
OT3bIB

O @IIUI4AJIbHOIO OfIIIOHEHTA

AoKTopa MeAr{rlkr HcKrlx HayK, upo Seccopa, rnaBuo ro Ha}nrHoro corpyAHr{Ka

ra6oparopun nefipo6nororuu ll ocHoB pa3BurLrf, Mo3ra Oegepanrnoro

rocyAapcrBeHHoro aBToHoMHoro f{pex( paeHvrfl. "Haqlronarlrnrrfi

MeAl4qzHcxufi uccneAoBarenbcKlafi qeHrp 3AopoBbr Aerefi" MmucrepcrBa

3Ap aBooxpaHeHr4f, Poccufi cxofi @e4ep a\vvr IIn H e.n uca Bceno.rroA a

f pnropreBnqa Ha .qucceprarlurc llle.nyxnnofi llpnnu Ba.nepbeB Hbr

<<HzroruHoBhre Lr poAcrB eHHbIe peqerlTopu Hefi povreAr4aropoB : MexaHLr3Mhr

Synrqzonalrnofi aKTLr BHo crl4 Lr HoBbre JruraHAbr>,

npeAcraBneHHyro Ha coucKala.ue yrenofi crerreHpr AoKTopa xuMLTqecKLrx

HayK

tro clerlkr€rrrbHocrlr 02.00. 1 0 - <<6noopraHuqecKar xr{Murr).

Arrya.nrHocrb. ,{ucceprarlLroHHat pa6ora lllenyxuuofi u.B.
<<HzroruHoBbre Lr poAcrBeHHbre peqerrroprr nefiporr,reAuaropoB: MexaHu3Mbr

fynrcqzonzurrnofi aKTuBHocrvr u HoBbIe nwaHAbr)) flBrfrercfl arryalrnofi,

Ilpexqe Bcefo, noToMy qTo, HecMoTpr Ha LrHTeHcr4BHbIe I{ MHofoqLrcJIeHHbre

I{ccJleAoBaHkrfl, a upo6neMe y}Ke 6onee 100 rer, MoJreKynrpHbre MexaHrr3Mbr

nx QynrqLIoHkTpoBaHLIt B HopMe, a oco6enHo B rraroJrorulr, oKoHqarerbHo

He u3) reHbl. Xors He Bbr3brBaer coMHennfi o6ocnonanHoe npeAcraBJreHrre,

qro HlrKorLrHoarre Alp (uAIf) npuHaAne)Kar K Krraccy neHraMepHbrx

nlIraHA-y[paBnreMux 6emoB, orBeqarolqr4x 3a cB-n3brBanrre MeALraropa (n

AaHHoM cJryqae arlerrlnxoluna), orcyrcrByer crpofinar reopur vx

QynrquoHrIpoBaHLI{, MHorue cra4uvr LIX MoneKyJrrpHbrx MexaHLr3MoB He

LI3freHhI kI Hoc-f,T orpbrBoqHnfi xaparrep. Hecuorpr Ha rrpeAloJro)KeHlre,

rITo B ocHoBe HeBponorkrqecKlrx, rcllxl4rrecKrrx, ueftpo4ereHeparvBHbrx,

BocIr€rJII{TeJrbHbrx r,r Apyrr4x rraroJrorr4.trx (uueo$penvrs,, ayTr43M, grrLrJrerrcr4{,

6olegnz Anrqrefirvrepa vr flapruncona, Mr{rpeHb, Mr4acreHrlr, cefrcuc,

peBMarokIAnufi aprpl{r rr 4p.) rrextlrr HapyilreHne SynrquoHrirpoBaHux Cys-
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rreTeJrbHbrx peqerlTopoB, K KoTopbIM oTHocf,Tct HAIP, ux cleqz$uuecrax

reparr{f, oTcyrcrByeT. lpt 6omruzHcrsa AaHHbIX sa6onesaHufi B

HacTorrqee BpeMs rrpoBoAl4Tct OLTMTITOMaTLIIIeCKOe IeqeHLIe, [pI4BOAflIIIee K

yJr)qrueHraro o6qero cocroflla.r4s. naIILIeHTa, Ho He ycrpaHtroqee rrpruLIH

pa3Burrufl rraronorr4Lr. lloerorvry [or{cK rlpelaparoB, HerlocpeAcrBeHHo

AerrcTByroqnx Ha Cys-uereJlbHble peqe[Topbl, tBJrterc{ TaKxe

Hecrraorpx Ha ro, rITo nAtp sBrtrorct BaxHofi

Sapl,rarororvqecKofi ruurueHbro rrpu yKa3aHHbIX BbIIrIe cocrotHl{-{x, MHofIle

acrreKTbr Lrx SynrcquoH€rnbHofi aKTnBHocrLI B opraHrl3Me ocrarorct

HeAocrarorrHo kT3freHHbIMn. Hanpzvrep, Ho raK AaBHo 6su orKpbIT

xonlrHeprv.recrcvfi [porurBoBocrr€rnuremnrrfi peQneKc, onocpeAosaHHrrfr

aKTuBarllrefi. a7 uAXP MaKpo$aroB B orBer Ha xonzHeprl{qecKylo HepBlryro

crrrHurJrrr3arlnrc. Sror [pr.rMep n:aLrMoAeitcrevrfl. nepnnofi u rauuynnofr

cl{creM yx{e ycleJr crarb KraccuqecKlrM u cefi.rac rloflBJlterc{ Bce 6omure

rroATBep x( Aenuit KoMrr Jr e KcHoro xap aKTepa Kr eroqH o -TKaHe B oro orBer a npvr

xoJrlrHeprz.recrofi r4HHepBarIr4rI. OAHaro Bce ero rpe6yer no4po6Hofi

AeraJrv3arlr4kr LrMeroilItxcr HayqHbrx zlr'alnuit v o6napyxeHl{e HoBbIX

acrreKToB SyHrquonamHofi ponu Cys-nereJIbHbIX peqerlropoB KaK B

nepnHofi c[creMe, TaK rr 3a ee [peAeJraMu. lloeroMy BbIrIoJIHeHHoe l4puuoia

Bzureprerrrofi IllerrvruHofi. 3KCnepuMeHT€UrbHOe uccneAoBaHvIe)

rrocBrrrleHHoe kr3freHlrro MoneKyJrrpHbIX MexaHLI3Mon SyHrqI{oHI{poBaHLIrI

uA[p B HopMe Lr naroJrorvrv\ flBrrflerc.a cBoeBpeMeHHbIM LI aKTyanbHbIM.

Taruvr o6pasou, perleH3rrpyeMat pa6ora aKry€ulbHa u HarlpaBneHa Ha

o6uapyxeHlre HoBbrx MexaHrr3MoB QynrquoHamnofi aKTuBHocrLI Cys-

flereJrbHbrx peqerrropoB B opranu3Me, rroucK rIX HoBbIx SaprvraroJloil{qecKrr-

lepcrreKTrrBHbrx n[faHAoB vr AeTaIII43aIIVIO MeXaHU3MOB nLIfaHA-

peqelropHbrx B3alrMoAefi crszfi .

AKTV€L]IbHbIM.



Hayv nan 3Haq rrMocrb, TeoperrlrlecKafl Ir rr pu KJr aunafl. IIeHHocrb

r{ccJreAoBaH[fl orrpeAeJrfl eTcfl ycTaHoBJreHrIeM cJleAyrou nx ocHoBH blx

3aKoHoMepnocreft:

1. Paspa6oraH yHlrK€rJrbHrrfi rourrercnufi rroAXoA c lrcrroJrb3oBaHr4eM

coBpeMeHnux 6nox[MlrqecKl4x, oJleKTpoQzsuonorLTrlecKux,

MrrKpocKorruqecKLtx, MoJreKyntpHo-reHerl{rrecKLtx uccneA oeannir 4rrr

v3ylreHnfl, KJreroqHo-rranesofi JroKaJr[3ar\uvr vr QynrquoH€rJrbHbrx

xapaKTeprlcrlrK Cys-nereJrbHbrx peqerlTopoB, coqeraroulnfi

Qiryop e c q enrnrrfi Lr p a4vro ilnraHAHbr it attwtus c u cn o Jr b3 o B aHLr eM

rrerrrlrAHo -6 efi<oerrx ueft poroKclrHoB, a raKx(e MeroA K€urbrlLr eBoro

Lr MLrAXfl4 Hf a r.r gneKTpO$USUOnOfLrrO.

2. Buepnue ycraHoBneHo unru6upoBaHr{e npr4poAHbrx rroATr{noB

fAl\4lQ{-peqerrropoB rpexrereJrbHbrMn c,-nefiporoKcuHaMlr :vrefi,

Kraccr4qecKkrMLr nucoroaSSunHruraz KoHKypeHTHbrMrl aHTaroHr{craMlr

uAXP. [tt nau6oJree eQ$errznHoro uHnz6raropa fAMKA-peqenropoB, CI,

ro6paroxcvrHa)

ocHoBaHHstit sa KrroqeBofi powr rroJIo)KkITeJIbHoro 3apflAa ero rleHTpamHofi

noATBep)KAeH KoHKypeHrsrrft MexaHn3M cBfr3l';rBanaurs.,

IrerJrlr, a rarcKe o6Hapyxena AorlonulrreJrbHar €urnocrepLTqecKa{

KOMIIOHEHTA CB'3bIBAIIilfl..

3. ftw, crrHTerr{r{ecKoro 6enxa SLURP-IJ. l$rs., crrHTerr{r{ecKoro rpexrrereJrbHofo OenKa SLUI(P-I qeJroBeKa,

crpyKrypHoro aHaJrora c,-ueftporoKcLrHoB :uefi, BnepBhre ycraHoBneHo

lpeAuorrrLTTeJrbHoe unru6vpoBaHlre rerepoMepHbrx uAXP.

4. Buepnrte o6Hapyxeno, rITo xonl{Heprr4rrecK€ur krHHepBarlur,

ycllnl{Baroqar ooneBylo ct4fH€lJrrr3arllrn B ooolorrKax foJroBHofo Mo3fa,

Mecre 3apo)KAeHus.6otefi rpLr MLrlpeHLr, perynr4pyer 4nyxQasnurr,r o6parorvr

cneqz$uqecKr4e 3arqlrrHbre peaKrIuLI

BocrraJreHun, geircrByfl ta a7, a3B2 n a6*

an$SepeHrlr4poBKe nonoo6pa:oBaHHbrx Hefipouon B rLrrrroKaMrre lpbr3yHoB

nefirpoQuloe

nAXP, a rarcKe

Mbrrrreu npvr

cnoco0crBVer

rlocpeAcrBoM aKTriBarlvv a7 HAXP.
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5 . Buepebre Bbrf, BJreHbr rrpeArroqrkrreJlbHafl. 3Kcrrpecc ns. u arconamnufi

TpaHcnopr u7 nAXP B HorIZqerrrLrBHbIX uefiponax ceHcopHbrx raHnrueB,

I{MMyHono3LrrLrBHbrx K rrerrrzay CGRP, oAHoMy 143 ocuoBHbrx MeAlraropoB

6onefi rpu MLrrpeHLr.

6. YcranosreHo) a7, u3B2 a,6* nAXPo. ycTaHoBneHo, rrTo aKT?rBarlufl. al) a5pz v 0,o* HA)LH peryJrrrpyeT

4ayx$asnuu o6pasoM crrequSzuecryo 3 arrlLt rr{yro p e aKrluro nefi rpo$unon

urrruefi npr4 Bocrrarrenvrur - nupa6orKy aKTuBHux Qopu Kr4cnopo.qa, a raK)Ke

ycunuBaer krx KreroqHyro aAre3zro. Tara.fl QyurcqnoH€rrrbH€ur aKTr{BHocrb

nAXP Kpnrr{qHa Anfl nefiporenesa Bo B3pocnoM opraHLr3Me u Anfl,

KoMrreHcaropHbrx [poqeccoB B Hl{lpocrpuawtoit cucreMe rrpr4

M oA eJrrrp o Banvrvr 6 ores H Lr IIap ru n c o Ha (EII) .

7. Orrprrrrr HOBbre Hr43KOMOneKynrpHbre cpe4HeaSSznnne

(MoJIrIarqLre) aroHLrcrbr u7 uAXP npzpo4nnfi (6-6povrornnaSopzn) vr

crrHTeTrlrrrecrzfi (npozsnoAHbre xraHoruHa) IlpoucxoxrAeH]xs.. Tarxe

lls) reHbl aHTaroHlrcrrr uAXP co cMeIuaHHbrM MexaHr.r3MoM cBr3brBa:nlzr.

(a-rmarou4rr BBIQA H3 flAa rypape) 6oree cerreKrlrBHbre, qeM vrx

crpymypnufi aH€rJror dry6orypapvn. Buepnue ycraHoBJreHo, rrro

lpucoeAr{HeHrre xuHoJruHa K 9-vreHnouy rerepoqrrKny flBrrflercfl

Kprrl{rrHofi ueprofi a7 uAXP -ceJreKrlrBHoro Qapuaro{opa.

8. r{orcrlruuqecKlre vrctrbrraHLrs. neKapcrBeHHoro rrpelapara Ha ocHoBe

cl4HTerlrrrecKoro rrerrrnAa €BeMlrolcnHa Lrs flAa Azemiops feae,

KoHKypeHTHoro aHTaroHl{cra MhllrerrHoro nAXP, noKasaJru, rrro B

TeparleBTliqecKrlx Ao3ax oH tBJlterct e$QerrznHbrM vt 6esonacHrrNa

HeAelorspr{3yroullrM MLropenaKcauToM c 6oree nrrcoxofi ceJreKTrrBHocrbro

u cueqn$u.recrcofi aKTlrBHocrbro B cpaBHeHLrLr c KJrLrHtrqecKLr [pzMeHreMbrM

nperaparorra 6pouuAoM poKyp oHuA.

9. flparnEqecK€tf, 3HaqLrMocrr pa6omt cocror4T B ycoBeprrreHcrBoBaHvrvr

nefipoxul,tuqecrofi MeroAonoru.recrofi 6arrr, BburcHeHrrr{ HoBbIX acrreKToB

poJrr4 uAXP vr poAcrBeHHbrx peqelropoB Hefiporvre4lraropoB B

naroousuoronrqecKLrx [poqeccax, a raK)r(e orKpbrrLrkr Lr xapaKTepucrlrKe



cBoficrB r,rx HoBbrx @aprvraronoruqecKLl-nepcrleKTLIBHblx 6 rzranAon (n rov

qkrcre AoKrlrHlrqecKkr rrcrrbrraHnoro HeAerlonflprr3yroulero MlropeJraKcanra).

3ro Mo)r{er B Aamnefirueu [ocnyxerrb ocnonofi Anr KoppeKT]rpoBKLr

rrMero rrlkr xc s. vrrv p a:p a6 orKI4 H o BIIX rI oAXoAo B S apn r aror ep anun.

10. Haroneq, olpoMHoe HalnrHo-[paKTrlqecKoe 3HaqeHLre krMeror 23

orry6nzxoBaHHbre crutbvr B BeAyrrIVX xcypHanax vtlapa, ony6nuroBaHH€ur

naonorpafins,u3 rrareHTa, B roM qlrcre 2 zapy6exHbre.

O6nI aq xa pa Krep r crlr Ka pa6orrr. .{zccepra lq;ur^ I4pvttu B anepreBHbr

Illelyxznofi uocrpoeHa rro rpaAnquonHofi cxeMe 14 cocror4T r43 BBeAeHvrfl.)

nr4TeparypHofo oo3opa, Marepv€rnoB u MeroAoB, pe3ynbraroB, Lrx

o6cyx4enlr.f,, BbrBoAoB rr cnlrcKa rllrrlrpyeuoft Jrlrreparypbr, BKJrroqaroulero

730 sauweHonanufi. Marepzanrr pa6orbr Lr3JrolKeHbr Ha 244 crpawrrlax

Marrrr.rHorrr{cHofo TeKcTa Lr xopomo unnrocTplrpoBaHbr (55 pzcynrcos u 11

ra6rurq), qro o6reFraer Boclplrrrue Marep vura.,{uccepraqux o SopMJreHa

B coorBercrBrrn c rpe6onanvrflvttr BAK. Co.qepxanne Aucceprarlnu

coorBercrByer crreqrr€rJrbHocrlr 02. 00. 1 0 - <<6uoopraHr4qecKa.f, xrrMr4r>

Opranuraqrrfl rrccJreAoBaHnfl. Cpeau [peArrocbrJroK K npoBeAeHr4ro

rrpoAyKTrrBHoro rrccneAoBaHurg. eaxHefiruLrN4lr rBJrrrorcr: qerKoe

o6ocnosaHlre rIeJrpI, uocneAoBareJrbHocrr4 3a4a't, nu6op nau6olee

noAxoArrqux sKcrreprrMeHTanbHbrx o6rerroe, paspa6orKa KoMnneKca

aAeKBaTHbIX TTOAXOAOB Vr MeTOAOB, rIO3BOnrrcqr4X COIIOCTaBJTeHUe

pe3ynbTaToB, rroJDrqaeMbrx B pa3Hbrx cepurx 3Kclepr,rMeHToB, Lr co3AaH[e

na6opa aAeKBarHbrx LrHcrpyMeHroB. llpu LrccJreAoBaHvrvr o6cyx4aerraofi

npo6reurr LIHcrpWeHTaMlr nrt6opa [perrMyrrlecrBeHHo rBr.f,rorc-t

SaprraaroJrorr{qecKue areHTbr pa3Horo rrpovcxox(A e:rtufl .

AByX r43 HLrX - MeTOAaX

pe3yJrbTaToB orrbrToB Ha

rloJlHocrbro orBerraer grraM rpe6onanuflM. llo4po6Hee ocraHoBJrrocb Ha

rr rrHcrpyMenrax. r{nx

o6ruupnoM nepeqHe

OpraHu:aqur vr ocyulecrBJreHr{e Aracceprarlzonnofi pa6oru

rroJrr{eHr4t colocTaBz Mbrx

o6rercros: nAXP punHoro

cy6re4uHLrqHoro cocraBa, nx <6parbeB rro pa3yMy) B Jrr{rle, fAMKa ,
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fJ[4rILrHOBOfO kr 5-HT3 rroATrrla ceporoHLtHoBofo peqerrropoB,

ornocrIquxcs, K ceMeficrBy Cys-uereJlbHbrx peqerrropoB, KJreroK,

rrpr4HI4MaIOqLlX r{aCTLre B peaJrll3arlnl. HOIIUqenqr4n, SJTeMeHTOB CLTCTeMbI

BocrrarreHur, rrMMyHHbrx KJreroK Lr r.rl. B Alrcceprarl[u 6nrn npLrMeHeH

rlprrMeHeHkre

6enrosoro

nplrBeno K

IIpOBeAeHLITI

IIonyqeHLrlo

MCHbIIIIIMI{

KoMrrJreKc, BKJrroqaroqufi SryopecqeHurrrfi v pa4uonraraHAHrrfi aHaJrtrs,

rcanrqraenrrfi LrMLrAxe{Hr vr enerupo$Ll3rIoJrorrr.recrzfi [oAXoA. Baxnuu

orJrlrrrrreM groro KoMrrJreKca or noAo6nrrx rBJrrerct

feTeponorurqecKu SKcrrpecclrpoBaHHoro oAHoBoJrHoBofo

K€rJrbrllreBoro ceHcopa Case-L2 B coqeranr4Lr c uAXP, qro

pul3yMHoMy ylpollleHlllo npoTOKOna sKcIIepIIMeHTa, 3a crleT

npeuennofi rpancQercquz KJreroK. 3ro cnoco6crBoB€rJro

6omruero rro o6reuy gKcnepLrMeHT€ulbHoro MareprraJra c

BpeMeHHbrMI4 vr MarepLT€rJrbHbrMLr 3arparaMrr. r{ro xe Kacaercr na6opa

LTHcrpyMeHToB, To oH rrolrcruHe yHrrKaneH. llocrcolbKy B pacrroprKenvrtl

ALIccepraHTa 6rur qenufi apceHaJr 3MeI{Hbrx HefipororcLTHoB, qacrb u3

Koropbrx 6rua BrrepBbre BbrAeneHa r{ AeraJIbHo anpo6upoBaHa KoJrJreKTLrBoM

I4ccJreAoBarerefi I4EX PAH, K KoropoMy rrpr4HaAnexrrr AtrccepraHr, a

TaKXe xoporuo o6ocnosaHnrrfi sH6op aroHr4croB 14 aHTaroHr4croB pa3Hbrx

noABI{AoB UAXP, Harypairbubrx, cr{HTe3LIpoBaHHhrx, Hlt3KoMoJreKynspHbrx kr

rlelrrklAuo-6erronoro [polrcxo]K4envrfl. I{ennurvr AorroJrHeHueM rBLrJrocb

I{CrIOJIb3OBaHLre OTHOCLTTeJTbHO HOBbTX aJInOCTepUqeCKUX MOAyITTOpOB Trr[a

PAM, cyulecrBeHHo pac;tnupurBllrux MeroAlrqecKr{e Bo3Mox{Hocrrr

sKcrrepLrMeHr€LJrbHofi pa6oru c uAXP.

CrarncrrqecKyro o6pa6orrcy AaHHbrx rrpoBoAunu c rroMorrlbK)

rporpaMMu STATISTICA 7.0 (StatSoft. Inc., CIIIA), Koropar rro3Borrr{Jra

AocraroqHo y6e4uremno ilpoaHanu3klpoBarb uolyrennrrfi rr,rarepuQn.

HopvramHocrb pacnpeAeJrenus. [pLI3HaKa B nu6opre orleHlrBut"Irtr c

I{crlonb3oBaHlreM Kpurepur lllanupo-Vznra. Crarr,rcruqecKrle pa3rru-rrLrfl.

Mex(Ay AaHHbrMLr, coorBercrByroulLTe HopM€rJrbHoMy pacnpeAeJreHrrK), 6uwr

rlpoaHilnLl3rrpoBaHbr, rrcrroJrb3yr oAHo@arropurrfi 4ucuepcuonnrrfi anaJrvr3



ANOVA c arocrepuopHbrM recroM Tukey 4rlr corocraBJreHlrrr rpex ll

6onee rpytrlr znr Z-Kpurepueu CtuoAeHTa AJr{ aHaJrLBa He 6otee 2-x

rpyrrlr. CrarucruqecKlre pa3nr4qprfl, B AaHHbrx, HMeroqux xorf, 6H e oAnofi

vr3 rpyrrrt pacnpeAeJreHue, ornrdqHoe or HopM€rJrbHoro, 6uru

rrpoaHaJrlr3lrpoBaHbr c ncrroJrb3oBaHneM Tecra Kpycrana-Yonruca c U-

TecroM Manna-Yu'tHpr c [pLrMeHeHVeM rrorrpaBKr,r BonQepponz Anfl

corrocraBrreHufl, Tpex u 6oree lpyml unu U-recrou Manna-Vvrrnur Anfi,

ananvr3a ne 6onee 2-x rpynu. KpurepueM crarlrcruqecrcofi 3HaqnMocru 6rrn

ypoBeHb P < 0,05.

3aAaqu rccJreAoBnnufl. I]em Alrcceprarluonnofi pa6oru AocraroqHo

lonHo o6osHa.reHa B ee H€BBarruu. A Bor B rrepeqHe 3aAaq Ar.rccepraHT

yKa3aJr neo6uqno MHoro - 7 uynrron.

3a4aqu Arrcceprarlkru B ocHoBHoM cBt3aHbr Apyr c ApyroM nx o6ulefi

qenbro v qro Ba)KHo Arrs. LTHTeprrperalglztlz pe3yJrbraroB o6ulnocrrro

lplrMeHeHHbrx MeroAoB Lr rroAXoAoB, B oco6eHnocru LrMeBrrrzxcr B

pacfinop.xlKelanu Ar,rccepraHTa MoJreKyJrflpHbrx LrHcrpyMeHToB. llnan peruenr4f,

raxAofi v3 3a aq 6ur HanpaBJreH Ha rror4cK nyrlr o6perenux HoBoro 3laanufl.

ro qenoMy prAy acrreKroB rpooneMbr.

Pesy.nrrarbr uccJreAoBaH[q cBuAereirbcrByror o 6oluuou

roft pa6oru, B xoAe rcoropofi

HeooxoAl{Mo ocBouTb MHoro Hecxoxtux uo lplrpoAe oobeKToB.

o6reue

6rrno

lloryreHnrre HoBbre cBeAeHurr opraHrrtrlHo BlucbrBarorcr I{ TeM caMhIM

rorlonHrror coBpeMeHHbre rrpeAcraBJrenvfl. o Qynrqurx HAXP. B parr,max

or3hlBa rpyAHo uo4po6Ho npoKoMMeHTLIpoBarb Bce Lr3 HLTX. floerorvry a

olpaHrlrrycb Jrlrrrrb KparKuM [epeqHeM, ocraHaBJrkrB€urcb Ha nau6onee

BAXTHbIX .IIETAII'X.

flepnrre rpur gKcnepLrMeHT€rrrbHble HraBbr rrocBrrrleHbr paspa6orre

MeroAoB IITITo- u rucroxr4MlrqecKoft Aererrlurr4 vr aHanlr3y a$@nnnocrv vr

cueqz$nrrHocrlr Cys-nereJrbHbrx peqenropoB rro orHorrreHnrc K

nefrporoxcrlHaM vr vrx aHaJroraM. IlpurraeuareJrbHo, rrro B xoAe grofi pa6orrr



8

cJro)KrrJrcr yAaqHbrfi KoMrrJreKc MeroAoB, Koropbrfi BKrrcqLrr raKx(e

MoAr4$r{rllrpoBaHHbrfi ralsqzenrrfi LrMLr.4rtLrHr r4 gneKTpoQnszonorLrqecKue

MeroAbr. OH 6ur onpo6onaH Lr AoKa3zIJI cBoro B€rJrr.rAHocrb rrpr4MeHureJrbHo

K rrocraBJreHHbrM 3aAaqaM. llo cyqecrBy, I43noxeHHbre B rrepBbrx rJraBax

pe3ynbrarbr oKcrreprrMeHToB flBurrucb QyH4avreHToM ncefi Alrcceprarlnu. B

xoAe gTofo, Ka3alrocb obr, [penMyrrlecTBeHHo upeABapzTeJrbHofo, Ho

neo6xo4raMoro gTarra pa6orrr, 6rrro cAenaHo HecKoJrbKo orreHb uHTepecHbrx

HAXO.IIOK.

Cpe4z Hnx o6parqaer sa ce6s, BHLTMaHLTe o6nappKeHHoe BrrepBbre cpoAcrBo

rc cafi ry cBr3brBaHlu f AMK a pnpla anr$a-nefipororcunon,

aucoroaS$rannrrx KoHKypeHTHbrx 6norcaropoB HeKoropbrx BLrAon nAXP.

llonyueno y6e4r,rreJrbnoe cBlrAereJrbcrBo cpoAcrBa nefipororclrHoB K

opro crepnqecKoMy c airry f AMK-peqerrrop, r. K. cBr3brBaHrre ro6paror ckrlrra

cyqecrB eHHo o cJra6reuo KoHKypeH lglzefi co crrerllr$uvecrzrr,r aroHLr croM

fAMKa peqelropa MycrIkrMoJIoM. 3ra cuoco6socm oprocrepr{qecKoro

cBt3brBaHr4rr HeKoropbrx nefipororclrHoB He roJrbKo c HAXP, Ho r{ c

Apyf I{Mr4 poAcTBeHHbrMLr TpexrreTeJrbHbIMI{ peqerrTopaMlr x{AeT cBoef o

Aalurefi urero pacruupeHHoro Lt ccJreAoB aHufl .

Paspa6orannrrfi rouunercnrrfi rroAXoA K rrccneAoBaHrlro uAXP vr

rIoJIfreHHoe HoBoe 3HaHkre o BapLIaHT€x ux MoneKyJrrpHbrx Bo3Mo)r(Hocrefi

rlo3BoJrrrJrr{ AlrccepraHTy nepefiru K perxeHlrro HaMeqeHHbrx rlenefi no

BbrrBJreHlrro vr 6onee rny6orouy

naroSu:uoJrorrarrecrofi ponu HAXP.

Ll3freHLrro Suszoloru.recrofi

O6es6oruBarcrq€u cuoco6nocrr JruraHAoB AXP 6rua yxce paHee

o6Hapyxena v ruLrpoKo o6cyx4aerca prAoM r4ccJreAoBaletreit, Ho

MexaHlr3Mbr grrax eQ$erroa ocrarorcr He Ao KoHrIa BbrrcHeHnbrMu.

.{nccepranr npoBen HecKonbKo cepuit 3KcrrepkrMeHToB Ha p€BHbrx

o6tercrax, .no6rr Bbrf,cHr4Tb f{acrlre xoJll4Hepriaqecrofi clrcreMbl B p€BHbIX

rlpof,BneHurlx HorIuIIelqLrkT. Oco6o cJleAyer orMerLrrb opkrrrrH€lJrbHyr)

pabory rro BbuIBJIeHnIo en4orennofi aKTr{BHocrLr arlerkrnxoJrlrHa rro
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orHorrreHraro K p€r3HbrM rroATlrrraM AXP B Mo3roBbrx o6onoqKax. 'ftr sroro

6rura I4clroJrb3oBaHa gKcleprrMeHT€urbHar MoAenb MrrrpeHlr. Anarzg

MexaHLr3MOB BIrLIflHLrfl, XOJrkrHeprUqeCKLIX nrrfaHAOB Ha HOII[qelq[rO,

npone4ennufi Ha nepnuunofi KynbType TpolrHprrrHolo |AHrJII{IT U HA

crrlrH€rJlbHbtx raHrJrrrf,x rro3BoJrrrJr Bbrf,BLITb gKcrlpeccuro $ynrquoH€urbHo-

aKTLrBHbrx o7 HAXP vr Lrx aKcoHHyro JloK€urLr3arlvro. CosoKyrrHocrb gTkrx

HOBbTX AaHHbrX C pe3ynbTaTaMu yTOrrHeHLnr MoneKyJrrpHbrx Lr KJreTor{Hbrx

uuurenefi geitcrnut 3HAoreHHoro AX rlo3BoJrprJra rrpeAJroxfl4Tb HoByro

cxeMy, AeMoHcrplrpyroulyro ponb xonuHepriE.recrofi repeAaqr4 n Qenoueue

6oru, Bo3HkrKarcrrleM rrpr,r Mr{lpeHlr.

,,{pyrurvr uaroQusutoJrorlrrrecKLTM rlpoqeccoM, rro noBoAy Koroporo

HAKAIIJII4BAIOTC' Qarcru, cBuAeTeJrbcTByrorque o6 Yqacrvrvr

xoJII{HepfIIrIecKoLI CLTCTeMbI,

paspa6oraHHoro KoMrrJreKca

rrpoBeAeHo TkrrrvrpoBaHLre

MoAynr4poBarb SyHrquro nefirpo$nlon 14 rron1^reH pf,A AoKa3areJrbcrB,

noAKperlJlrlotr1ux cyqecrByrorqkre [peAcraBJreHr4rr o 4noficrneHnofi

lpLrpoAe Aeiacrr,us, arlerr,rnxoJrlrHa, Bo3MoxrHocrlr r{HAyKrIr{Lr

HenocpeAcrBeHHoro BXoAa C** rrpu aKT:aBar\uu uAXP, a raKxre

onocpeAoBaHHo rryreM nu6poca LroHoB Caz* uz BHyrpLrKJreroqHbrx Aerro,

aKTLIBLIpyt rr,rera6orpounrrfi crlrH€ulbHufi racrca4. CyqecrBoBaHr.re BTopofo

MexaHI{3Ma qpe3Bblqafino LrHTepecHo, ero paclpocrpaHeHHocrr cuoco6na

crarb [peAMeroM A€rrrbHefiruux yrny6neHHbrx r{ccJre4onaHufi .

llepeuenr HOBbIX ACTIEKTOB $rasuororzqecrofi

uarofizsnoro[{rlecxofi porn uAXP, Koropbre noABeprnr4cb HccJreAoBaHriro

ALIccepraHToM c rroMorrlrro paspa6oraHHoro LrM noAXoAa, He cnyraeu. flpz

groM vtx nu6op u rrrlareJrbHocrb paspa6omu coorBercrByroqux

3KCIepLIMeHTOB CBLrAeTeJrbCTByeT, qTO aBTOp ALrCCepTarInU XOpOTO BJraAeeT

upo6nenaofi n yrvreer craBLI-Tb IIeJII, AocrrDKeHr4e Koropbrx cnoco6no nHecrz

flBlrflercfl. BocrraJreHue. C rroMorubro

MeroAoB Ar{ccepraHToM BrrepBbre 6uno

rrpeAcraBnrerefi nAXP, cuoco6nrrx

nosrrft cyulecrBennufi BKJTaA B rrorroJlHeHlre Qyn4arraeHT€LrrbHoro 3HaHufl. Lr
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rrpeArrocbrJloK K efo rrpaKTlrqecKoMy r4crlonb3oBaHuro ilpl4 co3AanLrvt HoBbrx

JreKapcrBeHHbrx cpeAcrB. llpurr,repoM groro flBlrflercfl Lr3freHkre ytracrrrr

nAXP rpu MoAenvpoBaHrrz 6oresHz llaprurHcoHa, B xoAe Koroporo 6rmu

BbrrBJreHbr KoMrreHcaropHbre Lr3MeHeHut B ypoBHe gKcrrpecclrrz HAXP s

Hlrfpocrpnatrofi cr{creMe rurrruefi y)Ke Ha AoclrMnrounofi cra4uu pa3BLrrvrfl

6oresHkr. CAelan 3Harrr4Mbrfi eKnaA n SapuaroJrorlrro MlropenaKcaHToB rrprr

r{3) reHulr KoMrroHeHToB rAa Kypape pa3Horo rrpor{cxo)K4eHr4s, n ro4po6uorvr

cr{creMarkTqecKoM LrccneAoBaHurv 4eitcrr'un [enrLrAa €BeMLroucLrHa,

BbrAeneHHoro vrg flAa raAK)Kr{, rcoroprrfi npeBocxoArdr rro pfl4y cBoLrx

csoficrn cyulecrByroque crrHTe3LrpoBaHHbre cpeAcrBa vr Mo)Ker 3aHrrb

aKTy€rJrbHyro Hkrrrry MlropenaKcaHToB co cpe4ueft [poAonxlrreJrbHocrbro

yeficrnwn nocrpe6oBaHHbrx Krr4Hr.rqecrcofi np arrurofi .

Crenenr o6ocnosaHHocu uoroxeH[fi. nrtnonon lr percoMeHAarl[fi"

cdopnay;ulDonaHnrrx n nuccepraqnu. O6urupHufi o6reu rpoBeAeHHbrx

LrccJreAoBanuft rroJrHocrbro coorBercrByer ypoBHro AvrcceprarJvru Ha

collcKaHrre yrenofi crerreHu AoKTopa xLIMkIaIecKkrx HayK. Anropou n pa6ore

LICIIOJIb3OBaHbT COBpeMeHHbre MeTOAbI krCCneAOBaHIdS. V CUOCOObT

o6ocnosanra-f, nonfreHHbrx pe3ynbraroB, BbrBoAoB u peKoMeHAaquit,

Koropbre cBuAereJrbcrBylor o srrcoroft crerreHlI o6ocHonanHocrrr Bcex

rroJro)r(enuit u BbrBoAoB AvrcceprarlLroHHoro vccneAoBanvtfl, BbrHocrrMbrx Ha

3arrlkrry. Kounrerc l4cnoJrb3yeMbrx cor4cKareJreM MeroAoB zccJreAoBaHurr

coorBercrByer rrocraBneHHblM rIeJrrM v 3aAarraM LrccJreAoBarenrcrofi

paooTbr, a coBoKyrrHocTb pe3ynbTaToB LI BbrBoAoB opfaHntrHo BbITeKaeT Lr3

npoBeAeHHofo AUCCepTarlLr OHHOfO l4ccne.rloBaHufl. Ha ocHoBaHlrlr

gKcrrepraMeHT€LirbHbrx AaHHbrx c$oprrayrl4poBaHo ceMb BbrBoAoB, B Koropbrx

cyMMlrpoBaHbr pe3ynbrarbr rrccJreAoBanufi.. BrrnoAu Arrcceprarllronnofi

paooTbr rroJrHocTbro cooTBeTcTByroT IIeJII4 vr 3aAaqaM LrccneAoBaHvr\ Lr

nonHocrbro o6ocHonaHu. flpuHrlr{[r4€rJrbHbrx 3aMeqauuit.Her. llpex4e uena

3aAarb Borrpocbr, Bo3HrrKrrr[e rrpu qreHuv pa6oru xoreJlocb 6rr oruernrr
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AOCa.qHbre BerrIZ: orcyrcrBlre B aBTopeoepare p€BAena (Marepvan vr

MeTOAbr rrccJreAoBaHvrfl>>, oTcyTcTByroT nonolKeHzfl, BbrHocr{Mbre Ha 3arIII{Ty.

3naroNacreo c MarepLr€rJraMr{ Aucceprarluonnofi pa6oru I4.8.

Illelyxxuruofi cnyxlrr noBoAoM Ans pflLa AlrcKyccuoHHbrx coo6paxelr^uir vt

BorrpocoB. l4x orHocureJrbHo MHofo, r{To AorrlKHo BoclpLrHlrMarbcr KaK

AOCTOT{HCTBO ArrccepTarlr4rr, KaK rIpU3HaK HOBLr3Hbr U aKTy€urbHOCTI4

o6HapyxeHHbrx Qarron. llosronry x orpaHlrqycb Jrr4rrrb reMn, Koropbre

LrMeror HerrocpeAcrBeHHoe orHorueHve K BKJraAy, rcoroprrfi era pa6ora

BHockrr B coBpeMeHHoe cocroflHrre npo6reuu nAXP. llpex4e Bcero, ero

poJrb rroHoB K€rrrbrlurr Ha Bcex grarrax aKTr4Barluz uAXP z ee cne4crrlufi.

Ona unoroo6pa:Ha Lr AaJreKo erqe He Bce ee acrreKTbr AeraJrbHo Ias) reHbr.

Canarru 6ucrprru v sQQercrzanrrnr MexaHLr3MoM rroBbrrrreHkrt

KoHrleHTparJvru lroHoB C** B rlLrro3oJle rBrrercs ux BXoA rrepe3

orKpbrBaeMbre rpaHcMeM6panHrre KarlloHHbre KaH€urbr. K r4x qr4cJry

orHoclrrcr v ceMeficrso uAXP, y[paBJlseMbrx auerr{nxoJrrrHoM. Cpasy

Bo3Hr{Kaer HecKoJrbKo cBr3aHHbrx MextAy co6ofi Bo[pocoB K AlrccepraHTy:

1. Yponenr yAemHofi K€IJIbqkIeBofi uponurlaeMocrrr y KaH€rnoB

p€I3HbIX HAXP He o4znaron. Y a7 uAXP oH MaKcr.rM€LireH, a KaKoBa

3aBI4CLIMOCTb K€UIbIILIeBO|O ClIfHaJIa. BbI3BaHHO|O aUeTI{IXOJIIIHOM VIIftI

HLIKorr4HoM rrpn pa6ore c pa3HbrMu HAXP, (ne4r cyulecrByer He vrenee 17

cy6te4nnzq uAXP, cuoco6Hrrx yqacrBoBarb B SoprraupoBaHr4rr

Uenrarr,repa)?

2. Mne Kax{ercr oqeHb Ba)KHbrM cJreAyroqzfi nonpoc. Moxno nu,

rlcrloJrb3yr KurrrbrlLreBoit uvtuglKlrHf, orleHLrrb BXoA Caz* uepe3 rroreHrluan

3aBLIcHMbre Ca2*rcananrr Lr 3aBvrcvrr rru 3Tor BXo.u or crerreHl4

A e rlonrp u ga\uv rrn €BM arLr qe c ro fi uerr,r 6p aHu ?



3. Irlcnonrsyr $aprr,raronorLIqecKlIit asastuz, MoxHo nkr orleHr{Tb

BKnaA B BenLrqkrHy Ca2* curHaJra gHAorrJra3rraaruqecrzfi perlrKyJryM u

MLTTOXOH gplrtU?

4. llepcnerrlrBHo rrr4 rrpuMeHeHr{e cafir-nanpaBJreHHoro

MyrareHe3a rro orHorrreHlrro K r{oHHoMy @nnrrpy KaHaJra o7 uAXP Ans

cylqecrBeHHoro cHLrx(eHlrfl Aorrn KarIbIIut B TpaHcMevr6pannou roxe? Tarze

MyrrrpoBaHHbre Br{Abr nAXP pKe cyqecrByror vr lna-tulrraercr ux ycleruHoe

krcrroJrb3oBaHr{e (cvr. Colon-Saez and Jakel, PflugersArch, 2014; King et a1.,

MolPharm,20l8).

5. flouzr,ro LruorporrHoro eSSeKra aroHr,rcroB HAIIP Bo3MOxeH

Irvr uera6otponnrrfi eS$err pflpra coe4Ianeuufi, cBr3aHHbrx c yqacrkreM

fT(D-cnffi brBaroruero 6elxa u IP3?

6. C qerr,r cBr3aHa rereporeHHocrb Ca2* currtaJra B nefirpoSunax:

orBerlalor roJrbKo 30o% rueror? BrrseJleHa JrLt cB.f,3b crerreHpr BocrrareHur c

c**?

7. Anrop BnepBbre o6napyxnna cpoAcrBo K cafiry cB-tr3brBaHlrrr

fAMKa pflAa anrSa-Hefipororcunon, nrrcoroaQ$zHHux KoHKypeHrHbrx

6roraropoB HeKoropbrx BLTAoB nAXP. Karoso Sz:uoloruqecKoe 3HaqeHue

sTOfO CpO4Crna?

8. Anrop plcy-rrana npo6nervru Hefiporenesa HefipoHoB B3pocJrbrx

)KI4BOTHbIX, a KaKOBa ponb B STOM CTBOJIOBbTX KJTeTOK, r4MerOIUIl',XCg. B MO3ry

B3pOCJrbrX XUSOTHTTX?

Xors BorlpocoB MHofo, Ho grlrM [oAqepKr4Baercr Jrlrrrrb cJroxtHocrb

upone4enHofi Ar.rccepraHToM pa6oru. Cranosurcs orreBrrAHbrM, qro

ALIccepraHT BHec cyrqecrBennufi BKnaA B perrreHlre npo6leMrr. Ocraercs

TOJTbKO rro)KeJraTb ycrrexa IIpu npoAonxeH?ru [poAyKTLlBHbrx

v ccneAoB auuit, HarrplrMep, c Lr crroJrb3 oBaHLreM HoBbrx nr{f aHAoB.
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Ha ocHoBaHkrrr Bcero Bbrrue cKa3aHHoro, fl. BbrcoKo orIeHLrBaIo

6onrruofi, upeKpacHo opraHlr3oBaHHbrfi, nno4ornopnrrfi ALrccepraqzonnrrfi

TpyA, Lr s Mory nepefiru r o6ssaremHofi Qopnayne 3aBeprueHr,rr or3brBa.

fiuccepraqux llleryxuHofi VIpuu:'l Bareprennrr flBrrfiercs.

3aKOHqeHHbIM HayqHbIM LTCCJTeAOBaHLIeM, COOTBeTCTByTIqI,IM BCeM

KprrrepLTqM, B ToM rrr,rcJre rr. 9, "floroxeuus o [pucyx(AeHvru freHbrx

crenesefi" (yrrepxAeHo lIocraHosJIeHIreM flpanurerbcrBa P@ or

24.09.2013 r. J\b 842 c Lr3MeHeHr{.sNru flocraHoBJreHuir flpannremcrsa P(D

or: 21.04.2016 r. Ns 335; 02.08.2016 r. lYs 748; or 29.05.2017 r. J{s 650), a

caM AlrccepraHT HecoMHeHHo 3acny)KrrBaer npucBoeHr4r LrcKoMofi creuenu

AoKropa xuMnqecKLrx HayK rro crerln€rJrbHocrlr 02.00.10

<6zoopraHrlqecK€ur xLrMrnD).
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