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ool|qriarbHoro onrolreHTa Ha ArrccepraIIHI0 Ha colcKaHUe yqeHoft

creneHx Aglggp4_09949l9:gg Hxcrnxona ,{nrnrpux

Bnxroponuva na relry "Ouxrccxble rroAxoAbl B H3yqeHrlrl B3a[MocBs3u

npo{u,u oKcnJr[nrrHoB c H3MeHeH[sMu c[creMbI BpoxAeHHoro

ItMMyHl-tTera: IcJleroqHbte MoAe.lu u ga6o,teeannq qe,'toreKatt no

cfle{nafl6HocrqM 1.5.8. - Mareuarnqecrcas 6lororxq, 6lrorlnQopuarnxa

1.1.10 - Enouexannrca R 6xonnxenepur

Arcryanrnocrr esr6panuoft reurr

,{zccepraqlra [. B. 9zcrmona nocBf,rqeHa aaxnofi lpo6:relre rtyr{eHr.rrr

cBt3lt aKTr,IBaIJI. 4 Cr4CTeM BpO)KAeHHOTO IZMMyHr.rTeTa U Hr,r3KoMoIeKynqpHLIX

JII,Im.IIHEIx Me.ql.IaropoB Bocrarenl4-t, Pa3slarue coBpeMeHHBrx MeroAoB Macc-

cneKTpoMeTprrqec(oro arraJru3a rro3BoJrnJro rro-HoBoMy B3fJrgrryTb Ha poJr6

oKoI.IJII,InV HOB, OKI.ICJIeHHBIX IpOII3BOAIIbX IIOJIIIHeHaCbIIIIeHI{BIX XIIpHbIX

Kr.rcJIoT, KaK B KJIeTOqHOM OTBeTe IIa npOBOCnaJIIiTeJrbH6Ie CTZMyJrbr, .IaK V. HA

rlx r.BMeHeHr-re npu xpoHr,rqecKr.rx nezuQerqrzor*rtx :a6o:reaanr.rxx. @oryc

pa6oru Ha I43YrcHt4t4 npoQl,r:r,r OKCI.IJIIINI,IHOB, npor.r3BoIHErx

noJrIiHeHacbrrIIeI{HBIX xrrpHblx rlzc:ror, o6ycloeneH r.rx gaxHeiuei poJrblo B

peryJI{u}I}I BocrraJIeHHt, cnoco6gocuro npu fiepeAaqe cr4flraJla cBr3blBarbc_f,

rar c co6crgesnrrull cnequQr.recrr.rMr4 perlenropaMv, TaK H c pa3Jrr{rrH;rMrr

TpaHcKpr4rrrryroHHErMr-r QarTopaMn, Bnvs* Ha 3Kcnpeccmo panJrrrrrHbrx feHoB,

BoBJIeqeHHbIX B Boclarure.lEHblfi orBer I.I npoqeccbl oKl,tcnxreJl6Horo crpecca.

Crpyxrypa tl coAepxaHrre anccepraruu

{r.rccepraquoxuar pa6ora cocrorn rl: TpaAr.rqfiorrHbrx pa3,4enoB:

BBeAeHr.rr, Tpex firaB (o6:op mlreparypbr, Marepr.r:urBr 11 MeroABt, pe3yJnrarbr r.r

o6cyxgeuue), B6rBoAoB r.r cnllcKa nr.rreparypBl. B xouqe pa6orsr npencraBJreHo

nplrJroxeHr.re. Pa6ora r.r::roNena na 304 crpanzqax MarrrlrHonr.rcHoro rercra,



Era6:rnorpaQzvecrue ccbrJrKrr BK;rrolrzrror 466 ucroqnura coeperuennoi

HayrrHor,r jrr.rTepaTypbr.

Bo ;re4enuu, 3aHr,rMalorleM 1l crpanlq, aarop o6ocuoarrnaer ntr6op

TeMLr r{ccJle.qoBaHut u ee aKTyaJlbHocrh. flpe,4cranlena creneH;

pa:pa6oranuocrra reMbr, orucaHbr rreJrrz 3aaaqlt uccreaoBaHu.{. Orpaxenrr

anpo6auus Marepr4aroB u fiy6rr4Ka\vu no Marepr4anaM .{ucceprarlrrr4,

cOopMynI.IpoBaHBI KrroqeBble noro)KeHris.

O6sop nlrreparyp;r rr3JroxeH ua 45 crpanuqax r{ BKlrroqaer 5 pasqeloa.

Onzcanrr Qeplrenraruanue nyrri OHOCIII C3A OKCIIJIIITI{HOB

(rlurcroorcrrena:nufi, :l,Inorcureuasuui, uonoorcureHa3Hr,Ie nyru. rryrr,

6uocugreta aHaH,4aMI-IAa u

oKcurl raHoB). Paccuorpenu

ueSeplrenrarmurri rryrr 6zocllure:a

MyJrsTrroMr.rKcHEIe no,4xo.qBr K Ii3rIeHIIIo

pa3rrrHblx :a6o:renanui r{eroBeKa c aKIIeHToM Ha I.IccJre,qoBaHI,Ie npodulx

npu pa3nnqHblx Ho3ojlo|I4.f,x. Brr4e:reuu pa3.{enbr,

OHKOION,IqECKI4 X 14npoQu:ru orclr;rnnuHoB npr{

HeBpo.rrorlrqecKux ga6o:reaaHr.r.rx. flpegcran:reno coBpeMeHHoe npe,qcraB;reHne

o cB.[3I,I Bpox,{eHHoro ItMMyHIlrera u BocnaJreHur. Paccuorpeua polr
oKcI-IJrr4rrI.IHoB KaK aKTTTBHIIX fIacrHIdKoB BocrIaJrr.ITeJIbHoro orsera, OnficaHr,r

KJreTOqHbIe MOIeJII.i I-I3yqeHZg MeXaHrr3MOB BOCnaJII,ITeISHOTO OTBeTa C

Qorycoru Ha acrpoqrrrax 
-BrDKHr,rx )AacrHr4Kax ocrpbrx r{ xpoHrrqecKrrx

rIaroJrorLfIecKHX cocrogullft. Tarxe onucagu KJIeroqHbIe MoneJrr4 alanraul-Il{!

TaKI4e KaK a.4anTaIIUt K]IeTOI{ K IOBLIUIeHHOi KOHIIeHTpaqU[ fiIIOKO36r,

.qefrcrBnlo rzarypouorofi KncJrorsr u a\arr"lalJvs K HI.I3KuM KoHIIeHTpaqrr{M

gHAoroKcI.tHoB. B orAe:rtnou pa3AeJre paccMorpeHll cI-IHTerrrqecKI-Ie JrrrraHAbr

.sAepHbx peqenropoB PPAR lr rx ponb B peryJr{qu}r BocnaJreHrrJr.

Bcecroponnzii aHaJrI{3 AaHHbrx raylnofi JII-ITeparypH rro3BoJrrrJr

9ncr.xroay ,{.8. o6ocuoaarr, B 3aKJrrorreHrru o6sopa qelr u 3aaar'n

I{CCJIENOBAHI.I'.

OKCIIJIIINI.IHOB

onucLlBato IIIe



B pa:4e:re "Marepua:rr,r r{ Mero,qLr" npr.rBeAeHo no4po6uoe onrzcar{ue

ucnoJlb3yeMblx MeTo,4rrK, Brurnqarr MeToa Macc-cneK, poMeTpItII .4ilt ,{eTeKIIxu

oKcr.IJII]nuHoB, Mero,qbr, ucnoJrb3yeMhre B in vitro vccne,loBaH4 x! TaKrre KaK

onpe,4eJreHr,re cKopocrn Aerpalaqur,r MPHK, Bbr,qeJreurre nepBrirrH;rx

acrporlr{ToB Kpbrc, a ranNe 6l,rou uQopMarr.rrrecKr.re no4xo4rr (uerog

cJry.raiHoro reca, MeroA aHaJrrr3a gKcnpeccrut feHoB), ucno:rrsyeurre n pa6ore.

B rraBe "Psy[LTaru u o6cyxgenze" noclegoaareltHo npeAcraBJreHlr

pe3yJrlTarbl 3KcrreprrMeHToB, ux o6cyxg4enue, uHTepnperallllt 14

conocraBJreHl.Ie c yxe Ll3BecrHbrMrr B Jrvreparype ,qaHHbrMrr. Pe:y;lrraru

npoBe,{eHHbrx 3Kcnepr.rMeHToB npeacTaBJreHbr Ha 100 pr.rcynrax a rpa$u.recxou

BIrAe v B 27 ra6tu4ax, B nepaou pa3,4eire, nocB.srqeHHoM r.r3) reHr.rro

MoneKyJrtpHbIX MexaHr-l3MoB K.neroqHofo orBera npri arrueaquu Tonl-

nogo6nsrx peqerrropoB rz rcMeHeHr.rn npoQuff oKcr.rJrr.rnr4HoB, 6brn

oxaparcepn3oBaH KreroqHBrt orBer acrpoqr.rroB Ha neficrBr.re pa3rrrrrHbrx

npoBocrraJrr4 TeJrbHbrx crliMyJroB. OrIeHr.rBa.' ,rcb: 1) yporeut ar,rcao6oN4exrar

qurorluoa, IIHXK (lollrreuacurqenmx x[pHhrx Kr.rcnor) ri oKcr,rJlrrrr.tHoB Bo

BHeK.rreroqr{yrc cpelyt 2) r.r3MeHeHr{rr Ha ypoBHe BHyrpurrerorruhrx

cl4rHarr;Hbrx nyrefi (ercnpecclr.r, QocQopu:rzponaur.re nma:); 3) uttuxute

raKlx QaKTopoB, KaK rroJr xriBorHoro r.r KoHrleHrpaulu c6rBoporKx B cpe.4e

KyJlbrxBlrpoBaHrrt, Ha BocnaJrr4TeJrbHLlfi orBer. [nr acex recrlipyeM;Ix

o6pa6oror pa3nIIqHbIMIr afOHtrCT€MrI 6tUO nOra3ano Har.rvqlle npo-

Boclla:rrrreJrbHofo poQurt KaK B cI4HTe3e oKcItJrr4nLIHoB, TaK H B KoHTeKcre

aKTr4Baqllu MrrrofeH-aKTrrBrrpyeMbrx nporeltHKrrHa3 u ttMeHeHr4fi B ypoBHe

sKcnpeccuu reuon. Brepatre 6u:r .qera.rrno 6un oxapanrepu:oBaH npodu;rh

oKcr,rJrr4nuHoB npx KparKocpoqHon (4 .{) z .qoJroBpeMenHoir (24 u)

crl.IMyrsquu acrpoqr{ToB LPS. B cepr.ru [ccreAoBaHni no Brr,trrHriro rora
xHBorHofo Ha Krero.rHr,rt orBer acrpolll4Toa 6rrno nora:ano, tITo noJr

XITBOTHBIX r.rMeeT 3Har{eHI-Ie, pa3 4t-1UA B OTBeTe BKJrrOrIarcT He TOJIbKO

ut4Tor<t.IHbl, go rz ueta6o:trz3u apaxlIAoHoBofi KI.IcJIorbI, )'Ka36rBarI Ha BaxHocrl



) reTa noJroBofo ,qlrMopor.I3Ma npu arrajrr]3e 3Q+eKToB 3rrrx MoJreKyJr I.I

po.{cTBeHHhrx npoTI.IBoBocnaJIItTeJILHLIX BenIeCTB KAK in yitro, TAK Lr in liVO, B

aclpouuTax, BErneJreHHbrx y caMoK, Ha6JrroAancq 6onee BbrpDKeHH;rfi cnHre3

IL-10, xoropuft orHocsr K Qaxropau pa3perneHr.r.r{ Bocna:reHr.rr. floryueuurre

pe3y;rbrarbr rrMelor BOKHoe MeroAoJlofuqecKoe 3naqeHue. B 6ofisruuncree

uccreloBaHr4t He yKa3EIBaIoT IIoJI xHBorHbIX, r.r3 KoTopblx BLI,qeJrtIor

nepBF{Hyro Kyrbr}?y. ABTop .{eJraer Ha groM aKrIeHT n B 4alrneimux pa6orax

IicIroJIb3yeT cMelraHH)'ro KynbT)?y KlIeToK, Bbl,{eJr_rreMblx KaK rr3 caMIIoB, TaK I{

c,lMoK.

C:re.qlro I fi pa3,qen pe3ynr,raroB rrocBruleH nocrrpaHcKplnrlr4oHHlrM

MexaHI{3MaM peryJrrrrll4ll BocrraJreHr'r 3a cqeT I43MeHeHI{t BpeMeHI] XI,t3HIi

MPHK flpoBocnaJrr.rreJrbHbrx reHoB. I,Icclegoaaauct EBa 6erura -
rpricrerpalponxH (TTP) u qeroseqecruft anrlrreu R (HuR), roropue

) {acTB}'roT B Aerpalaquu u cTa6vrr;tr,a\ufi }rPHK coorsercrsenno, ,{alruax

clrcreMa 6tr:ra gnepBr,re,{eraJrbHo oxapaKTepu3oBar{a B acrpoqlrrax. floxa:auo,

qro perynrqru TTP nponcxogur :a cqer r.r:lrdsenvr ero oKcnpecculr u

HaKonJIeHrx{ B t{pe, B To BpeMr rax HuR ocyuecrBJlter cBolo peryJlrqr.rro 3a

cqeT r jMeHeH!u BHyrpx Knero,-tHoi roKaJIH3auh l-,1.

Eo:tnroft pa:ne:r pa6orur [ocBrr{eH rrfteHrzro orBera acrpour4ToB Ha

IIpOBOCIIaJIIITeJILHLIe CTLIMyJIrI npu pa3JII{qHbIX KJIeTOqHLIX a.{anTaIIlUX. B

ceplrr sKcnepHMeHroB MoAeJrr.rpoBaJrri Ha KjreroqHoM lporue: 1) n:rlunrze

funeprJrrrKeMul4, 2) r:tuxuue 3H.qoroKcl,IHoBofo xpoHr.IqecKofo eocna.nenun, 3)

Bo3AeiicrBI.Ie aHTIiBocIIaff-ITeJrbHr,rx qI,IToKI{HoB, 4) usueueaux BaerrreroqHoro

Marpr4Kca pu BocrraJreHr{rz. 3ru uoAe.nu no3BoJrr.r;ru oxapaKTeplt3oBar6

npoQznu oKoITJII{nI.IHoB u tl3yarvrb tBMeHeHIz.s Bocnairr{TeJlbHtlx oTBeToB

acrpoqr,rroB npv aAarrraur{.r:x. P*y:rraru, rolDAeHH;re B xo.4e

3Kcnepr.IMeHToB c pa3rlttlHot KonqeHrpaqhelZ fJlloKo3bt Lt cbrBoporKrl B

t<:teroqnofi cpe,qe, I.IMeIor BaKHoe Mero,qoJrorliqecKoe sHa.reHue. Eruo

nojryqeHo, qTo rroHrDr{eHHaJI KoHueHlpaqli_,t cbIBopoTKI-I B CpeAe



KyJrr,Tr{Br.rpoBaHr4r npr.rBo.{HT K 6o:ree atrpaxennoMy Bocrra;rr{TeJrbHoMy orBery

npr-r cruMyrsr{vl,r r.neror LPS. Aganraqm xlreroK K pa3JrnqHbrM

KOHIIeHTpa.qrrrM |JTIOKO3ET He BJrWreT Ha Cr.rHTe3 npoBocnaJII.ITeJILHOfO

III.IToKT{Ha 1L-6, rrpu 3ToM MeHrercr npo$u:rr oKcr.rJrrrnrrHoB, T.e. Hapy[aerc.,r

paoora aHcaMors KjleroqHofo orBera Ha npoBocrIaJII.ITeJItHbri crI-IMy.'I

(coourouenue uexgy ar,tceo6oNAaeMllMli urrronuHaMr.r lz orculunrualrn).

raKnM oopa3oM Mo)t(Ho oTMeTrrTb, rrTo npu Ii3r{eHl.tu MexaHu3MoB rcleToqHoro

cl.IfHaJrr.rHfa clenyeT yquTbIBaTE colepxaHr4e B cpeAe KaK rJrroKo36l, TaK I.I

cEIBoporKr.r, y4elrx oco6oe rnr.rMaHrre nporoKoJraM, nolpa3yMeBarour-rM cMeHy

cpegrr xa 6eccmoporoqH)'ro unu c Hr.r3KHM npoueHToM cbrBoporKrr.

Hecuorpr ua ro, vro s 2027 roAy KoHrlenqnr "nottxpusa1uu" acrporluroB

6rr:ra nepecuorpena, u n o6rqeu Br.Ire cqr4Taerc{, qro y acrpoqr4ToB Her

BbrpD(eHHBrx Al u A2 cocrosHrlfi, r.r3yqeHue ,qeiicrBus ,,no.n.rpr.taqr.roxr*rx,,

areHToB BHocrrr BaxHBtfr BKraA B IroHLtMaHLte MexaHr{3MoB KjrerorlHofo orBera

B xo.qe aKTI.IBaIIIII.I BpoxAeHHofo I.IMMyHItrera. B cepuu 3KcrIepI{MeHToB c

o6pa6orxofi acrpoqr{ToB K;raccutrecKxM npoeocnarinemHrrM crrauy:rou LpS z
lrarep:refixznou-4 6r,rro ycranorneuo, uro ua6uogaercx npeo6,ra4arorqee

ylacrze rrt-6 IIHXK li COX-nyrra 4J]' ruraccluecxofi aganraunu u rr:-3 IIHXK
H LOX-nyru Ar.s arr,repHaruBHofi a4anraqnu acrpour.rroB. TanNe nlepnlre

6rr:ro oxapanrepu3oBaHo I-I3MeHeHLre npoQl,Iln orcr4JrurlrHoB B Moaeru

ToJIepaHTHocrI4 K gH,qoroKcuHy, To ecrE npLI AefrcrBl.ru HLI3KI_IX Ao3

JIITnOnO JIIiCaxapri.{a.

B creAy.rorleM pa3Aene p*y;r;TaroB B cepzr-r 3rcrrepr4MeHToB c

Hx3KoMoJreKynrpHlrMlr coeAr{HeHr.lrMz 6lr:ro noKa3aHo, vro npo$ulr
oKCr.IJII.InI4HOB MO]I{HO MO.qyIIipOBaTr, C nOMOlqrIo HI.I3KOMOneKyJI'pHSIX

znrz6tropon, cHr,IXat KoHqeHlpaqulo flpoBocnaJll{rentHux Mera6oruros u

noBLruat KoJrIiqecTBo coeIl4HeHuf. ycKoptrcUux 3aBepueHrre

BOCIIAJIHTEJIbHOTO oTBeTa. ,{annr,re 50QeKr6r 6rr:ru xopoIno

npoI,tJtIrrocTpHpoBaHEI Ha npl,IMepe InecTI.I aIOHT.ICTOB r.r aHTafOHrrcToB {nepHbrx



perlenropoB PPAR, flpu sroM 6tuo noxaeano, qro JrrrraH,q peqenropa PPARB -

GW501516 leMoHcrpr,rpyer uau6oree repcrreKTr.rBHEre pe3ynbrarEl, He roJrsro

oKa3aBrxrrcb JI)AlrrrM rr3 JtrlraHAoB no rlr.rroKtzHoBoMy llugexcy (coornolreur.lo

IL- l0/TNFalpha), Ho r.r crrrMynr{py,r crrHTe3 Mo:rehyn pa3perneHlr.{ Bocrrul.reHrrrr

I|poli3Bo.4HbIX ,1oKoSafeKcaeHoBoI Kuc,'toTbt.

C:regyroqufi 6o:rrrlrofi pa3AeJr pe3ynbraron 6un noca.rrqeu KruHurrecKriM

I.IccJreAoBaHI.ItM c aHaJIr{3oM npoQu:reft oKcr.IJII,IIrr4HoB. Euncr c4errauo

rrpe.{noJro)KeHr.Ie, qro npoQurtr

xapaKTeprzcTlIr{ecKot noAnLrchro nprl

Bocnar rerbH),to xovnoueury. Elt,ru

oKcI,IJrurI-IHoB Moxer 6urr
pa3Jll{qHbrx :a6oneeanulx, rrMeroru}ix

npoBeAeHbl 3KCrIepI.IMeHTbr C TaKI.IMI-I

:a6oreaauu.xrrrrz, raK 6o:resHr Bra,rrcoHa-Kouosa.rona, 6one:nr flapruncoua

(coeuecrno c HayqHbrM ueHTpoM HeBponorzu), par lroloqnofi Ne,regu

(coelrecrno c MHZOtr{ uu. fI.A. fepueua) u repBrrqHar orKpbrrayroJtr,Hat

rJra)'KoMa (conlrecrno c HMtrlII-] uuesr.r lenturolltqa). fua naxc4oro

3a6oreBaHu.s 6rr:r lolyreu ua6op orcu:rulunoa, ouuvarorqui 6o;rr,ntrx or
3AopoB6rx. B 3KcnepuMeHTax c 6o:reurro flapxllHcbHa aHarr43 xponn 6ollnux
no3BoJII.IJr He roJrLKo or.{eJII.ITb naqlleHToB or 3.qopoBElx KoHTpo,lei, Ho r.r

BhrrBrirl cralr{ro 6ole:nu. Ananu3 noJr) reHHbrx npoQu:refi rro3Bo:ruJr

npe.qnonoxtlTb, qTo IIpI.IMeHeHUe HeCTepOI-IAHLIX IpOTI-iBOBOCnaJII4TeJIbHLIX

npenaparoB ,{Jrr raqrreHToB c no3AHrrMrr craAr.trMrr 6o:resnu flapruncona

Moxer rrMerb roroxr.rreflbHErfi TepaneBTu.recKr.ti e$Serr. Ha cJreAlrorrleM

3rane B pa6ore paccuarpuna,rcr npoQu.nr oKcr4nr.rnuHoB o o6pa:qax

naurieHroB c nepBr.r.rHofi orrprrrol,ro,rElrofi uayKoMoii. Ananu:

BHlrpraua3Hofi xu.{Kocrv (BfX) ruxrun yBenr.rqeHlie KoHrleHrparlvu

ul4roroKcnqHbrx coenfiHeHr.li Lyso-PAF u 12,13-DiHOME, raK )Ke KaK

MapKepoB KJIeTOtTHO|O CTpeCCa, ltera6olttron :ruHolegofi KIicJIoTbI

HODEiKODE. flo:ryueaue cxo)Krrx rrrinuloMHux npoQluefi rar< r BfX, rarc lz

B cJre3ax orKpblBaer noreHII.IaJIbH)'ro Bo3MoxHocrL pangefi auargocrzrt
rnayxoMbr. flpuueneuue coBpeMeHHbrx ramr.r6uropoe srroKcrrArulpaJra3br AJrt



cHl{xeHru{ rlraroroKcuqecKoro 500eKra 12,13-DiHOME Moxer 66rrB

3dOeKTriBHLrM AonoJrHeHr{eM K Tepanuu fJrayKoMBt.

B uacurra6nou uccJrenoBaHru npoQu:r.n oKcr;runrrHoB y 152 :4oposnx

Ao6poBo[LrIeB u 169 naqveHron c paKoM MoroqHofi xenegu 6sr:ro nora:aso

crarxcrr.IqecKl,I 3gaqrrMoe Ir3MeHeHIie l8 lrera6o:lltos: rroBHrueHrre

KoHrleHTpaqulr CoX-nporreo4nHx apaxunoHoBofi Krrcjror6r, cur.rNenue LOX-

npoI.I3BoAHhrx l.t CYP-rpou:ao4nux lteta6olrztoa, BMecre co 3HaqtreJIsHbIM

cHI.IxeHrreM KoHrIeHTparIHH aHaH.qaMri.qa (AEA). [annrre pe3yJ]braTr,r

orpaxaror yHuKarrHbrii npoQu:rt [aqr{eHToB c pannefi cragueii pMX, uro a

nepclreKTrrBe Moxer ucnoJlb3oBarbct Nrt paHHefr AI.IafHocrI.IKI{ naHHoro

sa6oresaHxr. Tarxe 6ruo [poBeneHo conocraBJreHl.Ie rpa]rcKpunroMHbrx

flpo+rirefi o6pasqon rpoau n rKaHei naqrzeHToB c PMX, B3.srErx r.r3

AaHH;rx o npo$a;re oxcrznurrrHoB. AHarr.r3ny6uvurrx 6a: 1annr,rx, u

Il{EeepeHunanbHo 3Kcrrpecc}rp}rcquxcr reHoB noKa3brBaer, vro o6pasqtr

onyxoneBoi Trarru r,rJru KJrerKr{ KpoBr.r naqrieHToB c pMX zMeror csofi

co6crBeHHbrii narrepH 3Kcnpeccllu reHoB Mera6drH3Ma oncunrmuuoa. flpz
3ToM 3Tr4 r{sMeHenr,rr He Koppenrip)nor HanprMyro c rr3MeHeHHrMrr npoQurt

oKcr.IJII4ntl r{oB B rrJra3Me rporu. flolyuenuble pgyJIBTafiI roxarc_{ B ocHoBy

6y4yI{}rx 3Kcnepr4MeHToB H orBeroB Ha BoIIpocLI: orpDl(aror JIII It3MeHeHIi{

oKCIiJII-IIITTHOB CTa.qUlI paKa z:ru cneqzQnvecKr,Ie 3auIr.ITHEIe peaKIII_ 4

opranrtua? -f,en-f,Iotclr ,ru na6mogaeutre rr3MeHeHI.It :arqurofi or HapyrueHr r

foMeocra3a npu:a6oleeatrnz IdJII{ rpo{BJreHI,IeM narolorua? Oteerrr Ha grI.I

aonpocrr 6ygyr aluxru ua rr,r6op repanetrr.recxux crparerurfi.

B gat<rtroqermr o6o6qerrrr oqHoBHbIe De3vJrr,TarEI pa6orbr.

I4ureprperaqux npe.qcraBJreHrrblx MarepualloB o6ocnosrmaer rroJtoxelvjr.

BbrHocr4Mhre Ha 3arr1r.rry, u noABoAr.lr K BLTBoAaM pa6onr. Btrao4rr

AuccepraqrrLr o6ocnosaHH noJIyqeHHr,IMr.I pe3yJIsTaraMI.I u coorBercrBylor

nocraBreHHhrM B pa6ote :araqau.



3HaqI- ellbHbri Maccr4B 3Kcnepl{MeHTalrr,Hbrx ,{aHHbIx, Kacalo Iuxc.{ I.I3MeHeHIIii

npoollrr oKcl4JrrrnuHoB KaK B ycjloBt4rx in yitro B KoHTeKcre

HetpoBocrrar[TerbHhrx npoqeccoB, TaK 14 in vuvo a palffiax KJrllHrrqecKrrx

uccreloBaHrzt pa3nu.IHblx

BrryTprzKjreTor{Hbrx cltfHzurbHr,rx

a KTnBI-rpyeMble rlpoTeHHKu H a3 bl.

B xo4e aunonneHlur AnccepralluoHHoro LlccJleaoBanlu 6rr:.l co6pan

narororuii. Onucanrr

Pa:pa6oraurr MoreJrrr KJreroqHoit aganraguu x no:geficremo ur4ToKr4HoB.

),tserz.reHHoii KoHrIeHTpaUlz fJrroKo3bl rr rBMeHeHrrtM B cocraBe

BHeKJIeror{Hofo MarpltKca. flpoaegen aHa:ur3 pa3Jrr{qHbrx Hli3KoMoreKyr.f, pHbfx

coeguxeuufi, fipelcraBr.srorlux riHTepec B KarrecrBe Mo4yjrrropoB npo$u:r_r

oKcI.IJrr.InHHoB. Vlcctegosauux, npoBeAeHHBre Ha IraUrreHTax rr 3.4opoBhlx

ao6poao.nrqa"r, npoAeMoHcrprrpoBaJrr.r, qro npoQll:t oKcrz;rr{rr.l HoB rrMeer

xapaKTepHlre ocoOermocru Anr pa3:ruqHhrx :d6oleaauufi. Ilpr.rlreuerue

TpaHcKpIinroMHEIX no.{xoAoB ri Mero.qoB MeurII4HHoro o6yrenrlr no3BoJIIiJIo

BbI'BI.ITL rpynny reHoB-Mr4rxeHei, I-I3MeH_gIo Ifxcr ImIi paKe [ro:roqHofi

XEJIE3LI.

B npoqecce rccre.qoBaHr.rs MoreKyrspHlrx MexaHI.I3MoB KlreroqHofo

orBera Ha BocrIzuII,ITeJrbHbre crr4Mynhl alepar,re 6r,uo ocyrlecrBJreHo

KOMnJIeKCHOe It3rIeHIZe fJII.IaJI6HbIX KIIeTOK, OXBaTbTBaIOIIes aHaJrv3

Ii3MeHeHr4t B cHHTe3e IIrrroKI-IHoB, sKcnpeccllt4 reHoB MapKepoB Boarr?ureHrrr, a

TaKxe npoQltr-f, oKclurr, r.IHoB 14 ,4pyflix noKa3arerefi BocnalrireJrhHofo

ornera. Bneprue 6rrno npo4euoucrpr4poBaHo, KaK lJrr,rreJrr,Harlaaa[[arJt,
KJreroK K Hrr3Kr.rM Ao3aM LPS, qlrroruualr IL-4 u IL-10 BJrErer Ha KreroqHbrfi

orBer npri aKrr4Baul { Toll-nogo6uoro peqelropa 4. C npzueueuueu nerogoa

Macc-cnerrpoMerpllli BnepBble 6rrr oxaparrepu:oBaH cr,Ilrre3 oKcI,IJrr.lrIiHoB

llpLl aaarrTalJJiu KJIeTOK K IIOBbTTTIeHHOMy )poBHro urroKo36r;ycTaHoareHo, yTo

Creueus nayvuoii uoBrr3H6r pe3yJrr,TaroB

[o,'ro,I(eHrifi AI|ccepraU[It, BbrHocrrMr,rx Ha 3arqury

o6ocHoBaHHocrIi

nyrefi, arr.xa:rertlr K;rroqeB;re

) racTB)'rotque B nepeaaqe

I.I3MCHEHIi'

MnTOfeH-

CIifHAJIA.



npo4o;rxofleJrbHarr a4anra\r4r KJreroK cnoco6crByer Qopur.poraulto
ToJIepaHTHocrI4 K npoBocnaJrrrreJrr,HhrM cI{rHaJraM. Ha ruaporon clerrpe

coe4zneHr.rfi 6tua npogeuoncrpt-IpoBaHa Bo3MoxHocrb qe:renalpan:renuofi

lroguQr.rxaqrau npoorur-{ OKCIIJIIZNIIHOB C UCIIOJIISOBAIIIICM

KaK AeicrByrorqv eHU3KOMOIeKyT_SpHEIX CoeArrHeHrrrr, BKlIIOqaq

JreKapcTBeHHbre cpeacTBa, TaK rz rrepcneKTr.rBHEle MoJIeKyJrbr, Haxoaflqr4ec_,r Ha

pa3JlliqHbrx 3Tanax KJrrlHrrqecKrrx I{ IoKII.JHLIqeCKTTX I,ICfIr,rTaHLti,

Teoperuvecrmn r-r rrpaKTriqecKas 3xaqriMocrr, pa6orbl

[uccepraqux 9ucrsKoga ,{.B. rlr'.reer He roJrbKo rroreHrlnaJr a o6nacru

Qyu4ar'.renra:rtnoii HayKr.r, pacruup.f,.s Harxe [oH].rMaHrre Brr]Tpr4r{neroqr{brx

MOJreKyJIqpHbrx npoqeccoB npI.I aKTI,IBauItlI crrcTeM BpoxleHHoro ItMMyHriTeTa

Ha KJTeTOqHOM )/pOBHe, HO u nOTeHLIIIaJIEHOe npaKTrIqecKoe 3HaqeHue c ToqKI,I

3peHri,I noucKa HoBblx n],ret, Koropbre MoryT 6trrr rleJrbro

Qapuaxororuuecrro< npenaparoB nrrq 'tepanxLl :a6oleeaur.rfi c

Bocrrarl.ITe;rbHofi roulogeglofi

blrouaprepor :a6o reBa:r.vir.

a raKxe pa:pa6orru :QQerrnaxlx

,{ocroeepnocrs pByJ'rbraroB uccJreAoBarrnrr

I,IcnorusosaHHHe a pa6ore o6rerrur r,r MeroAEr, a raKxe Meroabr

ctarucraqecxofi o6pa6omu pe:y:rtraroe au6paurr ropperrlro,,{ocrorepuocrr

no:r) IeHHr,rx .EaHHIIX He Bbr3brBaer coMHeHIu. TeKcr

cooTBeTcTByeT ycTaHoBJTeHHLIM npaBrznaM Har{Hofo

6u6,urorpa$uuecrue ccruru oQopuJreHhr KoppeKTHo. flo croeuy co4epxannro

,4I4CCepTaqIioHHOe lIccJleaoBarrve cooTBeTcTByeT 3aJrBJIeHHr,rM CneularbHocT_rrM

1.5.8. - Mareuarlrqecxa.r 6uo:rorz.x, 6raor,trrSoplrarr.rra u 1.1.10 - Ellouexanuxa

r,I 6zouxxenepu.r. OcnosHrre znerr r.r noJroxeHr,r.fi Ar.rcceprarluoHHofi pa6oru

orpaxeubr B HafrHLrx ny6rulraqlux, H [peAcraBneHrr Ha MexnyHaponHbrx

ar.rccepTaqri

r_lI.ITHpOBaHli,{,

KoH$epeHqurx. flo uarepraa,rau nvcceprarJrru ony6:rmoeano 22 crars:a e



MexnyHapo.qHbrx perleH3r.rpyeMbrx xlpHarax, r4HAeKcr4pyeMLrx B 6a3ax narrHbrx

Web of Science, Scopus (z: roropux 2l ny6trur<a4ur exo4r.rr e e1-e2
xeaprrznu) u 2l rezuc a c6opnuxax .qoKJraAoB Hayqubrx ronQepenqzfi. B

6onrrrruncree pa6or .{.B. 9lrcr{r(og .sBr.{erc{ nepBlrM aBTopoM, qro

cBH.qeTeJIbcTByeT O ero 3Harrr.ITeIbHoM Ir4rrHoM BKJIa,4e B nOJrr{eHI4e AaHHbIX,

rpe.{craBJreHHtrx o ny6nzraqzxx. Ily6:ruraquu coorBercrByror reMe

.{uccepTaurloHHoro l4cc|renoBaHuatt pacKpbrBaloT efo ocHoBHhIe IIOJTo)KeHrrrr.

3aMeqaxrlq r-r Borrpocbl no arrcceprall tr

Hecuorpa sa nr,tcorufi rr.rerogllvecrufi HayqHLrfi ypoaeul,, pa6ora ue

JIIIIUeHa OnpeIeJreHHbIX HeAOCTaTKOB:

l. B pa6ore zueerc.f, rreKoropoe KoJrrrqecrBo oreqaroK, orricoK.

Hanpzuep:

Ctp.39 <Hanpuuep, e pa6ore [94] npu alanz:e npodtrJu ra:20 or<crzrllznunoa

B IrJra3Me nauueHToB c EAC grlf,suru cHI.IXeHue, 7 uera6omron, I.I3 HItx 4
npo[3BoaHbrx pon3BoaHbrx LA (g_HoDE, 13_HODE, g,lO_DiHoME,

12,13-DiHOME), 2 uera6otura AA (5-IiETE, l I-HETE) u 1 uera6orura
DHA ( 14-lJDoHE)>.

Crp. 61 <<f,a:urcr KrroqeBsrM perylrrropoM Bpor{neHHoi llrr,ruynnoz ctrcreMrr,

cBt3b MexIy peuenropaMn PPAR u TLR 6u.na npeAJroxeHa B Ka.recrBe

rloreHunaJrbHoq TepaneBTr4 r{ecKoro Mr.IrteHr{ B 6opr6e c aa6oneBaHI_IrMU

12391>.

Crp. 65 <fu1 noJD reH[q acrporluroB B 3Kcnepr.rMeHTax c pa3AerbHbrM

Br,IIeJreHI.IeM I43 CaMTIOB 14 CaMOK npoBonxJlt4 feHoTr{IltpoBaHltec

IiCIIOJTIfOBAJIi MATEDUAJI OT KAXIOIO II3 IIIEHKOB)).

Crp. 68 <...a I-IHTeHcI,IBHocrE JuoMI.IHecIIeHIII{t4 paccql_ITbrBaJlu c rroMolublo

IIDorpaMMHoro ooeclleqeHuqn [porDaMMHoro o6ecleqeHllq euantityone
(Bio-Rad, CIIIA) Imagelab 3.0 (Bio-Rad, CIIIA)...>.

10



Crp. 70 <.{aree q[p4g51 pacraop.r:rr.rcr e 100 lurn 6e:aoguoro MeraHorra,

nepeHocuJrr.rch B Br,rarbr aJrr B3XX ll xpaHurrr npu reMneparype -80 "C ao

Aa,'rbHefrlllefo aHaJII43a KoHrIeHTpaUur{ oKcr.IrHnrrHoB)).

Crp. 74 <Mogenr cJrfrafiHoro :reca RandomForest [243] 6ur.na nocrpoen c

I{cnoJrb3oBaHr-reM naxera R RandomForest [244]).

2. Ha pucynxe 3.13 orcl'rcrnyor penpe3eHrarriBHbre pe3y:rbrarbr BecrepH-

6notztrra c IicIIoJrl3oBaHLteM nepBlartHr,rx aHTIireJr nporrrB 6elra, rorrzuectao

Koroporo He.qoJlt(Ho Il3MeH_[Tbcr lplr:lo6srx ao:4eiicraalx na rurerry. Kax

npol'I3Bo.qunocb BhrpaBHI.IBaHIiq KoJrrrqecrBa HaHocr-IMoro 6e:rra Ha

3reKrpoQope3?

3. B Hage (Marepua,'r;t r4 Mero,{br)) B pa:Aele 2.2.16 yt<asauo,,t11o

cTaTHCTr.IqeCKat 3HaqIiMocT6 ,qaHHbIX npoBeptJlac; c noMotublo

o4noQarropnoro .{uclepc}ioHHoro aHaJrv3a (one-way ANOVA) c

nocne.qForqr.rM posthoc recrolr EonQepporill. Ha uofi a:ru.ag, B prre cJryqaeB

(nanpuuep, puc. 3.8, puc 3.9, pric. 3.10), cJreAyer ncnoJrr3oBarb two-

wayANOVA aua:u:, roroptrfi no3BoJrrer ycraHoBrlTr oAHoBpeMeHHoe

BJII.IrHr.re nBlx QaKTopoB, a TaKxe B3aLl MoleficrBr.re MexAy srnulr $axropauu,

Tar, nanpuuep, ua puc. 3,8 paccMarpv Baerc.{ BJrrr.{Hrre rroJra u ocrporo

BO CIIA]TCHT4 ,'{.

3arsrmqexue

BucKasaHHLte 3aMeqaHlls He cHH)I{aIor aKTyaJlrHocrr Ii 3HarILIMocrr,

npoBeAeHHoro aBTopoM r.lccJle.qoBaHvs, rl Ilocr.t AucryccroHutrfi xapaxrep. flo
cBoefr 3HaqlMocTI-I, a{TyaJIbHocTI4 11 ypoBHIo BLIno[HeHI4{ I.IccreAoBaHI.L

,4l{ccepraqr{oHHarr pa6ora A.B. llzcrf,r(oea orBeqaer rpe6oeanr.rxu,

ycraHoBJreuHbrM Mocxogcrr.tv rocy.{apcrBeHHbrM yHrrBepcr4TeroM uuenu M.B.

JloMoHocoBa, npe.{GqBr.{eMr,rM It pa6oraM no4o6uoro po4a. Colepxanr,re
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AUCCepTaU]dIl COOTBeTCTByeT

t.5.8. - "Marevarnuecraa

11././. wzl

nacnopraM creqna.rrxocrefi

6zo:rorrla, 6uolluQoplrarr.rra"

1.1.10 - "Euolrexanara u 6nousNesepur" no 6uo:roruqecKnM HayKaM, a raKxe

Kprrrepr.rrM, onpeAeJreHHErM nfi. 2.1-2.5 "lloJroNeHrzs o nplcyxAeHrir4 yqeH;rx

creneuefi"), a rarNe oQopu.neua conracHo rpe6oBaHu.f,M floroxeHzs o cogere

no 3arqrire guccepraqnfi Ha coucKaHne y.{enofi creneHra AoKropa HayK

MocKogcroro rocyAapcrBeHHoro )'trlrBepcrrrera vMeHrz M.B, JloMonocosa.

Taxzrt o6pa:orvr, colrcKareJrB 9ficr.f,roe lvurpui.t Brar<ropoarzu 3acryxrzBaer

nprzcyx,4eHur ) reHoi crerreHrz AoKTopa 6rzo:totrl.recxllx HayK rro

crreuv aJr;Hocr{M 1.5.8. - "Marer'.raruqecxar 6uororurx, 6lrolrn$opuarurca', u

l.1.10 - "Euovexauura u 6uozsxeseouq".
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