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oSnqnanruoro olnoHeHTa Ha Al,Iccepralluro Kycr Co0ru A.rrercceesubr rro reMe
<Ifo.uy'renHer alraJrrr3 csoftcrn n rrMMyHororuqecKofi po;rn cydnonynrqun NK-r.rreroK,
3Kcrlp eccupyrculux HLADR), [peAcraBJIeHHyIo Ha colrcKaHue yreuofi crerreHu KaHEuAar a

6lrororu'{ecKl'Ix HayK no cileqrraJrbHocru 03.01.03 -MoneKyJrflp1a166orornq.

Arcrya.rrruocrs TeMbr BbrnoJrHennoft paOorbr

B uacroxrqee BpeMfl n lruporofi nureparype HaKarrJruBaercff sce 6orlue .rlaHHbrx o
pasuoo6pa:Hl'I pelepryapa 14 BblnoJlHfleMbrx B opfaHu3Me $yHxqtafi NK-xneror, nuu$oqlrroe
BpoxAeHHoro HMMyHlITera, IuplpoKo rd3BecrHbrx cnoefi cnoco6nocruo pacno3gaBarb vl
nl'I3l4poBarb orlyxoneBble KJIeTKI,I 14 3arrluqarb or pa3Hoo6pasnrrx uu$ercqufi, B fiepByrc oqepeAb
BHyrpI'IKJIerorIHbIx. 3Tu xa'recrBa nexar B ocHoBe aKTr4BHo paspa6arrrBaeMbrx noAxoAoB K
IrMMyHorepanvu c HcIroJIb3oBaHI4eM NK-x-nerox. O4uaro, Anr [oryqennx e$$eKTr,rBHoro
TepaneBTl'IqecKoro npoAyKTa KJIeTKI,I neo6xo4nuo aKTl{BrrpoBarb rr Hapacrr4Tb B neo6xoAr4Mbrx
KoJII4qecrBax. B cnssH c 3TI4M, arryanrHofi saAa.refi.gBJlgercr Lr3yqeH[e MeroAoB H MexaHI{3MoB
axrnsallma' HapalquIBanux in vitro u nonyqeHl4r SynnquonanbHo-aKrr.rBHlrx NKxnerox. B
paccMarpl'Isaelvlofi Al4ccepraunonnofi pa6ore ralnafl.3a$arra peuraercr B acrreKTe roruunexcnofi
xapaKTepLIcrI4KI'I v I'I3yqeH[s ceoftcte cy6nouynxqr.rfi NK-xleror, gKcnpeccr4pyroulr4x

MoneKyJIy HLA-DR, [oATI4n MHC KJIacca II, rlrnlr.rHoft rrrfr aKTr,rBrrpoBagHbrx kr
upolu(pepzpyrcqllx HarypanbHblx Karnepos. IoenueHr4e ypoBHq HLA-DR-no3prrlrBHbrx NK-
KJIeroK B TKaHtx n nepuSepfi'Iecxofi KpoBI4 orMerreHo [prd HeKoropbrx naroror[qecKkrx

cocrotHl'I.ux, B ToM qllcile B JIefKlIx IIpu ry6epxynesuofi nnsexqnr. Teu He Megee,

$usnonornqecKilI 3HaquMocrb 3Kclrpeccvrvr B NKxlemax MoJreKyJrbr HLA-DR, ocHoBHa.fl

Qyuxqux roropoft B HeKoropblx Apyrrrx r]rnax KJreroK cBr3aHa co cnocoonocrrro
npe3eHTl'IpoBarb aHTufeH, Ao oI,IX nop MaJro r.rccJreAoBaHa. B Aasuofi pa6ore noKa3aHa
Bo3MoxHoctr HLA-DR- NK-x.neroK B MoAenI{ c uc[oJrb3oBaHueM aHTr.rfeHoB M. tuberculosis
crl'IMynl4poBarb aHTnreu-cuequsnqnrrfi Txneto.{HHfi orser. IrlccreAosaune $euournuqecKr4x rr

QynrquonanrHux oco6esnoctefi HLA-DR. cy6norrynrrlr4r.r, B3aprMocBr3r{ sKcrrpecculr HLADR
c Al{0$epenquponrofi u nponra$epaquefi NK-xrerox, MexaHra3Ma rrHAyKrllrr4 gKcrrpeccryr

Aausoil MoJIeKyJIbI e NK-rrerKax I{ Synxqraonanluofi axruBHocrr4 cy6nonynxqun HLA-DR.,
rIpoBeAeHHoe u pa6ore, BHocI4T BKJIaA B rIoHI,IMaHr4e poJrlr HLADR-no3HTr.rBHbrx NKxneror e
I,IMMyHHOM OTBeTe.

o6qas xapaKTepr.rcrfiKa r.r crpyr$ypa Arrcceprarluonnofi pa6orsr



[uccepmquoHHat pa6om Kycr C.A. nocrpoeHa no rpaArcrlr4oHnoMy nnaHy, BKrroqaer

cII]rcoK ycJIoBHbIX o6osnavenzfi, BBeAeHLIe, o6sop Jrr{Teparypbr, onucaHr4e Margpr,ranoB rr

MeroIoB uccJreAoBaHl4t, u3rox(eHr.re pe3ynbraroB rdccneAoBaHr.r.f, H r{x o6cyx4eurae,

3aKrloqeHl4e I'I BbIBoAbI' crII4coK Jll{Teparypu. Pa6ota I{3JroxeHa sa 174 crpaur4rlax, coAepx}rr

28 pucyHKoB v 6 ra6nrEq. Cnucox rrr,rreparypbr BKJrroqaer ccbrJrKrr Ha lgg HayqHbrx

ny6nuxaqufi , npezuyulecrBeHHo ny6maxaquft nocle4ruax Jrer.

fnasa <o6sop nl4Teparypbl)) rroHtrHo pI Jlofr.qHo HanlrcaHa, cocror{T rr3 Tpsx ocHoBHErx

pa3AenoB. B nepnou pa3AeJIe raercfl. o6uas xapaKTepr4crnKa NK-rreror, [pr4BeAeHo o11prcaHue

lIX ocHoBHrtx Synr<q?IoHaJIbHbIx lroBepxHocrHLrx peqe[TopoB, TpaAr,rqvoHHo BbrAeJrfieMbrx

cy6nonynrqnfi, uexaHu3MoB LIX aKTI,IBarIrur qepes crr.rMyJurqraro qr.rroKr,rHaMpr. Bo eropou

pa3Aene [pI,IBeAeHbI I4MeIoilI]Iecr B Jrr4Teparype AaHHbre IIo cy6nonynxqraz HLA-DR-

sKcrpeccupyroqux aKrr.rBr4poBagnbrx NK-xlerox. flpuseAeurl cBeAeHr4, o HLA_DR_

no3LtrI'IBHbIx NK-xlerKax, npplcyrcrByrouux B :reJloBeqecKoM optaHI,BMe B HopMe, H ilpyt

pa3nuqHblx naroJlorl4rlx. 3arpouyra reMa peryJltlluu sKcnpeccprrd HLA-DR u $ynlquoHirJrbHbrx
oco6eHuocreft HlA-DR-orcnpeccrtpyroqefi cy6uonynsuwr NK-KJreroK. B rperrervr pinAene

aBTop yAenlIJI BHI'IMaHI,I9 poru NK-rJIeroK B [rMMyHHoM orBere ua M. tuberculosis, B ToM -rrr4cne

sosN'IoxHoil poJIIr HLA-DR. cy6nonynxquu. ?I:noxennrrfi MareprraJr Aaer rroJrHoe

npeAcraBneHr4e o coBpeMeHHoM cocro.rrHr4lr [ccneAosaHnfi s AaHHofi o6laqru,

B pasAere <Matepuanbl I4 MeroAbD) uepeqficneHbr coBpeMegHbre BbrcoKorexHonon4qHrre

MeroAbI xneto'rHoft I{ MoneKynxpnoft 6fionoruu, ]rcnoJrb3oBauHbre e pa6ote. Bcero orucaHo

6olee 20 pasnuvHblx MeroALIK, B ToM rrlrcre: BbrAeJreHr{e [epButrHbrx Kynbryp KJreroK rr

MarHr.rTHas ceilaparlr4{, rrpoToqHat ql{ToMerprrr, rrMMynoQepueurnufi vr

xeMI4nIoMlIHI4cIIeHTHbIfi analllgrt, OT-IIUP, PHK-cerBeHr.rpoBaHr.re, KJreroqHaf, coprltpoBKa,

SytxqtronaobHbre recrbl. B orrrzcaHr.rn rrpeAcraBJreHa Bc.,r neo6xoAnuax nusopvrauur co

crelleHblo noAPo6nocrl,I, Aocrarovnofi 4lx Bocnpor43BeAeHr,rr ApyrrrMr4lrccJreAoBareJrrMr4.

f-rrasa <Pesynrraut u o6cyxAeuue> coAepxr4T o6ruupnrrfi MareplraJr

3KcIIepI4MeHTaJIbHbIx ttccleAonauufi, sKnlo.Ialoqufi (feuornnrvecrraft v $yurqnonanrnuft
aHaJIrI3 HLA-DR. NK-xnerox ex vivo, gKcrraHcprro Aannofi cy6uonynxqun H Lr3) reur,re

I'BMeHeHI'II ee xapaKTepI'IcrI4K noA sosAeftcrBlleM pa3nlrqHbrx rl]rroKraHoB lr (pu4epurrx KJreroK

in vitro, aHulnllr nponuseparraeHofi aKTr.rBHocrr.r 14 MexaHu3Ma r4nAyKrllrrd gKcrrpeccurz HLA-DR

sa NK-xletrax de novo, aHaJII,I3 BcrpeqaeMocrpr HLA-DR-nos[u,rBHbrx NK-xnerxax B KpoBrI

naqlleHToB c ry6epryle3oM, I,I3yqeHI,Ie peaKllnlr HLA-DR. NK-xnprox na uzxo6aKrepraanbgbre

aHTI{feHbI I'I, HaKoHeII, [poBepKy rl4flore3br o Bo3MoxHocrr.r anTr{reu-cneqlr$uqnoft aKTr,rBaqr.rrr

T-rnetox Hl.A-DR-oKcnpeccupylolql{Mr4 NK-xrerxauu. flonyveuHbre pegynbrarbr onncaHbr
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AI'IccepraHToM JlorrltlecKrl o6ocnogaHo Lr nogTanHo. Crarucru.recKa.f, o6pa6orra AaHHbrx

BbInoJIHeHa KoppeKTHo. flo xo4y I43JIoxceHlIt pe3ynbraroB, aBTop Aer€rnbHo u Kprdrr,rqecKr,{

aHanl43l{pyer noryqeHHble AaHHbre, [poBoArrr cpaBHeHr,re c ,{aHHbrMr4 Jrr{Teparypbr, a raKx(e

BbIABI{raer rl4nore3bl LI npeAlronoxeH}rf,, Koropbre Moryr 6rrtr ucnoJrb3oBaubr AJUr.uanbHefiurux

uccneAoBaHufi n grol,I HaqpaBneHLIIiI.

B ruIaBe <<3axrrc.IeH[e)) aBTop o6o6rqaer pe3yJrbrarbr npo4erannofi pa6oru vr

Soplaynupyer coorBercrByloque BbrBoAbr, Bce oHu o6ocnonanrr u coorBercrByrer

IIOCTABJI9HHbIM 3 A,UAqAM.

AnropeSepar [oJrHocrbro orp axaer coAep)KaHr4e Ar.rc ceprarlrm.

Hay'luan HoBrr3Ha rr HayqHo-rlpaxTrrqecKar 3HarruMocrb rroJryqeHrrbrx pe3yJrbraroB

B pa6ote rloJlyrreu pflA BaxHefturux AaHHbrx o SeuorunuqscKrlrx, (fyHxqraonanbHbrx,

ueradoluqecKl4x oco6eunocrsx HlA-DR-ercnpeccltpypqeft cy6nonyn.suun NK-KJreroK, B

roM qucre oxapaKrepl43oBaHbl MeHee n 6onee AuSSepenUupoBaHHbre HLADR. NK-xnerxu,

Ill4pKyJrr{pyrcque B KpoBH, rroKa3aua Koppenrrlrur MexAy eKcnpeccreft HLA_DR na NK_

KJIerKax n rpoAyKlluei,r urvtu IFNy, paspa6orana MeroAHKa s(fSerrusHofi gxcn aHcvruHLA-DR-

Iro3I'ITHBHbIx NK-xneroK B Kynbrype. Bnepnue noKa3auo, trro gKcnpeeevra HLA-DR na

NKx.netxax Moxer crI,IMyJILIpoBarbc.fi IFNy, xoroprrfi flporr3Bo.utrT caMu NK-xnerxu B orBer Ha

IL-21.

Antopou BbItBJIeHa 3HaqLIreJIbHo yBerurrenHar Aom HLADR. NK-xlerox B KpoBr.r

[aqrIeHToB c HeAaBHo AlrafHocrI4poBaHHbIM ry6epxyne3oM, a raKxre npoAeMoHcrpr4poBaHa

yBenl4qeHHat [poAyKqux IFNy NK-xnemaMI,I B orBer Ha nauxo6arrepranbHbre aHTr,rreHbr.

llolrltuo groro, aBTopoM BIIepBbIe noKa3ano, qro rrpeABapr{TenbHo npounry6upoBauHbre c

pa3pyrueHHbIMI,I Ml{Ko6artepnxuu ry6eprynega HLA-DR-uoguu.rBHbre NK-xnerru cnoco6nu

3anycKarb cnequ0uvecrnfi T-rnero.{Hrrfi orBer, rrro KocBeHHo yKa3brBaer Ha Bo3Mo}KHocrb

aHTr.rreH-npe3eHTarluu Aausofi cy6nonynxquefi .

Pa6ora r,rMeer He roJrbKo 6olruroe (fyn4arvreHr€urbnoe,

cBt3aHHoe c ucnoJrb3oBaHr,reM NK-ruerox B r{MMyuorepanr.rkr.

aKTr.rBHocrb, npoAyKrlur IFNY, ecrecrBeHHas rllrroroKcr.rqHocrb r.r

K aHrr.reH-npe3eHrarlur4 Aenarcr HlA-DR-eKcrrpeccfipyroqyrc

npr{BneKarenruofi An-f, TepaneBTr,rqecKr{x paspa6oror.

IIO r4 IIpLIKJIaAHOe 3HaqeHUe,

Brrcorax nponu$eparuBlerafl

IroreHurraJlbHa.fl cnoco6nocrr

cy6uouynrquro NK-xleron

.{ocronepnocrb r.r o6ocnosanlrocrb pe3yJrbraroB rrccJreAoBarrrlff



MeroAla.lecKat rlacrb pa6otrr BbIrIoJIHeHa Ha BbrcoKoM ypoBHe c [cnoJrb3oBaHr4eM

ulltpoKoro na6opa coBpeMeHHbIx SKcneplrMeHTil.irbHbrx MeroAoB, nprdMeHeHr,re Koropbrx

o6ocuosaHo loruxofi HccJIe.{oBaHIax. 3xcueplzMeHThr Bbr[oJrHeHbr B KoJrr{qecrBe, AocraroqHoM

AJrfl nonyqeHHt crarucrHqecKl4 AOCTOBepHbrx p€yJrbraroB. Pesylrrarrr ucc.ueAonanuff

o6pa6otaubl KoppeKTHo c HgtIoJIb3oBaHLIeM aAeKBarHbrx crarucrr,rqecKr,rx MeroAoB. Brrso,qrr
pa6oTbt c$opvrynrapoBaHbl rlerKo LI florrrecKr{ BbrreKaror r,r3 Marep}raJroB npoBeAeHHoro

Hccne'4oBaHz-s. OcHosHbIe pe3ynbrarbl Arlccepraurrra ony6rmroBaHbr B BbrcoKopefirunronrrx

:apy6exnlx xypHanax, npeAcraBneHbl Ha r.r3BecrHbrx poccnficxux vt Me)KryHapoAHbrx

rou$epeuqurx.

Heclrorpx Ha BecbMa nrrcornfi ypoBeHb npeAcraBJrennofi r4ccneAoBarenrcxofi pa6orn,
xorrercr BbrcKa3arb HeKOTOpbre 3aMeqaHrlr r.r floxeJraHr,rr. 1) Bce llon)nreHHbre aBTopoM
pe3ynbrarbl npeAcraBneHbl ToJIbKo B Br.rAe rpaSuron u ra6nuq. llocxolrxy B prAe cnyqaeB
(uanpnr'rep, crP. 106) aBTop ynoMl4uagr r.BMeHeHr{e uoprfororuu NK-xneror ilpu !{x

au$Qepenql4poBKe, BKJIIoqat Qoprury, pinMep, rpaHyJrrpHocrb, HaJrr{que xorr 6rr uecxonnxux
unnpoQororpaQnft, unnlocrpl{pyrcqux grl4 IBMeHeHr.rr, oIIpeAeneHHo, yJrr{rur4no 6u
Bocnplrtrl'Ie pe3ynbraroB Ir y4pacnno 6u pa6ory. 2)lIpu aHarrr.r3e oKcrpeccux HLA-DR na NK-
merxax (crp. 91) aBTop pa3AeJrrrer AoHopoB Ha ABe rpyrrrbr - r€, y Koro MeHee 5%
repMl4Hanbno auQ$epeHIIlIpoBaHHbIX NK-rnerox , kr re, y Koro ux 6omur e 5%o. flouerrry
I4MeHHo 5o/o, aYrop se o6lscHret. 3) flpu oqenKe Ar,rHaMrrxr4 gKcnpeccun HLA-DR npra
crl'IMyntq[a NK-xneroK pa3JIIrqHbIMrI Sarroparvru (plrc.l3), [paKTrlqecKr4 He ysr4TbrBaercq
ru6enr KJIeroK. llo'rerr,ry 6rr He IzcrroJrb3oBarb sr.rraruHrril Kpacr.rreJrb Ha crapvkr
III4ToMerpHrIecKoro anarusa? 4) I4cnonrgosaHue aJrJroreHHbrx T-xlerox ;1nfl r4yqeHr,It
cnoco6nocru NK-rureroK IdHuql{}IpoBarb LIx aKTr.rBarlr4ro B orBer sa r'ruxo6agepniurbHbre
aHrI'IreHbI (puc. 28) co3Aaer upo6neurr B l{HTepnperar{r4u pe3yJrbraron. He HcKJrroqego, qro

aBTop lrMeer AeJIo He co cneqn$nqecKLIM orBgroM na uraxo6aKTepvaJrbHbre aHTr.rregbr, a c
orBeroM Ha aJIJIoaHTlIreH. Mzro6arrepvanbHble aHTrrrenbr B 3ToM cnyqae Moryr BbrnoJrHtrTL

synrqnio Ko-crHMynflr\vIr4,I,IHI{IIu}rpy.{ Co3peBaHr.re AeHAprrrHhrx KJreroK, qepe3 TLwl4, c qeM

Moxer 6rttr cnsgaHa BblcoKat cnoco6nocrb gTlrx KJreroK crr,rMyJrr.rposam T-rrauQoqr,rru. B
cryqae coKyJrbrrrBr{poBarrrr NK-xleror rE T-nuusoqr.rroB, He r,rcKJr}OqeHo, rrro creAoBbre
KoJII4rrecrBa [il43ara Iuuro6axrepufi nofiaAalor B Kynbrypy BMecre c NK-xnerKaM]r u
esaulnloAeficrBylor c TLR T-nrEu(foqraroe (doi: 10.1016/j.coi.2006.11.007), Bbr3brBar ux
aKTuBaul4ro' xorfi rI 3HaqI'ITeJIrno 6olee cna6yro qeM B cryqae AeHApr,rrHbrx KJreroK. Cnegyer
OTMeTI{Tb, IITO B gKCIIepI4MeHTe OTCyTCTByIOT KOHTpOJII{, B KOTOprIX AeHApr4THbIe KJTSTKH

cso6oAHsI or aHTI'IreHa, a raKxe, B Koropblx olleHuBaercs BlturflHI4e rru3araHenocpeAcrBeggo Ha
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T-nurraSoqraru' B KaqecrBe AoIIoJIHLITeJIbHofo 3aMeqaHr4.fl MoxrHo orMerr,rrb, qro Ha pr,rcyHKe

28A orcyrcrBylor noArrlrclz K oc.aM, qro 3arpyAHrer efo r]oHr4MaHrre. 5) B pa3Aene 3ax6o.{eHue
aBrop noABoAfiT KaHBy c,{elanuoft pa6ote, $oprvrynupyer qerKrae u o6ocHosaHHbre BbrBo.uhr.

oAsaro xoreJlocb 6u ysua*, KaK aBTop BIrAr.rr npaKTr.rqecKyro peaJrr43arlurc nonr{eHHbrx

AaHHbIX, IIpexAe Bcefo B HaIIpaBJIOHI4I4 co3AaHI'LtI KJIeToqHbIX flpelapaToB AJrr a4onrrEunofi

Tepanm'I. Kpatrcoe pa3MbIIrIJIeHlIe Ha aTy reMy 6ruo 6rr yMecrHo B KoHrIe pa3.qeJra.

Bupoveu, BbIcKa3aHHbIe 3aMeqaHut He cHuxaror nayvnofi rleHHocrt4 flpo.qenaggofi pa6o6r,

a raKxe He BJII'If,ror ua o6rqyro noJloxureJlbHyio oueHKy paccMarprrsaeMofi Agcceprarluu.
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"lloroxesueM o [pucyxAeHI,II4 yqeHbIX crefieHefi" (yrnepx4eno flocranosreHr4eM
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