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o$uqua.irrHoro onnonenTa AoKTopa 6uoloruqecKnx HayK, npo$eccopa rlepaunuesoft

HaAexArr Burcroponnbr Ha Aucceprarluro Kylunoeofr ErarepltHbl B.na4IlrrlnpoBHbt

<<llHgyxqufl npornBooflyxoJreBoro rrMMyHHoro orBera in vitro AeHAprrrHbIMI,I KJIerKaMrr'

rpanc$uqupoBanHbrMrr noJursnrrrorrHbrMu lHK-noncrpyrlrrrflMlD), rlpeAcraBJreHnym Ha

corlcKaHrre y.reuoii crenenu KauArrAara 6uororuqecKrrx HayK rro cfleuuaJrbgocrtr

I4.03.09 - <(KJrnulrqecrafl nMMyHoJrorufl , aflJreproJlorrrff))

AKrvamHocrr uccre.{osaHl4x

B Hacrosrqee BpeMr pocr trr.rcJra 6olrnnx 3noKar{ecrBeHHbIMI4 nHu3Kafr s$$errnanoctr

TpaArrrlr4oHHbrx MeroAoB JreqeHl4ff AeJraror aKTyaJIbHoft npo6nervry repannu oI{KoJIorIrr{ecKI4x

za6onesanuia He roJrbKo B Poccnn, Ho vt Bo BceM Mlrpe. I4ccileAoeanvflMvI nocneAHl4x

4ecflTnnervfi noxagano, qro npr4 KonopeKTaJrbHoM paKe, KaK v riptr Apyrux 3noKatIecrBeHHbIX

HOeOo6pa:OBaHr{rx, He npoucxoAl4T $Oprtflapoeanrar npOTeKTIrBHOro IpOTI{BOOTIyxOIeBOTO

r.rMMyuHoro orBera 3a cqer seAocraroqnoft r.rMMyHoreHuocrpl orlyxoneBblx KJIeroK,

cnoco6Hocrr{ onyxonr4 Bbr3blBarb MecrHyro vrrvr cucreMHylo lrMMyHoAenpecculo? cHLIXeHI4S

aKTI4BHocrr4 T-nrarr,r$olr.rroB, HapylreHr4fl MexaHIr3Ma npeAcraBneHllt oflyxonb-

accour4r4poBaHHbrx aHTr4reHoB. Ha cero4HnnHuft IeHb nau6olee [epcneKTI,IBHbIM I43

paspa6arrrBaeMbrx rroAxoAoB B reqeHfiu oHKororr4arecKl{x ga6oresanfii.r sersercs ceJIeKTI4BHat

aKTrrBarlur T-Knero.{Horo nporl4BoonyxoneBoro IrMMyHHofo orBera c noMolqblo

T4MMyHOKOMTTeTeHTHbIX KJIeTOK, npl4 3TOM KJ[OqeBat ponb orBoALITct

anTrdreHnp*eHTr4pyroilIr4M KJrerKaM, B qacruocrlr, AeHApI4THsIM KJIerKaM. l'I:recruo, qro

AeHApr4THbre KJrerKr.r, uury6upoeaHubre c auTrzreHaMr4 onyxoJILI, croco6su reueplrpoBarb

$oprrlupoaanue cr.rJrbHoro cnequSnuecKoro r4MMyHHoro orBera, KaK uporlrB LIMeIoilII4xct

onyxoleft, TaK r,r nporl4B onyxoJIeBbIX KJIeroK, BTopI,IrrHo BBeAeHHbIX B opraHI43M xt4BorHoro.

,{o crax nop AeHAprrrr{bre KJrerKLr qailIe crr4Mynr4poBaJlld JII43aroM onyxoJIeBbIX KJreror, ma6o

orneJrbr{brMr4 rrenrr4AaMri u 6elrauu. OAnaro HeAocrarKoM TaKoro noAXoIa tBJlterct

HeAocrarorrHar KJrr4Hr{rrecKa{ :$$extunuocrr, o6yclonlenHaa fereporeHHocTblo vl

Hera3yqeHHocrbro aHTHreHHoro cocraBa onyxoneBblx KJIeroK. HeAasHo notBlaJlct Hosrrft

noIXoA K BaKrIr4HaM C r.rCnOJrb3OBaHr,reM reHoB, KOAI,IpyAUfiX OnyXOnb-accoIII4LIpOBaHHbIe

ar{Tr4reubr. fleu4przrurre KJrerKr4 rroABepra]or rpaHc$eKIII{u, B pe3ynbrare roropofi oHt4

craHoBrrcr cnoco6Huir,rn npoAyrlupoBarb I{ npeAcraBJltrb B KoMIrJIeKce c MHC onyxoneBble

aHTnregbr. leserprqecKrdM Marepr.raJroM B TaKI,tx oHKoBaKIIIdHax Moxer Bblcrynarb nu6o PHK,

nu6o [HK, KoAlrpy]oilue nonHbre onyxonb-accoqilupoBanHble aHTI{reHbI uma rn6paHHble

grrrtTorrbr, rrro no3Bonser nony'rarr uau6oJlee cneqra$uunyn I4MMyHocrLIMynt{u}o LI Aenaer



npouecc 6oree craHAaprr43oBaHHbrM. Ao Hacrotrqero BpeMeHI,I noJll4snl4ronHble AHK-

KOHCTpyKTIUI1I !.nfr, AKT11IF'AI{.nV npoTr.rBoonyxoneBoro LIMMyHHOIO OTBeTa rIpLI KOnOpeKTaJIbHOM

paKe He pa:pa6arsrBaJrr.rcb rr He r4ccJreAoBaJrr.rcb, qro Aeraer 9To HanpaBJIeHIre aKTyaJIbHbIM I4

nepcneKTIrBHbIM.

Taxuu o6pa-:orr,r, c$oplaynrapoBanHafl uenb pa6orrr I43yqI,Irb e$$errunHocrr

r{r{AyKrlr{fi KJTeTOqHOTO TIpTTOTOKCUqeCKOT0 T4MMyHHOTO OTBeTa B KyJIbType MoHoHyKJIeapHbIx

KJreroK 6olrnrrx KonopeKT:rnbHbrM paKoM c noMoilIrlo AeHApI4THbIx KJIeroK,

rpauc$zqupoBagHbrx ,{HK-roncrpyKrlrrrMrz, KoAI,IpybIrII4MIa SrIIaToEbI onyxonb-

accoquupoBaHHbrx aHTrrreHoB - B noJrHoft trrepe onpeAentror reoperllqecKylo 14 HayqHo-

nparTfiqecKyro 3Haill4Mocrb pa6orrr.

CteneHt o6oct{oeaHnoctu Ha}t'rHrx nonoxeHl4fi I4 srtso.4og

fluccepraqrroHHar pa6ora ra3JroxeHa Ha 105 crpaHltuax MaIIrI4HonIrcHoro reKcra.

Crpyrrypa npeAcraBneHnoft Ar{ccepraqnu rpaAwII{oHHa Iz cocrolrr Ir3 BBeAeHun, o6:opa

nr4Teparypbr, Marepr4anoB u MeroAoB uccneaovauni1 ilIaBbI, coAepxaueft pe3ynbrarbl

co6creegubrx raccJreAosaHuit, o6cyx4euur noJryqeHnblx AaHHbrx, 3aKJIIoqeHI4.f, I{ BbIBoAoB.

Ouronulre rJraBbr BbrAepxaHbr no o6tervry v nponopqlrtM. tr4lmocrparusHrrfr Marepl{an

npeAcraBnes 14 pI4cyHKaMu u3 ra6nw\avu.

O6sop Jrrrreparypbr nocBrrr1eu Aera-rtruoft xapaKTepl4crlrKe MexaHI43MoB

nporr{BoonyxoneBoro r4MMyHHoro orBera u nx Hapyurenraft, poJII4 AeHApI4THbrx KJIeroK B

nporrrBoorryxoneBoM rrMMyHrdTere, B qacrHocrlr, flpl{ KonopeKTanbHoM paKe, o6cyNAeHI'rlo

cnoco6os AocraBKr4 pa3nur{Hbrx Br4AoB aHTIrreHoB B AeHApI4THbIe KJIerKv Ann ITHAyKIII{u

cnequtbnqecroro flporr{BooflyxoneBoro r4MMyHr{oro orBera npil KonopeKTaJIbHoM paKe.

flpoana-rru:r4poBaHbr r4x rrper{MyulecrBa rz HeAocrarKv, AaHa xapaKTepllcrl{Ka ofiyxotlb-

accoqrrr4poBaHHbrx anTr,rreuoB KonopeKTanbHoro paxa. flposeAeHHnft aualru3 [oAqepKzBaer

aKTyanbHocrr nri6panHoro HanpaBneHrar pa6orbl, pa3Aen xopomo HaIII4caH LI orpaxaer cyrb

peuraeuoft aBTopoM 3a1aqn.Ilpe4craoneHbr cBeAeHfifi us 196 mreparypHblx LIcroqHI{KoB, I43

Koropbrx rroAaBn.f,rorqee 6olrrruncrBo cocraBJltror sapy6exuste ny6ruaraquu (184 uctouuurca).

flocrasrenHbre B pa6ore 3a4aaril pe[reHbr aAeKBarHo c rIoMoIrIbIo pa3nuqHblx coBpeMeHHbIX

MeroAoB r{MMyHoJrornu, lroaerylrpHoft 6uororuu, oHKoJIorI{I4, I4cIroJIb3oBaHIre Korophlx

no3BoJrr4Jro nonyqilTb AocroBepHbre gKcnepLIMeHTaJIbHbIe AaI{HbIe. fiuzairn pa6oru o6osHa'IeH

qerKo 14 rrocJreAoBareJrbHo, B coorBercrBllil c 3aAaqaMu. B HccleAoBaHI4e sKrIoqeHH 49

narlr4eHToB c KonopeKTaJrbHbrM paKoM I-IY cralnft, y xoroptx 6ruu nonyqeHbl AeHApnrHbIe

KJrerKH KaK r4ccneAoBareJrbcKrdft o6rexr, Ho .uereHl4.fl Ha rpyflnbl no craALItM npoqecca He

nporr3BoAr4locr. OAnaro npr4 SToM Bo3Hr{Kaer BoIIpoc, ecrb JII4 pa3nwlnfl n $yuruuoHaJlbubx

ceoftcreax AeHApr4THbrx KJreroK u s$$erruBHocrl4 rax r:paHc$eKIII{u B 3aBI4cI4MocrI{ or ara4uul



llpuopurerHocrb paspa6oror aBTopa [oATBepxAaercfl nonyqeHHblM [areHToM Ha

cnoco6 npr4MeHeHrrr opurnr"raJmuoft nlagurrAbr AJrfi crrrMymrrl4l4 cnequ(bl4rrecKoro I4MMyHHoro

orBera Ha onyxoneBbre KJrerxrz. IloryueHHbre B r.rccneAoBanilu p*yJILTarbI ony6nuronaHbl B

xypHanax, Bxo4rrrlux B cnlrcoK BAK, B ToM rrrrcJre B r4MnaKTHorr,t :apy6exnoM xypHaJle,

HeoAHoKparHo rrpeAcraBnflJwrcb u o6cyN4anacr Ha xon$epeHqurx poccuftcroro vl

MexAyHapoAHoro ypoBHr.

Teoperuqecrax gnaquuocrs pa6orrt

tr4cnomgonaHue AeHApr4THbx KJreroK, rpanc$uqupoBanHblx .{HK-roucrpyxquefi,

noAr4pyroqefi uulryHoreHHbre snrrronbr onyxonb-accoqunpoBaHHblx aHTLrreHoB CEA, EpCAM

u MUC4 rBJrrercr e$(fenrlrenbrM cnoco6ou crurtyJlnquu qllToroKcl4qecKoro noreHlll{ana

MonoHyKneapubrx KneroK. Ilolyueuuue AaHHbre yra3blBaror Ha ro, aITo ypoBeHb crI{MyJIsIII4I4

MoHoHyKneapHbrx KJreroK 3penbrMr4 AeHApr.rrHbIMrI KJIerKaMu, rpauc$ulll4poBaHHurrlra .{HK-

KoHcrpyKrlrrflMvr, 3aBvrcvn or Br.rAa cr.rrHaJrbHoft rocreAoBareilbnocrlt B cocraBe urasl\,{IzAuofi

KoHcrpyKr{r.rr4. B qacrnocrr4, r.rcrroJrb3oBanr4e {Hlt-rcoHcrpyKllun, ro.uupyloqefi

nocneAoBareJrbHocrb y6nrnuruua, oKa3aJrocb 6onee o(f$ertuenstivt B nJIaHe aKTLIBaITI4I4

nporraBoonyxoreaoft III4ToroKcIaqHocrIr MoHoHyKneapoB, rreM nplz rpauc$erquu

reHeTvqecKoro MaTepr.rana, KoAr4pyroqero nocneAoBaTeJlbHocTb rerrofi Karlna-{enrl

r4MMyHorno6ytnHoe. Tarue pe3yJrbrarbr cBr44erenbcrBylor o pa3nl,Iqublx MexaHE3Max BItuAHufl

AaHHbrx ctrrnaJrbHbrx nocneAoBarelruocreft Ha npot1eccl{Hr n npe3enTaul{ro nrt6paHnrrx

3III,ITOIIOB.

flpaKruqecKas gua.rHl{ocm pa6orlt

B xoAe BbrnoJrueHr4.n Kynuroeofi E.B. Ar4ccepraquouuoft pa6orbl 6rtn o6ocHogau

cnoco6 MoAyn.suvta Kreroqnoro rrMMyHHoro orBera B KyJrbrype MoHoHyKJIeapHbIx KJIeroK,

roropuft Moxer 6rtrr ocsosoft Hoeoft anbrepHarrrnnofi rrero.nroft TexHoJlorun reqenvlfl

KonopeKTanbHoro paKa. Orpa6oraHHnft nporoKon nocnyxun ocHonofi Anfl [oryqeHHol'o

nareura ua u:o6peresue Nb 2507265 <Perou6usatrrnafl nJIa3MI{,qHaff .{I{K pCI-UB-POLYEPI,

coAepxaua{ Snr4Tonbr onyxonb-accoquupoBaHHbrx aHTr4reHoB AJI,g KOnOpeKTaJIbI{OrO paKa, n

cnoco6 ee npr{MeHeHun [nfl crr.rMynrqun cnequ$uqecKoro nporllBoorlyxoneBoro LIMMyHHoTo

oTBeTa npoTlrB KJreToK KonopeKTanbHoro paKa>.

Ilpnnqunlr aJrbHblx garue.{aHllft no pa6ore net.

Bonpocrr

l. Ecrr 1il4 pa3nnarufl n $yurqr{oHanbHbx csoftcrsax AeHApI{THrIX KJIeroK,

s$SexrunHocrr.r ux rpanc$er<qnv n ilHqynrlr{u r{MMyHHoro orBera nporl{B onyxonu

B 3aBr4Cr{MOCTr.r OT CTAAI.4,Id OnyXOJreBOrO npoqecca npn KonopeKTanbHoM paKe y

narlr4eHToB, II3 KpoBII KoTopbIX 6smu n6nyqegbl AeHApI4THbIe KneTKI{.



3axrrc.Ieqne

flpeAcraereHHafl K 3arur{Te Ar4cceprarlr{oHHar pa6ora Kynuxoeofi Exarepuuu

BraAun4npoeHLl flBrrflercs. 3al(oHr{eHHbrM HayqHo-KBalnt}uxauuoHHbIM I{ccneAoBaHI'IeM,

coAepr(arlr4r\{ peIxeHLIe arrya:n'uoit 3a4aril4 pa:pa6orau cnoco6 LIHAyKIIITU

rlpoTriBoonyxoneBofo Ilr4ToToKcr{LrecKofo r{MMyHHolo oTBeTa c lloMoulblo feHepI4poBaHHbIX I{3

KJreroK nepuQepuuecxofi KpoBr,r 6o.nrsrx KonopeKTaJIbHrIM paKoM AeHApI'IrHbIX KJreroK,

rpaHcsraqupoBaHHbrx rroJrr43rraronubrMr{ [HK-xoHcrpyKqHqMI4. flo aKTyanbHocrl4

rrocraBJreHHbrx 3a4aq, MeronuqecKoMy ypoBHro Iacc:re4oeaHuif , HoBI'I3He u 3Har{I4Mocr}1

lonyqeHHbrx pe3ynbraroB rr4cceprauuoHHax pa6ora Ky:ruxoeofi Exarepuurt B:raAlluupoBHbl

<lrlHAyxulls fiporlrBoonyxoneBoro r{MMyHHofo orBera in vitro AeHApaTHLIMI4 KJIerKaMI4,

rpauc$aqupoBaHHbrMr.r rroJrr43nr4rorTuErMI{ IHK-roHcrpyKuHIMH)), BIIIIoJIHeHHafl rtoA

pyKoBoncrBoM AoKTopa MeAr4rlaHcr(ax HayK, npo$eccopa Ceunuxoea C.8., coorBercrByer

rpe6oaaHusM, rTpeAbsBrqeMbrM rc pa6orarrl Ha col4cKaHue yueHofr creneHl4 KaHALIAaTa nayx (n. 9

(rroJTolr(eHuq o nopsAKe rrpucyxAeH:as. yr{eHbIX crenesefi>; flocraHoBnel4lre flpanure:ncrea

Poccrzficxoit Oeaepauun or 24 ceurx6p.a 2013 r. Ilb 842), a ee aBrop 3acJry)Kl{Baer

lpr4cy)KAeHur y.reHofi crerreHr4 KaHAr.{Aara 6zororu.IecKl4x HayK no crrequanlHocrl{ 14.03.09 -
(IglI4HIrrIeCKat I4MMyHOJIOf I{t, annepronoll4g).
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