
OT3bIB
o$r4r{r4anbHoro onnoHeHTa Ha guccepraqr4rc KopoauHa Oneza Anexcaudpoeuua

coucKamerrn Ha reMy <Ypoeeua wPHK FOXP3 u IL-10 y 6ottanatx paxou u
do6poxauecmeeunoit euneprutazuei npedcmament'uoi ic ene3br>>, npeAcraBJleHHylo Ha

cor{cKaHue yqeHo14

creneHu KaHArrAara MeAr4qr,rHcKr4x HayK no HayqHbrM cnequa/rbHocTqM:
3. 7. 6. Ouxono zue, nyue eaA mep anun, 3. 2. 7. I4uuy nono eun

' Axryanruocrr u:6pauuofi renrr ,r_

3noraqecrgeHHrre noroo6paaonanu.n qBr.flIorc.fi o4nofi u3 caMblx
pacnpocrpaHeHHbrx npvqr4H :a6onesaer4ocrr4 14 cMeprHocrl4 Bo BceM uupe. O4nuu u:
raKax uosoo6pa:onaHufi .rrBr-sercrr paK rrpeAcrarerurofi xe,rle3bl (PIIX) uyxuuH
cpaBHure.nlHo MotroAoro u pa6orocnoco6noro eo:pacra. 9acro BbrlBrqeMble cnyqan
6eccuunrounoro reqeHr{r aa6oneraHur, oco6euHo Ha paHHux cra,r\uqx, rpe6yror
ror4cKa HoBbIx Ir coBeprxeHcrBoBaHuq cy {ecrBylolql4x cKpl.rHllHroBbrx noAxoAoB K

paHHeMy Bbrfl BrreHr4lo sa6oaesaHrfi .

Oqeuxa pucKa pa3BLrrzq PnX Ao,rDKHa ocHoBblBarbc.s Ha Ircno.nb3oBaHuLl

rou6nnaquu naJrbrleBoro peKranbHoro r4ccneAoBaHur (HP?I), uccre4oBaHnu ypoBHq

npocrar-cneqr4Quuecroro aHrureHa (IICA), 6raoncr.ru IIX u MeroAoB Bv3yanu3a\uLr.

llo4xo4, ocHosaHHrrfi Ha uc[oJrb3oBaHLM HecKo.IIbKHx MeroAoB AuarHocr]tKu,
npeAcraBrreH n B peKoMeHAaquxx Pocclricroro o6qecrna oHKorloroB.

B pa:nurun onyxoaefi npeAcrarenbHofi xe,regu BDKHylo ponb I4rpalor
t4MMyHHBIe HapyIxeHI49, CBq3aHHr,Ie CO cMeIIeHI'IeM paBHOBeCI'ifl

npoTIIBOBOCnaJrHTem,HbrX peaxqrd. flatoreHenrqecKylo 3Haqr{MocTb I4MeloT MexaHu3MbI

r4MMyHocynpeccrur, peuru3yeMbre c noMor{bro FOXP3- T-perynxropoe vl

npoAyqr4pyeMoro vtMvr r-lr{roKl4Ha IL-10. Tpancrpunqzonurtfi $arrop FOXP3
peryJl4pyer pa3Br4rrae r.r Qynxqura T-pery"nrropon, yrHeralor{I4x uuuyunufi oreer. IL-10
qB;taercs nrefiorporHuu rIt4ToKIlHoM, o6nagaer r.rMMyHoMoAyrlzpyrculnMu csoficrnaNll4
H Mo)Ker nnru6rapoaarr, pa3BIzTI4e u nporpeccupoBaHu e onyxorv r u cruMynl{poBarb ee

pocr.
B cgsgr c srr4M uccneAoBaHr4e gKcnpeccLrlr reHoB, KoAl4pyror{I4x FOXP3 u IL-10

e neprzQepuuecxofi rporu !l onyxonlx npe4crarenbHofr xe.flesrt nBntercq aKTyaJrbHbtM 14

nepcrreKTuBHbrM HanpaBneHr4eM AaHHof o HayqHoro HCcneAoBaHI4t.

' Crenem o6ocnoeaHHocrz HayqHbrx nonoxeHufi, BbIBoAoB z peronaeu4aqai
B pa:nuruu PIDK z flflIX na;xuyro ponb Hrpalor I,rMMyHHbIe HapylreHl4rl,

cBrr3aHHbre co cMerqeHueM paBHoBecr4s npoTI4BoBocnuII,ITe.[bHbIx peaxqzfi.
flaroreHeruqecKylo 3Haqr4Mocrb r,rMeror MexaHu3Mbr uMMyHocynpeccnl4, peanu3yeMble c

noMorr{b}o FOXP3. T-perynaropon z npoAyrlLrpyeMoro I4M}t qI4roKIzHa IL-10.
Tpancxpr.rnqu ouHnfi Qarrop FOXP3 perynr4pyer pa3BHrHe a Qynrquu T-perymropon,
yrHeraror{lrx uuuyHHr,ri orser. IL-10 .sBrrercr nreiorponnuu qI,rToKI,lHoM, o6larqaer
tr MMyHoMoAyan pylo {r.rMu ceoficrsal,It4 x Moxer uuru6upoaat' pa3Brrrl{e v1

nporpeccnpoBaHue onyxonx ,ltlu cTvrMy llr4poBaTb ee pocT.

B paMKax Ar4cceprarlr4oHHoro vccneAoBaHvr npoBeAeua xapaKrepl4crl4Ka
yponHefi IIPHK FOXP3 u IL-10 y 6o,rt HLIx P|DK. Aeropolr BnepBble onpeAefleHo, qro y
6orrHux PIIX zrraeer Mecro noBbrrleHr4e ypoBHs vtPHK FOXP3 e neptQepuuecrofi
KpoBr4 no cpaBHeHuro c rroKa3aTe"tsMr4 3AopoBLIx ruaq. IIpu rrou nau6onee BbIcoK e

ypoBHr4 uPHK FOXP3 o6Hapyxuaarorcr y 6onruux B Bo3pacre or 60 4o 71 ro4a.



flosrnuennufi ypoBeHb vrPHK FOXP3 crarr4cruqecKr.r 3Haqv Mo He MeHflercrr npr4

pa3HOM coAepxaHflu TeCTOCTepoHa u PSA s KpOBI4 6onbHbIX, nOKanIl3aI{uIl onyxOJILt B

npeAcTaTer.rl,Hofi xene:e, BeJrI4qI4HbI KOSQQULII4eHTa fnUCOHa, 3aI4HTepecoBaHHocTt4

perr4oHapHblx JII,IMQOy3IOB, HO CTaTI4CTIzr{eCKI4 3Haqr,IMO MeHfieTCl C yBeJII4qeHIIeM

craAuv no K.rraccI4QLKaI{I4U TNM a c noBbIIreHI4eM KO?ooI4qI'IeHra )KecTKocrI4

rrpocTarr,r, qro cBuAerenbcTByer o cBs3I4 ypoBHt MPHK FOXP3 co 3.IloKaqecrBeHHocrblo

PIIX. AaropoM BLIIBleHo cHlDKeHI4e orHocl4re.rlbHoro yPoBHs MPHK 1l-10 B KpoBI4

6oarnrx PIIX, qro sB Aercfl cneAcrBrleM cJro)KHbIx HMMyHoperyJUITopHbIx

MexaHr,r3MoB, peanI,I3yeMI'Ix npn naTonorl4l4 npeAcTaTe.[bHofi )KetIe3I'I, I4 OTpOKaef

pa3 v'.r]?ls. B r4MMyHonaroxeHe3e AaHHOTO 3a6oneBaHuJl. flpra rccle4oBturuu ypoBrul

MPHK FOXP3 B onyxonrx 6olrur,x PIDK aBrop onpeAerter, qro coAep)Kanue B

onyxoneBofi rKaHlI 6o.[bHblx PIIX cTaTI4crI,IqecKI4 3HaqIIMo npeBbllxaeT ero ypoBeHb B

o6pa3qax KpoBI4 naqneHroB, Ho npla 3roM lI3MeHeHLIs ypoBHs NIPHK FOXP3 e
onyxoneBoi TKaHn Ha6/IroAaarct roIIbKo y ;II4II c pa3HblM o6beMoM npeAcraTefibHoi

)KeJre3bl. B rd rpeur KaK ypoBeHb uPHK It-10 B o6pa3qax onyxoheBoi rKaHr4 6o.[bHblx

PIIX ne orrl4qaercs or ero ypoBHt B KpoBI4. Taxxe e xoAe npoBeAeHl4fl

A[cceprar{r4oHHoro r4ccrleAoBaHurl BblnorHeHa xapaKreplrcrnKa ypoBHei MPHK FOXP3

14 lL-10 y 6orbHblx AflIX. Aeropona BIrepBbIe onpeAeneHo, qro ypoBeHb MPHK

FOXP3 B KpoBr4 6onrnux ,{lfIX 4ocronepHo npeBbllxaeT aHanorl4qHblfi noxa:arell
3AOpOBr,rx nuq, qro npocJ'Ie)o4BaeTc.ff Bo Bcex rpynflax 6o,lrulx' A flBIl'€rcs
crarr4crlrqecKLl 3Haqr4Mo HrrKe, qeM y 6orbHbx PIIX. CoAepxaHl4e MPHK FOXP7

noBbr[raercs c yBenr4rreHl4eM Bo3pacra naqr'IeHra. Yponenr MPHK FOXP3

CTaTraCTrlqeCKlt 3HaqlIMO He I43MeHqeTcs npl4 pa3HOM ypOBHe TeCTOcTepOHa u PSA B

nepHoepHqecKofi KpoBI4 6onrur,x, Kogool4qlreHre )KecrKocrlt rKaHI'l 14 o6beMe

flpocTaTr,r, pacnoIoxeHul4 II pa3Mepe onyxoneBoro y3na I4 He oTJII]qaeTcfi y naqI4eHToB,

rrepeHecrxqx rpaHcypeTpaJlbHylo pe3eKI{H}o llpocrarbl ll,'II4 aAeHoM3KroMI.[o. y 6onrulrx

flfIIX ypoeenb MPHK IL-10 s nepaQepl4qecKofi KpoBI'r HI'DKe, rIeM y 3AopoBblx 'm4q.

?lgueneHus ypoBl{q naPHK II-10 B},IqBreHbI npv pa3HoM coAepxauzn PSA a rporu
6onrnrtx n Ha6moAarcrcq y 6onbHblx pa3Horo Bo3pacra. Ypooenr MPHK [-10 e

npeAoflepaqzoHHoM nepuoAe CTaTcTI{qecKI4 AocToBepHo H}DKe B KpoBI4 IIaqI4eHToB c

r4cxoAHo He onepa6enbHoi onyxo/tbro, qro no3Bolrfler npeA11onafarl Bo3MoxHylo

4raQQepenqrzalbHo Ar4arHocrHqecxyrc 3HaqlrMocrb AaHHoro noKa3are"[s. flogrmeHue
orHocr4rerrbHof o ypoBHfi MPHK FOXP3 B OnyxoneBofi rKaHr{ 6oJrr,Hbrx flffIX
Ha6IrrcAaeTCr npn IIoBbI[IeHI4I4 KOHIIeHTpaI{I4I4 TecToCTepOHa B KpOBI4 6OlrHUX u npu

noBbrrrreHrlu o6teua npocrarbl. Yponenr wPHK IL-10 B o[yxoneBofi rKaHI4 6onbHblx

nfflX crarucruqecKr,r 3HaquMo He or.flr4qaerc;r or ero ypoBHfi B KpoB]4 6onrnux flffIX
H corrocraBuM c ypoBHeM naPHK Il--10 B onyxoneBofi rKaHI'I 6o.[bHblx PIIX.

' fiocroeepnocrt, 14 HoBI43Ha HayqHblx nono)KeHl4fi, BbIBoAoB n peKoMeHAal{xfi'

c0opMynlrpoBaHHbIx B ALlcceprallulr
flocraereHHrle aBTopoM qenb H 3aAaql'l xccneAoBaHl4t Aocrl4rHyrbl. ABTop

npoBoAr4n K,'ruHr4rrecKoe o6cne4ouanue 6ollnsrx PIIX u AfnX, a raKxe Ar-g

rIocTaHoBKr{ noATBepxAeHns AI4afHo3a I4CIIOIb3OBaI I4HCTpyMeHTaIIbHbIe MeTOAbI

Ar4arHocrr4Kr,r. Pa6ora BblnorHeHa Ha coBpeMeHHoM MeToAI4qecKOM ypOBHe C

ncrroJrb3oBaHl4eM Jla6opaTopHblx MeTOAOB InccneAoBaHut, BK.rrK)rIiu BbIAeJIeH]TI

cyMMapHofi rlpaxquu HyK.iIeI4HoBbIX KI4CJror, peaxrll4l'r o6parnofi rpaHcKpr'Inqul4,

lonr4Mepa3Hofi rlenHofi peaKIII4Ir B peMbHOM BpeMeHI4. Bce pesyru,rarbl IloryqeHbl Ha

ceprlrQr4l{l4poBaHHoM 14 orKa/M6poBaHHoM o6oPyAoBaHI4I'r. floJ'ryqeHHble aBropoM



AaHHbIe o6pa6oraHu aAeKBarHbIMI4 crarucrlrqecKl4Ml4 MeroAaMu Ia 4ocrorepHu. O6relr
npoBeAeHHr,rx uccne4orauufi 4ocrarouuufi Ntir nupa6orxa o6ocnoeaHHHx

saKnroqeuui.
Aaropola BnepBbre floKa3aHo, qro pa3Brlrue PIIX u I|IIX conpouoxgaercq

rroBbrrrreHueM ypoBHt uPHK FOXP3 B KpoBt4 naI{EeHroB na QoHe cHI'DKeHut

coAep)KaHur B KpoBr.r rvrPHK lL-10 ro orHolrreHrro K HopMaflbHoMy. B pa6ore

oflpeAeneHo, uro e o6pa:qax onyxoneaofi rxanu PfIX u flfIIX ypoBeHb UPHK FOXP3
Bbrrle, rreM B KpoBH 6onrnrx, a coAep)KaHl4e UPHK Il--10 - HrDKe npl4 paKe u He I4Meer

AocroBepHbrx o'rnuttui4 npr.r 4o6poxauecrseHHoi runepnlIa3l4]t npeAcTare.[bHofi xene*tr,
YcraHorneuo, qro pa3BrlTlre P|IX conpono44aercq 3HaquMbIM rroBbllreHueM ypoBHt
uPHK FOXP3 B KpoBI4 nal{ueHroB H cHlDKeHueM coAep)KaHnt UPHK Il-10 B KpoBr'I u.
onyxoneaofi TKaHr4 no cpaBHeHI,Ilo c coorBercrByalr{I4Ml4 3HaqeHu.lMrl y naI{I4eHToB c

AfnX. Taxxe anrop BbrqBu"n Qarropr,I, oKa3blBaror{I4e Bnuitnt4e Ha u3MeHeHIre ypoauei
laPHK FOXP3 ruPHKIL-1? B KpoBlr u onyxolenoi rxanu 6ornnux PIIX tz A|IIX.

lloryuenur,re pe3yJrbrarbl BHoc.sr BISIaA B KaprI4Hy gKcnpeccuu

r,rMMyHocynpeccopHblx reHoB, KoAupyroqux FOXP3 u IL-10, rpl4 3roKaqecreeHHoi u

4o6poxauecrnenHofi naroaorura
npeAcrarerrbHoi xeregu. ,{aHur,re o6 yponHxx uPHK FOXP3 u IL-10

Aoro.[Hq]or cyr{ecrByroqt4e npeAcraBneHuq o6 oco6eHHocrfix rpaHcKpl,InroMa K.[eroK

nepuQeprauecxofi rpoerz x KleroK onyxorefi 6onrHnx PIIX u AfnX. flpone,qeHuue
xccneAoBaHr{{ rro3Borrl,rJrrz nonyqr4Tb pe3ynbrarBl, KoropHe uoryr 6rnr peKoMeHAoBaHbI

Anr npriMeHeHr4rr B MeAnqr4HCKr.rx yqpexAeHl4rlx c ra6oparopuaur4, ocHau-leHHbIMI4

coorBercrBylox{urra o6opy4oraHueM, c qe/IbK} MoHI4TopI4Hra cocroauut uwtttyuuofr
cncreMbr 6oarHrx paKoM npeAcrarellbHofi xere:rr z 4o6porauecrseHHofi
runepn.na:uei npocrarbr B npeAonepalluoHHrtfi nepuo4

floryueuurre B Aucceprar-lr4onnofi pa6ore AaHHbre pacuupqlor [peAcraBneHue o
Fcy-peqenropax uuuynouo6yrnnoe G 3 rrana. AuropoM noKa3aHo, uro yponru UPHK
FCGR3A u FCGR3B e nepuSepuuecrofi xponu 6o.nrrrrx KPP nraxe, qeM y 3AopoBLIx

,1uq, qro, no-Br4nr4MoMy, orpiDKaer o6rqee uunaynocynpeccl4BHoe cocroxHl4e 6omnrrx.
OrMeqaercs noro)Kr{rerbHatr cBs3b ypoBHs UPHK FCGR3A c ypoBHqMIl IUPHK IIVF u
FOXP3, rrro orp Kaer BoB"rIeqeHHocrb 3Kcnpeccxr4 3Toro reHa B perynq4lro
xpoHxr{ecKoro BocnareHr4r npr4 AaHHoM saboneeaHufi. Kar y r4opoaux nuq, TaK 14 y
6o"nrnrrx KPP FCGR3A reu npe,qtraueH 2 n 6olee Korrr4tMlr, B ro BpeMJI xax FCGR3B
o6uapyxranaerca, B ocHoBHoM, 1 ronzq reHa. floxa:ano, qro 3aMeHbr B

oAHoHyK.neorunHoM noarzMopQrz:ve rs396991 rena FCGR3A He BHocflr 3HaquMoro

BKrrara B reqeuue KPP.

'3aueqaHus.
B rexcre BcrpeqarcTcs oneqarKu Ir repMrrHo.[orr4qecKv e HeroqHocrr4, oAHaKo

oHu He yMonflIor 3HaqrlMocrr pa6orsl.
' 3axnroqenrae o coorBercrBr,rlr Ar4cceprarlutr Kpr4TepurM, ycraHoB.[eHHbrM

Ilonoxesueu o npr4cyxAeHr4n yqeHr,rx crenenei, yrBepxAeHHbrM

flocranos.fle]rr4eu flpaezrenscrea Poccaficxofi @e4epaqur.r or 24.09.20L3 Ne 842,
C I€MCHEHI4'IMI4.

.{uccepraquouHax pa6ora Kopoeuua Orera ArercaHApoBrflIa <Yporeur UPHK
FOXP3 u IL-10 y 6onrr*,rx paKoM u 4o6poxauecreeHHofi runepn"rra:uefi
npeAcrareJrbHofi xenesbr) Ha coucKaHl4e yueuofi creneHu KaHAli4ara MeAr4rIr4HcKnx

HayK no Hay.qHbrM cnerlr4 anbHocr{nr: 3.1.6. Ouxororur, ryqeBas 'tepanua; 3.2.7.



tr{nruyHonorrur rBflrercrr :aroH.reHHofi nayuno-xraluQzraquoHuofi pa6orofi,
co4epxarqefi perxeHLre arryanrnoi nayunofi 3ai4aqr - oqeHI4BaHI4e yponnefi nrPHK

FOXP3 u IL-10 y 6oru,Hux paKoM n 4o6poxauecreeHHofi rnnepnla:uefi
npeAcrarenbHofi xenegrr e nepu $epr.ruecrofi rponu u onyxonerofi rKaHu Ant
Br,rffB.fleHuq r4x AuarHocrl4rrecxofi u sogr4o)KHofi nporHocruqecKofi gnaquttocru. Taruzu

o6parona, Ancceprar{I4oHuaa pa6ora Kopoeuna Olera A,nexcaHApoBuqa nollHocrb}o
coorBercrByer rpe6onanuau n.9 <flonoxeHl4t o npucyx4eHu yqeHblx crenenefi>,
yrBepxAeHHoro nocraHoBneHl{eM panurenrcrna Pocctzficrofi @e4epaqrzu or
24.09.2013 ro4a NeB42 c u3MeHeHEflMr{ 14 AonoJIHeHIz-sN{n Ns 335 ot 21.04.2016 ro44"

Nr74B or 02.08.2016 ro4a, Ns650 or 29.05.20L7, N, 1024 or 28.08.2017,

IrpeAb.fiBnrreMbrM K Alrccepraql4flM Ha colrcKauue yueuofi creneHll KaHAI4Aara HayK, a ee

aBTOp 3acny)KzBaer flpucyxAeHnfl creneHl4 KaHAI4Aara MeAI4I{I,IHCKI4X HayK nO nayUHOfi

cnequ aJlbHocrr{: <3.1.6. Onrororrax, ryqeBas repanus>> <<3.2.7. tr4utrynononlrI>>.

.{arc couacue ua o6pa6orxy H pa3MelqeH}re MoHx nepcoHiulbHr,Ix AaHHbIx H or3blBa o

Aracceprarllrr4 Ha corrcKaHr4e yueuofi crerreHu KaHAI4Aara MeAI4IIltHcKtrx uayr Kopoeuua
Oneea Anexcaudpoeuua n uHQopuaquoHHo-KoMMyHl4KaIluonuofi cetz <<Zutepuet> I
qe.[qx ocy lecrBreH[q geircrr,uit, ueo6xo4unaux Anfl npoBeAeHl4s 3alqrffbl AHccepraIII4I4
B coorBercrBr{H c HopMaMr4 4eficreyrorqero 3aKoHoAare.[bcrea Poccuficxofi Oe4epaquz
B rIaCTI4 npl4cyxAeHl4f yqeHI,IX Crenenefi.

OQrzquanrHufi onrroHeHr

AOKTOp MeAnqr4HCKr4x HayK, AOIIeHT,
npo$eccop xaQe4prr ;ryvenofi 4ua uocwu
z ,ryueeoi repanrua AfFOY BO <"rlyrancxlrfr
rocyAapcrBe H H sr fi ne4uqrHcrurfr y FrriBepcxrer

rjMer e Ceffrirert ,rlyxrz> MNwrcrepcrsa
3ApaBooxpaHeHus Poccmlcxofi @e,qepaqau,

Agpec: 91045, r. "llyraHcr, xs. 50 ner O6oponu ,rlyraucxa,
Ten.: +7 959 117 10 34;
e-rirail : xy cekT(q)rna il. ru
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