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OBIIASA XAPAKTEPUCTHUKA PABOTBI

AKmyanvHocmy memwl. XpoHudeckast 00cTpykTuBHas 6osie3Hb Jerkux (XOBJI) otHocuTest
K 4YhcIy Hamboliee pachpocTpaHEHHBIX 3a0oneBaHuii denoBeka. OHAa HAHOCHUT 3HAYMTEIBHBIN
9KOJIOTUUECKUH ymiepO, CBS3aHHBIN ¢ BPeMEHHOH WM CTOMKOI yTpaToi TpyIOCHOCOOHOCTH caMoit
akTUBHOM yactu HaceneHus [Uyuamun A.L., AsneeB C.H., Alicanos 3.P. u np., 2014; beneBckuit
A.C., 2012; ABneeB C.H., 2016]. [1o naHHBIM roJUIaHACKUX HCCIIEIOBATENEH, pacpoCTpaHEeHHOCTh
XOBJI pe3ko Bo3pactaer ¢ Bo3pactoM (3,6% B Bospacte 40 nert, 24,1% - B 70 ner). [lo naHHBIM
uccnenosanusi BOLD (Burden of Obstructive Lung Disease), pacnpoctpaneHHocTs XOBJI > 11
craguu (GOLD) cpemu i crapiue 40 net cocrasmsieT 10,1 + 4,8 % (cpenu Myxuns — 11,8 £ 7,9 %,
cpemu xeHuwH — 8,5 £ 5,8 %) [Buist A.S., Mc Burnie M.A., Vollmer W.M. et al., 2007].

B 1o Bpems, kak B 1990-2000 IT. NeTaIbHOCTD OT CEPACYHO-COCYAUCTHIX 3a00JICBaHUM U
MHCybTa cHu3mnack Ha 19,9 m 6,9 % cooreerctBenno, nmpu XOBJI oHa Bo3pocma Ha 25,5 %
[Mannino D.M., Homa D.M., Akinbami L.J. et al., 2002]. IIpx 3ToM 0COOCHHO BBIpa)KEHHBIH POCT
netanbHocTH 0T XOBJI oTMeuascst cpeu XKEeHIIHH — B pe3ysIbTare Bce OOJBIIEro paclpoCTpaHeHHS
CpEIIH >KCHIIIH OJTHOTO U3 BaKHBIX (pakTopoB pricka XOBJI — TabakoKypeHus, a TakkKe BO3ICHCTBUS
OBITOBBIX BO3/TYIIHBIX MOJUIFOTAHTOB IIPY IIPUTOTOBJICHHUH ITUIIN ¥ CTOPAHUH TOTLIHBA.

Io marupmM HanmonsHoro mHCTHTYTa 310p0Bbhs CLLA, cmepTHOCTS 0T XOBJI He B crapmmx
BO3PACTHBIX TPYIIAX 3aHUMAET 4-5-€ MEeCTO, T.€. BXOJUT B YHCJIO OCHOBHBIX HPHUYHH CMEPTHOCTH
CLIA. B Espone cmeptaOCTh 0T XOBJI konebnercs ot 2,3 (I'penwst) no 41,4 (Benrpust) Ha 100 ThIC.
HaceneHns. B Poccum, mo pesynmbTaraM IMOACYETOB C HCMOJNB30BAHHEM SIHIEMHOIOTHIECKIX
MapKepoB, THIIOTETHYECKH HAaCUMTHIBaeTcst 0koj1o 11 MuH. 6ompHbIX XOBJL.

CormacHo HezmaBHO ommyOnvkoBaHHBIM JaHHEIM P.GJ. Burney et al., mioGaneHas
neranbHOCTh 0T XOBJI 3a nepuon 19902010 rr. npakTHYecKu HE N3MEHIIIACH: €KETOAHO YMUPAET
2,8-3,0 mitH. yenosek [Burney P.G.J., Pate 1.J., Newson R. Et al., 2015].

OcHoBHOH npranHOK cMepTH nanueHToB ¢ XOBJI siBisercs mporpeccupoBaHHe OCHOBHOTO
3a0osieBanust. COracHO JaHHBIM MHOTOYHCIICHHBIX HCclienoBanuii, okoio 50-80 % GombabIx XOBJI
YMHpaeT OT PECIUPATOPHBIX MPOOIEM — MO0 BO BpeMsi 00OCTPEHH OCHOBHOTO 3a00JICBAaHUS, JTHOO0
ot omyxoJeit nerkux (ot 8,5 1o 27,0 %) [Garcia 1.S., Clara P.C., 2010].

BBugy TOro, 4ro JierKMe MPEACTAaBIAIOT CO0O  CBOCOOPasHYI0 OHOJIOTHYESCKYIO
«MeMOpaHy», a’poreMaTH4ecKHil Oapbep, MPEHMMYILIECTBEHHO COCTOSIIMH M3 (ocdoiammigos 1
munonpotennioB, npu XOBJI ocoboe 3HavdeHMe NMPHOOPETArOT IMPOIECChl CBOOOIHOPAANKAIBHOTO
OKHCIIEHUS, TIPOTEKAIoIMe B KieTkax jerouynoi Tkanu [Sandford A., Weir T., Pare P., 1997]. C
JIPYroi CTOPOHBI, B HACTOSIIEE BPeMs MHOTHE ITAaTOJOTMYECKHE MPOLECCH PacCMATPUBAIOTCS KaK
COCTOSIHUSI, COTIPSDKEHHBIE C MOPAKEHHEM KIIeTOYHBIX MeMOpaH ¢ JecTabrmim3arueil CTpYKTypHO-
(YHKIMOHANGHBIX ~ XapAaKTEPUCTHK MOCNIEIHWX, TPHBOAS K TOTepe HX (YHKIHMOHATBHON
KOMITETEHTHOCTH, M3MEHEHUIO JKH3HEIESTENFHOCTH KIETOK B IEIOM ¥, B KOHEYHOM CdeTe, K MX
rubemu [['pubanoB I.A., 1991].

Hanmo ormerutsh, uto obocTpeHre HH(EKIHOHHOTO Tpolecca B PECIHPATOPHON CHCTEMe
ycyryOmsier OpOHXHaJbHYI0 OOCTPYKLMIO W BeIeT K HApacTaHWIO BCEX NPH3HAKOB OOJE3HU.
VmeroTcst CBeZIGHUS O TOM, YTO PECMUPATOPHbIE MH(EKIMH 3aITyCKAIOT OKOJIO TOJIOBUHBI CITydaeB
KMHIYeckH 3HaunMbIX oboctpenuii XOBJI [Rennard S.I, Romberger D.J., Spurzem J.R., 2008].
IIpumepro y 25% OGompHBIX XpoHHYecKHi OpoHxHT, a 3ateM n XOBJI dopMupyercss Kak HUCXOX
HEJICYEHHOTO OCTPOTO 3aTDKHOTO UM PEelMAMBUPYIOIIEro OpoHxmTa. Y HHX B KadecTBe
MEePBOHAYAIBHOTO STHOJIOTHYECKOTO (hakTopa BBICTYIAeT BHPYCHAs WM BHUPYCHO-OaKTepHAIbHASL
nHpexusa, KoTopas (OPMHUPYET THIEPPEaKTUBHOCTH OPOHXOB, OPOHXOCHACTHYECKHH CHHIPOM,
CIOCOOCTBYSI XpOHM3aIMHK BocrnanieHust B Oponxax [Uy4amun A.I'., ABnees C.H., Alicanos 3.P. u p.,
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2014; Punekar Y.S., Shukla A., Miillerova H., 2014; Solem C.T., Sun S.X., Sudharshan L. et al.,
2013]. Ipu 3TOM 0c060€ MECTO OTBOAUTCS AKTHBALIMH TePIECBUPYCHBIX HHPEKIIMIL.

Ilo maHHBPIM MHOTOYMCIEHHBIX HCCIENOBaHHU, BHpyc OmuteiiHa-bapp (BOB) sBmsercs
OIHUM U3 CaMBIX PAaCHPOCTPAHEHHBIX M3 TPYINBI T'epHEeCBUPYCOB, MHOUIMpYyomuid 10 90%
yenoBedeckor nomyisiouy [JIsBoB JI.K., Bapuackuit N.®., 'apaecs M.M., Aimm6aposa JI.M., 2004;
KyckoBa T.K., Benoa E.I'., 2004; Shoji H., Wakasugi K., Miura Y. et al, 2002]. IIprdaem
OOJBIIMHCTBO MH(UIUMPYETCS B paHHEM AETCTBe, a K TpeM rogam 1o 20-70% HaceleHWs yxke
craHoBsTcs ero Hocutersimu [ [lomrux M.C., 2001; Mapkos U.C., 2002].

BOB, kak u ocraibHble BUPYCHI 3TOW TIPYMIIBL, 00JafacT CHOCOOHOCTBIO, MOKU3HEHHO
HEpPCHCTHPOBATh B OpPraHU3Me YeNoBeKa. Bupyc sBisercs ITMMQpOTPOITHBIM areHTOM, MPHBOJIAIIMM K
Oone3HAM HMMYHHOM CHCTEMBI C Pa3BUTHEM CHHIAPOMOB JM(onponudepauyn 1 UMMYHHOMR
HEI0CTaTOYHOCTH. Bo3Oyaurtens obnafaeT OMMOPTYHHCTHYECKMMH M OHKOTCHHBIMU CBOWCTBaMHU.
HauGonpiuii TpOmiM3M OH MPOSIBISIET 10 OTHOLICHHIO K JUMpoimTaM (0cobeHHO B-kierkam) u
SIUTENHOLMTAaM HOCOTJIOTKH, UTO ONpeeNsieT XapakTep KIMHIYECKUX MopakeHui. Bupyc criocoben
npeOBIBaTh B JJATCHTHOM, IIEPCHCTUPYIOIIEH U peaKTHBHPOBAHHOH (hopMe.

TepBrunas BOb-undeknus mporekaer, kak NpaBHiIo, OSCCHMITOMHO M TOJBKO B psie
CITy4acB MpPOSIBISICTCSA KaK MH(EKIMOHHBIA MOHOHYKJIeo3. [Tocne storo BOB B He3HaunTenbHOM
KOJIIECTBE COXPAHSETCS B OpPraHW3Me XO3fMHA B TedeHHe Bced xu3HH. C MHOHUIMPOBAHHBIMI
kietkamu BOB pacnipoctpansercs mo ApyruM TUMQONIHEIM TKaHsIM U kKpou. B 10-25% ciydaes
nepuyHOe HH(UIMpoBanue BOB, nportekaromee GeccuMnToMHo, U octpas BOb-uadexuust moryt
nMers HeOmaronpustHele mocieactBus [CumoBanbsH J.H., [lenmcenko B.b., Bosramo JL.O.,
I'puropsn A.H., 2007; Cohen J.1, Jaffe E.S., Dale J.K. et al., 2011; Cohen J.I., Kimura H., Nakamura
S., KoY-H., Jaffe E.S., 2009] ¢ ¢opmupoBanuem mmmbonponiudepaTiBHBIX U OHKOJIOTHYECKIX
3a0oJieBaHMi, CHHAPOMa XPOHMUYECKOH ycTanocTH, BOB-accormupoBaHHOTO reModaronutapHoOro
curnpoma u ap. [Cumosanbsia J.H., [leancenko B.B., borrano JI.®., ['puropsa A.B., 2007; Cohen
J.L, Jaffe E.S., Dale J.K. et al., 2011; Pagano J.S., 2002; Thracker E.L., Mirzaei F., Ascherio A.,
2006].

Hano ormeruts, uto nedenne XOBJI ¢ HCTIONB30BaHIEM JIUII CTAHAAPTHBIX CXEM JICYSHHS
He Bcerna sBisiercs 3 dextnBHEIM. HemocraTouno m3ydeHa u pons BOB B pazutum XOBJI. C
JIPYTOi CTOpPOHBI, B JIUTEPaType MAJOYHCICHHBI JaHHbBIE, KacalolHecsl MCCIeI0OBaHHH MeMOpaH
mmmgonuros pu XOBJL

B cBmBu ¢ HabmomaembiM poctom 3abonmeBacMocti XOBJI, a Tarke BBICOKUM
MHUIMPOBAHNEM JTAHHOH TpyIIbl HacedeHus BOB, MpuBOAAIIMM K OCIOKHEHHIO XPOHMYECKUX
3a00NeBaHMiI M YTHETEHHIO AKTUBHOCTH MMMYHHON CHCTEMBI, BO3HHKIIA HEOOXOIMMOCTH ITOHCKA
HOBBIX, OoJTee paroHaTbHBIX MeTo0B JtedeHus XOBJI.

Llenv u 3a0auu uccnedoganus. 1lenpio HACTOSILETO WCCIENOBAHUS SBISIETCS HM3YyueHUE
OTZENBHBIX BOMPOcoB marorene3a u Teuenus XOBJI mpu xponudeckoit uaekimn BOB, a Tarke
BbIOOp HamOoJiee palMOHAIBHOW TAKTUKU JICYCHHs Ha OCHOBAHWM PE3YJbTAaTOB KIMHUYECKHX,
(byHKLII/IOHaJ'll)HbIX, 61/IOXI/IMI/I'~16CKI/IX u I/IMMyHOJ'IOFI/Iqu](I/IX TECTOB.

3aoauu uccnedosanusn:
1. Uzydnrs xomaectso Ig kimacca M n G x BOB y 6omsabIx ¢ XOBJL
2. M3yuntp KIMHMYECKYIO0 S((EKTUBHOCTE MPOBOJUMON TEpamMH B 3aBHCHMOCTH OT
CTETIeH! TSHKECTU U COCTOSIHIS BEHTHIIALIMOHHON (DYHKIMH JIETKHIX.
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3. OrueHuTh BIMSHHE M XapakTep BO3JICHCTBUS KOMIUIEKCHBIX METONOB Tepamuii ¢
UCTIOJIb30BaHUEM WMHO3MH MpaHoOekca M IiasMadepesa Ha TOKa3aTeNy KIETOYHOIO U
TYMOpaIbHOTO MIMMYHUTETA IIPH JAHHOM MAaTOIOTHIL

4. W3yunth peiictBue 1wUasMadepe3a M HMHO3MH MpaHOOeKca Ha CTPYKTYpHBIE U
MeTa0b0JIIIECKHe XapaKTePUCTHKH MeMOpaH JIMMQOIUTOB.

5. JlaTb CpaBHHTENBHYIO XapaKTepUCTHKY BCEX OHOXMMHYECKMX M  KIMHHYCCKHX
THoKa3aTelsel B 3aBUCHMOCTH OT IIPOBOAMIMOTO JICUESHHSL.

6. BbIiBHTE B3aMMOCBSI3b MEXKy KOHIIEHTparwel antuten k BOb 1 TspkecTsio 3aboneBanmys,
KITMHHUKO-()YHKIIMOHAIBHBIMH MPOSIBICHUSAMH, OHOXUMUYECKUMH Y UMMYHOJIOTHIECKHMHU
nokazaressivu ipu XOBJL.

7. Ha ocHoBe aHamm3a BceX M3y4YEHHBIX MOKa3aTesedl BBIIBUTH HanOonee palrOHAIBHBIN
MeToz Tepanuu 60abHbIX XOBJL.

Hayunaa nosusna. Briepsble B ApMEHHY UCCIIEIOBAHO KOJIMYECTBO aHTUTEN Kinacca M u G
Kk Bupycy OmnmreiiHa-bapp npu XOBJI u omnpeneneHa B3auMOCBSA3b MEXIy HUMHU U CTCICHBIO
TSDKECTH 3a00JICBaHMS.

Brepssle nposenieHo uccnenoBanue nMmyHonarorene3a XOBJI myTem olieHKH nokasateneit
WMMYHHOH CHCTEMBL. YCTaHOBIICHAa COMpSDKEHHOCTh XPOHHM3AlMM BHpyca OmmreiiHa-bapp ¢
Pa3BUTHEM HMMYHOJIOTHYECKHUX HApYyIICHUH. Y CTAHOBIIEHA 0COOEHHOCTh IMMYHHOTO PEarupOBaHHs
y OOJBHBIX C JAaHHOH MTaTOJIOTHEH.

BrepBble  ycTaHOBNIEHa — UArHOCTHYECKAs 3HAYMMOCTb  ONpEAENCHHS  OTJAEIBHBIX
HOoKa3aTeliel KJIeTOYHO! U IyMOpaJIbHOM UMMYHHBIX cucTeM npu XOBJL.

Breparle orieHeHO CTPYKTYypHO-(YHKIMOHATIEHOE COCTOSTHUE MeMOpaH JIMM(OLIUTOB TIOCIIe
pasmuHBIX cxeM Tepanuii y OosmbHBIX ¢ XOBJI. Tlokazana Bbicokas 3(QeKTHBHOCTH Hperapara
WHO3MH TpaHoOeKca B KoMIuieKcHoM JtedeHnu XOBJI.

OOOCHOBaHO 3HAa4YEHHE OSKTO-5'-HYKJICOTHOAa3bl MEeMOpaH JHM(OLUTOB B KauyecTBe
MHTETPATBHOTO TOKA3aTeNsl, OTPaKAIOMIEro ()YHKIMOHATIGHOE COCTOSHHE KIETOK HMMYyHHOH
cucremsl 6ompHBIX XOBJL

BrepBrle BbIIBIEHAa B3aHMMOCBSI3b MEX/y HApYIICHHSMH OMOXMMHYECKHX IOKa3aTenei,
KojquuecTBa aHTUTeN Kinacca G Kk Bupycy OnmreiHa-bapp, KIMHMYECKMMM JaHHBIMH M
nokazaressiMu BOJI y 6onbHbIx ¢ XOBJI nocine pa3nyHbIX METOI0B TepaIuii.

Ilpakmuueckaa 3nauumocmy pabomul. IlokazaHo, YTO HapyIIeHUs CTPYKTYpPHBIX U
METa0OJIMIECKNX XaPaKTEPUCTHK MEMOpaH JMM(OIUTOB, a TakkKe KICTOYHOTO W TyMOPAIBHOTO
nvMyHHTeTa y 00ibHBIX ¢ XOBJI B 3HAUMTENBbHOI CTEMEHM BIMSAIOT Ha TEYEHHE W TPOTHO3
3a001eBaHML.

Tokazana 3aaurMocts BOB B pazsurin XOBJL.

JlokazaHa 1enecoo0pa3sHOCTh TPHMEHEHHsT MMMYHOMOJYJIMPYIOIIEro Ipernapara HHO3HH
npanobekca y 60spHbIX XOBJI coBMecTHO ¢ Ga3ucHo# Tepanvell. OcOOSHHOCTH MHO3KH TIpaHoOeKca
MO3BOJIAIOT NPHUMCHATH €r0 B KJIMHHUYECKOMH MPAaKTHUKE C LECJIbI0 UMMYHOKOPPEKIUU B YCIOBUAX
XPOHHYECKOTO MaTOJIOrMYECKOTO MPOLIECCa B JIETKUX.

Bueopenue pesynvmamos uccnedosanusn ¢ npakmuky. HaydHble MOJ0XEHHS, BBIBOABI 1
peKOMeHzalMK paboThl HCIOJB3YIOTCS B KIMHMYECKOH NMPAKTHKE TEPaNeBTHYECKOrO OT/CNICHHUS
MeUIHCKOro o0beuHenys «KaHakep-3eHTyH», BKIIFOYEHBI B IIPOrPaMMBI IOTOTOBKH CTYJICHTOB
Ha kadenpe Teparmmu ETMY.
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Anpobayua paéomer. Anpobarms muccepranmu nposeneHa 07.07.2017r. nHa 3acemaHuu
yuenoro coera AO3T «'emarosnornueckuii nuentp uMm. npod. P.O.Eomsnan M3 PA. OcHoBHble
TIOJIOKEHUST AUCCEPTALIUN JTOJNOKEHbI ¥ 00cyxaeHbl Ha VII MexnyHapoqHoi HayqHO-IPaKTHIECKOM
koH(pepeHimy «[IpobmeMbl W TepCIeKTHBBI coBpeMeHHOW Haykm» (Mocksa, 2016); X
MexayHapoaHOH Hay4qHO-IIPaKTHYECKOH KOH(EpeHIMN «AKTyallbHbIC pobieMbl Hayku X X1 Bekay»
(Mockga, 2016); 12 " AMWC Armenian Medical World Congress (Argentina, 2017), The Fourteenth
International Conference on Biology and Medical Sciences (Vienna, Austria, 2017), European
Conference in Technical and Natural Sciences, 15" International scientific conference (Vienna,
Austria).

Ilyonukayuu. Tlo Teme myccepTaryy OIyOINKOBAaHO 22 HAyYHBIE CTATBH.

Cmpykmypa u o00vem oOuccepmayuu. JyccepTaiys W3IOKeHA Ha 225 cTpaHMIax
KOMITBFOTEPHOTO Habopa M COCTOMT W3 BBEICHHA, 0030pa JIMTEPATyphl, ONMCAHHS MaTepHaloB U
METOZIOB  pabOoThl, COOCTBEHHBIX HCCIICJOBAHWH, 3aKIFOYCHHS, BBIBOJIOB, IPAKTHYCCKUX
peKOMeHzaImii 1 mpmioxeHusd. Pabota mumoctpupoBaHa 23 pucyHkamMu u 27 TaOmMIamm.
bubmmorpadust conepxut 299 HCTOTHUKOB.

MATEPHAJ H METO/bI HCCJIEJOBAHUH

IIpoBoaunoce komrmiekcHoe obcmenoBanue 346 GompHbIXx ¢ XOBJI, HaxomuBIIMXCS Ha
CTaIMOHApHOM MM aMOYJIaTOPHOM JIGYCHWH B TEPAIeBTHUCCKOM OTICICHHU MEIHIIMHCKOTO
obbenmueHnst «Kanaxep-3eiityn» 1. EpeBana 3a mepmon 2010-2015 rr. KonrtponbHyro rpymimy,
COMNOCTaBUMYIO C TpYNIOH HCCIEAOBaHUS IO BO3PacTy U IONY, COCTaBWIIM 75 IPaKTUYECKH
3JI0POBBIX JIMIL.

Broxumigeckre wcciemoBaHUS TPOBOAWINCH B TPOOIEMHOM HAay4dHOH J1abopaTopuu
onoxumun ['emaronorugeckoro neaTpa um. mpod. P.Eonstaa M3 PA.

Tlpn obcnenoBaHMH HMCIOMB30BATH KIMHHYECKHE, HMHCTPYMEHTAIbHBIC (PEHTTEHOCKOIHS
WM peHTreHorpadust TPyAHOH KIETKH, SJIEeKTpOKapAauorpadusi, ONpeneleHNe BEeHTHIBIIHOHHON
(YHKIMM JIETKUX) W JIAOOpaTOpHBIE METONbI HCCIEAOBAHMS. OTH WCCIIENOBAaHWS HPOBOAWINCH B
Hauaje, B KoHie JedeHus.  Jlmarmo3 XOBJI craBwiics Ha OCHOBAaHMHM aHAMHECTHYCCKHX,
KITMHUYECKHX U MApaKIMHUYECKUX JAHHBIX, a TAakKe METOJOM HCKIIFOUYEHHs CXOHOI IaTOJIOTHHL.
Ipr mocraHoBke muarHo3a pykoBojacTBoBatich MKB 10 - MexmayHapomHol kiaccu(ukanueit
OomnesHeit 10-ro mepecmoTtpa, J.44.

Pacnpenenenye GONBHBIX IO IOy, BO3PACTy, JAaBHOCTH 3a00JICBaHUS W CTEHNEHN TSDKECTH
3a00J1eBaHs OBLIO MPOBEJCHO B KKIOU IPYTIIIE.

Cpenu 06cneoBaHHBIX O0NBHBIX OBUI0 206 My>xunH 1 140 KEeHITHH.

Tlo Bo3pacry GospHBIE nemtich Ha Tpu rpymmbl: oT 30 1o 45 ner, ot 45 no 60 et u crapiie
60 ner. B mepBoit Bo3pacTHO#t rpymme Obuto 38 (11%), Bo Bropoii — 198 (57%), u B Tpetbeit — 110
60bHBIX (32%).

ITo maBHOCTH 3a00eBaHus1 OOJNBHBIC PACTIPE/CISUINCEH CISAYIOIINM 00pa3oM: UTUTENBHOCTD
3abomeBanus ot 5 10 10 et — 90 6obHBIX (26%), 1 cBbIme 10 et — 256 GobHBIX (74%).

B 3aBucumoctn ot cocrosHus OpoHxuaneHOH mpoxomumoctn (ODB; B % OT momxHOM
BEJIMUMHEI), a TaKXKe KIMHHYECKOTO COCTOSIHHS HaMH OBLIO PacCMOTPEHO TPH CTEMEHH THKECTH
XOBJI: nerkas, cpemusist U TspKenas. M3 rpymmsl oOcnemyeMbIX OBUIM HCKITIOUEHBI OONBHBIE C
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KpalHeTsDKeNoi cTeneHplo TsbkecTH 3aboneBanus. Jlerkas cremenb TsbkecTu Obma y 38%
00cnenoBaHHBIX 00TBHBIX, Y 43% - cpernsia u'y 19% - Tsoxemnast.

B 3aBucumocTH OT cXeMsl JieueHHs Bce 60JIbHbIE OBUTH pa3ieIeHbl Ha TPH TPYIITIBL:

e [ rpymma — GonbHBIE, TOTyYaBIIME TOJBKO TPAJUIMOHHYIO MEIMKAMEHTO3HYIO TEParuio II0
craagapTHeIM cxemaM (MT),

e II rpymma — OoibHBIE, KOTOPHIM B KOMIUIEKC JIEUEOHBIX MEPONPHSATHH BKIIOYAICS U
MeMOpanHbIi miasmadepes ([1A),

e [II rpymma — GonpHBIE C BKIIOYEHHEM B KOMIUIEKCHOE JICYEHHE HMMYHOMOYIHPYIOIIETO
npenapaTa ©HO3MH npanooekca (MMT).

BonbHbIE 0 BBIIEYIOMSHYTHIM IPyTITIaM OBUTH pacIpeieNieHbl PABHOMEPHO B 3aBUCUMOCTH
OT TI0J1a, BO3PAcTa, JABHOCTH 3a00JIC€BaHYIsI, CTEIICHH TSDKECTH 3a00JICBaHYIS.

Bonprsie 1 rpymnms! mosywaity JTMIs MeJUKaMEHTO3HYIO TEPAITHIO TI0 CTaHIapTHBIM CXeMaM
C TpPHMEHEHHEM TpPAIWIMOHHBIX JIEKapCTBEHHBIX IIPErnapaToB. B cxeMy JIeUeHWsT BXOIWIIH:
aHTHOaKTepHaNbHAs Tepamnus, IIpernapaTsl, YIy4YIIAIONIyl0 IPEHAKHYI0 (YHKIHIO OpOHXOB
(MYKOJUTUKH, OTXapKHUBAIOIIME, PAaPKIDKAIOIINE MOKPOTY IMpenaparsl), OpOHXOAWISATATOPHIL,
00IIEyKpPEIUISIOIIIE JTeKapCTBEHHBIE CPEACTRA.

BbomsabM 11 rpymmer B oT/AETI€HNN TPABUTALMOHHON XUPYPTHU | eMaToIOrHIecKoro NeHTpa
M3 PA Ha ¢oHe cTaHIapTHOI MEIMKAMEHTO3HOH Tepariy IPOBOAMIN ceaHchl JiedeOHoro [1A ¢
coOJIFO/ICHIEM TIPAaBHJT aCEITHKH M aHTUCETITUKY U MOHUTOPHPOBAHHEM KIIMHUYECKOTO COCTOSHUS 1
TeMOJIMHAMIYECKHUX IOKa3aTened KpoBU. Y BcexX OOJNBHBIX paccumthbBasicsi mporeHt KO/ no n
nocnie nposoaumMoro sedenus. [1A nposoaumm Ha ammapare «I'emodenukey. [loce BeHeTyHKIME 1
HOKITIOUCHIST NH(PY3HOHHOTO y371a K BEeHO3HOMY KaTeTepy Mal[ueHTa HauMHAJICS 3Tan cOOCTBEHHO
ITA. HopmanbHplii pexuM pabOTBl CONMPOBOKAANICA IIOCTEIEHHO HApacTAIONMM JICHULIUTOM
BO3BPAIAEMOT0 00BEMA, KOTOPBIH BOCTIONHSICS MEPHOJWYECKHM ITOPIMOHHBIM BO3MELICHUEM
TIa3Ma3aMEHSIOIIIMHI PacTBOPAMH TMOCIIE yaaieHus ia3Mbl B 00bEMe 100-300 M (B 3aBHCHMOCTH
OT Macchl Tena GonpHOro). [Iporecc BOCHOJHEHMS yAauseMoro o0béMa IUIa3sMbl COIPOBOXKAAIICT
pecraBpaiyell Kak IPOXOAUMOCTH, TaK W (HIBTPALMOHHOH CHOCOOHOCTH IUIa3MadMiIbTpa, YTO
MO3BOJISUIO 00ECTICUHTD TTOTy4YeHHE 3a CeaHc 10 1 IMTpa mia3Mel, cpeHeoo0beMHEIit [1A, B TeueHne
40 myH. B anmapare ucmonbs3yeTcs HAacoc KeIy[JOYKOBOTO THIA M IPOM3BOAMTENBHOCTH €ro
oIIpefiessieTcs yIapHeIM 00BEMoM, coctapistrommM 10 min. [losToMy B TeueHHe KaxkIo# ¢asbl 3a00pa
KpoBH TpeOoBajock NoOaBIeHHE pacTBOpa HATpHsl HUTpara B cooTHomeHnd 1:18 mma 1:12 mpu
UCIIOB30BaHNK TenapuHa. [Ipy rumepkoaryisiiu 103y aHTHUKOATYISIHTOB YBEIHUHMBANM, a TIPH
TUMOKOATyJSIIIMKA — YMEHBIIATH. B cilydasx ¢ NMOBBIIIEHHOH BS3KOCTBIO KPOBH (IIPH TeMaTOKPUTE
Bbie 45%) He OBUIO HYXIbl YBEIMYMBATh 103y HATPHs LUTPATa WIM TeHapiHa, NPH 3TOM
3a0MpaeMyl0 KpOBb JIOTIOJIHUTENHFHO Pa30aBILsLIN 100aBIeHHEM HU30TOHUYECKOTO PacTBOpA HATPHS
XJIOpH/IA, CO3/IaBas «IKCTPAKOPIOPATBEHYIO TeMOIMITIONHUIOY. 3aBepIiaiid NPOLEAyPY BOMEICHHEM
ynansemoi riasMslL. [1A npoBommm ot 1 110 3 ceancoB Ha GoHe Ga3ucHOM Tepaniu. B 3aBrciMocTi
OT (OPMBI U CTENEeHN aKTUBHOCTH 3a00JIEBaHIsI, BO3PACTa, MAcChl Tela 33 OAWH CEaHC YIAUIOCh
600-1200 mn masmel. [Iporeaypsl IPOBOMIIIACE C HHTEPBAIOM OT 2 JI0 5 JTHEH.

Bonpupv Il rpymmel B KOMITIEKC JIEYeOHBIX MEPONPHSATHIA, HApSALY C TPaJUIIMOHHON
MEIMKaMEHTO3HOH  Tepammeld, ObUI  BKIIOYEH  MMMYHOMOMYIHMPYIOIIMH  Ipermapar  C
IPOTUBOBUPYCHBIM  JICUCTBHEM WHO3UH Npanobexc (zponpunocun, u3zonpunosun). OH
NPEJICTaBISIET COO0OM KOMIUIEKC, colepkKaiiuii WHO3MH | N|N-IUMMEeTWIaMHHO-2-TIPONaHO B
MOJIIpHOM cooTHotIeHud 1:3. DddeKTHBHOCTh KOMILIEKCA ONPEeNsIeTcs] MPUCYTCTBUEM MHO3MHA,
BTOPOM KOMIIOHEHT IMOBBIIIAET €ro AOCTYNHOCTb I mamponuros. [lox ero Bo3aeicTBHEM
MPOHCXOINT CTUMYILIIHS OMOXMMUYECKHX TPOLECCOB B Makpodarax, yBENIMINBACTCS MPOTYKIHSL
MHTEPIICIKNHOB, MOBBIIIACTCS CHHTE3 aHTHUTEN, ycuimBaercss mpomudepamus T-rmmdormros, T-
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XENMepoB, €CTECTBEHHBIX KIETOK-KmuiepoB. HaOmromaeTcss CTUMYISIES  XEMOTOKCHYECKOH U
(haronMTapHOi AKTHMBHOCTH MOHOLIMTOB, Makpo()aroB M NOJMMOPQHOSAEPHBIX KIETOK. MHO3MH
npaHobekc nopasister perutukauio JJHK u PHK BupycoB mocpencTBoM cBs3bIBaHUS ¢ pHOOCOMOIL
KIETKM ¥ U3MEHEHHs] €€ CTepeoXMMHUECKOro cTpoeHus. [Ipemapar mnpuMeHseTcs Kak B
JIeKapCTBEHHBIX, TaK M B MPOQMIAKTHIECKHX NessiX. OH HazHayaeTcs 11 60pbOBI ¢ 3a00J1eBaHHSIMI,
BBI3BAHHBIMU BUPYCHOU aTaKoil.

TIpenapar ManoTOKCHYEH, XOPOIIO MEPEHOCUTCS AaKe MY JUIUTEITHHOM HCTIONB30BAHHN.
MoKeT IPUMEHSThCS Y TALEeHTOB BCeX BO3pAcTHBIX rpymil. [Ipemapar OpicTpo MeTabomm3nupyercs.
WHo3nH mozpBepraercst MeTabONM3MYy IO LUKy, THIIMYHOMY JUISl ITyPHHOBBIX HYKJIEOTHIOB, C
00pa3oBaHHeM MO4YEBON KHCIOTHL BriBoguTcs mouxamu. IlonmHas smuMuHanus mpemapara ¥ €ro
METa0OJIMTOB M3 OpraHM3Ma IMPOUCXOAUT B TeueHue 48 yacos. [Ipemapar HasHavancs mo pacyery 2
Tabnetku 3-4 pasa B AeHb Ha NpoTsokeHuH 14-20 mgueld. 1 tabnmerka conmepxana 500 Mr WHO3MH
npaHoOeKca.

OyHKIMOHATBHBIE UCCIIENOBAHMS BKIIIOYAIN CHHMpOrpaduio, onpeaeneHre apTepHaIbHOro
nasienust. Crimporpadust poBoawiack Ha ammapare «Crporpad-CMII- 21/01-P-JI» OOOHIIIT
«Monutop» (Poccust, PocroB-Ha-JloHy) 0 M Tmocne TpoBOAMMOro JedeHus. Onpenensum
cnenyronme nokazaren: ODB,, XKEJI, ODB;/2KEJT, MOC,s, MOCsy, MOC7s. JIomKHBIC BETHIAHBL
OMPEIEISIICH MO BBIMUCIHTENBHOH cHCTeMe cruporpada B COOTBETCTBHHM C BO3PAcTOM, MOJIOM U
AHTPOMOMETPHIECKIM JAHHBIM, COTJIACHO MEXKTyHAPOAHBIM CTaHAPTaM.

AprepuanbHoe JaBieHne n3Mepsiioch o Meroqy Koporkosa.

B OuoxmMideckoil yacTu MCCIEOBaHUI I CPAaBHUTEIBHOM OIEHKH MOKAa3aTelei HaMu
ObUTa 00CIIeI0BaHa KOHTPOJIBHAS TPYIIITA MPAKTHYECKH 370POBBIX JIUILL, COCTOSIIAS U3 25 YENOBeK.

OOmye MBI SKCTParupoBallk M3 alleTOHOBBIX TOPOLIKOB SPUTPOLIUTAPHBIX MEMOpaH B
TeyeHHe 2-5 4yacoB. DpaKUMOHUPOBaHME UHAMBUAyaIbHbIX @JI OCYLIECTBIUIM METOJIOM
OJTHOMEPHOH TOHKOCIIOHHON XpoMaTorpaduu B Mogudukarmu Kasapsaa I1.A. [Kazapsa IT.A., 1982]
Ha 3aKperuieHHoM cioe cummkarens Mapkua JIC 5/40 mx. [na pasmenenws PJI mcmonbzoBamu
CHCTEMY pacTBOpuUTeNiell XJjopodopm : MeTaHoN : Boda (65:25:4 mo oObemy). Bpems pasroHku
cocraBsuio B cpenHeM 60 munyT. Ilocne BeicymmBanus mmactuHku PJI oOHapyKHBaM MapaMu
Homa. B oTenbHBIX ciydasx (pakiui WASHTHQHUIMPOBAIN C TIOMOIIBIO CBHIETENEH, a TakkKe I10
emmunHam Rf. Comeprkanue nmummmHoro ¢ocdopa onpenensui mo CrerarreBy [Ceerames B,
1973], dotomerpupys nipu 815 um. Coneprxanue DJI Beipaskaan B MPOLEHTAX OT CyMMBIL.

Onpenenenve aktueHoctH [10JI npoBoarm obmenpuHsTHIM MeTooM M. Mihara n npyrux
[Mihara M. et al, 1980] mo Beixomy manoHoBoro auajibaeruaa (MJIA). B ocHOBe meToa JeKHUT
peakuust MJIA ¢ 2-tnobapoburyposoii kucnoroir (TBK), B xome xotopoit mpu 100°C u xmcmom
snaueHnd pH (pH 5,9) oOpasyercst okpamieHHbI KOMIUIEKC, coaepxammii 1 Monekyry MJIA u 2
monekyns! TBK. 0,2 Mt mra3Ms! kpoBu cMenmBaiy ¢ 2 mi 1,4% oprodocdopHoit kuciortoit i 1 M
0,5% TBK. Cmech HHKyOMpOBaM B KHIIIIEH 6aHe 45 MUH, MOCTE Yero OXJIaXIAIH U Jo0aBmsm 2
M1 H-OytaHouna. [IpoOupky TIiaTensHO BCTpsxuBai U HeHTpudyruposany npu 4000 g B Tedenne 20
MuH. OnTHYecKylo IUIOTHOCTh u3Mepstii mpu 535 HM. CoaepaHue JHUIMIHBIX TEepeKucei
pacCUMTHIBAIN C HCIONB30BaHUEM KO3(QUIMEHTa MOJSIPHOH 3KCTHHKIMH MJIA u BhIpakamd B
Mrmoisix MJIA Ha | r TkaHu.

Ormpenenenre akTHBHOCTH (ochonmmassl A, TPOBOMINIM B JIMM(OIMTAX KPOBH.
JlumcouuTel BEIIEISUH 0 cTaHAapTHOH MeTomuke Innes [Innes J., Runtz M.M., Kim Y.T., Weksler
M.E., 1979] B rpamuente pactBopa ¢uxomt-seporpaduna (1 gacts 32,8 % BeporpaduHa n 2,4 qyactu
8 % Bommoro pactBopa ¢ukommta — 400, d = 1,076-1,077). Jlumdormtel ocaxmam u
CYCIEHIUPOBAIIH (10°-10° KreToK/MIT) B MUHEMATBHO# OCHOBHOI cpere Wrma (pH-7,4). AKTHBHOCT
¢dochonmmnassr A, onpenessui criekTpopotomerprdeckuM MetogoM [Grassl M., Moellering H.,
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1969] B Mmomudukarmu I1.A. Kazapsina. [{ns npurorosnenus pacrBopa ®X 1 r ®X pacropsum B 10
MJI MeTaHoja, mo0aBmstmv 3 Mr TBuHA-20 u goBomwiau OumuctmumitoM a0 20 miu. B cocras
naKyOarmonHoi cmecu (pH 9,5) Bxomumu: 0,1 M pactBop rmmnun-rauiusa, 1 M pactsop MgCly, 1
% pactBop CaCl,, naaukarop — kpe3on-kpacHslit. K 2,7 M nHKyOanmoHHo# cmecu fpo6asisumn 0,1
mi pactBopa X, 0,1 mi 1 % pactBopa Tpuncuxa u 0,05 mi cynepraranTa. Peaxiys npoBoauiach
nipu 25°C B TeyeHue 1 MuH. ONTHYECKYIO TNIOTHOCTh U3MEPSUTH Ha CIIEKTPO(GOTOMETPE TPH JUTHHE
BOJIHEI 578 HM. Pe3ysbTaTs!l BRIpaXain B yCIOBHBIX eMHUNAX (TTorsonienue npu 578 am x 100).

Axrusrocts Na*, K*-AT®a3k! onpenensami 0o pasHuue Mexay obuieii u Mg -ATdasHoit
axtuBHOCTAMU. O01TyI0 AT®a3Hy10 aKTHBHOCTH ONPEEISUH B cperie, coaepxarieit 3 MM AT®, 50
MMrprcHCI, 20 MMKCI, 100 MMNaCl i 5 MM MgCl,. B cpeny ms onpenenerms Mg> -ATdasHoi
AKTUBHOCTH, NOMHMMO Ha3BaHHBIX BemlecTB, noOaBmsum 0,1 MM yaGaun. Peakimro HaumHaim
nobasneHueM cyocrpara (AT®), uakyoupoamu 15 mun npu 37°C U ocTaHaBNIUMBAIN 100aBICHHEM
5% pactBopa TpuxnopykcycHON KucnoTel. O6 ATda3HON aKTMBHOCTHM CyAWIM 110 HAKOILIEHHIO
HeopraHudeckoro Qocdopa B MHKyOarmoHHOHW cpene. ONTHYECKYIO INIOTHOCTh M3MEPSUIH IIPH
mmiHe 700 HM. AKTHBHOCTH BBIP&KadM B MKI HeEOpraHmdeckoro ¢ocgopa Ha 1 mr Oernka.
Coneprxkanue Oernka B mpobax onpezaesuiy mo meroay Bredford.

OnpezeneHne akTUBHOCTH 3KTO-5’-HyKJIEOTHa3bl IpoBoauiu 1o Meroay Fioretti E. et. al.
[1972] B unkybammoHHO# cpene, comepxaiieii SMM AM®, 25MM tpucHCI, 100 MM CaCl,, 50 MM
MgCl,. Peakiuro HaumHamm pobGasinerneM AM®, octanaBimmBamm — goGaBieHueM pactBopa 10%
TPUXJIOPYKCYCHOHM KUCIOTEL. OO0 akTHBHOCTH CYIMIIM 110 HAKOIUICHHIO HeopraHudeckoro docopa B
MHKYOAIMOHHOM cpeze. ONTHYECKYTO INTOTHOCTD N3Mepsiy 1ipy jumiHe 700 HM.

Ornpenenenye copepykaHns HMMYHOITIOOYITMHOB KiaccoB A, M u G IpOBOAMIN METOAOM
pamuanbHOM  MMMyHOqM(GdY3MH B araposHoM Teile Imo Mancini ¢ HCHOIB30BaHHEM
MOHOCHEU(PHUIECKHX CBIBOPOTOK mpoTuB IgA, IgM, I1gG [Mancini G., 1965].

Jirs onpenenennst LIMK mcnons3oBamn merox npenunuramuu LUK 3,5%-HbIM pacTBOpoM
nomTHIeH Ko,  [locne wWHKyOamym W UeHTpUdyrupoBaHus BbmaBmme B ocamok LUK
pactBopstit B pactBope NaOH m omnpenersuin Ux comepkaHne Ha CIeKTpo(OTOMETpe MpH UTHHE
BoJHbI 280 HM, BbIpakast konmuecTBo LUK B enununiax onruueckoit motHoctu [ Tarnaka B., 2002].

HmMmyHOdeHOTHIIMpOBaHNE OOJIBHBIX TMPOBOJWIM KJIACCHYECKHMM METOIOM HPOTOYHON
murodoopumerpri. 100 MKI  KpOBM TIOMEIIad B TPOOHpKH, no0apmsu mo 10 MK
MOHOKJIOHAJIGHBIX aHTHTelNl. OOpa3iipl TIIATENBHO NepeMEeNINBAI ¥ HHKYOHPOBATIN B TEMHOTE IPU
temneparype 2-8°C B TeyeHme 30 muH. [locne WMHKyOammy SPHUTPOLMTHI JIM3UPOBATIH ITyTEM
nobaeneHus 3 w1 mmupyromero pactBopa FACS Lysing Solution (BD, CILIA). 3atem o0pasmpt
TIIATENBHO TepeMelINBaI M MHKyOMpoBain B TedeHne 10 mMuH B TemHoTe. Kierku ocaxmamm
ueHTpudyruposanueM (2200 00./MUH B TedeHHe 3 MHH), HAJOCAIOYHYIO JKHIKOCTH CIIHBAIIH, a
ocamok BerpsxuBanu. JloGamsm docdarno-coneBoit Oydep PBS Cell Wash (BD, CIIA),
HpOoLeypy OTMBIBKY TTOBTOPsUTH 2 pasa. [Tocine atoro k cycrnensun kietok godasssimu 300 mxi 1 %-
HOTO pacTBOpa rnapadopmMaibaeruia.

AHaym3 nomymsinui  TMMGOLUTOB MPOBOJMIM Ha 4-X LBETHOM IIPOTOYHOM IMTOMETPE
FACS Calibur (Becton Dickinson). [Ins kaxmodt mpoOsl yuutbBa > 50 Thic. Kierok. Ilo
nokazaressiM npsiMoro (FSC) n 6oxosoro (SSC) cBeTopaccenBaHs BEIIEISIINA PETHOH JTNM(OIUTOB.
B mpenenax storo pernona nmo mapkepam CD3, CD4 n CDS8 paccuntsiBamy NmporeHT T-Xenmepos,
muToTokcrmdecknx T-mamdbormToB U T-perynsatopoB B oOmeil mOmysimun JIMMQPOIUToB. [[BoiHAs
akcnpeccusi CD4 u CDS8  BoisBsutach reiitupoBanveM 1o CD45+ mumdonuram. [lanee
AHATM3UPOBATIM  KOJIMYECTBO pEryisaTopHbIX T-uMmdonuroB ¢ denotunom CD4+CD25+ B
NOMmyJIsIUA T—xennepos. PeSyIleaTbl BbIpa’XaJid B IPOLEHTHOM COACPKaHUU KIIETOK.
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BrisBnenre nmmyHorioOymHoB kiaccoB M u G k kancuauoMy antureny VCA Bupyca
OmnurreiiHa-bapp MpoBoAMAM  METOZOM  TBEPAO(A3HOr0 HMMYHO(GEPMEHTHOTO aHaIM3a C
UCIIONIB30BaHUEM KoMmMepdeckux HabopoB «Bexro BOB-VCA-IgM» u «Bexkto BOB-VCA-IgG»
¢dupmel «Bekrop-bect» (PD) B CHIBOPOTKE KPOBH.

Ilpu onpenenenny MMMyHOTTIOOYIMHOB Kiacca M BO BpeMs I MHKyOanmu MpoMCXOIIII0
cs3bIBane cnermduyecknx IgM k Bupycy OnmrreitHa-Bapp, conmepkammxcs B oOpasmax
CBIBOPOTKU KPOBH, ¢ HIMMOOIIN30BaHHBIMI Ha TIOBEPXHOCTH JIYHOK KalCHIHBIM aHTHreHoM VCA
Bupyca DHmTelHa-bapp. Bo Bpems Il nakyOarmm cesizaBimecs: IgM Bupyca B3anMOAEHCTBOBAIH B
JIYHKaxX ¢ KOHbIOraToM aHTuTen Kk IgM denoBeka ¢ nepokcuia3oi XxpeHa.

IIpu onpenenenunn VCA-IgG Ha TepBOM CTaaMu aHaaM3a HCCISoyeMble 00pasiibl
MHKYOHpPOBaIN B JIyHKax IUIAHIIETa C MMMOOHMIN30BaHHBIMU aHTUTEHaMU BHUpyca DmmuTeliHa-bapp,
BCJIEJICTBUE YEro aHTUTENa K BUPYCY CBS3BIBAIOTCSA C aHTHreHaMH. He cBs3aBmmiics maTepHan
YA OTMBIBKOM. CBsI3aBIIMECs aHTUTENA BBIABISUIMCH MOCPEICTBOM MHKYOALMU C KOHBIOTATOM
anruren k IgG denoBeka ¢ MepoKCHIa30i XpeHa.

B o0onx ciydasx KOMMYECTBO CBS3aBIIEIOCS KOHBIOraTa ONpeessUIN [BETHON peakuueit ¢
UCIOJB30BaHNeM cyOctpara mepokcunassl — H,O, u TerpamermnOensuanna. [locie noGasneHus
CTOI-peareHTa U3MepsUTH OITHYECKYIO IUIOTHOCTh PACTBOPOB B JyHKAX IPH JUTHHE BOJHEI 450 HM He
MO3/JHEE 5 MHH MOCTIe OCTAHOBKH peakuuy. MHTeHCHBHOCTD OKpaIIBaHKs ObLIa IIPOHOPLIHOHATBHA
KOHLIEHTPAIMH B HCCIETyeMOM O00paslie aHTHTEN K COOTBETCTBYIOIIMM KAICHIHBIM AHTUTEHAM
BUpYyca JnmreiH-bapp.

CTaTHCTHYECKH aHAN3 KIMHUYECKUX JAHHBIX MMPOBOAWIIM C Hcmoib3oBaHueM SPSS 16
[aKeTa MPOrPaMMHOTO OOECHIEUeHHs], U TECT Y2 WCIIOJIB30BAJICS JUISl HEYHCIIOBBIX IIEPEMEHHBIX, a
MeTobl Koppersiimu [InpcoHa Uil YHCIEeHHBIX NMEepeMeHHBIX. Pa3imuums Mexay KOHTPOIBHBIMU
3HAQYECHWSIMU CUMTAINCh CTaTUCTHYecku paocToBepHbMH Inpu P<0,05. O penpeseHTaTUBHOCTU
BBIPAOOTKN ~ CBUJICTENBCTBOBANA HOPMAIBHOCTH — PAcCTpelIeNIeHHs, TOATBEPXKICHHAS —TecTaMu
Komvioroposa-CmuproBa u Llamupo-Yunku. Pe3ymeratel ObUTM NpEeCTaBICHBI B BHIE CPEAHETO
apudMETHIeCKoro H  CTaHAapTHOro  OoTkiIoHeHWs (M#c).  JIOCTOBepHHOCTD — pasIdmil
KOJIMIECTBEHHBIX MOKa3aTelel Oompeesiiach ¢ TIOMOIIBIO t KpUTepust JocToBepHOCTH CTHIOZICHTA.
O0paboTka MpOBOAMIIACK C HCTIONIb30BaHMneM nporpammsl Excel 7.0 ¢pupmer Microsoft.

PE3YJIbTATBI COECTBEHHBIX HCC/IEJOBAHHH.

Pesynerars! BccnenoBaHui BBISIBIIIM, YTO TIOYTH Y BCeX 00JeJoBaHHBIX 0onbHEIX ¢ XOBJI
OTMevaJioch TOBbIIIeHne KoHIeHTpamun IgG Bupyca DmmreitHa-bapp. Jlumps y oqHOoro 60ipHOTO
VCA-IgG BDB Oput B mpemenax HOPMBL Y JApyroro OOJBHOTO, TIOMHMO TIOBBIIIEHHS €ro
KOHIIEHTpaIHy, ObL10 0OHapykeHo noBbIeHne KoHneHTparmu VCA-IgM BOB.

IIpoanam3upoBaB 1aHHBIE, TIONyYeHHBIE B pe3yabrare nccnenoannii VCA-IgG BOb npu
XOBJI, MbI 3aKJTIOUMITH, YTO 3a00JICBAaHUE COTPOBOXKIACTCS PE3KUM TMOBBIIICHUEM KOHIICHTPAIIUH
VCA-IgG BOb. Ilpudem y 6ompHBIX ¢ 3Mbuzemoit ierkux (3JI) qaHHbIH MOKa3aTellb MOABEpraics
6oJiee Pe3KUM U3MEHEHHUSIM, YeM NpH 00CTpYKTUBHOW acTMe (OA) U XPOHHYECKOM OOCTPYKTHBHOM
6ponxure (XOb) Bputo Tarxe 3apeructpupoBaHo, uTo KoHueHTpauus VCA-IgG moblnanach
npornoprmansHo creneny Tsokectr XOBJI. [onydeHHsle JaHHBIE BO3MOYKHO, SIBIITIOTCS CIIEICTBUEM
Toro, uto BOB mapasurmpyer B KiIeTkax HMMyHHOH cucTeMmbl (B-rmmbonmrax), mmas wx
BO3MOKHOCTH  BBINOJIHATH TIpeIHa3HaueHHble (QyHKIMH. [lomoOHOoe CBOMCTBO BHpyca IIpu
OIpEZIeNICHHBIX OOCTOSITENBCTBAX BBI3BIBAET B OPraHM3ME HEYNpPaBIsieMble JIeTeHepaTHBHEIC
HN3MCHCHUA.
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Ilpu paccmorpennn 3(QGEeKTHBHOCTH NPOBOIMMBIX METOAOB TEPANUM B 3aBUCUMOCTH OT
HaTOJIOTMYECKOTo Mpoliecca ObUIO BBIBICHA HMHTEPECHAs 3aKOHOMEPHOCTH W3MEHEHMS JaHHOTO
MOKa3aTeds IOJ BO3ICHCTBHEM pasHbIX cxeM JedeHws. Kak mnasmadepes, Tak u
HMMMYHOMOIYJIMPYIOLINIA MperapaT HHO3KH MPaHOOEKC OKasaanuch Oomee Ah(EKTUBHBIMU MPH BCEX
uccneioBaHHbIX cocTosiHUAX XOBJI, 0 cpaBHEHMIO O CTaHIAPTHOM MEIUKaMEHTO3HOM Teparueil
(puc.1).

Hecmotps Ha TO, YTO NpPOBOAMMBIE NpOLEAYPHI ILIazMadepe3a MOKa3bIBAIM OOJBIIHIL
addexr npu OA, npuMeHeHIHe HIMMYHOMO/IYJIMPYFOLIETO Mpenapara HHO3HH IpaHoOeKca OKa3bIBaio
6ompryro xkoppekuuto mpu XOBb. [Tpu DJ1 pe3yapTaTsl 3THX ABYX METOIOB MOUTH COM3MEPHUMBL.
MoOXHO yTBEp)KAaTh, YTO HCIIONBb30BAHME J@HHBIX METOJOB JICYEHHS HOPMAIH3YIOT PE3KUe
orwioneHnst konuentpaimn VCA-IgG BOB. Ha nam B3rmin, sddekr mnasmadepesa cBsi3aH
MEXaHWYECKHM YaJICHHEM aHTUTCHOB ¥ aHTUTE, TIOBbIIIAs ()yHKIMOHAIBHAS CIOCOOHOCTD KIIETOK.
Bornee Toro, B3aMeH yJaJIeHHbIM KJIETKaM U3 KOCTHOIO MO3ra IOCTYNAl0T HeCEHCUOMIM3UPOBaHHBIE
K TKaHsIM OpraHn3Ma KJIeTKH.

En/ma
4

XOb OA 2]
Mo neyennss Mpociae MT ®mnociae IIA  ®Mmocae UMT

Puc.1 U3menenne xkonuentpaunn IgG-VCA npu XOBJI nocie npuMeHeHHs] Pa3IMYHBIX
meronoB Tepanuu (B En/mur). P<0.05; 0e3 oOo3HaueHWii — JaHHBIC CTAaTUCTUYCCKH HE
JIOCTOBEpPHBL. V — CpaBHEHUE JaHHBIX IIOCJIE JICUEHUS C pe3yIbTaTaMu [0 JICUEHHUS.

ITpu uccnenoBannu 60npHBIX XOBJI B 3aBUCHMOCTH OT CTENEHH TSXKECTH 3a00JIeBaHUs
OBUIM MOJTy4EHBI CIIELYIONINE NAaHHBIC: KaK IPH JIETKOH, TaK M NPU CPEJHEH CTENEeHH TSKECTH
koHuentpauus VCA-IgG BOB moxsepriach HauOoJblIeMy M3MEHEHHIO IOCIE MPUMEHEHUS
HMMYHOMOAYJIMpYOLIeH Tepanuu u Iuiasmadepesa (puc. 2). JlaHHBIH MMoOKa3aTens MOYTH HE
HOJBEPrcsl IOJOKUTENPHOW JMHAMUKE IIPU TPUMEHEHHH MEJUKaMEHTO3HOW Tepamuu ¢
WCTIONB30BaHUEM CTaHJAPTHBIX CXeM JedeHus. [Ipnm Tskenoil cremeHm 3a0oneBaHUST Bce
METOJIBI JIEUeHHs SBISUIHCH ManodddexTuBHbIME. [Ipu mpuMeneHnn mia3Madepesa U Tepanun
WHO3WMH IpaHoOekcoM HaOmomamack HeOONbIIAs — ITIONOXKHTENbHAs JWHAMHKA, IIpU
HCTIONB30BaHNH MEINKAMEHTO3HO! Tepanny IMHAMHKH ITOYTH He HaOJII01anach.
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En/mn

JIerkas cpeaHss THKeIasg

H o geyenusi Hpociae MT ®mocae IIA ®mocie UMT

Puc. 2. U3menenue ypoBusi IgG-VCA npu XOBJI B 3aBHCHMOCTH OT CTemeHH
TskecTu 3adoseBanust (B Exa/mu). P<0.05; Ge3 0003Ha4YeHUH — JNaHHBIE CTATHCTHYCCKHA HE
JOCTOBEpHBI. V — CpaBHEHHE JaHHBIX MOCIIE JIEUEHHs C Pe3yiIbTaTaMy J0 JICUCHHS.

Kimamyeckne HaGmoaeHNs MOKA3alIH, 9TO IPOBOAMMAS TEPAMHs OKAa3bIBAEeT PAa3INIHOE
piausiHEe Ha O00mbHBIX XOBJI B 3aBHCHMOCTH OT aKTMBHOCTH MAaTOJOTHYECKOTO COCTOSHHS U
CTENEeHH TshKecTH 3a0oseBaHus. Tepamus ¢ BKIIOYEHHEM MMMYHOMOAYJIHMPYIOLIEro MpernapaTa
MHO3MH NPaHOOEKCa OKa3bIBAaeT BBIPAKEHHOE NEWCTBUE HA WHTCHCHUBHOCTH KallUI M XapakTep
MoKkpoThl. Ha ¢oHe mpoBoaumoro nedeHus HaONIOAANOCh YMEHBIICHHE KAl M KOJNYeCTBa
MOKpOTHl y OosbHBIX ¢ XOB. IlonoxkuTtenbHas IMHaMUKa daiie HaOmonanach y OOJNBHBIX C
JETKOM M CpemHeH CTemeHblo TshKecTH 3aboneBaHus. llmaHo3 Takke SBISUICS OJHUM U3
OCHOBHBIX KiHMHHYeckuX cuMnToMoB XOBJI m nHabmomamncs y 51% OompHbIX. [locie
KOMIUTEKCHOH Tepanuy ¢ MPUMEHEHNEeM HHO3MH IpaHoOekca nuano3 ucue3 y 90% medeHHbIX
OONIBHBIX, TaKXKe, KaKk ¥ TPH HCIOIb30BaHMM IutasMadepesa. OIHAKO HPH TPUMEHEHUH
MEJUKaMEHTO3HO TepaIiy UaHO3 He OTMEYaJICs JINIIb Y 76% OONbHBIX.

Tlo mepe ymyumeHuss OpOHXHAIBHOTO JpeHAXa C MJAITBHEHIINM YMEHBIICHHEM
KOJIMYECTBA MOKPOTHI YMEHBIIATOCH KOJINYECTBO XPHUIIOB B JIETKUX U 3HAYUTEIBHO YITy4IIaaoch
cocTosiHue OOJIbHBIX. [IpH NpOBEICHNH MapaKIMHUYECKUX UCCIIEIOBAHUI ObUIO BBISBICHO, YTO
JI0 TIPOBOJMIMOTO JICYCHUS] MOYTH Y TOJIOBUHBEI OOJBHBIX MPH ayCKYJBTAIlMH BEICITYIINBAIICH
CyXHe pacCessHHBIE XPHIIBI Pa3HOro KaanOpa, Torja Kak IOCNe NMPUMEHEHHS KOMIUIEKCHOI
Tepanuy — JUmb y 47 60mbHEIX (13%).

IIpn npuMeHeHMHM B KOMIUIGKCE TEpallM CEaHCOB IUTasMadepe3a HaOIIOAANOCH
3HAYMUTENBHOE YIIYUIICHNE KIMHHYECKOro COCTOHUA Y 60ibHBIX ¢ OA. Y Bcex OONBHBIX MMEI0
MECTO yMEHBIIEHHME Kallllsi, pa3kKWKeHHe MOKPOThl. B mporecce sedeHHs IOBbINIANACh
JpeHaxHas (QYHKIOMS M yMEHbIIalach OpoHxuanpHas oOctpykius. Ilocie orTxoxaeHus
MOKPOTBI COCTOSIHHE OOJBHBIX 3HAUUTENBHO YIy4lIanoch. JIumb y 3 GOJBHBIX, YTO COCTABHIIO
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3% oT Bcex OOJNbHBIX, MOJY4aBLIMX KypPC JICYEHHS ¢ IPUMEHEHHEM Iuta3Madepesa, 0TMe4anoch
YXYIIIEHHE COCTOSHUS, B CBA3M C 4YeM ceaHChl Iua3Madepe3a y HHMX OBbUIM OTMEHBI.
CropaBeaMBO OTMETHTh, YTO y HHMX JAHArHOCTHPOBANACh TsDKENas CTENEHb TSXKECTH
3a00IeBaHuUsL.

CpaBHMBasi JUHAMHUKY YIy4YIICHHS KIMHAYECKHX CHMIITOMOB Yy HalMEeHTOB JaHHOI
TPYHITBI C IBYMSI IPYTUMH TPYIIIaMy OOJBHBIX, MOTYyYaBIIMX HECTAHAAPTHYIO TEPAIHIO, MOKHO
KOHCTAaTHpOBaTh, YTO TPAJWIMOHHAs Tepamus oOKasajdach MeHee odddexruBHoi. IIpn
NMpUMEHEHNH Kak Iula3Madepe3a, Tak ¥ HMMYHOMOZIYJHPYIOIIETO IIpernapara HWHO3HMH
npaHoOekca Ha (OHE MEIUKAMEHTO3HOW Teparuu OIIYTUMbIE H3MEHCHUS KIMHUYECKHX
CHMITOMOB PETHCTPHPOBAINCh Ha Ooliee pPaHHUX CpOKax JedeHus M OBUIM HAMHOTO
BBIPa)KEHHEE.

MakcumaneHblii 3¢¢GeKT Npu NPUMEHEHHH HMMYHOMOIYIUpYIOUIEH Tepamun y
6ompabIx XOBJI oTMewancst mpu JIETKOH WM CpPeAHei cTemeHu TsbkectH 3aboneBanus. [Ipu
paccMoTpeHHH 3P (HEKTHBHOCTH HMMYHOMOAYJIHMPYIOUNIEH Tepalmud B 3aBHCUMOCTH OT
MaTOJOTHYECKOTO COCTOSIHMSI B OCHOBHOM HAaOJIOJaloCch yiydmeHue coctosHus — y 101
OOJIBHBIX. YXYIIIEHUS COCTOSIHUSI HE 0TMEYaIochk HU pasy (puc. 3).

yAyulieHue

‘68% .

Puc. 3. Kiannunueckasa »3¢dextnBHocTe MMT npu pasiMyHbIX NaTOIOTHYECKHUX
cocrosinusax XOBJL.

6e3 usme un

32%
m XOb m OA an

Ilpn HaOmomeHWH 3a OOJBHBIME, IOJYYAaBIIMMH COYCTAHHYIO TEPalui0 ¢
WCTIONB30BaHUEM IumasMadepesa, y 3 OombHBIX (11%) OBIIO yCTaHOBIEHO yXyAIICHHE
COCTOSIHUS, NpUYeM Bce OonbHBIE BXomwiau B rpymmy ¢ OJI. BaxHO Takke OTMETHTB, YTO
yIydllIeHHe KIMHUYECKOTO COCTOSHHMS OTMedaloch y Bcex OonbHbBIX ¢ OA. M3meHeHus He
HaOMrOATUCh UMb Y 9 60JbHBIX (8%). [Ipn 3TOM OIIeHKA COCTOSHUS OOJBHBIX B 3aBHCUMOCTH
OT TSHKECTH 3a00NeBaHHs MOKa3aja, YTo Yy BCeX OOJBHBIX C JIETKMM TeUeHHEM 3a00ieBaHUs
HaOJIIOIAJIOCh  YJIy4IlIeHuEe COCTOSHHA. Y 3 OONBHBIX C TSDKEJBIM TEUeHHEM 3a00sieBaHHs
OTMEYaJIOCh YXY/IICHHE KINHUYECKOTO COCTOsIHUA (puc. 4).
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ynyyweHue 6e3 u3meHeHwuit

@@

yXyALweHue

m XOb u OA man

Puc. 4. Knuauueckas 3¢pdexrnBaocTs ITA NpH pasinyHbIX NATOJTOIHYECKHUX COCTOSTHUSAX
XOBJI.

D eKTHBHOCT Tepanuu rpymibl GOJBHBIX, JICUEHHBIX 10 CTAHAAPHBIM CXEMaM, TaKkKe
Obuta ouexena. Ilournm y mnosmoBuHBI OoOnbHBIX ¢ OJI pesympraT oueHHBAICS Kak «0e3

u3MeHeHuit». [Ipu 3toM Tepanust Oblta Manod(GhekTHBHA Y OONBHBIX C TSXKEIOH CTENEHBIO
3aboneBanust (puc. 5).
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ynyuweHuve

6e3 usmeHeHui

m XOb m OA = 3N

Puc. 5. KiuuHnyeckas 3(¢eKTHBHOCTL TepanMM II0 CTAHAAPTHBIM CXeMaM @IpH
Pa3IMYHBIX NaTo0ornyeckux cocrossHusix XOBJI.
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JerKkasi cpeanas THKeaas

Mo neyenuss  HMpocae MT  Wpociae [IA  ®pociae UMT

Puc. 6 N3menenuss O®B; npu pa3juYHbIX MeTOAAaX TepaNuH B 3aBUCHMOCTH OT CTelleHHU
Tszkectd XOBJL. P<0.05; 0e3 0003HaueHHit — NaHHBIE CTATHCTHYECKH HE JOCTOBEPHBL. V —
CpaBHEHHE JaHHBIX MOCIIE JICUCHHS C PE3yIbTaTAMH [0 JICUCHHS.

Kak wu3BectHO, Benmymee 3Hauenme B jguarHocTuke XOBJI M oOBeKTHBHOH OIleHKE

CTENEHH TSDKECTH 3a00NIeBaHHMS HMEEeT HCCIEAOBAHWE BEHTHIAIHOHHOW (YHKIMH JIETKHX
(BDJI). dynknuonamsuele paccTpoiictBa npu XOBJI mposBisioTcss He TOJIBKO HapyIICHHEM
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OpOHXMANbHOM IPOXOAMMOCTH, HO U M3MEHEHHEM CTPYKTYpbl CTaTHUECKUX OOBEMOB,
HapyIICHUEM DJIIACTUYECKHX CBOMCTB, IM(PQY3MOHHOI CIOCOOHOCTH JIETKHUX, CHIKEHHEM
¢dusmyeckoit TpymocnocobHocTu. MccnenoBanust mokaszanu, uto npu XOBJI mpoucxomuT
3HauuTenbHOEe CcHIDKeHHe mokaszateneil JKEJI m O®B;, 4ro cBUAETENBCTBYET O HAIHMYUH
Pa3IMYHON CTETIeHN HapyIIeHNI OpPOHXUAIBEHOM MIPOXOAUMOCTH.

Tlocme nedenmst Oornee OMYTUMBIM H3MEHEHMsIM mojseprimchk OonbHble XOBJI,
KOTOPHIM B KOMIDIEKCE JI€4EOHBIX MEPOIPHATHH OBDIO HCIIONb30BaH IIperapar HHO3WH
npaHoOekc. 3HAuUMBl OBUTM TakKe W3MEHEHWs Tmokasareneid BdDJI mpu nedeHun ¢
UCIIONB30BaHUEM CeaHcoB IIa3Madepesa. HamMeHbiinme wH3MeHEHHMsS PETHCTPHPOBAIHCH Yy
6ompHBIX XOBJI, momy4aBIIMx MEeANKaMEHTO3HYIO TEPAIHIO IO CTAaHAAPTHBIM cxeMaM (puc.6).

HeobxoxuMo Takxke OTMETHTh, YTO BBIPAKCHHBIE IOJIOKUTEIbHBIE (QYHKIMOHAIbHBIE
CABUTH HaOMIOAAINUCH Y OONBHBIX ¢ HapyuienueM B®JI nerkoii u cpefHell CTENEHbIO TAKECTH.
IIpu T1sxenoi cremeHn 3a00NeBaHUS OTMEYATHMCh HECTOHKHE TOMOXKMUTEIbHBIE CABUTH
(YHKIMOHATBHBIX ITOKa3aTeslel, MO0 OTCYTCTBHE TAaKOBBIX. He3HauWTenbHble M3MEHEHHS Yy
9THX OOJIBHBIX MOTIIN OBITH CBS3aHBI C Pa3BUTHEM y HUX HEOOPAaTUMBIX POLECCOB.

TIpn MHOTHX XpOHHYECKHX 3a00JEBaHUSIX, B OCHOBE KOTOPBIX JEKHT IEPCHCTECHIINS
BUpYcCa, KOJOHM3AIUS KJICTKH BHPYCOM IIPOMCXOIMT B OOXOJ 3aIUTHBIX HMMYHHBIX PEaKIuii
opram3zmMa. Mexay TeM (EHOMEH NEpCHCTEHIUH BHPYCOB 3aTParuBacT pa3lINYHBIC 3BEHBS
UMMYHHOH cucteMbl. C  Apyroil CTOpOHBI, CEromHs OOJNBIIMHCTBO  3a0OJEBaHUN
paccMaTpHUBAIOTCSl KaK COCTOSTHHMS, CONPSIKEHHBIE C IMOPaKCHHEM MPEXKAe BCEro KIETOYHBIX
MeMOpaH, MOCKOJNBKY JAecTabMIIM3alis MOJICKYISIPHOH YIBTPACTPYKTypsl MeMOpaH IIpH
[aTOJOTHYECKUX Mpoleccax INPHBOJUT K IMOTepe HMX (QYHKIMOHAIFHOH KOMIIETEHTHOCTH,
M3MEHEHUIO KHU3HEIeITeIbHOCTH KIIETOK B LIEJIOM H, B KOHEYHOM MTOTre, K X rubenn. Xopouio
W3BECTHO, YTO JINMUABI KJIETOYHBIX MEMOpaH SIBISIFOTCS HE TOJBKO (OPMOI JIeTOHUPOBAHUS
MeTab0INIEeCKOT0 TOIUIMBA M OCHOBHBIM KOMIIOHEHTOM KIJIETOUHBIX CTPYKTYp, HO M CHCTEMOIt
6nonoruueckux 3 GEeKTOpPOB, PETyIATOPOB U MEIUATOPOB, YIACTBYIOIINX IPAKTUIECKH BO BCEX
(hU3HOIOTHIECKHX TPOIIECCaX KIETKH.

B cBs3m C BBINIEH3IOKEHHBIM, Ha CHEAYIOIEM OJTale HAIINX HCCISJOBAaHUI MBI
MONBITAINCE BBISIBUTH OOIIME 3aKOHOMEPHOCTH W OCOOEHHOCTH M3MEHEHHS OCHOBHBIX
COCTaBJIIONIMX IJIa3MaTthHyeckod MemOpanbsl smMmponutoB mnpu  XOBJI, oTaromeHHo#
nepcucrenuueir BOb.

CornacHo HamMM JaHHbIM, Ipu Bcex BapuaHTax XOBJI BeisBIeHO 3aMeTHOE
CTaTHCTHYECKH JIOCTOBEPHOE M3MEHEHHE MPOLEHTHOTO COJCP)KaHUSI OCHOBHBIX KJIACCOB
tdochomumuaos. Tak, mpr XOB BBISBICHO CTATUCTUYECKU JOCTOBEPHOE IMOBHIIMICHHE YPOBHEH
m3opochaTummmxomuHoB (B 1,8 pa3), chunromuenuHos (B 1,3 pasa), pocdarnanicepuHoB (B
1,2 paza) u docharumapx xkucior (B 1,7 pa3) ¢ OXHOBPEMEHHBIM 3aMETHBIM YMEHBIICHHEM
moma  pocharuannxonuHoB (B 1,5 pa3) um docharumomstanonamuHoB (B 1,2 paza). DOJI
XapaKTepH30BaIach CYIIECTBEHHO MOBBIMICHHBIM YpOBHEM (ochaTHAHBIX KHCIOT (TIOYTH B 2
pa3a) u mmzodocharuamnxoarHoB (B 2,2 pasza). [Ipy 3TOM yBENIHUSHHIO COJSpPIKAHUS
MOCJICIHUX  CHOCOOCTBYyeT oTMedaeMoe mnpu DJI  pe3koe MOHIKEHHE KOJHUYECTBa
(hochaTraUIXOTHHOB (MTOYTH B 2 pasa), BEPOSATHO, BCIACACTBHE aKTHBAIIUH (Gochonumassl A,.
TloBeimienHOE XK€ cofepkaHWe JH30(POCHATHAMIKOINHOB, IO-BHANMOMY, CHOCOOCTBYET
aKTHBAIUK MakpodaroB U T-TMMGOIHUTOB, MOTYISIIUA AKTUBHOCTH UIMMYHHOH CHCTEMBL.

IIpu OA mHambomee 3aMeTHbIE W3MEHEHHS pETHUCTPHUPOBANNCHE BO  (paKIUIX
tdhochonnozutoB (NOBBIIEHHE B 1,2 pasa), chuHrHMmennHOB (TOBBIIEHHE B 1,5 pa3s),
dhochatuaumsTaHoTaMiHOB (CHIXKeHHE B 1,8 pa3) u audochormunepunos (B 1,8 pas). Hago
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3aMETUTh, YTO OJHMM H3 BAXHBIX acIEeKTOB (u3nonoruyeckoi poim QochorHO3UTHIOB
ABJISIETC WX YydyacTue B TpaHcopManum 5SHeprud B KieTke. I[lo3ToMy HakomieHue
MOHO(OCHOUHO3UTHAOB ~ MOXKET  OBITh ~ KOCBEHHBIM  CBUJCTEIBCTBOM  HapyIICHUS
SHepreTHyeckoro ooMena B sumdormrax npu OA. 3amMeTHOE CTaTHCTHYECKH JOCTOBEPHOE
yBeianueHne noiu audocharuamirinnepuaoB npu OA Ha (oHE yMEHBIICHHS OCHOBHBIX
K1accoB (oconumuaoB, Ha Haml B3MJBIA, MOXET OTpaKaTh KOMIIEHCATOPHBIE CHBUTH,
HallpaBJICHHBIE Ha TIOAAEpXKaHHe CTaOMIBHOCTH MeMOpaH 3a CcYeT B3aMMOJEHCTBHS
Ir(HochOTIHIIEPHHOB ¢ OEIKOBEIMH KOMIIOHEHTAMH.

CTaTHCTHYECKH JOCTOBEPHOE IOBBINICHHE KOHLEHTPALMH OJHOTO U3 KIFOYEBBIX
MmetabonuToB  GocharugoreHesa — GochaTUAHON KUCIOTHI, OTMEYaeMOe TMpHU BCEX
narosiornyeckux coctosHusx XOBJI, cBUIETEIbCTBYET O 3aMETHOM HAapyLICHHH CTPYKTYpBI
MeMOpaHbl, O0OyCIIOBJIGHHOM JelcTBHeM dSHaoreHHOH Qocomunazsr [  IloBsiieHne
MPOIIEHTHOTO COACp)KaHU COUHIOMHEINHOB, 0coO0eHHO BeIpaxkeHHoe NpH XOBb u OA,
NPUBOANT K W3MEHEHHIO TEKy4eCTH HapyKHOTO CJIOS MeMOpaHbl, yTpaTe HEKOTOPBIX
MeMOpPaHHO-aCCOLMUPOBAHHEIX MOBEPXHOCTHBIX OEIKOB, IPUBO/S K HAPYIICHHIO AESTEIEHOCTH
OIIPE/ICJICHHBIX CUTHAJIBHBIX ITyTell B INM(OIHUTAX.

OOmen3BecTHO, YTO IS HOPMaJbHOTO (YHKIMOHUPOBAHMS DPA3NUYHBIX OPraHOB M
CHCTEM OpraHH3Ma Ba)KHOE 3Ha4YCHHE MMeeT (HM3MOJIIOTHYECKH YCTAHOBMBILEECS MOCTOSHCTBO
COOTHOIICHHH MEXAY OTIENbHBIMM HpencTaBuTesiMu docdonunumos. B cBa3u ¢ stum
OIIPENCICHHBIH MHTEPEC INPEACTABISAIN HE TOJBKO H3MCHCHUS B COICPKAHHWH OTIEIBHBIX
(hochumununoB, HO M KOJIEOAHNS B BENUINHE KOAPPHUIHNEHTA OTHOIEHHS CYMMBI HEHTPaTbHBIX
dbochomunuaor (pocharuamiaxoauHsl + JHU30POCHATUAMIXONUHBI + COUHTOMHENUHBI +
¢dochaTuaIdTaHONAMUHBI) K cyMMe KHCIBIX  (ochomumnunoB  (pochonHoszutuasr  +
¢docharuauncepuss! + dochaTuIHbe KHCIOTH + AUPOochaTHIMITITHIEPHHBI), OTIHIAIOIIUXCS
KaK CTPYKTYPHBIMH, TaK ¥ (YHKIMOHAJIBHBEIMH OCOOCHHOCTSIMH. YCTaHOBJIEHO, IPH BCEX
HATOJIOTHYECKUX ~ COCTOSHMAX HAaOMIOJAEeTCSs CTAaTUCTHYECKM JOCTOBEPHOE IIOHIKCHUE
BEJIMYMHBI OTHOLIEHUS] HEHUTPaTbHBIX (POCHONMUIHIIOB K KUCIBIM (OCHOIHUITIIAM, YTO CBA3aHO
Kak ¢ yOBUTbIO (poChaTHIMIKONMMHOB U (OCHaTUAMIITAHOIAMOHOB — OCHOBHBIX MEMOPaHHBIX
¢dbochomumuaoB, Tak W HapacTaHHMEM KOIMYECTBa MeTaboNn4ecKkd Ooliee aKTUBHBIX
nmudochornuieprHoB, GochaTHIHEIX KUCTIOT U HOocHONHO3UTHIIOB.

IIpuy OA Taxke BBUBIUIOCH 3aMeTHOe ToOBbImIeHHe (B 1,7 pa3) OTHOIICHHS
xonuHcoaepxkamux  Gochomunuaos (muszodocharuaunkonunbl  +  GochaTHIUIXOIUHEL +
C(MHTOMHUENNHBI),  JAUCIOLMPYIOUIMXCS B IOBEPXHOCTHOM  Clloe  MeMOpaHbl, K
amuHCOAepKamuM (hochaTuaundTaHOTaMIHEl + QOCHaTHANICEPUHBI), JTOKATU30BAHHBIM BO
BHYTPCHHBIM CJIO€, YTO CBHJCTEIBCTBOBAJIO O IIOBBIICHHM PUTHIHOCTH MEMOpaHbl W,
CIICZIOBATENIBHO, O BBIPQKCHHOM CHIKEHHH (DyHKIMOHANBHOW aKTMBHOCTH JMMQOLHMTOB IpH
nmanHoW maronoruu. I[IpumewarensHo, uto mpu XOBb u DJI oTHOIIEHHE XOIMHCOICPIKAIIUX
¢dochomunuIoB K aMHUHCOJEPXKALlMM He IOJBEPrajoch 3HAYMTEIBHBIM H3MEHEHUSIM U
K0J1e0aI0Ch B npeaciiax KOHTPOJbHBIX BEJIMYXH.

Oo6HapyxenHoe npu XOBJI moBbImIeHHE OTHOMICHUH JIH30(hOCHATHIMIXOIHHOB K
dhochaTuauxoauHaM U GochaTUIHBIX KUCIOT K GOCHaTHANIKOINHAM MOKHO TPAKTOBATh KaK
aKTHBAIIMIO TPOLIECCOB JIETPaJIallMi JIMIHIOB B IIEPBOM ClIy4ae, M yrHETCHHE MX OHOCHHTE3a —
BO BTOpOM. IIpu 3TOM H3MEHEHHsI, Mpoucxo e y 60mbHbIX ¢ DJI, Goee BEIpaKeHBI.

Kak M3BECTHO, ONpPEAENCHHYIO POJIb B Pa3BEPTHIBAHMH MATOJOTHYECKOTO IMpolecca B
KJIETKE WIpaeT M3MEHEHHE MHUKPOBS3KOCTH ee MeMOpaHbl. O COCTOSHHH MOCIEIHEH MOXHO
CYAUTH IO BeIIMYMHE OTHOIICHWH QochaTuanmITaHOIaAMUHOB K (ochaTHanIXoIMHaM |
¢docharuauncepuHoB K GochaTuauiaxonnHaM. brarogaps acCHMETPHYHOMY DPACIIOJIOKEHHUIO
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¢docharuaunxonuHoB U GochaTHAMIITAHONAMUHOB, a Takke (ochaTUuanIcepuHoB B
6ucrnoitHol MeMOpaHe, H3MEHEHHE X COOTHOMICHHSI MOXKET CYIIECTBEHHO BIMATH Ha BEIUUHHY
IUIOIaAe JUIUIHBIX MOHOCIOEB, UIPAIONINX BAXKHYIO POJIb B 00ECMEUEHHH (H3MYECKHX
CBOWCTB KJIETKH. boiiee TOro, perucTpupymoLHiics B TaKUX CIydasx (Qiaum-(iaon mepexoxn
(dochaTHIIICepUHOB B HApY KHBII JIMITUIHBIA OHCIION, B CBOIO 04Yepe/b, MOXKET HHHUITUAPOBATH
axtuBanmo Ca®*-3aBHCHMON BHYTPHKICTOYHOM CHrHANBHOM cucTembl Tak, ecmu mpu OA
Koo uIeHT OTHOmEHUs (ochaTHIMIITAHOIAMUHOB K  (ochaTHAMIXOIMHAM — HMeT
TeHJEHINIO K CHIDKeHUIo, To pu XOB n, ocobenno npu DJI Habmomanock ero NOBHIIICHNE,
CBUJIETEIBCTBYIOLIEE O MOBBIIIEHUH TEKYUECTH TUM(ONUTAPHBIX MEMOpaH.

Hcnonb3oBaHHbIE CXEMBbl JI€4EHHMsS HEOJHO3HAUHO BIMSIIM Ha KAadeCTBEHHBIH M
KOJIMYECTBEHHBIH  cocTaB  QochomunuaoB  IUMGOLUMTAPHBIX ~ MeMOpaH.  [3meHeHus,
MPOUCXOAAIINE y OONBHBIX, KOTOPble B COBOKYIHOCTH CO CTAaHJApPTHOM MeEIUKaMEHTO3HOI
Tepanuer moiydand IuasMadepes WM JIeYCHHE MHO3ZHH NPAaHOOCKCOM HMENIH TEHICHLHIO K
HOpMaJIM3allii YPOBHEH IIOYTH BCEX OCHOBHBIX KiaccoB (ocdommmuaoB. B obenx rpymmax
YCTaHOBJIEHO CYIIECTBEHHOE yBeanueHHne (Gpakiun GpochaTnanIXoIMHOB ITOCIe JICYSHHS.

Ilpu o3ToM pe3ko CHIXKANAch KOHICHTpAlHs JHU30(POCHATUAMIXOIUHOB, YTO
CBHJETEIHCTBOBAJIO O IIOJABJICHUM AaKTUBHOCTH (ocdonumazel A, ¥ aKTHBUPOBAHUHU
arITpancgepas, y4acTBYIOLINX B UX peallluIMpOBaHUH 10 (pocharuamixonmuHoB. OTMeqanach
MOYTH TIONHAS HOPMANIM3alus YPOBHEH JIETKOOKUCISIEMBIX (hochaTHIMIITaHOIaMHUHOB,
tdochatuaunceprHoB U pocharuaHbIXx KUchHoT. Ilpu 3TOoM u3MeHeHus Obutm Hambomee
BBIPKEHBI y OOJBHBIX, TOMydaBIIMX InasMadepe3. Perucrpupyromuiics HECKOIBKO
HOBBIILICHHBIH YPOBEHB (hochonHO3UTHIOB y MalUEHTOB, HOJTy4aBIINX
UMMYHOMOAYJIMPYIOLIYIO ~TEpaluio, Ha Hall B3IJA[, TOBOPUT 00 aKTHBUPOBAHUH
(OChONMHO3UTHIHOW  CUTHAJIBHOM  CHCTEMBI, SIBISIFOLICHCS  TeHepaTopoM  BTOPUYHBIX
MECCEH/KEPOB, Y4YaCTBYIOIIMX B TPAHCAYKLHMH BHEKJICTOYHBIX CHIHAJIOB BHYTPb KIETKU.
Heo0xomumo oOTMETHTH, YTO, HECMOTPS HA BBIPAKEHHBIH KOPPUTHPYIOIIUN 3P eKT
UMMYHOMOAYJIUPYIONIETO JIEYCHUSI M, OCOOCHHO IuTazMadepe3a, Ha OOJBIIMHCTBO (paKmuit
tdhochomumuaoB, ypoBeHb IUPOCHOTITUIEPUHOB IOCTE JIEUCHHS OCTABAICS Ha HECKOJBKO
MOBBIIIICHHOM yYpPOBHE.

ITocne  craHmapTHOW  MEIWKAMEHTO3HOH  Tepamuy  KOJMYECTBO  OCHOBHBIX
dbochomunuaoB — GocaTUANIKONINHOB, OCTABAIHMCH HIDKE KOHTPOJBHBIX BEIUYUH MOYTH B 2
paza. OIHOBPEMEHHO PETHCTPUPOBAJICS IOBBIIICHHBIH YpPOBEHb JH30(ochaTHIUIXOINHOB
(npeBeimaror HopMy B 1,6 pa3). Kak wu3BecTHO, JM30(OCHATHIMIXOIUHEI B BBICOKHX
KOHIIEHTPALUSAX CIIOCOOCTBYIOT BBIOPOCY psAa MPOBOCHATIHTENHHBIX (AKTOPOB, YCYryOusis
TEUeHHE MATOJOTWIECKOTO IpoIecca M MPHUBOIS K PAa3BUTHIO PA3IMYHOTO POAA OCIOKHEHUH.
OO0 5TOM e CBHICTENHCTBYET 3aMETHO IMOBBIIICHHBI YpoBeHb AH(OChHaTHIUITINIECPUHOB U
tdhochaTrmHBIX KHCIIOT, KOTOpEIE CHOCOOCTBYIOT YBEITHUYCHUIO KOHIICHTpAIu{
BHYTPHUKJIETOYHOTO KAJIBIUS, BIHMAS Ha (U3HYECKHE XapPAaKTEPHCTHKU KIETOK HMMMYHHOMN
cucreMbl. OcialneHHe TNOCIeIHUX HEM30€XKHO IPUBEAET K CHIDKEHUIO (DYHKIMOHAIBHOM
AKTHBHOCTH .]'IPIM(bOLIPITOB, B pE3yJbTAaTE UYEro CO34acTCd BO3MOXXHOCTH I/IH(bl/ILll/IpOBaHl/Ifl
OopraHusMa pasjJIn4HbIMU IIAaTOr€HAMU.
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J®X (071 CM ®X @3 @»C ®OK Jor

H KOHTPOJIb H 10 J1eYeHHus Pnocae MT Enociae ITA ¥ nociae UMT

Puc 7. ®ochomnuanbiii npodpuas memopan umpouutos npu XOBJI nociie pa3iu4HbIxX
MeTon0B Tepanuu (B % ot cymmbl). P<0.05; 6e3 0003HaYCHUIT — TAHHBIC CTATUCTHYCCKU HE
JOCTOBEPHBI. V — CpaBHEHHE MAAHHBIX IOCIE JICUYSHUS] C pPe3yIbTaTaMd A0 JICYCHUs, * -
CpaBHEHHE JAHHBIX C KOHTPOJIEM.

Tlocne TpeANpPHHATON TepamMd OTMEYalach IOYTH IIOJHAs HOPMAaH3AIMsL
KO3 PHUIHUEHTOB U3YyYEHHBIX (POCHOTUIHI-POCHONUIIIHBIX COOTHOMICHHUH B TpyIine OOJIbHBIX,
MOJTyYaBIIMX CEaHCHI MIa3Madepesa, ykasblBas Ha BOCCTAHOBICHHE (DH3UYECKUX U CTPYKTYPHO-
METa0OJIMYECKAX XapaKTEPUCTUK JUMQPOUUTAPHEIX MeMOpaH (Tabn. 1). TeHgeHmms «
HOpMaJM3aluy HaOJI0Jadach W B TpyIIe OOJBHBIX, JOMOJIHUTENBHO IMOIYyYaBLIMX IpernapaT
WHO3MH TNpaHoOekc. HeoOXomuMo KOHCTaTHpOBAaTh, YTO TNpPUMEHEHWE JIMIIb CTAaHIApPTHOM
MequkaMeHTo3Hoi Tepamuu npu XOBJI mpuBogmno k eme OonblieMy paccTpPOHCTBY
dbochomunua-hocHoTUNMUAHBIX OTHOIIEHHHA B MemOpanHax mumdormroB. [lpu 3ToM B
HauOOJNbIIEH  CTETIEHH  TOJBEPrajiich  W3MEHEHHIO  KOX(QQHUIUEHTH  OTHOLICHHUI
¢docharuaumsTaHOTaMAHBY/ PocHaTHANIXOMMHEL U CHUHTOMUETHHBY/(OChHaATHINIXOIHHEI,
KOTOpBIE TPEBBILIATN KOHTPOJILHBIC BEJIMYMHBI B 2 M 2,6 pa3 COOTBETCTBEHHO. MBI CUHMTaeM,
YTO 3TO MPOUCXOAUT 32 CUYET HU3KOTO MPOIEHTHOTO cofepkanust OX, BO3MOXKHO, BCIEACTBHE
BCE ellle aKTUBHOW (ocdonumassr A,.
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Tabmuma 1
H3menenue gochonunua-gochoaunuaHbIX COOTHOIIEHHI B MeMOpaHax
Jum¢pountoB npu XOBJI nocjie pa3ju4HbIX METOA0B TePAMH

mocJie JieYeHu st
& KOHTPOJIb 110 JIedeHust
n=25 n=225 MT A UMT
n=75 n=75 n=75
HOJI/KDJ 1,82+0,4 1,46+0,02 1,53+0,08 1,73+0,07 1,46£0,07
P;<0.01 P;<0.01 P;>0.5 P;<0.01
P>>0.5 P,<0.05 P,>0.5
XOJIHHCOA./ 1,38+0,08 1,55+0,45 1,23+0,11 1,40+0,12 1,37+0,16
AMHHCO/I. P,<0.05 P,<0.05 P;>0.5 P;>0.5
P,<0.05 P,>0.5 P,>0.5
JOX/PX 0,17+0,02 0,47+0,22 0,50+0,06 0,15+0,03 0,24+0,11
P;<0.01 P,<0.05 P;>0.5 P;>0.5
P,<0.01 P,>0.5 P,>0.5
DK/®X 0,25+0,03 0,65+0,10 0,70+0,05 0,29+0,05 0,42+0,08
P;<0.01 P,<0.01 P;>0.5 P,<0.05
P,>0.5 P,<0.01 P,>0.5
DI/DPX 0,69+0,05 0,87+0,04 1,41+0,10 0,69+0,07 0,76+0,04
P,<0.05 P,<0.01 P;>0.5 P;<0.01
P,<0.01 P,<0.05 P,>0.5
CM/®X 0,44+0,04 0,93+0,08 1,13+0,14 0,49+0,09 0,64+0,11
P;<0.01 P,<0.01 P;>0.5 P,<0.05
P,>0.5 P,<0.05 P,<0.05

P| — CPaBHEHUE NAHHBIX C KOHTPOJIEM. Pz — CpaBHEHUE NAHHBIX IOCJEC JICUCHU C JaHHBIMU OO
JICYCHUA.

B peryssmuun coctosiHus MeMOpaH KJIETOK NPHHUMAIOT y4acTHe MPOLECCHl IEPEKHCHOTO
OKHCIICHUsI JIMIHUI0B, (HochoInnasHOro TUapoin3a, (pepMeHTHl MPOTEOIUTHIECKOH CHUCTEMBI.
V3ydyeHre WX aKTHBHOCTH MOXKET OBITh BaXKHBIM JHAarHOCTHYECKHM KPHUTEPHEM OOIIero
COCTOSIHUSI OpPraHHM3Ma, XapaKTEePUCTHKOIl aJalTHUBHBIX IPOLIECCOB INpPH HEOIaronpHsITHBIX
BO3JIEHCTBHUSIX, KOMIIEHCATOPHBIX BO3MOKHOCTEH OpraHm3Ma.

Pesynbprarts! nccneoBaHMil CBUAETENBCTBOBAIN O 3HAYUTEIFHOM ITOBBIIIEHIH CKOPOCTH
MEePEKNCHOTO OKHCIICHHS JIMIHIOB BO BCEX W3YYEHHBIX HO30JOTHSX, IpHYeM Hamboiee
BBIpOKEHHBIE U3MEHEeHUs Habmonamich npu DJ1 (poct akTHBHOCTH moyTH B 2 pasa). [Ipu XOb
n OA KOHLEHTpalMs MaJOHOBOIO JAHAIbAETHJa — KOHEYHOIOo IPOJYKTa MEPEeKUCHOTO
OKHCJIEHUs JMIIUI0B, yBeauuuBaiack B 1,4 u 1,2 pa3a COOTBETCTBEHHO.

Kak wu3BecTHO, ycuieHHE IIEPEKHCHOIO OKHCJIEHMS JIMIUIOB BJeyeT 3a CoOOH
M3MEHEHHe MEMOPaHHOW MPOHHUIIAEMOCTH [UIsi MOHOB KaJblLMs, TEM CaMbIM CIIOCOOCTBYET
akTHBanuu (ochommmazel  A,, TPHBOAI K YNAJCHHIO TOKCHYHBIX I€PEOKHCIEHHBIX
JKUPHOKHUCIIOTHBIX OCTaTKOB (ochonmumuaoB. B mumdonmrax ¢ akruBanumeit Gpocdonumnaszsr A,
CONpsDKEHa Mepejiada CHTHajda ¢ KIETOYHONH MOBEpXHOCTH BHYTPH KieTKH. ClieoBaTesbHO,
U3yd4eHHe aKTHBHOCTH ¢ochommma3sl A, B mmmdomnutax mnpu XOBJI mnpencrasmser
CYIIECTBEHHBIH WHTEpEC C TOYKH 3PEHMS BBIICHEHHS €€ IAaTOTeHETHYECKOTO 3HAYeHHS IpPH
pasnmuunblx BapuaHTax XOBJI. Pe3ynpTaThl CpaBHHTENBHOTO aHaiM3a IOKAa3bIBAIOT, YTO
HanboJiee CyIECTBEHHBIM SIBISUIOCH MOBBIILICHUE aKTUBHOCTH (epMenTa npu DJI. VBennuenue
aktuBHocTH (epmenTa npu XOB u OA cocrtasnsino 72 u 35 % COOTBETCTBEHHO.
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IMocne newenuss mnanuentoB ¢ XOBJI HaGmiomaercs CHIKEHHE AKTHBHOCTH
JNECTPYKTHBHBIX MpoueccoB (puc.8). 3akoHOMEpHO, YTO Haubojee OTYCTIMBBIC HM3MEHEHHUS
MIPOCIIKUBATUCEH NOCIe Iua3Madepesa U JieyeHUs: HHO3UH npaHoOekcoM. IIpu ucrons3oBaHuN
JMIIb MEIMKAMEHTO3HOW TEepanMy CTATUCTHYECKU JIOCTOBCPHBIX H3MCHCHHH B aKTUBHOCTU
(ocdommmaszsl A, 1 MIEPEKUCHOTO OKUCIICHHS JINITUI0B He 00HApYKEHO.

30
25
20
15

10

IoJ dochommnaza A2

B xoHTpoab Mo jeyenus Fpociae MT MEpocie [IA ®nocie UMT

Puc. 8. AktuBHOCTH ochomunasel A, (B y.e.) u [IOJI (B Mmkmoasx MJIA Ha 1 r TKann) B
smmdommTtax npu XOBJI nocite pasmnynbix cxeMm Jedennst. P<0.05; 6e3 o6o3HaYeHn — TaHHBIE
CTaTHCTHYECKH HE JIOCTOBEPHBIL. V — CPaBHEHHE NAHHBIX MOCNIE JICYEHHS C PEe3yJIbTaTaMe 0
JIeueHus; * - cpaBHEHUE TAHHBIX C KOHTPOJIEM.

Takum 00pa3oM, MOJKHO KOHCTaTHPOBATh, YTO MPHMEHEHNE KaK HHO3HH IPaHoOeKca, TaK 1
mia3madepe3a NPUBOAUT K HOpPMaIM3allKd MeTaboiM3Ma JIMIMHIHOTO KOMITIOHEHTa MeMOpaH
TM(OLUTOB, BIHSSA Ha (PU3UKO-XIMIIECKOE COCTOSTHAE MEMOPaH U CHCTEM PETYJIISIIII.

C y4eroM BCeil BXKHOCTH HOPMAIBHOTO (YHKIHOHMPOBAHMS MEMOPaHOCBS3aHHBIX
(epMEeHTOB B KH3HEIESTEIBHOCTH JIMM(OLMTOB HAIIM JaJbHEHIINe WCCIeNoBaHus ObLIH
TOCBSIIIIEHB M3YYEHHWIO AKTUBHOCTH WHTETPAIBHBIX TPAHCIOPTHBIX OENKOB JIMM(OLUTAPHBIX
MeMOpaH, B wactHoctH obOmel, Mg- u Na/K-AT®azer, npu XOBJI no u mocie pasimdHbIX
BapHaHTOB Tepammu. VccnemoBanms mokaszamn, uto XOBb m OJI xapakTepm3yioTcs HEKOTOPHIM
nioBblreHreM akTuBHOCTH AT®a3 (tabm. 2). Ilpm stom Hambonee 3aMETHBIM W3MEHEHHSIM
nozmBepramck obmasts ¥ Na/K-AT®a3nas axtuBHOCTH, OcobeHHO mpm OJI (TpeBbIIAIOT
KOHTPOJIbHBIE BEMMYHHBI B 1,5 U 2,3 pa3 cooTBeTcTBeHHO). MHTepecHo, uto mpu OA oTMeuaercs
JIMIITG HE3HAYHTENBHBIE KOJIeOaHNsI akTUBHOCTH M3ydeHHBIX ATda3. HecoMHEHHO, YTO TIOBBIIICHUIO
akTUBHOCTH uccienyeMbix AT®a3 crnocoOCTByeT OKHUCIHUTENbHAS AECTPYKIHUS OCHOBHBIX KJIACCOB
(ocdaruaoB-IIMIEPUIOB U HaKOIUIeHHE JH30(h0oc(aToMIXOINHOB, UMEIOIEE MECTO B HAIHMX
uccnenoBanusax (puc. 7). IlocienHee 4peBaTto MepeXoAOM JIMIMIHOTO OHCIOS B MOHOCION M
aKTHUBALMEeH IIPOHULIAEMOCTH MEMOPaHBI JUIS OJJHOBAJICHTHBIX KATHOHOB.
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Tabnuma 2
M3MeHeHNe aKTUBHOCTH MeMOPAHHO-ACCOMUPOBAHHBIX (PePMEHTOB JUM(POUHMTOB NpPH
Pa3In4yHbIX natosoruyeckux cocrosinusax XOBJI (B Mkmossax ®H/T)

@ KOHTPOJIb XOb 9J1 OA

CPMENTLI n=25 n=75 n=75 n=75

o6mas AT®aza 1,70,04 2,2+0,04 2,5+0,05 1,2+0,06
P<0.05 P<0.01 P<0.05

Mg-ATdasza 1,120,02 1,3+0,03 1,120,04 0,7+0,05
P<0.05 P>0.5 P<0.05

Na/K-AT®a3a 0,620,04 0,9+0,04 1,440,02 0,5+0,02

P<0.05 P<0.01 P>0.5

P- CpaBHCHUEC JaHHBIX C KOHTPOJIEM.

Tabmuma 3
HN3meHeHHe aKTHBHOCTH MeMOPAaHHO-ACCOLIMUPOBAHHBIX hepMeHTOB TUMGOUUTOB NPH
XOBJI nociie pa3Iu4YHbIX cxeM JieyeHUs (B MKMOJsX ®PH /1)

DepMeHTBI KOHTPOJIb | /10 JIeYeHHs nmocJie Je4eHnst
n=25 n=225 MT A UMT
n=75 n=75 n=75
oomasn ATda3za 1,7+0,04 2,0+0,03 2,3+0,04 1,8+0,08 1,9+0,08
P,<0.05 P,<0.01 P>0.5 P>0.5
P,<0.05 P,<0.05 P,>0.5
Mg-AT®a3a 1,1+0,02 0,93+0,02 1,2+0,03 1,1+0,08 1,2+0,08
P,<0.05 P,>0.5 P,>0.5 P,>0.5
P,<0.05 P,>0.5 P,<0.05
Na/K-AT®a3za 0,6+0,04 1,03+0,02 1,1+0,03 0,70+£0,04 | 0,7+0,02
P,<0.01 P,<0.01 P>0.5 P>0.5
P,>0.5 P,<0.05 P,<0.05

P| — CPaBHCHUE NAaHHBIX C KOHTPOJIEM. Pz — CpaBHEHUE AHHBIX IMOCJE JICUCHU C JaHHBIMU 1O
JICYCHUA.

WHTrepecHass kapTHHa pa3BepThiBaeTcsl Ha (oHe Tepamuu. Tak, IOCIe CTaHIApPTHOM
MeJUKaMeHTO3HO#l Tepanuu y 6oibHbIX ¢ XOBJI pernctpupyercs nanpHellee MOBBIMICHHE
aKTHBHOCTH 00uied, Mg- u ocobenno, Na/K-AT®da3b! (mocieaHssi NPEeBhIIaeT KOHTPOJIbHBIS
BEJTUYMHBI MTOYTH B 2 pa3a) (Tabu. 3). [Ipu miazmadepese u NpUMEHEHUH HHO3UH MpaHoOekca
OTMEYaeTCsl TeHIEHNWS K HOPMAaNM3aliM AaKTUBHOCTH H3YYCHHBIX (DEPMEHTHBIX CHCTEM,
OJIHAKO, JAHHBIE HECKOJIBKO MPEBHIIIAIOT HOPMY. MBI IojaraeM, 4To 3TO SBIEHHE HOCUT
KOMIICHCATOPHO-aJalITUBHBIA XapakTep W HaIpaBlIeHO Ha IOJAEpXkKaHHE TpaHCMEMOpaHHOI
aCHMMETPHH HOHOB IIOCJIE TEpaliH, CIENOBATeNbHO, Ha COXpaHeHHE (YHKI[MOHAIBHOM
AKTHBHOCTH JMM(OIUTOB IIPU JAHHOH NaTOJIOTHH.

[Ipn BUPYCHBIX M OaKTepHAIbHBIX HMH(EKIHIX MOIYT HHIYLHPOBATHCS BCE THIIBI
KJIETOYHBIX U T'yMOpaJbHBIX peaKklMi, yCUINBAIOIUX BOCHajIeHue. Mexay TeM, Kak OTMEYEHO
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BbILIIC, IMCHHO BHpPYCHas MHQEKIHUs, pa3BUBatolascs Ha (GOHE MECTHOr0O MMMYHOJE(DHIHTA,
urpaeT OOHY M3 BaxHbIX poneil B mporpeccupoBanun XOBJI. Bomee Ttoro, mpusHaku
XPOHHYECKOTO BOCHANIEHHUS MOTYT COXPAHUTBCS JHake IMOCNIe IpeKpalleHus JIeHCTBUS
TOKCHKAHTOB-UHIYKTOPOB  BCIEACTBHE  PAa3BUTUS  AayTOUMMYHHBIX  TIPOIECCOB U
MEePCUCTUPOBAHMUS BUPYCHOH HH(DEKIINIL.

Kak wm3BectHo, memOpannbsle Monekynsl CD4 u CD8 sBIsIOTCS KOpenentopamu
komiuiekca TCR-CD3 u paccMaTpHuBarOTCsl Kak OCHOBHBIE MapKephl OIpesieleHus T-Xenmnepos
U OUTOTOKCHYHBIX  T-mumdonnToB  coorBercTBeHHO.  CpaBHHTENBHOE — H3YYCHHE
UMMYHOPETYIATOPHBIX cyOmomynsaiuit  T-mMMGOIMTOB NpH  Pa3NUYHBIX NATOJOTHYECKHUX
coctossHIsIX XOBJI mo3Bomuno BBIIBUTE psifi ocobeHHOCTeH. DakTryecku, konmuectBo CD4+
IMMGQOIMTOB,  OOJANAIOIMX  XENNEePHO-MHIYKTOPHBIMH  CBOICTBAaMH,  CTaTHCTHYECKU
JOCTOBEPHO YMEHBIIAJIOCh NPHU BCEX H3YUEHHBIX INATOJIOTHMYECKHX COCTOSIHUSIX, Hamboiee
oryetuBo npu XOBb (B 2,5 paza) u OA (B 2,2 pasza). Ypoenb CD8+ xmetok c
LHUTOTOKCUYHBIMU cBo¥icTBaMu nosblmmaincs npu JJI B 1,3 pasa, mpu OA B 1,5 pasa u npu XOb
B 1,1 pa3. Ilpu stom Gbuto OGHapyxeHo, uTo KonmuectBo CD8+ kileTok Koppenupyer ¢
BeIpakeHHOCTBI0 OJI. B3amMonelcTBHE IMTOTOKCHYECKHX T-TMM(OIHUTOB C KICTKAMH-
MHIICHSMH TPUBOJUT K IIPOHMKHOBEHHIO B MeEMOpaHBI IOCIEIHHX IepHOPHHOB U
IIUTOJIN3UHOB, UTO CIIOCOOCTBYET TMOENH KJICTOK ITyTE€M aloNTo3a, TEM CaMBIM ITOIAEPKUBAs
MOCTOSIHHBIA BOCTIANUTENbHBIN mporece mpu XOBJI.

Yka3aHHbIE CyONOMYNISIMOHHBIE U3MEHEHUS T-TMM(OINTOB 3aKOHOMEPHO IPHBOIYIIH
K CYIIECTBEHHOH HWHBEPCHHM HMMYHOperyiiatopHoro wuHzaekca CD4+/CD8+. Otmedanoch
noHwxkeHnue orHoueHuss CD4+/CD8+ mnpu Bcex H3Yy4YCHHBIX IATOJNOTUYECKUX COCTOSHHAX
(puc.9). IlpumeuatenbHo, uro mpu DJI u OA 3HaUeHHE WUMMYHOPETYISTOPHOTO HWHIEKCA
U3MEHAJIOCh IPEHMYLIECTBEHHO 3a CYET YBEJIWYEHHs COAEPKaHUSA LUTOTOKCHYHBIX
mamdonuToB, a npu XOB — B pesynbraTe MOYTH TPEXKPATHOTO IIOBBHIIIEHHs YpoBHS T-
XEJIEepOoB.

WHTepecHas 3aKOHOMEPHOCTh IPOCIEKMBATACh IPH HCCISIOBAHUM MPOIEHTHOTO
comepkanust CD25+-KIeTOK, 3KCIPECCHPYIOMNX O-IENb pelenTopa WHTEpIeHKHHA-2 W
SBJIAIOIINXCS MapKepaMH aKTHBAlMU T-XenmepoB. DTH KIETKH (OPMHPYIOTCS B Ipomecce
HOpMaJIbHOH An(depeHINpOBKU B TUMYyCE, a HE I0J| IeHCTBUEM aHTUTCHHOW CTUMYJIILUH, U
SIBJIFOTCA  €CTECTBEHHBIMM peryssITopHbiMH  KieTkamu (nTreg). CorynacHo mNOIy4eHHBIM
nmanHeiM, pu XOB HaOmM0Ianoch CTATUCTHYECKH TOCTOBEpHOE moBbimieHHe (B 1,5 pasa)
kosmuectBa CD25+-knetok u cHmxenue — npu J1 u OA (8 1,4 u 1,8 pa3). Ha nam B3rymiz, 3to
YKa3blBaeT Ha pa3iuusi B HMMYHOTE€HE3€ M3YUCHHBIX ITaTOJIOTHYECKHX COCTOSIHHUM.
TloBpimieHHast ~ aKTMBHOCTh ~ T-peryNATOpHBIX ~ KIETOK  TPHBOJUT K  PAa3BUTHIO
UMMYHOAE(DHIUTHBIX COCTOSHHN W XPOHM3AIlMM BOCHANECHHSA, a MX ACQUINT B OpraHH3ME
UTPaeT MaTOT€HETHYECKYI0 PONb TPH aIepTHH, CHOCOOCTBYeT Pa3BHTHIO ayTOMMMYHHOH
MaTOJIOTUH.
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CD4+ CD8+ CD4+CD8+ CD25+ CD4+/CD8+

B KOHTPOJIb 2 XOBb 2J1 E0OA

Puc. 9. OcHOBHbIe NOKa3aTeJIM COCTOSIHMSI KJIETOYHOro 3BeHA MMMYHMTETa HpPH
pa3amunbIX natogorudeckux cocrostnusix XOBJI (B %). * - P<0.05; 6e3 obo3HaueHnit —
JIaHHbIE CTATUCTUUECKU HE JOCTOBEPHBI. P — cpaBHEHHE TaHHBIX C KOHTPOJIEM.

OcoOblif MHTEpeC MpeNCTaBIeT aHAINW3 MHOMYJSUUU TyOib-no3uTuBHEIX CD4+CD8+
xinerok. CD4 u CD8 mapkepsl OJHOBPEMEHHO TMOSBIIIOTCS Ha MeMOpaHe THMM(OIMTOB Ha
cragun B-cenekiyn B TuMyce. [loaromy nosienenne B kpoBu CD4+CD8+ ki1eTok yka3biBaeT Ha
BBIXOJI HE3pETbIX JIMM(OIUTOB B KpOBb. HEeKOTOpBIE HCCIe0BaTEN OTMEUYAIOT 00 YBEIHISHNN
KongecTBa yOnb-mo3uTHBHBIX CD4+CD8+ nuM(ponuToB mHpH TaKMX MNAaTOJOTHYECKUX
COCTOSIHUSIX, KaK BbI3BaHHBIH BOB MoHoHyKe03, BUY-undekms, xponnueckuit mumdoneiikos
U Japyrue. B Hammx uccienoBaHMsAX ObUIO OOHapy)XEHO 3HAUMTENILHOE MOBBIIICHHE YPOBHS
nyonb-no3utuBHBIX CD4+CD8+ nmuMdornuToB Bo Bcex 00cienoBaHHBIX rpynmax — B 4,1 pa3
npu XOB, B 6 pa3 mpu DJI, B 7 pa3z npu OA (puc. 9). MbI cuntaeM 3TO BIOJIHE 3aKOHOMEPHBIM,
TaK KaK MOYTH y BceX oOcinenoBaHHbIX nanneHToB ¢ XOBJI oOHapyxeH 3aMeTHO BBICOKHIT TUTP
BOB, mepcuctupyromero B nuMmdonmrtax. [losBieHHe OOJBIIOr0 KOJIHYECTBA yOIb-
no3utuBHBIX CD4+CD8+ mmmdonnToB, BO3MOXKHO, OOYCIOBICHO UIUTEILHOW aHTHTEHHOI
CTUMYJISIIAEH M KOMIIEHCATOPHOH HANPSHKEHHOCTBIO HMMMYHHUTETa IIPU MEPCHCTUPOBAHHUHU
BUPYCHOH HH(EKINH.

Takum 00pa3oM, HECMOTpPs Ha TO, 4YTO HOBPEXKIECHHE MeMOpaH HMEeT eJUHbIN
MaTOTEHETHYECKUH  MEXaHW3M, pa3lIuuHble marojoruueckue cocrosHus npu  XOBJI
00HapyXMBaIOT pa3au4HbIi uMMyHonaTtoreHes. IIpu XOb npeumymiectBeHHO mopaxaercs T-
XeJIepHoe 3BEeHO MMMYyHHTeTa, B TO Bpems, kak OJI m OA mpoTtekaror ¢ mpeoOiagaHueM
OUTOTOKCHUYecKnX peakmuil. OmHMM U3 3BeHbeB HMMMyHomarorenesa npu XOBJI moxer
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ABJIATBCA (DYyHKUMOHANIbHAs HEJOCTAaTOYHOCTh KJIETOK WMMYHHOI CHCTEMBI, CBSI3aHHAs C
HN3MEHEHHEM JKCIpeccuu Mapkepa aktuBauuu T-kiaetox — CD25, 4To NpuBOAUT K HapYIICHHIO
MPOBE/ICHNS] aKTHBALIMOHHOTO CHUTHAJA, 3ayCKAIOIIero BTOpPYIO (a3y MMMYyHHOTO OTBeETa.
Cumxenne konmuuectBa CD25+-KJIETOK COMPOBOXKAACTCSl YBEIUUCHHUEM TYOJIb-TIO3UTUBHBIX
CD4+CD8+ muM(ponuToB, JUIMTENbHAs IEPCHCTEHINS KOTOPBHIX B KPOBH YKa3bIBaeT Ha
BHUPYCHYIO OTSTOIIEHHOCTb M, IO HEKOTOPBHIM JaHHBIM, MOXKET CIIOCOOCTBOBATH Pa3BUTHIO
AyTOMMMYHHOH ITaTOJIOTUHL.

C y4eToM pa3IMYHOr0 MMMYHOTEeHE3a N3yYEeHHBIX MATOJIOTHIA, a TaKKe C IIEebI0 OICHKH
3¢ PEeKTHBHOCTH Ka)XKIOTO0 BHIAA Tepamuu mpu ompeaeneHHoM nmmyHodenoturne XOBJI mbr
COYIM IIeNecOOOpasHBIM MPEACTaBUTh IOIYYEHHBIE pPE3yldbTaThl MO-OTACHBHOCTH. Tak
NpUMEHEHHE JHIIb CTaHAAPTHOW MeAMKaMeHTO3HOH Tepamuu npu XOBb He mpuBommio k
HOpMaJIM3allik YPOBHSI OOOMX KOpPELENTOPOB, YTO, HECOMHEHHO, OTPaKajoch Ha 3HAYECHHUH
umMMmyHoperynstopaoro unnpekca (puc. 10). Ilocne nee Benmnumua oTHomeHuss CD4+/CD8+
ObUIa MeHbIIE 1, YTO SIBISIOCH CBHIETEIHCTBOM HAJIMYHS MMMYHOIC(UIIMTHOTO COCTOSHHS,
Jaxe MociIe MPeIIPUHATOTO JICUCHHUS.
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CD4+ CD8+ CD4+CD8+ CD25+ CD4+/CD8+

N KOHTPOJIB H 10 JIeueHnst MT HIIA EUMT

Puc.10 OcHoBHBbIEe MOKAa3aTeJH COCTOSTHUSI KJIETOYHOro 3BeHa mMMyHuTera mpu XOB
nocJie pa3Iu4yHbIX cxeM jJedeHus (B %). P<0.05; 6e3 o003HaueHHN — JaHHBIE CTATHCTHYECKH
HE IOCTOBEPHBL. V — CpaBHEHHE JAHHBIX [OCIE JIEUCHHS C Pe3ybTaTaMH [0 JIeYeHHs; * -
CpaBHEHHE JAHHBIX C KOHTPOJIEM.

IMocne mia3zmadepesa, Tak ke, KaKk ¥ IOCIE MMMYHOMOAYJIMPYIOIIEH Teparmuu HHO3HH
HpaHOOeKCcOM HaOJIo/Janachk TIOYTH MOJTHAS HOPMAIH3alisi HIMMYHOPETYJIITOPHOTO HHJIEKCa, HO
U3MEeHEeHUs Obu Oosiee BBIPAXKEHBI MOCIE MPUMEHEHHs MMMyHoOMonyistopa. IIpumeHeHue
mrazmMadepe3a U MHO3MH IpaHoOeKca IMPHBOIIIO K YMEHBIICHUIO copepxaHus kak CD25+-,
tak 1 CD4+CD8+ kieTok. MBI cumTaeMm, YTO 3TO SIBISIETCS CBHIETEIHCTBOM CHIDKCHUS
AQHTUTeHHOI HArpy3KH y MAI[MEeHTOB JaHHBIX TPYIH Hocie JedeHus. [IpuMenenne cranaapTHO
MEIVKAMEHTO3HOH TEepamluy, K COXKaJeHWI0, HHKAaKUM O0pa3oM HE BIMSUIO HA H3YYCHHBIE
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HOKa3aTeNId, MX KOJMYECTBO OCTaBaJOCh HA TOM )K€ YPOBHE, YTO M [0 IPOBOJHUMOI
MeIUKaMEeHTO3HOM Tepanuu (puc. 10).
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B KOHTPOJIB H 0 JIeueHus MT HIIA EUMT

Puc. 11. OcHoBHbIe mNOKa3aTeaN COCTOSIHUS KJIETOYHOr0 3BeHA HMMMYHHTETa MPH
IM(pu3eMe JEerkux Iocje pa3IudHbIX cxeM Jedenust (B %). P<0.05; 6e3 obo3HaueHHi —
JaHHBIE CTAaTUCTUYECKU HE JOCTOBECPHEI. vV - CpaBHCHHC JaHHBIX IIOCJIE JICUCHUSA C
pe3yiabTaTaMy 10 JICUCHUS, * CpaBHEHUE JaHHBIX C KOHTPOJIEM.

Konnentpanust CD4+-knerok npu DJI CTaTHCTHYECKH JTOCTOBEPHBIM H3MEHEHUSIM HE
nonsepranace (puc. 11). IloBemmeHHOe conmepxkanue CD8+-kIeTok CHMXaNIOCh, Hanboiee
OTYETIMBO — TOCNe TuiazMadepesa W JeYeHUS WHO3WMH mpaHoOekcom, mocturas 20,9+3,1 u
22,2+1,6 NpOLIEHTOB COOTBETCTBEHHO. B pe3ynbpTaTe HaOII0qaeMbIX KOJeOaHUH B CO/lepKaHUU
M3YYEHHBIX KOPELENTOPOB OTMEYaNach MOJIHAs HOPMAJIN3alUs HUMMYHOPETYIISITOPHOTO MHAIEKCA
nocie TNpUMeHeHHs IUla3Madepe3a W MMMYHOKOPPUTHPYIOIIETO JICYSHWs, HO He
MequKaMeHTo3Ho# Tepanuu. KommuectBo myOmb-mo3utuBHBIX CD4+CD8+-knetok Taroke
JOCTOBEPHO CHIDKAJIOCh, HamOoJee OTYETIMBO Yy MAHEHTOB MOJYYaBIINX COYETAHHYIO
Tepanuio. B mepBoM citydae MBI CBSI3bIBaeM 3TOT 3(GEKT ¢ dIMMUHAINEH MX U3 KPOBSHOTO
pycma ¢ MOMOIIBIO InTasmadepe3a, BO BTOPOM — C MOIYIHPYIONIMM JEHCTBHEM HHO3WH
npaHoOekca. bpima oOHapykeHa HWHTepecHas 3aKOHOMEPHOCTh B W3MEHEHHHM KOJMYECTBa
MO3IHUX MapKepoB akTuBauuu T-xemmepoB — CD25+-knerok, y mamuentoB ¢ JJI mocne
pa3sIMYHBIX BapHaHTOB JedeHHs. Tak, eclnum Tocie NPHUMEHEHHS HMMYHOMOAYIHPYIOLIETOo
npernapaTa ux coziepyKaHue MpUOIIKaIOCh K KOHTPOJIBHBIM BEJIMYMHAM, TO MOCIE CTaHAapTHOI
MEIMKAMEHTO3HOH Tepanuu M IuasMadepe3a MX KOHIEHTPAlUs HPOAOJIKANA CHUXKATHCS.
IIpuanmas Bo BHMManme TOT akT, uro DJI pa3BUBaeTCs M MPOTEKAeT MO AYTOMMMYHHOMY
MEXaHU3MY, MOXHO IIPEIIOJIOKHUTh, Y4TO JanbHellee cHIDKeHHe KoHIeHTpanun CD25+ T-
KJIETOK MOXKET HMPUBECTH K IPOTPECCHPOBAHHUIO 3abosieBanms. VMerorcs maHHbIe 00 oOpaTHOMN
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KOpPEJSIIMU MEXAY aKTHBHOCTBIO T-peryisTOpPHBIX KIETOK M KIMHUYECKUMU MPOSBICHUSIMU
HEKOTOPBIX ayTOMMMYHHBIX 3a00JIeBaHHH.

Cxokass kapTuHa HaOmojamack mocnie Jsedenus: mampeHtoB ¢ OA (puc. 12). Kak
U3BECTHO, MMMyHomaroreHe3 OA CIIOXKEH: OH NPOTEKaeT Kak [0 ayTOMMMYHHOMY, TaK U
HMMyHOJe(HUINTHOMY (EHOTHIy, C BOBJEUEHHEM aJUIepruueckux peakuuid. KommgectBo
CD4+-knerok ¢ T-xenmepHbIME QYHKIHAMHI 3aMETHO OBUTO CHH)KEHO JIO MTPOBOJMMON TEPaIHH
W CYIIECTBEHHO ITOJHUMAIOCH JIMIIb ITOCNE MPOBEACHUS Iuta3Madepesa M TEpalHd HWHO3MH
MPaHOOEKCOM, COCTaBIISAS COOTBETCTBEHHO 73,4 1 89,5 mporieHTOB oT KoHTpOoJss. O0a BapraHTa
TEepanuy NPUBOAWIM K MOJABICHUI0O HMMYHHOTO OTBETa 3a CUET PE3KOr0 CHIKEHUS
KOHIeHTpauun  rurotokcudeckux  CD8+-nmumdonuro.  CoBepluaronfecs HU3MEHEHHUS
MPUBOIUIN K HOpManu3anuu oTHomeHns CD4+/CD8+, yka3piBas Ha aIeKBaTHOCTb UMMYHHOTO
OTBeTa.
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B KOHTPOJAL M 10 JIeYeHHsT MT ©®E[IA ®=HUMT

Puc. 12. OcHOBHbIe MOKA3aTeJIM COCTOSIHHS KJIETOYHOr0 3BeHa MMMYyHuTeTa mpu OA
nmocJie pa3InYHbIX cxeM jJedenus (B %). P<0.05; 6e3 0603HaueHHI — JaHHBIC CTATHCTHYCCKH
HE IOCTOBEPHbL. V — CpaBHEHHE JAHHBIX IOCIE JIEYCHHS C Pe3ybTaTaMH [0 JICUeHHs; * -
CPaBHECHHUE TAHHBIX C KOHTPOJIEM.

ITocne mpUMeHEHHS MMMYHOMOJLYJIHPYIOLIEH Tepanuu U miasmadepesa Habroganack
TCHJEHIUS K HOPMalIM3alUM  OSKCIpeccHd  IyOonb-no3uTuBHEIX — CD4+CD8+-kierok,
CBHJETENLCTBYSI O CHIDKCHMH AaHTHTeHHOW Harpy3ku. C Jpyroif CTOpOHBI, OTMEYaloch
ToCTeNneHHoe HapacTanue kommdectBa CD25+-1MM(OnNTOB, OTBETCTBEHHBIX 32 aKTHBHPOBAHUE
T-xenmepoB. UWmerorcss cegernss o  crmocobHoctH  CD4+CD25+-KI€TOK  MOJaBISATH
ayeprudeckue peaknun. K coxaneHmnio, He0OX0JUMO KOHCTaTHPOBATh, YTO MEANKaMEHTO3HAs
Temapusi MO CTAaHAApTHBIM cxemMam npu OA He mNpuBOAMIA K KAKUM-IMOO YITyYIICHUSIM
U3YUYCHHBIX IIOKa3aTeseil KJISTOYHOTO 3BeHa MMMYHHTETA, a [0 HEKOTOPHIM IHapameTpam — K
HPOTPECCHUPOBAHUIO 3aPETUCTPHPOBAHHBIX OTKIOHEHHMI.
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Takum o06pa3oM, BKIIOUCHHE B CXEMbI JICUCHHs IU1a3Madepesa WM rpenapara HHO3HH
npaHobexkca mpu XOBJI cnocoOcTBYeT BOCCTAHOBICHUIO HAPYIICHHOTO 3BEHA KJIETOYHOTO
UMMYHHTETA.

HemanoBaxxHoe 3HaueHHe B HecHeU(UUECKOH 3aIlUTe OpPraHM3Ma OT MAaTOreHOB
UMEIOT (aKTOPHl T'yMOPAJbHOIO HMMMYHHTETa — HMMYHOTJIIOOYIMHBI W LUPKYJIAPYIOIINE
nvMyHHBle  Komrutekchl  (LIUK). VYBemmuenme konmentpammu MK cmocobcrByer
HOBPEXAEHUI0 MeMOpaH M Pa3BUTHIO HMMYHOIIATOJIOTMYECKOTO Mpoliecca B OpraHax ¢ OXHOI
CTOPOHBI, M aKTHBAIIMU CHCTEM KOMIUIIMEHTA M CBEPTHIBAHHS KPOBH, KHHHHOBOH CHCTEMBI — C
npyroid. [Ipu 3ToM HanOONBIINM MOBPEXAAOMIMM JeiicTBueM oOmamatoT cBobonusie [ITUK B
TIasMme.

C yueToM BakHOTO 3HaueHUss UMMYyHOT100ynuHOB 1 LIMK B nmporpeccupoanun XOBJI
U HX PONU B OCYLIECTBICHHHM T'yMOPAIbHOIO HMMYHHOTO OTBETa, HaMH OBUIO MpPOBEAEHO
HCCcIIeI0BaHNE KOHLEHTPALUH UMMYHOITIOOYIHHOB KiaccoB A, M u G, a taxxke ypoBHs LUK
npu XOBJI 1 mociie npuMeHeHnsT pa3InIHbIX cXeM JiedeHus. COracHO MOJIy4eHHBIM TaHHBIM,
npu XOBJI ormeuanock cymectBeHHOe Bo3pactanue ypoBHs LMK B kpoBu: B 2,2 pasza mpu
XOb, B 4,1 paz mpu OJI u B 3,1 pa3 mpu OA. IlpuMmedaTenbHO, YTO 3TH H3MEHEHUS
MPEUMYIIIECTBEHHO ObLIM 00YCIOBJICHBI BHICOKOW KOHIEHTpanueh 1gG, comepkannue KOTOPOTo
npu XOB nmosimanock noutu B 2 pas, a npu 3JI u OA — B 2,7 u 2,6 pa3 cOOTBETCTBEHHO (TabII.
4-6).

Tabmuma 4
HN3meHeHHe KOHIIEHTPALMH OCHOBHBIX KJIACCOB CHIBOPOTOYHBIX
umMmMyHOrn00ymHoB u HHUK npu XOB nociie pa3jinyHbIX cXeM jJedeHust

Tloka3arenn KOHTPOJIb | [0 Je4eHust nocJjie Je4eHust
n=25 n=43 MT A UMT
n=15 n=15 n=13
IgA (r/a) 2,34+0.4 3,14+0,5 3,21+0,7 2,17£0,2 2,09+0,1
P,<0.05 P,<0.05 P,>0.5 P,>0.5
P,>0.5 P,<0.01 P,<0.01
IgM(r/n) 1,62+0,2 1,25+0,3 1,28+0,6 1,36+0,4 1,56+0,2
P>0.5 P>0.5 P >0.5 P>0.5
P,>0.5 P,>0.5 P,<0.05
IgG(r/n) 12,41+1,2 28,32+1,7 20,12+1,3 11,68+0,4 16,24+0,6
P,<0.01 P,<0.01 P,>0.5 P,>0.5
P,<0.05 P,<0.01 P,<0.05
LUK (y.e.) 118,74+5.8 255,61+7,6 212,33+6,2 129,72+4,3 135,50+5,1
P,<0.01 P,<0.01 P, >0.5 P,>0.5
P,>0.5 P,<0.01 P,>0.05

P| — CpaBHCHHUE JAaHHBIX C KOHTPOJIEM. Pz - CpaBHEHHUEC JTAHHBIX MOCJIC JICUCHUA C JaHHBIMU OO

JICUCHUSA.
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Tabmuma 5

N3MeHeHNe KOHIEHTPALMH OCHOBHBIX KJIACCOB CHIBOPOTOYHBIX
umMmyHorn00yuHoB u IIUK npu IJ1 nociie pa3inyHbIX cXeM JedeHust

IToka3arenu KOHTPOJIb | /10 JICYCHHUS NocJie Je4eHus
n=25 n=75 MT nA nMT
n=25 n=25 n=25
IgA (r/a) 2,34+0,4 1,67+0,4 1,72+0,5 1,85+0,5 2,11+0,4
P1<0.05 P,<0.05 P>0.5
P2>05 P2>0.5 P2>0.5
IgM(r/n) 1,62+0,2 1,98+0,2 1,84+0,3 1,59+0,3 1,71+0,2
P,<0.05 P,>0.5 P,>0.5 P,>0.5
P,>0.5 P,<0.05 P,>0.5
IgG(x/n) 12,4141,2 33,07+2,1 25,62+1,4 15,25+0,6 17,90+0,5
P1<0.01 P,<0.01 P>0.5 P>0.5
P,<0.05 P,<0.01 P,<0.01
UK (y.e.) 118,74+5.8 485,13£7,5 383,27+10,2 | 166,03+6,3 168,35+4,7
P,<0.01 P,<0.01 P,<0.05 P,<0.05
P,>0.5 P,<0.01 P,<0.01
P, — cpaBHeHne maHHBIX C KOHTpPOJEM. P, - cpaBHEHHE NAaHHBIX IOCIE JICUCHUS C JAHHBIMU 10
JICUCHHUSL.
Tabmmma 6
H3MeHeHHe KOHIEHTPAIMH OCHOBHBIX KJIACCOB ChIBOPOTOYHBIX
umMMmyHor100yauHoB U UK npu OA nociie pa3jiM4HbIX CXeM JedeHust
IToka3zaTenu KOHTPOJIb | 10 Je4YeHHs nocJie Je4eHus
n=25 n=75 MT nA nMT
n=25 n=25 n=25
IgA (r/a) 2,34+0,4 1,92+0,2 1,83+0,3 2,06+0,3 2,28+0,3
P1<0.05 P;<0.05 P>0.5 P>0.5
P,>0.5 P,>0.5 P,>0.5
IgM(r/n) 1,62+0,2 1,14+0,2 1,20+0,2 1,34+0,4 1,70+0,2
P,<0.05 P,<0.05 P>0.5 P >0.5
P,>0.5 P,>0.5 P,<0.01
IgG(x/m) 12,4141,2 31,73+1,8 27,04+1,1 13,72+0,4 15,44+0,7
P;<0.05 P;<0.05 P>0.5 P>0.5
P,>0.5 P,<0.05 P,<0.05
HUK (y.e.) 118,74+5,8 371,66+8,1 272,91+£7,2 134,07£5,5 142,18+2,7
P,<0.01 P,<0.05 P,>0.5 P,>0.5
P,>0.5 P,<0.05 P,<0.05

Pl — CpaBHCHUEC JJaHHBIX C KOHTPOJIEM. Pz - CpPaBHEHHUEC HJAHHBIX IOCJC JICUCHUA C JaHHBIMU 10

JICYCHUA
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OOHapy>XeHHbIE W3MEHEHHs, HECOMHEHHO, OOYCIOBJECHBI CHIDKEHHEM AaKTHBHOCTH
TyMOPQJbHOrO  3BEHa MMMYHHMTETa M  SBIIOTCS ~ OTPAXKCHHEM  (QYHKIMOHAJIBbHOW
HEMOJIHOLCHHOCTH (harolUTapHON CHUCTEMbI, 00ECICUHMBAIOIICH NErpajaliio U 3IUMHHALHUIO
UK wu3 oprammsma. [lpu XOb u DJI koHumentpamus IgM craTucTHdeckd IOCTOBEPHBIM
U3MeHeHUsM He nojsepranack. [Ipu OA oTMedanoch 10CTOBEPHOE CHUKEHUE MX ypoBHA B 1,4
pa3a. Bo3smoxnOo, B ycmoBHsAX o0mero yruereHums ¢yHKOuM B-3BeHa wHMMyHHTeTa,
HaOJIFoIafoNIerocs Npy NMEepCHCTUPOBAHWM BHpYCa, IUIA3MaTHUIECKHe KIETKM He OTBedallll Ha
paznpakenue ycwieHneM Bbpabotku IgM. Konnenrpamus IgA nosemmanace B 1,3 pasa mpu
XOb, a mpu 2JI u OA cumwxkanace — B 1,6 u 1,4 paza cooTBeTcTBeHHO. TakuM 00pa3oM,
HaOIIfolaeMble  U3MEHEHHUs CBHICTEIbCTBOBATM O (DYHKIMOHAIBHOM HEMOIHOILEHHOCTH
TYMOPAJIbHOTO 3B€HAa IMMYHUTETA, IPUBOJIS K Pa3BUTHIO U IPOTPECCUPOBAHUIO AyTOUMMYHHOMN
U IMMYHOIIAaTOJIOTUUECKOH PEaKIUH.

Kax mpu XOB, Tak u npu DJI u OA y GOJBHBIX, JIEYCHHBIX C IPHUMEHEHHEM CEaHCOB
wrasMagepesa U Ipenapara HHO3WH IpaHoOeKca, HaOroganach CyIIeCTBEHHAs TCHACHIHUS K
HOpPMaJIM3allid OCHOBHBIX KJIACCOB HMMYHOITIOOYJIHHOB ¥ LHMPKYJIHPYIOUIMX HMMYHHBIX
KOMIUICKCOB. Ha Ham B3I, B TEPBOM Cilydac MOJOXKHUTEIBHBIA 3(PPEKT 00YCIOBICH
MexanmdeckuM yaanenueM [{UK, TokcuHoB, pakTopoB BocnajgeHus C I1a3Moii, a BO BTOPOM —
JEHCTBHEM MMMYHOMOIYJIHPYIOIIETO IIpenapaTa HMHO3MH IpaHoOeKca, HampaBICHHBIM Ha
KOPPEKLHUI0 WHTUMHBIX MEXaHH3MOB, JI&KallMX B OCHOBe wuMMyHomaroreHesa XOBJIL.
Hcnonb3oBanne TONBKO 0a3MCHONW MEOUKAMEHTO3HOW TEpalmuyd HE NPUBOAMIO K IOJTHOM
KOPPEKINH HAPYIIEHHOTO 3B€HA T'YMOPAIbHOTO HMMYHHUTETA.

Kak u3BecTHO, HapylieHHe AEATEIBHOCTH IKTO-5'-HYKJICOTHAA3bl WIM MEMOPaHHOTO
anturena CD73, sBisiommeiicss OJHAM M3 KIIFOYEBBIX ()EPMEHTOB ITyPUHOBOTO LIUKJIA, IPUBOAUT
K (DyHKIIMOHAJILHOW HETIOJHOLCHHOCTH KJIETOK UMMYHHOH CHCTeMBl. B MMMYyHHOH cucteme
CD73 skcnpeccupyercss BO BCEX KIETKaX, OJJHAKO OHAa Hanbojee BhIpaXKECHA B JTUMQOLUTAX.
IIpu sTOM akTHBHOCTH (epMmeHTa B T-mMMdonuTax HaMHOTO HIDKE, yeM B B-mum¢ponuntax. C
IPYTOoll CTOPOHBI, JKTO-5'-HYKJIECOTHIAa3a SBISAETCS OJHUM U3 MapKepHBIX (EpMEHTOB
IUIa3MaTHIECKOM MEMOpaHBI, BXOJIS B COCTaB JIUIHUIHBIX PadTOB, YIACTBYIOIINX B TPAHCTYKIIUH
CHTHAJIOB. BBHAy Ba)KHOTO 3HAYEHMS IKTO-5'-HYKJICOTHAA3Bl B AEATENFHOCTH KaK MMMYHHOI
CHCTEMBI, TaK W JHUITUIHBIX padTOB MBI COWIM MHTEPECHBIM INPOCIEINTH 32 M3MCHEHHEM ee
aktuBHocTH mpu XOBJI 1m0 u mocne pas3iMYHBIX CXEM JIGUSHHs, a TaKKe CPaBHUTH e
AKTHBHOCTb C JIPYTHMMH HOKA3aTeJISIMU KJIETOYHOTO M TyMOPAIbHOTO HMMYHHTETA.

CorylacHO MOJYy4YeHHBIM JaHHBIM, AKTHBHOCTH OKTO-5'-HYKIEOTHAa3bl B MeMOpaHe
muMpounToB 60mpHEIX ¢ XOBJI craTHcTHYECKH TOCTOBEPHO CHMXKANACh, IPHUEM Hamboiee
cymectBerHo ripu OA. Taxk, npu XOb akTuBHOCTH (pepMeHTa cHIKanach B 1,3 pasa, mpu DJ1 u
OA -8 1,7 u 2,4 pa3 coorBercTBeHHO (pHc. 13). Kak m3BecTHO, 3KT0-5'-HYKICOTHAA3A SBIACTCS
MOBEPXHOCTHBIM O€NKOM MeMOpaHBI U €€ aKTHBHOCTH PETYIHPYETCS COCTOSHHEM TEeKydeCTH
Hapy>KHOTO CJIOSI MEMOpaHBI, OL[EHUBAIOIIMMCS 110 BEJIWYNHE OTHOIICHHS CHUHTOMHEIHHOB K
¢docharuaunxonnuam. Kak nokasany Hallu UCCIEAOBAHHS, TIO/IaBICHHE aKTUBHOCTH (hepMeHTa
npu OA u DJI ObUI0 00YCIIOBICHO MOBBIMICHHON PUTHAHOCTHIO HAPY)KHOTO CIIOST MEMOpaHBI
muMponuToB. Ha Hamr B3rjsim, moreps 9KTO-5'-HyKJICOTHIa3bl C MOBEPXHOCTH TUM(QOIIUTOB
IpUBeNTa K MepecTpoiike IMNUIHBIX padToB, CIENOBATENbHO, K HApYIICHUIO IIepefadn
I (HEepeHIIMPOBOYHBIX CHTHAJIOB M K BEIOPOCY B KPOBOTOK KIIETOK C HEIOCTATOYHON
UMMYHHOH aKTUBHOCTBIO.
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HkouTpoab Mo geyenuss Hmnocie MT MEmocae [TA  HEnociae UMT

Puc. 13 U3mMeHeHnne akTHBHOCTH IKTO0-5'- HykiaeoTuaasbl/CD73 npu XOBJI a0 u mociae
gedyenuss (B Mkmouasix ®u/r). P <0.05; 6e3 0003HaYeHMH — JaHHBIC CTATHCTUYCCKU HE
JOCTOBEPHBI. V — CpaBHEHHE JaHHBIX IIOCNIE JICUYCHUS C pe3yibTaTaMH A0 JICYCHUs; * -
CpaBHEHHE JaHHBIX C KOHTPOJIEM.

WuTtepecHo oTMeTHTh 00 OOHApy)KEHHOH OOpaTHOW KOPPENSIMOHHOM CBSI3H MEXIY
AKTHBHOCTBIO 9KTO-5'-HyKJIeoTHaa3sl u copepxanueM CD4+CD8+-kineTok, Hanboee CHIbHOM
npu OA. Tak, npu XOb r=-0.27, npu 3JI r =-0,33, a npu OA r = -0,63. HHTepecHo, 4TO NpHU
XOb nabmoganace npsaMasi CHiIbHasE 3aBUCHMOCTh Mexay CD25+ u akT0-5'-HyKiteoTHnassl (r =
0.55), Torna xak mpu OA u DJI — cnabas u oOpaTHas KoppemiuuoHHas cBsi3b (mpu IJI r = -0.16,
mpu OA r =-0.26).

Tak e, Kak M B ClIydae APYTHX [apaMeTpoOB, XapaKTEPH3YIOIIHX COCTOSHHE
UMMYHHUTETa, CTaHJApTHas MeJMKAMEHTO3Has Tepamus He MNPUBOAWIA K HOpPMalU3aluH
AKTHBHOCTH  OKTO-5'-HyKJIeoTHIa3bl. TeHAEHIMs K HOPMAJIM3alMM OTMedajach MpH
UCIIOJIb30BaHUN B KOMIUIEKCHOW Tepanuy mia3Madepesa, ¥ mojHas HopManu3anus — npernapara
MHO3MH npaHoOekca. [TocnenHee BIONHE 3aKOHOMEPHO, TaK KakK JAaHHBINA IMpErapaT sBISETCS
CHHTETHYECKMM IPOU3BOAHBIM HHO3MHA, KOTOPBIA B OpraHu3sMe MeTaboNH3HUpyeTCsl B
MTyPUHOBOM LIHKJIC.

TakuM  00pa3oM, aHaIM3UPys  BBIIICHU3JIOKCHHOE, MOXHO  3aKIIOYUTh, YTO
HCIIONB30BAHKE JIMIIb CTaHAAPTHOI MEIMKaMEHTO3HOW TEpaluK HpH JICUYCHHH IalUEeHTOB C
XOBJI ne >¢pdexrusro. ITourn y Bcex manuentoB ¢ XOBJI Habmomanock mepcucTUpoBaHHe
BUpyca JmnmTteiitHa-bapp (MOHO- WM MUKCT-HH(QEKIHS) ¢ HAPYIICHUEM AESTENbHOCTH KIETOK
UMMYHHOH cucTeMbl. [lo3TOMy B CXeMBbl JIeYeHHsS TaKUX IalHEeHTOB MPEIIOYTHTEIBHO
BKJIFOYEHHE IIPENapaToB ¢ UMMYHOMOAYJIUPYIOLIMMHU CBOHCTBAMU.

CrpaBeyIMBO OTMETHTh, YTO B HAIIMX MHCCIIEJOBAHMAX HOPMAIU3ALMSA HEKOTOPBIX
OMOXMMHYECKHX M MMMYHOJOTHUYECKHX IIOKa3aTelell HaOIofanach W IOCIE BKIIOYCHUS B
KOMIUIEKCHOe  JiedeHHe IntasMadepesa. Opnako mnasmadepes TPHBOJUT —JHMINE K
MEXaHNYECKOMY H3BJIEYEHHIO HMMYHOTJIOOYIIMHOB, IIUPKYIUPYIOMNX NUMMYHHBIX KOMIIIEKCOB,
TOKCHHOB U ITaTOTEHOB, HE 3aTparuBas HHTUMHBIX MEXaHH3MOB, JISKAIINX B OCHOBE UIMMYHHBIX
Hapymienuid. Ilox nelicTBHEM MHO3MH NpaHOOeKca HAaOMIOJAeTCS W KOPPEKIHsA HapYIIEHHBIX
MeMOpaHOacCOIMUPOBAaHHBIX MporeccoB B umponurax npu XOBJL.
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BbIBO/IbI

1. XpoHudeckass OOCTpyKTUBHass OOJE3Hb JIETKUX COIMPOBOXIAECTCS  CYIIECTBEHHBIM
noBbimeHneM KoHueHTpauuu VCA-IgG Bupyca Ommreiina-bapp. Ilpm 3ToM n3MeHeHue
koHueHTpauun VCA-IgG Bupyca OmmrteliHa-bapp IponopluOHAIbHO CTEHEHU TAXKECTH
3a00JIeBaHMs ¥ aKTUBHOCTH MAaTOJIOTHYECKOTO TIpoIiecca.

2. KombunmpoBannoe nedenne XOBJI ¢ mnpuMeHeHmeM Kak Iuta3Madepesa, TaKk H
NMMYHOMOJYJIMPYIOLIETO IperapaTa MHO3WH IpaHOOeKca BHI3BIBAET OTYETIHBOE CHIDKCHHE
koHueHTpauun VCA-IgG Bupyca Dnmrelina-bapp, ocobeHHO mpH JIerkoil U cpenHel cTeneHu
TSDKECTH 3a00JIeBaHMSI.

3. CoueraHHple METOABl TEpalmMU JAIOT OMIYTUMOE YIy4IIEHHE KaK KIMHUYECKHX
MOKa3aTenei, Tak W TOKa3zaTeled BEHTWIALMOHHOH (YHKIMH JIErKHX JIETKOW U cpeaHen
CTEMNEHH TSKECTH.

4. HWcnoms3oBaHme Tperapara WHO3MH TIIpaHoOekca H Iniasmadepe3a IPHBOJUT K
HOpMaJM3aliyl MeTabon3Ma JMIHIHBIX M OCJIKOBBIX KOMIIOHEHTOB MeMOpaH JIMM(QOIUTOB,
BIIMSISL HA (QPM3UKO-XUMHUYECKOE COCTOSTHAE MEMOpaH U CHCTEMBI PEeTyJIALiH, CIeI0BaTeIbHO, Ha
coxpaHeHHe uxX (QyHKIHOHaIbHOU akTiuBHOCTH 1pu XOBJI.

5. PaznuyHble MATONOTHYECKHE COCTOSHHUS — XPOHHYECKHH OOCTPYKTUBHBIH OpOHXHT,
sMpuzema IerKuX U 0OCTPYKTHBHAS acTMa, UMEIOT Pa3HbIi MMMYHOIIATOT€HE3, B CBA3H C 4eM
U3MEHEHHeE TT0Ka3aTeIel KIETOYHOr0 MIMMYHHUTETa HOCUT Pa3HOHAIIPABICHHBIH XapaKTep.

6. CranmapTHas MeEJUKaMEHTO3Has Tepamusi HE INPHBOAUT K KaKUM-IHOO yIydIIECHHSIM
NoKas3areled KIETOYHOrO 3BeHa HMMYHHUTETa, a II0 HEKOTOphIM IlapamMerpaMm — K
HPOTPECCHPOBAHUIO  3apPETUCTPUPOBAHHBIX  OTKIOHeHWH.  Hopmammsammst — Hamboiee
CyIleCTBEHHA TI0CJIe TIPUMEHEeHNs IU1a3Madepesa U, 0cOOEHHO, IIpenapara HHO3HMH IpaHoOeKca.
7. KomiulekcHoe JieyeHHWEe C TpUMEHEHHEM WHO3MH IpaHoOekca ¥ IntasMadepesa
CONPOBOXKIAETCS HOPMAM3AIMeH MOoKa3aTele, XapaKTepU3yIONIIX COCTOSHHE T'yMOPaIbHOTO
3BeHa MMMYHHOTO OTBETa, a MMEHHO: KOJMYeCTBA MMMYHOTIOOyIHHOB kiaccoB A, M, G u
UK, mpu XOBJL

8. DOkro-5'-HyKieornnaza MemOpan nuMmdormToB 6ompHEIX XOBJI sBIsSETCS HHTETPANTEHBIM
MOoKa3aresieM, OTPKAIOIMM (DYHKIIMOHAIbHOE COCTOSHHME KJIETOK MMMYHHOH CHCTEMBI HpH
naHHOW mnarosiornd. Ee akTuBHOCTE mnpu pasnuuHbiX BapuaHTtax XOBJI cratuctuuecku
JIOCTOBEPHO CHH)KaeTcs, HauOojee CYyLIECTBEHHO IpU OOCTpyKTHBHOW actme. [lomHas
HOpMaJM3alMsi aKTHBHOCTH (epMeHTa OTMeYaeTcsi NpPU HCIIOJIBb30BAHMHM B KOMIUIEKCHOM
Tepanuy Ipenapara HHO3UH IpaHoOeKca.

9. HMuosuH mpaHOoOeKCc MPUBOAWT K IONHOH KOPPEKIMM BCEX HCCIEAYEeMBIX MOKa3arenel y
BOb-acconmmpoBanHbix 60mpHEIX XOBJI.

INPAKTUYECKHE PEKOMEHJALIUN
CoOBOKYIHOCTb NOJIYYeHHBIX JAHHBIX JHKTYIOT HEO0X0IUMOCTH

» Bxmouenus: B anroputM uccienoBanuii 6ombHeix XOBJI onpeneneHue aHTUTEN K BUPYCY
Onmrreitna-bapp 1t yTOYHSHUS ypOBHS XPOHU3AIUH.

» Ompenenenus UMMYHHOTO craryca OosbHOro ¢ XOBJI it yimydineHust JHarHOCTHKH
3a00JIeBaHMSI.

» OrmpeneneHus aKkTUBHOCTH 9KTO-5'-HykneoTHaa3sl/CD73  numdonuroB s OLEeHKH
GYHKIIMOHAIBHOMN 3PeIOCTH KIeTOK MMMyHHOM cucreMsl mpu XOBJL.
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>

Bxmrouennss B KoMmIulekcHoe — JsiedeHue — OonbHeIx  XOBJI  mpemapara ¢

UMMYHOMOAYJIUPYIOIIMMH CBOWCTBaMHM, MNPEINOUYTUTENBHO HHO3UMH TPAHOOEKCA, C ILENbI0
KOPPEKINH KIETOYHOTO U I'yMOPaJIbHOTO 3BE€HAa UMMYHHTETA.

>

Hcnonp30BaHus KOMILIEKCHOTO JICUCHHUS C MPUMCHECHHUEM HWHO3WH npaHOGeKca C LCIbIO

TMPEAYIPEIKECHUS NPOrpeCCUpPOBaAHUA 3a60J’[eBaHI/I${, NOBBIIICHUA KIIMHHYECCKOI'O 3(b(1)eKTa n
YKOPOUCHUSA CPOKOB Hpe6LIBaHI/I$I OOJILHBIX B cranuoHape.
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Uhuntywi Lhihp ZEYwnnph

Ewoulju-Pupp Jhpmum] wunguigywé pnpph ppobihuljuh opuupoiljny]
hhjuwiunm pynit. wnwbdwgdwi b poiddw dudwtwlwlhg wuwknutpp

uuonenNrU

@nphph ppnuhfulwib opuniphniyjinhy hhywlnmpniip (L02) hhjwinugnipyut b
dwhwgmpjuit (nipg wuwwndwnubtphg Ukl &, husp poy £ nnuhu nhwnwplb) wyi npuybu Swtip
unghunuljut b ntnbuwlwb phn: ROZ-h wpnhwljwtnipmitn wuydwbwynpyws Einipg
puppnipnibibph  qupqugdwt  pwpdp phulny, hisp Jupnn b hwbqkgul)] Yuiuph npulh
hotiguwtin:

L0z-h upwguwi hwdwpwlih wwwdwnp Ytphtt pusninhubkph  Ypporuwghtt fud
pulutphuhtt qupuyt bk Cup npnd wyn gnpénid hwwnni) wnbn t hwnljugynid hipybku
yhpnwatibph winhjugdwp: Bupunbju-Pupp Jhpowp gpubtighg wdkbwnwpususubtphg b
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Lilit Simonyan

Epstein-Barr virus-associated chronic obstructive pulmonary diseases: modern
aspects of the pathogenesis and treatment

SUMMARY

Chronic obstructive pulmonary diseases (COPD) are one of the serious causes of
morbidity and mortality, representing a high social and economic burden. Moreover, the
actuality of COPD is determined by the higher risks of debilitating complications that may
decrease the quality of life.

The frequent causes of the COPD exacerbation are the upper respiratory infections,
among which an important role is devoted to the reactivation of herpesvirueses.

Epstein-Barr virus (EBV) is one of the most prevalent herpesvirus that affects 95% of
earth population.

Similar to other herpesviruses it attaches to host’s organisms and persists lifelong. Due
to its lymphotropic properties, it may lead to immune alterations.

The aim of our research is to explore several problems associated with the role of
chronic EBV infection in pathogenesis of COPD, as well as to select a more rational treatment
strategy based on the results of clinical, functional, biochemical and immunological
examinations.

We have investigated 346 patients with COPD, who were divided into three groups
based on the treatment method:

group 1 — patient who received standard medical therapy,

group 2 — patients who underwent to plasmapheresis in addition to standard therapy,

group 3 — patients who received immunomodulatory inosine pranobex in addition to

standard therapy.

The comparative effectiveness of immunomodulatory inosine pranobex,
plasmapheresis and standard therapy are explored in the current work. Clinical studies showed
that inosine pranobex and plasmapheresis have multifactorial effects on COPD treatment.

We have observed an improvement of clinical and laboratory markers in all patients
receiving complex therapy, with a positive dynamic changes being more prominent after inosine
pranobex implementation.

The results of clinical examinations in patients with COPD demonstrated a positive
clinical dynamic shift of disease symptoms in almost every patient after plasmapheresis, and
especially after inosine pranobex treatment.

The results of pulmonary function tests in patients with COPD also demonstrated a
positive effect all parameters after using plasmaferesis. But the results after using inosine
pranobex with standard therapy were more effective.
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In almost every COPD patient, we have observed an increase in anti-EBV Viral Capsid
Antigen IgG antibody (anti-VCA) levels that was correlating with the disease severity. Complex
treatment implementation led to more effective outcomes.

Our data demonstrate that COPD is associated with the prominent changes of
lymphocyte membrane phospholipids. We have observed the qualitative and quantitative
improvement of lymphocyte membrane phospholipids after plasmapheresis, as well as after
inosine pranobex treatment.

Also, the levels of Mg?* and Na*/K* ATP-ases were explored in COPD patients in
different stages of disease severity.

Based on the results we can conclude that there is a decrease in lymphocyte membrane-
dependent enzyme activities that may improve after complex therapy.

An interesting pattern was observed in the levels of CD4+ helper-, CD8+ cytotoxic- and
CD25+ regulatory- T-cells, immunoregulatory CD4+/CD8+ index and double positive
CD4+CD8+ T-cells in COPD.

Chronic obstructive bronchitis mainly affected the regulatory T cells, while obstructive
asthma and emphysema were associated with increased cytotoxic T-cell reactions.

Complex treatment led to improvement of immunoregulatory index and almost
completely normalized the CD25+ and CD4+CD8+ cell levels, which speaks about effective
decrease of antigenic burden after complex therapy.

We observed increased levels of circulating immune complexes in patients with COPD
that was mainly determined by raised IgG levels. An increase in IgA levels was observed in
patients suffering from chronic obstructive bronchitis. In contrast, decreased IgA levels were
detected in obstructive asthma and emphysema.

Although only standard treatment did not lead to any improvement in immunoglobulin
levels, plasmapheresis and especially inosine pranobex led to total normalization of that
parameter.

Based on the abovementioned, we can conclude that the inclusion of inosine pranobex in
the complex therapy of Epstein-Barr virus-associated COPD may result in a more effective
treatment.
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