aK/IOYEHUs, BBIBOJIOB,
MpakTUIeckux pexoMmeHaauuid. Criucok JuTepaTypbl BKIOYaeT 237 MCTOYHHKOB, B
ToM yuciie 60 pycCKOsA3bIYHBIX U 177 HHOCTPaHHBIX.

BBeneHue CcomepKHUT ONMCAaHWE AaKTyaJlbHOCTH, HAay4YHOM HOBH3HBI H
NPaKTHYECKOM 3HAYMMOCTH [IHCCEPTALOHHOrO HccienoBaHus. B rmase |1,
MOCBAIIEHHON 0030py JHTEepaTypbl IO HCclenryeMoil mpobieme, IPHUBEIECHEI
coBpeMeHHBbIe TipencraBienus o naroreneze XOBJI. B 0630pe BeIeneHBI pa3ielsl,
oTpaXkarolye matohu3U0NIOTHIO JETOYHOH (QYHKIMH, CHCTEMHOIO BOCIAIUTEILHOTO
OTBETa, POJIb JIMITUAHBIX MEAMATOPOB B PEryJALMU CHCTEMHOTO BOCHAJICHHS IpPU
XOBJI. O630p omnupaercs Ha JUTEpaTypHbIE HaHHBIE ITOCIECIHUX JIET U CONEPIXKUT
KPUTHUYECKHU aHAJIM3 Pe3yIbTaTOB IPOBEIEHHBIX B MUPE UCCIIEI0BAHMM.

Bo 2-ii riaBe u3j0)XK€HA JOCTATOYHO IIOJIHAs KIMHUYECKas XapaKTepUCTHKA
00CJIeIOBAHHON0 KOHTHHITEHTA, IOJAPOOHO ONMCAaHbl METOAbl HCCJIEI0BaHUS.
I[lepBUYHBIE MaTepHaibl OTPAXEHbl B 3apPerHMCTPHPOBAHHBIX 3JEKTPOHHBIX 6azax
JNAHHBIX. MeToapl  HMCCIENOBaHUs,  UCIIOJIb3yEeMbl€  aBTOPOM,  aJleKBATHBI

IIOCTAaBJICHHBIM 3aJa4daM. HMcnonb3oBaHbl COBPEMEHHBIE METOAbI KIIMHHUYECKOIO,
5



(GyHKIIMOHAJIBHOTO U nabopaTopHOro oOcrenoBaHusl. Hcnonb30BaHebI
OopurueruamMorpadust Ui OLIEHKU JIETOYHBIX 00BEMOB U €MKOCTEW JIETKUX, METOJ
IPOTOYHON LUTOMETPHUM U MMMYHO(EPMEHTHOTO aHajgu3a IJIsl OLEHKU LIMPOKOTO
CIIeKTpa, MPOBOCHAIUTEIBHBIX M IPOTHBOBOCIAIUTENBHBIX LUTOKHHOB, YPOBH
9KCIPECCUH MOBEPXHOCTHBIX MapKepOB HA MMMYHOKOMIIETEHTHBIX KJIETKaX, METOJ
ra30’KUIKOCTHOM XpoMaTorpaduu mJis OIPENeNIeHUs] COCTaBa JKHUPHBIX KHUCIOT
MeMOpaHbI JIEHKOLUTOB repudeprudeckoit kpoBu. [lomydeHHbIe pe3yabTaThl ClEeLyeT
CUMTATh JOCTOBEPHBIMM, MOTOMY YTO OOC/IE€OBaHBI pPENpe3eHTaTUBHbIEC IPYIIIIbI
6onbHbIX XOBJI, MaTtepuasl 00paboTaHbl COBPEMEHHBIMU METOZIaMU BapUallMOHHOM
CTATUCTUKH 1 MHOTOMEPHBIMA METOJAaMU MaTeMaTUYeCKOro aHaIM3a.

JIuuHeI BKIIA] zmccepTaHTa B pelleHHe Hay4YHOH mpoOiemMbl cienyeT
NpU3HATh MaKCUMAaJbHBIM. J[OCTOBEPHOCTH IMOJYYEHHBIX PE3YJbTATOB OIpPEHEIIsIeT
00BEKTUBHOCTH BBIBOJIOB IUCCEPTALIMOHHOTO UCCIIEOBAHHUS.

B 3-efi u 4-eli rnmaBe OCBELIEHBI pPe3yJbTaThl HCCIECJOBAHUI JIETOYHOU
(GYHKIMH, CHCTEMHOTO BOCIIQJ€HHUsS, COCTaBa JKUPHBIX KHCIOT MeMOpaHsI
JIEMKOLUMTOB W YypOBeHb OKcureHasHolx npou3BogHbix npu XOBJI. Iloxasano
npeoOiiaganue SMpu3eMaro3HOro (GEeHOoTUNa IpU CPEeOHETSHKEIOM M TIKEJIOM
tedeHun XOBJI. Ycranosnens! Thl, Th1/Th17 u Thl7 tunsel uMMyHHOrO OTBETA C
COOTBETCTBYIOIIMMH LUTOKAHOBBIMHM TIpOQUIAMU U Hauboyee BHICOKAs 4YacToTa
BcTpeyaemocTt Th17 denoruna mpu Tsokenom tedueHun XOBJI. Ompenernena poib
kiaccuueckoro IL-6 cuUrHaiuHra, B Pa3sBUTUH CHUCTEMHOro BocraieHus mo Thl7
MMMYHOPETYJISTOPHOMY ITyTH U YCHIeHHe HeRTpodmibHOro BocraneHus mpu XOBbJIL.
BriepBble MoKa3aHO CHW)KEHHE dKCIpeccuu 3HIokaHHabuHouaHoro CB2 penenropa
IIPH YCTAHOBJICHHBIX THIIaX [-XEJINEepHOr0 HMMYHHOIO OTBETa Y IallMEHTOB CO
cpenHeTshKeNbIM M TskedbiM TedenrneM XOBJI. Brepsble moiyueHsl JaHHbIE 00
OJIHOHAIPAaBJIEHHON MOAU(UKAIIMU COCTaBa )XUPHBIX KUCIOT MEMOpPaHbI JIEHKOIMTOB
C yBeIWYEHWEeM JOJIM HACBIMEHHBIX O KHUPHBIX KHUCIOT, CHH)XXEHHEM JOJIH
MOHOHEHACHIIEHHBIX JHMPHBIX KHCIOT W AucOanaHcoM Iyjga n-3 u Imyna n-6
TTOJIMHEHACKIIEHHBIX JKUPHBIX KHCJIOT, YBEJIHYEHHH aKTUBHOCTH MeETabOoIMYeCKHX

npeBpameHHﬁ JKUPHBIX KHMCJIOT ¥ YPOBHSA IIPOBOCIIAJIMTEJIBHBIX  JIMIIAIHBIX
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MenuatopoB (TpoMbOokcana B2 wu nelikotpuena B4) mpu XOBJI ¢ pasnmudHbIME
tunaMu  T-XenmepHoro MMMyHHOro otBeTa. JlokasaHo, 4To (opMUpOBaHHUE
cucreMHoro BocraneHust 1o Thl7 WMMyHOperynsTOpHOMY IIyTH CBSI3aHO C
pucOanaHcoM B MeMOpaHe HMMYHOKOMIIETEHTHBIX — KJIETOK — HACBILICHHBIX,
MOHOHEHACBIEHHBIX, N-3 ¥ N-6 MOJMHEHACHIIICHHBIX XUPHBIX KHUCIOT, YCUICHUEM
metabonudeckux npeBpameHuit n-6 I[THXK wu uHTeHCHBHOW mpomyKuuei
IIPOBOCIIAIUTEIbHBIX U OPOHXOKOHCTPUKTOPHBIX HKO3aHOHUIOB.

B naToii rmaBe mpuBeneHBl JAaHHBIE O  KJIMHUKO-()YHKIMOHAJIBHBIX
ocoberHocTax TedeHuss XOBJI mpu ycraHoBieHHbIX TUMax T-XernepHOro OTBETa
UMMyHHOHN cucteMsl. [lokazano, uto paszButue Thl7 Tunma MMMYyHHOrO OTBeTa
COIIPOBOXAAETCS yBeaneHHéM OTpaHMWYEHHUsI CKOPOCTH BO3IYLIHOIO IIOTOKA,
9acTOThl O00OCTPEHHH M BBIPRXEHHOCTH CHMITOMOB 3a00JIeBaHMsl, YacTOTHI
BcTpeuaeMocT 3MpuzematozHoro tiuna XOBJI. C ucnons3oBaHEM COBPEMEHHOTO
MaTeMaTH4eCKOro arrapara OIFCaHbl MOJEIH B3aUMOCBS3U MapaMeTpoB (DyHKLIHU
BHEIIHET0 JIbIXaHUs U JIErOYHbIX 00BEMOB € IapaMeTpaMH CUCTEMHOT'0 BOCIAJICHHUS,
MouUKaluei coctaBa KUPHBIX KUCIOT UMMYHOKOMITETEHTHBIX KJIETOK.

B 3amoyeHun ~— aBTOpoM  OOOCHOBBIBaeTCs  IpeAcTaBiIeHHe 00
UMMYHOJIOTHYECKMX U MeTabOJIMYeCKUX  MeXaHH3MaxX  IpOTrpecCHUpOBaHUs
OTpaHWYEeHMsT CKOPOCTH BO3JAYUIHOTO II0TOKA M Pa3BUTUA dM(U3EMaTO3HOTO
denotuna XOBJI, koTopble HIUTIOCTPUPYIOTCS B BUE KOHIENTYaIbHOU CXEMBL

BeIBo#bI M mpakTHYecKHe peKOMEHIAIMH aBTOpa JOTHYECKH BBITEKAIOT M3
IIPeJICTaBIEHHOI0 B JUCCEpPTAllMM Marepuaja M pe3yjbTaTOB €ro pa3HOCTOPOHHEIo
aHanmu3a, SBISIIOTCS ~ OOOCHOBAHHBIMM,  JOCTOBEPHBIMH U COOTBETCTBYIOT
MIOCTABJIEHHOW LeIM W 3ajadyaM HCCIeoBaHus. PesynbTaTel HCCIIEIOBaHUS
NpeICTaBJIeHbl Ha  HAYYHO-NPAKTUYECKUX, PETHOHAPHBIX, BCEPOCCUMCKHX,
MEXIYHApOIHbIX KOH(EpPEeHIUSX ¥ MOryT OBITh MCIIOJB30BaHBI B IPAKTUYECKOM
3npaBooxpaHeHuu. [loydeHHbIe B JUCCepTallii JaHHbIE MOTYT OBITh MCIIOIb30BaHbI
B KJIMHUYECKON MpaKTUKe I mporHoctudeckoit ounenku tedeHus XOBJI ¢ mensro

NepCOHU(DULIUPOBAHHOTO MTOIX0AA K JICUEHHUIO.



Conmepxanre aBTOpedepara COOTBETCTBYET OCHOBHOMY  COJEPIKAHHIO
nuccepramuy. [lo MatepuanaM auccepTalyi OIMyONMKOBaHO 38 HaydHBIX PaboT B
OTEYECTBEHHOU W 3apyOe)xHOW medaTH, B TOM 4ucie 19 — B )KypHajiax U3 mepevHs
BAK u onna MoHOTpadusi, B KOTOPBIX JOCTaTOYHO IIOJIHO OTPaKEHbl OCHOBHbBIE
TOJIOXKEHHs NUCCEpPTALMH, TOJTyueH | MaTeHT U 3 CBHIETeNbCTBA O perucrpanuu 6a3
JTAHHBIX.

[IpyHIMHMATBHEIX 3aMevYaHuil HeT. Mellkue Heo4YeThl B BHIE HEOOJBIIOrO
KOJIMYECTBA OIEYAaTOK B TEKCTE W B CIIUCKE JUTEPATYPHBIX UCTOYHHUKOB HE BIIUSIOT
Ha 0OIIYIO TIOJIOKUTEIBHYIO OLIEHKY JHCCEPTAIMOHHOM paboTHL.

ITpu M3y4YeHWH OUCCEpTAIMM, B MOPAAKE NUCKYCCHH, K aBTOPY BO3HHUK DS
BOIIPOCOB: |

1. Kak BB MoxeTe 00bACHMTH pasHuiy, yro mpu XOBJI I mpeobGnanan
GpoHxuTHUECKMi TUN 6poHXuanbHOW obcTpykimu, a mpu XOBJI II u III
sM(H3eMaTO3HbIN TUIT?

2. [ToueMy MPOMUCXOAUT CMeHa (EHOTHIIA MMMYHHOTO OTBETa IIpH
n3MeHenuu crernedHd TsokecTd XObBJI m kak 3T0 BiMsAeT Ha KIMHAYECKOE TEUCHHE
3aboJyieBaHUA?

3. B paGoTe yka3aHO HM3MEHEHHE COCTaBa JXHPHBIX KHCJIOT MeMOpaHBI
JIEKOIIMTOB B 3aBUCHMOCTH OT ()EHOTHIIa MMMYHHOIo OTBeTa. YTO MEpBUYHO:
M3MEHEHHe COCTaBa JKUPHBIX KMCIOT MeMOpaHbI JIEUKOIMTOB C MOCIENYIOLIeH
cMeHO#i (eHOTHIIa MMMYHHOTO OTBETa, WIH, Hao0OpoT, H3MEHEHHe dbenoTuUIa
umMmyHHOro oTBeta ipu XOBJI IpHBOMT K IepecTpoiiKe MeMOpaHsI JIEUKOLIUTOB?
3akJjouenue

Jlucceprarmonnas pa6ora Kubimosoit Bepnl  BacwibeHbl  «HMmyHO-
MeTaboMMUeCcKie MEXaHU3MBl IIPOrPECCHPOBAHMSA XPOHMYECKOH OOCTPYKTHBHOM
GOJe3HH JIETKUMX», IIPEJCTaBjIeHHas HAa COMCKaHWE YYEHOW CTeNeHHM JOKTOpa
MEIMIMHCKAX HayK mo crenuanbHoctd 3.3.3. IlaTomoruveckas (u3HONOrys,
SBJISIETCS CAMOCTOSTELHO BHITOJHEHHOM 3aKOHYEHHOM HayYHO-KBATH(pHUKAMOHHON

paboToOl, B KOTOpOi pelleHa BaXKHas Hay4Has TpobrnemMa  H3YdeHHUs



UMMYHOJIOTHYECKMX W MeTabOJIMYeCKUX  MEXaHH3MOB  IPOrpecCHpOBaHHUS
XPOHUYECKON 0OCTPYKTUBHOM OOJIE3HU JIETKHX.

ITo cBoeli akTyalbHOCTH, HAyYHOW HOBU3HE, TEOPETUUYECKOW U MPAKTHUECKOHN
3HAYUMOCTH, JOCTOBEPHOCTH [OJYYEHHBIX PE3YJbTaToB, OOBEMY BBIMOJHEHHBIX
I/ICCJ‘ICI[OBAHI/IFI paboTa MOJIHOCTBIO COOTBETCTBYeT TpeboBanusM 1.9 «llonoxenus o
NOPSIIKE TPUCYKIEHUSI YUYEHBIX CTENEeHEN», YTBEPXKACHHOIO0 IOCTAHOBJIEHUEM
[TpaButensctBa Poccuiickoit ®epepaumu Ne 842 ot 24.09.2013 r. (pem. ot
25.01.2024, Ne 62), npenbsaBiseMbIM K [UCCEpTAlUsSM Ha COUCKAHUE YYEHOM
CTENeHW JOKTOpa Hayk, a ee aBTop, KHblmmoBa Bepa BacuibeBHa, 3aciyxuBaer
MIPUCBOEHUS YYEHOHW CTETIeHH JOKTOpa MEAUIIMHCKUX HAyK IO CIieluaibHOCTH 3.3.3.
[Tatonmorudeckasi Gu3nOIOTHUS (.Menmuzmcme HayKH).

O¢pnunanbHbIA ONMOHEHT:

JOKTOP MEIULMHCKUX HayK, mpodeccop,
3aBeyrolas Jlaboparopuend KIMHUYECKON
NaToJIoruuecKor (pu3noIoruu eneparbHOro
rOCyIapCTBEHHOTO OIOKETHOIO HAYYHOTO
yupexaeHus «DenepanbHbIi UCCIIEI0BATEIbCKUN
ueHTp «KpacHosipckuii Hay4dHbIH LIEHTP
Cubupckoro otaenenus Poccuiickoi

aKaJeMHUd Hayk» — 000co0IeHHOE MToApa3iesIeHue
«HayuHo-uccienoBaTeIbCKUNA UHCTUTYT

MeauIruHCKuX rpobiem Cesepa» 0O.B. CmupHoBa

MejepaibHOE  TOCYJAPCTBEHHOE OO/DKETHOE HuydHOE yupexaeHue «DenepaibHblii
vccneoBarenbekuii 1eHtp «KpacHospckuii HaydHblid 1eHTp CHOMPCKOro OTAEIEHHS
Poccuiickoif  akajgemun  Hayk» —  obocobienHoe  mopapasnenenue  «Hayuno-
MCCIIeJ0BATEIbCKUM HHCTUTYT MEAUIIHCKUX Ipobiiem CeBepay

Anpec: 660022, Poccus, Kpacnosipckuit kpait, r. KpacHosipek, yi. Ilaprusana JKenesnska,

3r. Ten. (391)228-06-62. e-mail: mpn@impn.ru, caift: http://impn.ru
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