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aTuonatoreHes, Knaccudpukauusa u KnmHuyeckue heHOTUNbI

9.X.Anaes ", A.C.beaesckui, H.II. Knaxceckas

(DenepabHoe rocyapeTBeHHOE ABTOHOMHOE 00pa30BaTEeNbHOE YUperKeH e BbiCiero 06pa3osatms « Poccuiickuii HAMOHATBHBI HCCEI0BATE bCKHil MeTHIMHCKHIT
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Pesiome

Do3uHODWIbHBINA rpaHyjieMaTo3 ¢ nojnuaHruurom (DITIA) — penkoe cucteMHoe 3ab0jeBaHME, OTHOCSIIEECS KaK K TMIEePI03MHOMUIbHBIM
COCTOSTHUSIM, TaK U K BaCKyJIUTaM, aCCOLIMMPOBAHHBIM C aHTUHENTPOPMILHBIMU IUTOIUIa3MaTHUeckuMu antutenamu (AHLA), u xapakrepusy-
joleecs rpaHyJieMaTo3HbIM BocriaieHueM. [Tarorenes DI TIA nmosHOCThIO He siceH. BeposiTHo, 3T0 3a0o0neBaHue siBisieTcst Th2-onocpenoBaHHbIM,
a 203MHOMUINS KPOBU U TKaHEH — ero IIaBHbII AMarHOCTUYECKU KpuTepuil. OTIMYUTEIbHbIE TPU3HAKU U OCHOBHBIE 2((eKTOpbI MOBpexIe-
Hust opraHoB B ciydae DI TIA — 3T0 HEKPOTU3UPYIONINI BACKYJIUT MEJTKUX M CPEIHHUX COCYIOB, aCCOITMUPOBAHHBIN C OPOHXUATBHON acTMOM,
U 203uHOGbUIbHas nposudepaius. [ToBpexneHue sHaoTe M U BocniasieHue cocynoB rpu DITIA BeizBaHo AHLIA — nyreM akTMBalMU LIMPKY-
JMpyouxX HeiTpodunos. B coorBeTcTBUM ¢ 0O0HapyxeHuem AHLIA onucanbl 2 KinHudeckux peHoruna 3adoneBanusi: AHILIA-HeraTuBHBIN
C TIPOSIBJIEHUSIMU TUTIEPR03UHOMDUINY (HarpuMep, JerodyHble MHGUIbTpaThl M KaparnoMuonatust) 1 AHLIA-TI03UTUBHBIN ¢ KTMHUKOMN BacKyJIu-
Ta (Hampumep, rIoMepyIoHedPUT, MypIypa U MHOXKECTBEHHbIII MOHOHEBPUT), — KOTOPbIe ObUIM MOATBEPXKACHBI TUCTOJIOTUYECKUMU U TEHOM-
HBIMU ucciienoBaHusIMU. OHAKO B KIIMHUYECKOU MPAKTUKE HEBO3MOXHO PA3NEeNIUTh 3T JBa COCYIIECTBYONIMX MexaHu3Ma. Lleab paGoTsr —
MPENCTaBUTh COBPEMEHHbIE 3HaHUsI 00 203MHOGUIBHBIX 1 AHLIA-onocpenoBaHHbBIX acrieKTax naToreHesa, KjaccupuKauuy U KIMHAYECKHUX
enotumax DITIA, a Takke paccMOTPeTh MEPCIIEKTUBBI OYIYIINX UccaenoBanuii. Jakmodyenne. B ocHoBe passutus DI TIA nexuT 203uHOGOUITB-
Hast TMCHYHKIIMS, TIPU KOTOPOI y MAIMEHTOB C T€HETHMYECKU NEeTEPMMHUPOBAHHON IMPEIPACIIONOXKEHHOCTBIO K PACMO3HABAHWIO aHTUTEHA
AHUA u nmetomux annenu HLA-DQ (Human Leukocyte Antigen DQ) BbIpabaThIBalOTCSl ayTOAHTUTENIA K MUEJIONepOKCHIa3e, a O3IHEe pa3BU-
BaeTcst abeppaHTHBIN ayTOMMMYHHBII TIporiecc. HeoOXonnMBbl naibHENIINe KOMIUIEKCHBIE TTOCTTEHOMHBIE UCCIIETOBAHYS JUTST BBISIBICHUST TIATO-
TeHETUYECKMX MEXaHM3MOB 1 MOJIEKYJISIPHOM XapaKTepuCTUKU KIMHNYecKUX heHoTunoB DI TIA. BeisiBieHME MOJIEKYJISIPHBIX 9HIOTUIIOB MTO3BO-
JIUT UAECHTUGMULMPOBATH HOBBIE OMOMAapKepbl aKTUBHOCTH U TEPAreBTMUECKME MUIICHH, KOTOPBbIE MOTYT YAYYIIUTh auarHocTuky DITIA
1 pe3yJIbTaThl JICYCHMSI MTAIIMEHTOB C TUM 3a00JICBAHUEM.

KiroueBble ci0Ba: 03MHOMWIBHBIN IPaHYJIeMATO3 C MMOJIMAHTUUTOM, 303UHOMUIIBI, TUTIEP303MHOGUIBbHBIE cuHApoMbl, AHIIA-accoumupoBaH-
HBIIl BACKYJUT, MUEJIOTIEPOKCHUIA3a, IPOTeNHA3a-3, KIIMHUYeCKre (PeHOTHITHI.
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Abstract

Eosinophilic granulomatosis with polyangiitis (EGPA) is a rare systemic disease that can be classified as both a hypereosinophilic condition and an
antineutrophil cytoplasmic antibody (ANCA)-associated vasculitis and is characterized by granulomatous inflammation. The pathogenesis of EGPA
is not completely understood. It is likely that this disease is Th2-mediated, and blood and tissue eosinophilia serves as the main diagnostic criterion.
The hallmarks and main effectors of organ damage in EGPA include asthma-associated necrotizing vasculitis of small-to-medium vessels and eosin-
ophilic proliferation. Endothelial injury and vascular inflammation in EGPA is caused by ANCA via activation of circulating neutrophils. Two
clinical phenotypes of the disease have been described based on the detection of ANCA: ANCA-negative with manifestations of hypereosinophilia
(for example, pulmonary infiltrates and cardiomyopathy) and ANCA-positive with clinical signs of vasculitis (for example, glomerulonephritis,
purpura, and mononeuritis multiplex). Both phenotypes were confirmed by histological and genomic research. However, these two coexisting mech-
anisms cannot be separated in clinical practice. The aim of the article is to present current knowledge of eosinophilic and ANCA-mediated aspects
of the pathogenesis, classification and clinical phenotypes of EGPA, and consider prospects for future research. Conclusion. The development of
EGPA is based on eosinophilic dysfunction. This dysfunction means that patients with a genetically determined predisposition to recognize the
ANCA antigen and with HLA-DQ (human leukocyte antigen DQ) alleles produce anti-myeloperoxidase autoantibodies and later develop an aber-
rant autoimmune process. Further comprehensive post-genomic studies are needed to identify the pathogenetic mechanisms and characterize
molecular features of EGPA clinical phenotypes. The elaboration of molecular endotypes will lead to the identification of new activity biomarkers
and therapeutic targets that can improve the diagnosis of EGPA and the treatment outcomes.

Key words: eosinophilic granulomatosis with polyangiitis, eosinophils, hypereosinophilic syndromes, ANCA-associated vasculitis, myeloperoxidase,
proteinase-3, clinical phenotypes.
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D03MHOG(UIBHBIN I'paHyJIeMaTo3 ¢ MOJUAHTUUTOM
(BI'TIA) npencrapisieT co00i MOTMCUCTEMHOE 3a00J1e-
BaHNE UMMYHHOM CUCTEMBI, XapaKTepU3yoIieecss HeKpo-
TUYECKHUM BOCITAJICHHEM COCYIOB MEJIKOTO M CPEIHETO
Kauubpa ¥ HaJIMYvMeM LUPKYJIUPYIOIIMX ayTOaHTUTE
K uurtorjasme Heiltpopuaos (AHLIA) [1, 2]. Hapsany
¢ TpanyiaemaTo3oM ¢ momuaHruurom (I'TIA) m Mukpo-
ckonudeckuM ToauanruntToM (MIIA), oH oTHOCHUTCS
K AHIIA-accoumnpoBaHHbIM BackyauTam (AAB), Ho oT-
JINYaeTCs HaJTMIMEM Y MalMeHTOB TSIKEI0i OpOHXMATb-
Hoit act™bl (BA), s03uHO( UMK TTepubepuIecKoit KpOBU
u puHocuHycwuTa [1, 3].

Briepsoie DITIA onucan B 1951 r. Bpauamu u3 Hbro-
Mopka — Ixeitko6om Yaprom u JTopoit CTpocc, MeHaMu
KOTOPBIX M3HAYATHHO 1 OBIT Ha3BaH, — KaK «aJlleprude-
CKUI rpaHy/IeMaTo3 M aHTMUT» HAa OCHOBAaHWU PE3YJIbTATOB
ayTONCUHU UX MaueHToB (n = 13). Y Bcex mauyeHTOB ObLTN
Tsekenast BA, muxopanka, 303MHOGUINST KPOBU U MPU3HAKU
IpaHyJIeMaTO3HOTO HEKPOTU3UPYIOIIETo BacKynuTa [4].
JwmarHocTuyeckne KpUTepuu 3a0ojieBaHUSI TOHAYATy
BKJItoUaau 3 mpu3Haka: 303MHOGUIbHAs UH(PUIBTpaLIMS,
HEKPOTUUECKHI BACKYIUT MEJIKHMX M CPEIHUX COCYIOB, 00-
pa3oBaHUE BHECOCYIUCTOM rpaHyIeMBl. [T0CKOIBKY y ma-
LIMEHTOB HAOJIOIAJICS IMMPOKUI pa30pOC CUMIITOMOB 1 HE
Bcerna oOHapy>KMBaMCh BCE MEPEUUCIEHHBIE KPUTEPUH,
B 1984 r. ObLI10 NMpeaaoXeHo onpeaenaeHe cuHapoma Yap-
ra—Ctpocc, ocHoBaHHOe Ha Hamuun BA, so3nmHOobDmmm
kpoBu (> 1 500 KJIeTOK / MKJT) 1 BACKYJIMTA C TIOpAaXKEHUEM
KaK MUHMMYM 2 BHeJIerOUHbIX opraHos [5]. Hemoctatkom
9TOTO MOAX0MAA CTajla 3anmo3aaiasi IMarHoCcTUKa 3a00JeBa-
HUST — W3-3a OXKUOAHUS TTOPaXKeHUsI > 2 OpraHOB MOTIIA
OBITh MPOITYILIEHBI paHHUE clTydyau 0osie3HU ¢ bosiee Oia-
TOMPUSITHBIM MIPOTHO30M.

AMepHrKaHCKOI KoJllernueit peBMaToj10roB (American
College of Rheumatology — ACR) B 1990 1. rIpemiokeHbI
HOBBIE KJIacCU(bUKALIMOHHBIC KpUTepuH. JIJ1s1 mmarHocTu-
KU 3a00J1eBaH1SI HEOOXOAUMO ObUIO HAJIMUKE Y TallMeHTa
XOTs ObI 4 U3 caenyomux 6 npu3Hakos: BA, Mmurpupyio-
M€ JISTOUHBbIE MH(MWIBTPATHI, IIOPAKEHNE OKOJIOHOCO-
BBIX T1a3yX, MOHO- WJIY TIOJIMHEUPOITATHSI, S03MHOMDUIIUS
nepudepuyeckoit Kposu (> 10 %), 203MHODUIBHBIC HH-
dunpTpaThl B 6MonTaTax TKaHe# [6]. JlaHHbIe qUarHo-
CTUYECKUE KPUTEPUHU UMeIH creuuduuHocts 99,7 %
1 9YYBCTBUTEIBHOCTE 85 %.

Ha MexnyHaponHoit KoHdepeHunu B Yanen-Xuie
(CIHA, wrat CeepHast Kaponuna) B 1994 r. 6611 BbIpa-
00TaH KOHCEHCYC, B KoTopoM cuHApoM Yapra—Crpocc
oIpenesieH KaK «303MHO(MUIbHOE TPaHyIeMaTO3HOE BOC-
najieHue, Topaxarollee ablXaTeJbHble MYyTU, U HEKPO-
TU3UPYIOLIUNA BaCKYJIUT COCYIOB MEJIKOTO U CPEIHEro
Kanubpa, cBg3aHHbIN ¢ BA 1 s03uHOMUIMEN nepude-
PUYECKOI KpOBM» [6]. DTO orpenesieHre NCKITIOYAIO He-
00X0AMMOCTb MPOBEAEHUSI OMOIICUU U, CJeA0BaTENIbHO,
BO3MOXHOCTb BBISIBJISITb paHHUE ciiyyau 0osie3HU ¢ BA
1 303MHOMWINEI KPOBH.

B 2012 r. HoMeHKJIaTypa CUCTEMHBIX BACKYJIUTOB ObLTa
repecMoTpeHa, Ha3BaHue «cuHiapoM Yapra—Crpocc»

ob110 3aMeHeHO Ha TepMUH «DI TIA» 1 3aboneBaHue cTaao
OTHOCUTHCST K AAB.

dtuonorus

TouHast aTHOJIOTHST 3a00IeBaHKSI Hen3BecTHaA. B ocientee
BpeMsI IPeAITPUHIMAIOTCST TTOTTBITKY KJIacCU(PUIINPOBAThH
kmmHn4eckue peHoTursl DI TIA o HanMIuIo MM OTCYT-
CTBUIO BaCKYJIMTA, YTO HECKOJIBKO IMPOTUBOPEYUT HOMEH-
knatype. Kak npasuio, AHILIA-no3uTHBHbBIE MAaLIMEHThI
(okouo 40 %) vMeroT (DEeHOTHUTT BaCKYJINTA, Y HUX Yallle
HaOJTI0MAIOTCS] MUAJITUS, MUTPUPYIOLIAS TTOIUAPTPANITHS,
MOTEPsT MACChI TeJIa, MHOXKECTBeHHbI MOHOHEeBpUT (M H)
U TIOpaKeHUe MOYeK B BUJIE CEPITOBUIHOTO WJIN HEKPOTH -
3upyloliero romepysionedputa. M HaobopoT, cepoHera-
THBHBIE TTAIIUEHTHI, KaK MPaBMIO, UMEIOT 303MHOMMIHHBIN
¢eHOTUII, Y HUX Yallle BCTpevyaeTcsl Kapauomuornartus [3].
Onnako Haimuue AHIIA — He aOCOMIOTHBINM TTOKa-
3aTeNb TSDKECTU BacKyauTa. I1o maHHBIM MCCIemoBaHUS
V.Cottin et al. mokazaHo, 4To oko0 47 % maluneHTOB
¢ OI'TIA umenu cepoHeraTUBHBIN BacKyJINT, 29 % — 10-
noxurenbHble AHIIA Ha muenonepokcunasy (MITO)
0e3 BaCKyJIMTa, U, BEpOSITHO, y 41 % Bcex MalueHTOB ObLT
He BacKyJIUT, a 303MHO(MUIbHAA MHGUIbTpAIAsS TKa-
Heit [7]. TToaTomMy aBTOpaMu TpedIOXKEHO BblIeJIeHNE
noarpynmel ST TIA ¢ npr3HaKaMu BacKyJauTa.

deHomunbi eackynuma

Xapakmeprbvle omauuus:
*  TOITBEPXKIEHHBI OMOTNCUEN HEKPOTU3UPYIOIIUIA Bac-

KYJIUT J11000r0 OpraHa;

*  TIOATBEPKJACHHbIN OMONCUEN HEKPOTUZUPYIOIIUI WU

CEpIIOBUAHBII TJIOMEPYIOHEMPUT;

* MaybpIupyeMasi mypIrypa;
*  aJbBEOJISIPHOE KPOBOMBIIMSIHNC;
* KOPOHAPHBII apTEPUUT, BbI3bIBAIOLINIT MH(APKT MUO-

Kapaa.

Cyppoeambpi:

* rematypus ¢ uuauHapamu (> 10 %), nucMmopdHbie

SPUTPOLIMTHI U / UK OEJIOK B MOUe;

*  JICWKOLUMTOKJIACTUYECKUIN KaUJUISIPUT;
« MH;
* Hammuue AHLIA.

OcTanbHble TALMEHTHl UMEIOT 203UHO(MUIbHBIN (Pe-
Hotun BA. BaxHo pacrio3HaTh 3Ty IpyIIy Ha paHHeK
CTagnK, OCOOCHHO TIPU HAJTMYNM MUOKapIuTa 06e3 Ipy-
TUX TIPU3HAKOB BacKyauTa. YpesmepHasi 3aBUCUMOCTD
OT HaJWuus BacKyauTa 1jisl auarHoctuku DITIA moxer
MPUBECTU K MPOMYCKY MALUEHTOB € 203MHOMDUIBHON BA,
IIJIST KOTOPBIX 3(h(eKTUBHA CBOEBPEMEHHO HavaTasl Tap-
reTHas Teparmsl.

Ponb Th2-knemok

CylLeCTBYIOT pa3In4HbIe TCOPUHU, YUTO UMEHHO 3aITyCKaeT
aHOMaJIbHBIIT UMMYHHBIN oTBeT Th2-Tuna npu STTIA:
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ajyieprusi, UHQEKUMU MUKPOOHBIX MENTUAOB, JeKap-
CTBeHHBIE MpeniapaThl. [IpearnonoxeHns: o0 ayiepruu
He TIONTBEepIUINCH, HECMOTpPsI Ha BeICOKME ypoBHHU IgE:
HCCIIeIOBaHMSI TTOKA3aIM, YTO TUIIEPIYBCTBUTEIBHOCTD
K ayutepreHam umeetcs auiib B 30 % cayuaes. ITo3xe
ObLIa TIpeIOKeHa TeOpUs CYyNIepaHTUTeHOB, KOTOPbIE
AKTUBUPYIOT OJUTOKIIOHAIBHBIN POCT OIIpeIeICHHBIX
cyononynsauwmit T-knetok npu DITIA [8]. UmetoTcst maH-
HbI€ O KOJIOHU3ALIMU AbIXaTeJIbHbIX MyTel acrepruiaMmu
WK aKTUHOMUIIeTaMU. TakKe cOOOIIaIoCh O BIUSTHUMN
Ha pazButre DI TIA HeKOTOPBIX JJeKapCTBCHHBIX ITpeTia-
paToB, BKJIIOUasl TUIpaIa3uH, JIeBaMU30J1, MUHOIIMKIIUH,
MaKpOJIUIbI, CyIb(haHWIAMUIbI, TPOMUITUOYPALIMI U TH-
penwnrngantouH [9—12].

B xone aHanu3a 6a3bl JaHHBIX YTIpaBIEHUS MO KOHT-
POJTIO KavyecTBa MUIIEBHIX IMPOAYKTOB U JIEKaPCTBEHHBIX
cpeacts CIIA (US Food and Drug Administration — US
FDA) ¢ 1996 o 2003 rr. MosiBUIOCH MPEANOI0XKEHNE
0 BO3MOXHO CBSI3W MeXIy BoO3HUKHOBeHUeM DITIA
1 IPUMEHEHNEM MHTUOUTOPOB JIEMKOTPUEHOB (MOHTEITY-
Kacrt, 3apupiaykacr): y nauueHToB ¢ DI'TIA (n = 181) mo-
J03peBaIKCh (papMakosiornueckue Tpurrepbl, 90 % sTux
MMAllMEHTOB TTOJTyYaii aHTATOHUCTHI JICHKOTPUEHOBBIX
perienitopoB (AJIP). XoTss HeKOTOPBIMU MCCIIEIOBATEIIIMU
YTBEPKAAETCSI, UTO 3TO MOIJIa ObITh MaHUdecTauus 00-
JIe3HU Ha (poHe oTMeHbI TTIoKokopTrukoctepounos (I'KC)
ripu TsKesoil BA mocie Hauana mpuema AJIP [13], crnemy-
€T BCe-TaK1 paccMOTpeTh Borpoc 06 otmMeHe AJIP B cBsI31
¢ UX MOTeHUMaIbHOI poJibio B maToreHede DI TIA y na-
LIMEHTOB C 203UHOGWIbHONH DA U MyJ1bTUCUCTEMHBIM
TTOPaKCHUEM.

ITaTorenetuueckasi pojb T-K1eTOK B abeppaHTHOM
nMMyHHOM oTBeTe npu DI'TIA Oblia JOMOIHUTEIBHO
JIoKa3aHa HAIMYMEM UX CITeINOUIESCKIUX KIOHAIBHBIX

PemopenupoBaHue
AbIxaTenbHbIX NyTen
L BpoHxuanbHas actma )

HpoTenuanbHas
uchyHKUUA
Tpomb03bI

N\

HeitpoToKkcMYHOCTb

AktuBauus Th2

CyOnOnyIsIMiA, a TAKXKe YaCTbIMU POACTBEHHBIMU aJl-
gensmu HLA (Human Leukocyte Antigen): HLA-DRBI
04 1 HLA-DRBI1 07 [14]. Kpome Toro, HabmI0maeTcs
MTOBBIIIIEHHOE COAECPKaHNE B CBIBOPOTKE MHTEPICHKIHA
(IL)-10, xoTopslii onmocpenyeT nuuruouponanue Thl-oT-
BeTa, TeM caMbIM ycuiauBas auddepeHIMpoBKy Th2-kie-
TOK. DTOT (DeHOMEH 0COOEHHO XapaKTepeH IIJIsT CEpOHe-
ratuBHoro peHotuma DITIA [15].

Anupemuonorus

OI'TIA — cawmuiii penkuii AAB: ero npenmnonaraemas
pacnpocTpaHeHHOCTb Bo BceM mupe — 10,7—14,1 cay-
yaeB Ha | MJTH B3pociioro HaceneHus. B ienom B EBporte
eXXeromHas 3a001eBaeMOCTb M COCTaBIIsAeT 5—42 ciaydast
Ha | MaH B3pocibixX. [To nMerommmMesa JaHHbIM, B Tep-
MaHuu pukcupyetrcs 7—14 ciyvyaes, a B ABCTpaaiuu —
22,3 cayvas Ha 1 mutH B3pocibix. [Tpu moctaHOBKe nuar-
HO3a CPeIHUIA BO3pacT malueHToB cocTaBisieT 40—50 e,
HO uMetoTcd maHHble 00 DI'TIA B pa3HBIX BO3pacTHBIX
rpynnax (4—74 roga). 'eHaepHbIie pa3nnuus 3a0oJeBae-
MOCTHU He onucansl [16, 17].

B otmame ot BacKyJIMTOB MEJIKHMX COCYIOB (ITypITypa
[enneitna—I'eHoxa, 6one3Hb KaBacaku), AAB y neteit
Bctpevatotcs peako. [onoxurenbabie AHLA npu DI'TIA
MMeIoT 0KoJI0 25 % neteit. HesaBucumo ot Bo3pacTa, y ra-
LIMEHTOB C 3TUM 3a00JIeBaHUEM 3HAUNTEIHLHO TTOBBIIICH
ypoBeHb 303nHOGWIOB 1 IgE. OgHako KIMHUYeCKN y 1e-
teit ¢ DI'TIA HabmomaeTcsa 0oJiee BbICOKast 4acToTa Kap-
ITUOMUOITATHI U JIETOYHBIX MH(MUIBTPATOB, YeM Y B3pPO-
CJIBIX, ¥ pEIIKO pa3BUBaeTcs MHOXecTBeHHBIIT MH. Bonee
BBICOKasl pacIIpOCTPAHEHHOCTh CePACYHO-COCYIUCTBIX
3aboneBaHuit mpu DITIA yBenuuuBaeT CMEPTHOCTb KakK
B JIETCKOM BO3pacTe, TaK U Y B3POCIbIX [5].

AnbTepHaTMBHBIN MyTb
aKTUBALMKM KOMNNEeMeHTa

4
. /\
MpaiimmpoBaHue
N °
> >

% AkTuBauus —

3 < 0

© o0 , OcTtpoe Bocnanexue

MoBpexnexne
3HpoTenus

A - AHUA-anturen  — - AHUA

o-(C5a

- Fe-peuenTop »4 - C5a-peuentop

Puc. 1. Mexanusmbl ummyHonatoreHesa O TIA: A — onocpenoBaHHble 203uHOGMIaMu; B — onocperoBanHbie AHLIA
[Mpumeuanue: F'OB — rnaBHbIil ocHOBHOI 6enok; HAID — nukotnHamunaneHuHauHykieotuadocdar; D10 — sozuHoduabHas nepokeunasa; DKb —
303UHOMUIBbHBIN KaTUOHHBIH 6enok; OH — s03uHodunbHbIi HeiipoTokcrH; AHLIA — aHTHHeTpodWIbHBIE LIUTOIIa3MaTUYECKUE aHTUTEA.

Figure 1. Mechanisms of EGPA immunopathogenesis: A — mediated by eosinophils; B — mediated by ANCA
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Matodmanonorus

Nmmynomnarorene3 DI TIA xapakrepusyercst 1100 1mo-
BPEXICHUEM, OITOCPEIOBAaHHBIM 303MHOMMIAMU, JTUOO0
necTpykuueil sHgotenus, BbizBaHHO AHIIA (cMm.
puc. 1) [18].

IMatorene3 DI'TIA, onocpenoBaHHbBII 303MHOMMIA-
MU, IMoKa3aH Ha puc. 1A. beiakn 303MHO(PUILHBIX Tpa-
HYJ — BBICOKOKATHOHHBIE COeAUHEHNS, 00Iananme
CWJIbHOU IMTOTOKCUYHOCTHIO. [ J1aBHBII OCHOBHON Oe-
nok (I'OB) cBsg3aH ¢ peMoaeTMPOBaHNEM IBIXaTeIbHBIX
nyteit 1 BA, ¢pubdporeHe3oM 1 MpOKOaryIsTHTHOM aKTUB-
Hoctbio. HAJIMH-okcnaasza u 303uHOMMIBHAS TEPOKCH-
naza (DI10) npoayuupyoT akTUBHbIE (DOPMbI KUCIIOPO/A,
KOTOpPEBIE CITOCOOCTBYIOT SHAOTEINATBHON TUCHYHKIIN
1 TpoM003y. D03MHOMUILHBII KaTHOHHBIN 0es1oK (DKB)
00JanaeT KapaIuOTOKCUYHOCTBIO U IMPOKOATryJITHTHOM aK-
TUBHOCTBIO, BBI3BIBAET AeTeHEepalnio HEPBHBIX BOJOKOH.
Do3nHOGMIBHBIN HeiipoToKcuH (DH) obiamaeT BeIpa-
JKE€HHBIM HEHPOTOKCUYECKUM IEHCTBUEM in VIVO.

[Ipennonaraemas mocaenoBaTeIbHOCTb MOBPEKICHUS
SHAOTEUS, OMOCPENOBAHHOTO HEWTpodUIaMu, Mpe-
craByieHa Ha puc. 1B. Hupkynupyoiiue HEUTpoPUibl
aktuBupytorcss AHILIA, BocnaauTe IbHBIMUA TIUTOKMHAMU
u daktopoM KommaemeHTa CSa. [IpaliMUHT MHAYLM-
pyet BozaeiictBue aHtureHoB AHIIA Ha moBepXHOCTb
HerTpoduioB. LHupkynupytome AHIIA cBs3biBatoTCs
¢ aHTUTeHaMu yepe3 pparmeHT F(ab)2, mpouncxonut ak-
TUBALIMSI HERTPO(DUIOB MOCPEACTBOM B3aUMOAEHCTBUS
¢ peuentopoM Fc. AKTUBUpOBaHHbBIE HEUTPODUIIBI BBIC-
BOOOXIAIOT IIUTOTOKCUYECKHE (PEPMEHTHI U (PAKTOPHI,
KOTOPBIC aKTUBUPYIOT aJIbTePHATUBHBIN IMyTh KOMILJIE-
MeHTa, npoayuupyst CS5a, KoTopblii gajiee yCUiIuBaeT
npaiitMupoBaHue HelTpodunos. AHLIA-akTuBUpoBaH-
HbIe HEUTPODWIIBI MAPTUHUPYIOT U IIPOHUKAIOT B CTCHKY
cocyza, Iie MOABePTalTCsl OKHUCIUTEIILHOMY B3DBIBY,
NerpaHysiu, HETO3Y U HEKPO3Y, BbI3bIBas MTOBPEXIE-
HUE DHAO0TEJHUSI.

Jo3uHounbl

HauanbHbiii Th2-omocpenoBaHHbBIE UMMYHHBIA OTBET
IIPOBOLIMPYET CKOIUIEHHNE S03MHOMIIIOB IO Kpaio BOC-
maneHus. [IpuBaeyeHre 1 aKTUBALIUST S03MHO(DUIIOB SIB-
JISIIOTCSI CJIEACTBMEM TTOBBILIIEHHOTO CUHTE3a, YCUJICHHOM
9KCTpaBa3allMy U JJINTEJIbHOTO BBDKUBAHUSI B TKAHSIX-
vumeHsx. 1L-3 u IL-5, mpoxymupyembie Th2-mimdbo-
LIMTaMU, SIBJISIIOTCS KJIFOUEBBIMU PETYJIITOPAMU CO3peBa-
HUS ¥ MUTPAIIMU 203UHOMUIIOB, a TAKXKe UX BbIKMBaHUS
B KpoBU. CoaepxkaHue IL-5 B cbIBOPOTKE TECHO KOppe-
JINPYET ¢ aKTUBHOCTBIO 0OJIC3HM M TamaeT ITocjie Hadaia
MMMYHOCYITpECCUBHOM Teparuu [19].

IMpu aktuBauuu Th2-UUTOKUHOB AMIUTENNATbHbIE
U 9HJOTENUATbHbIE KIETKU CEKPETUPYIOT crieluduy-
HBIC 1719 203WHO(DUIIOB XeMOKWHBI, TaKEe KaK 20TaK-
cnH-3 (CCL26), CCL17 u CCL22, KoTOphI€ AEMCTBYIOT
Ha CCR4-peuenTtopsl, obseryasi mpuBjJecYeHUE 203U~
HodunoB 1 apdekropHbix Th2-KIeTOK K opraHaM-MU-
IIEHSIM U TEM CaMbIM YCUJIMBasi UMMYHHBII oTBeT [20].
B psine uccinenoBaHuli BBISIBJIEH MOBBILIEHHbIN ypO-
BEHb 20TaKCHMHA-3 B CHIBOPOTKE 1 MTOATOMY IpeIIOXKe-

HO MCIOJIb30BaTh €ro B KaueCTBE MapKepa aKTUBHOCTHU
OITIA [21].

I'mctomormueckue manHbie ipu DI'TIA xapakTepusy-
I0TCSI HATMIMEM 203MHOMDUIBHBIX MHOWIBTPATOB B CTEH-
Kax MeJIKHUX U CPeTHUX KPOBEHOCHBIX COCYIOB U BHECO-
CYIUCTBIX TKaHeBbIX MpocTpaHcTBax. [Tpu DI'TIA ¢ octpo
BO3HUKIIVMH JIETOUHBIMU TIPOSIBICHUSIMHU XUIKOCTD
OPOHXO0ATbBEOJISIPHOTO JIaBaXKa boraTta 303MHO(MUIAMMU,
KakK Ipy1 OCTPOM WJIM XPOHNYECKON NIAMONATUYECKOUN 20~
3UHOGWIBLHO MHEBMOHMU. Takxke HabI0AaI0TCST BHE-
COCYIUCTHIC 203MHOMIBHEIC TPaHyJIeMbBI, OCOOCHHO
B KeJTyIOYHO-KUIIIEYHOM TpakTe [22].

D03MHOGWIBI BBIIEISIOT KaTuOHHBIE 0enku (DKII,
BI10, I'Ob 1 BH), HermocpenCTBEHHO YYaCTBYIOILIUE B MO-
BpEXIEHWUM TKaHEeW, M IMTOKUHBI, Takue Kak IL-1, IL-3,
IL-5, Tparcdopmupytomumii pakrop pocta 6eta u pakrop
pocTa aHIoTenus cocynoB. IL-5, B cBoo ouepenb, Urpaet
[JIaBHYIO POJIb B CO3peBaHUU, NUdGhEepEeHIUPOBKE U Bbl-
XuBaHUU 303nHOGWIOB [23]. HO 3TO HEe eMMHCTBEHHBIN
MeInaTop 303MHOMPUIBHON MHPUILTPALIMU TKaHEM,
0 YeM CBMIETEJIbCTBYET Haslnuure B TKaHsx ['Ob, BbI3bIBa-
IOIIETO pe3Koe CHUXeHMe ypoBHs [L-5, HecMoTpst Ha Jie-
yeHHe Meroau3yMaooM. I1L-4 u I1L-13 Takke sSIBISIOTCS
MMOTEHIIMATbHBIMU IIUTOKMHAMY UMMYHHOTO oTBeTa Th2-
MpodWIst ¥ MOTYT UTPaTh BaXKHYIO POJIb B UH(PUIbTPALIUU
TKaHel 1 IerpaHyJisiuuu 303MHOGUIOB [24]. Do3uHopu-
J1B1 epudepraeckoit Kposu mpu DI TIA skcripeccupyor
IMOBEPXHOCTHbIE MapKephl aKTUBaLUK, Takue Kak CD69
u CD25, Hapsiny ¢ OTHOBPEMEHHBIM MoBbIIIeHUeM IL-5
u OKII B ceiBOpoTKE [25].

AHUA

IMpumepHo y 40 % manuenTtos ¢ DI'TIA Habmonaer-
CsI TIOBBIIIIEHHBIN YPOBEHB MTePUHYKIICAPHBIX aHTUTE
(p-ANCA). YpoBeHb LUTOIIa3MAaTHICCKUX aHTUTEII
CO CIeM(PUIHOCTHIO K HEUTPO(PUIBHOM MTpOoTenHa3e-3
(c-ANCA) Takxxe MOXET ObITh MOBBILLIEH, XOTSI U TOPa3ao
pexe. B 3aBucumoctu ot atoro DI'TIA moapasnensercsa
Ha 2 moaruna: AHIIA-no3uTuBHbI 1 AHLIA-HeraTus-
HbIli. KnnuHuyeckuit (peHOTUI MPU 3TOM XapaKTepu3y-
€TCSI TTOBPEXKIEHNEM, OTTIOCPEIOBAHHBIM 303MHOMWIAMU
wim AHIA, v komOuHamy o60ux MEXaHU3MOB (CM.
puc. 2) [18]. Hamuune AHIIA KoppenupyeT ¢ TOBBI-
LLIEHHOI YaCTOTOI OBICTPOMPOrpeCCUPYIOLIETO Malo-
WMMYHHOTO TJIoMepysioHedpuTa, MHOXecTBeHHOro MH
1 TIOATBEPKICHHOTO OMoIIcuell BacKynmuTa. [TopaxkeHne
JIETKUX SIBJISIETCS PE3YJIbTATOM ITPEUMYIIIECTBEHHO 2031 -
HOMMJIBHOTO MOPaXKEeHUS M BACKYJIMTA Ppa3IMYHbIX Opra-
HOB. Y 2TO TpyMITbl OOJBHBIX TAKXKE Yallle BCTPEYatoTCsT
aJIbBEOJISIPHBIC KPOBOM3TUSTHUS.

I'umoresa nByx cyomomyasunii B KIMHAYECKOM (be-
HotunupoBaHuu DI'TIA Obl1a moaTBEpXKIeHA HE3aBUCH -
MbIMU uccienoBaHusiMu. Tak, undysus MITO-AHLIA
JIUKUM MBIIIAM C «BBIKITFOUCHHBIM» TeHOM Rag2 TIpUBOIN-
JIa K TSLKEJIOMY HEKPOTUIECKOMY U CEPITIOBUIHOMY TJIOME-
pynoHedpuTy [26]. BeIsiBIIcHA MOBBILIIEHHAS YacTOTa TeHa
HLA-DRB4y AHIIA-no3utuBHbIX MauueHToB ¢ DI TIA.
IMonyuensl goka3aTeabcTBa pos Thl7-muMdonnToB
B BO3SHMKHOBEHUM U TOAAEPKAHUM BACKyJIWTa, OCO-
o6eHHO nucbanaHca mexay Th17 u Treg-knetkamu [27].
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BponxuanbHas actma Muokapaut MopaxeHnue MHoxecTBEHHBIN Beictponporpeccupytowui
NeroyHble MNepukapananbHbIi KeNyAOUYHO-KMLLIEYHOTO MOHOHEBPUT €NaboMMMyHHBIN
MHUNETPaTLI BbINOT TpakTa rnomepynoxecput

AHLA-HeraTuBHbI# TIA

AHLA-no3uTuBHbIN ATTIA

Puc. 2. [IpeoGiaganue mopaxkxeHusl pa3JIMuHbIX OPraHOB U CUCTEM MPHU CEPOHETaTUBHOM U ceporno3uTuBHOM DI TIA
IMpumeuanne: AHLIA — anTuHeiTpodUIbHBIE ITMTOIIa3MaTHUecKe aHTuTena; D' TIA — 303MHOGUITBHBIN TPaHYJIEMATO3 C TTOJIMAHTUUTOM.

Figure 2. The predominance of damage to various organs and systems in seronegative and seropositive EGPA

OnHako noBpexaeHue aHaoTe s npu AAB onocpeno-
BaHO HeUlTpoduIaMu ¢ 0Opa3oBaHUEM aKTUBHBIX (POpPM
KHUCJIOpOJIa U TIPOTEOIUTUUECKUX (DEPMEHTOB U3 TPAHYI
LIMTOIIa3MBbI [28].

Uctopus 6onesHu n husnkanbHble AaHHbIE

Knunnueckue nposBienust DI TIA — cineacTsue 203MHO-
uabHON MHDUIBTPALIMK TKAHE! UM BAaCKYJIMUTa MEJIKUX
U CpeaHUX cocynoB. TeueHre 00Ie3HN XapaKTepu3yeTcst
TpeMs pazaMu, KOTOpBIEe He 00s13aTeJTbHO MMEIOT YETKOE
TIPOSIBIICHUE U B PsIIIE CyIaeB JaKe MOTYT ITepeceKaThCsl.

B nepBoii, mpoapomanbHOIi (pha3e 0ObIYHO HAOJIO-
JIAIOTCST HEIOMOTaHUe, JTUXOPaaKa, MUTPUPYIOIIUE apT-
paJTuM U TIOTeps Beca, a Takke Tsokenast BA, Kotopas
He KOHTpoJiMpyeTcsl 6a3ucHOM Tepanueii. Pacinpocrtpa-
HEHHasi MUAJITUs 1 TIOJIMapTparusl 3aperucTpupoOBaHbl
y 37—57 % nauuientos ¢ DI'TIA, ocobeHHO B Hauase 3a-
6oneBanus. Co CTOPOHBI BEPXHUX ObIXaTeIbHBIX ITyTei
YaCTO BCTPEUYAIOTCS TIPOSIBJICHUST XPOHMUECKOTO PUHOCH -
Hycuta (47—93 %) v nonunosa Hoca (62—77 %). OnHako
Habmonaembie ipu I'TIA rpaHysieMbl HOca, 3PO3UM, KOPKU
1 HOCOBBIE KPOBOTEUEHMUS OTCYTCTBYIOT Ipu DI TIA.

Bropasg ¢asza xapakrepusyercss 203MHODUILHBIMU
UHOUIBTpaTaMU B OpraHaX-MUILIEHSIX HapsITy ¢ 203UHO-
unueii nepudepudeckoit KpoBu. OOBIYHO BBISIBISIOTCS
HeOOoJbIIe MHPUIBTPATHI B IepU(PEPUISCKUX OTaeTaX
JIETKUX, 903MHOMMIBHBIN TacCTPOIHTEPUT U CEPO3HBIN
BBITIOT.

Backynut xapaktepusyeT TpeThlo a3y, U ero pa3Bu-
THE MOXET 3aHSITh OT 3 10 9 jieT ¢ MoMeHTa Havaina bA.
OT1nnuuTesbHag yepTa 3Toil a3kl — HEBPOJOTMYECKHUE
CUMIITOMBI.

PecnupamopHsle nposienieHus

HecmoTpst Ha pazHooOpa3ue KIMHUYECKUX MPOSIBICHUI
3abosieBaHus, BA B mpoapomManbHoii haze DI'TIA BcTpe-
qaetcst B 96—100 % ciyyaeB 1 0OBIYHO MaHU(DECTUPYET
B Bo3pacte 35—50 net. Y maumnenTosn ¢ DI'TIA, kak mpa-
BUJIO, pa3BuBaeTcst BA ¢ 203MHOMUIBHBIM (PEHOTUTIOM,
B OOJIBIITMHCTBE CJIy4aeB OHA COMPOBOXIACTCS PUHOCH -
HYCUTOM U ITOJIMIIO30M HOCA. XpOHUYECKUI PUHUT SIB-
JisieTcst HauboJiee YacThiM BHEJIETOYHBIM MPOSIBICHUEM,
BCTpeyarommnmMmces mpumMepHo y 75 % 6oabHbIx DITIA.

BA B Takmx ciyyasix UMeeT Mporpeccupylollee Teue-
HME U 4acTo cTepoupo3aBucumas. JJo 75 % manmeHTOB
HyXnatotcs B Tepanuu cucteMHbIMu ['KC miis moctike-
HUS KOHTpost Hax BA mo mocranoBku nuarHosa DITIA.
Bouu mpeanoaoxeH st 0 TOM, YTO HEKOTOPbIE MpernapaThl
s neyeHust bA, Takue kak AJIP, mpoBoLuMpyloT Havaio
OI'TIA. B HacTog1iee BpeMsT CUMTAETCs, UTO OTH TTpeTapa-
TBI TO3BOJISIOT CHU3UTD 103y ['KC y cTeponno3aBucuMBbIX
MaleHTOB, HO MIPU 3TOM MOTYT MOSIBJASTHCS CUMITTOMBI
BackyauTa. [laxe npu 1OCTUKEHUU MEIUKAMEHTO3HOTO
KOHTPOJIST Ha APYTUMU CUCTEMHBIMU TIPOSIBICHUSIMH
OITIA, BA, Kak mpaBUJIO, OCTAETCSI HEKOHTPOIUPYEMOIA,
YTO HEraTMBHO CKa3bIBAe€TCS Ha KaUeCTBE KM3HM Iall-
€HTOB.

IToMuMO ajuIeprUYecKUX MPOSIBJICHUI CO CTOPOHBI
BEPXHUX OBIXaTCIbHBIX TTyTel U 203MHODUIBHOI BA,
OPOHXO0JIETOYHbIE CUMITTOMBI MOTYT OBITh CBSI3aHBI C 20-
3UHOGMWIbHON UHGWIBTpaLMeli IETOYHOW TKaH! U BaCKY-
JmToM. B mepBhIX 2 KTMHMYecKUX (pa3zax 00J1e3HN OOBITHO
HaOJIIOIAIOTCS TPAH3UTOPHBIC JIETOUHBIE WH(DUIBTPATHI
1 203UHO(D IS, TOTAA KaK B 3-i1 (pase yallie BCTpevyaroTcs
HEKPOTU3UPYIOLIUI BACKYJIUT U rpaHysaemMa. AJIbBEOJIsIp-
HOE KPOBOMBIIMSTHUE TIPEUMYIICCTBEHHO HAOIIOTACTCS
y CepOIO3UTUBHBIX TTalineHToB ¢ DITIA, XoTd 1 HaMHOTO
pexe, uem y 0oabHbIX ['TIA.

CepdeyHo-cocyducmeie 3abonesaHus

IMopaxkenue cepaua yvaie BcTpevaercs npu AHILA-
HeraTuBHOM (eHoTurie DI TIA u BoIsIBASIETCS B Cpe-
HeM y 62 % TalMeHTOB, XOTS KapAraJlbHble CUMITTOMBI
HabonaTcs B 26 % cinydaeB. OHO BbI3BaHO KaK Me-
MaTOpaMu, BICBOOOXIAaEMbIMU U3 aKTUBUPOBAHHBIX
303UHOMWIOB, TaK U BACKYJIUTOM KOPOHAPHBIX apTepuii
U TIOpaXXeHNeM MUoKapia. MuokapauT, B CBOIO OYepe/ib,
MPUBOJIUT K MOCTBOCMAIUTEIbHOMY KapAUOCKIEPO3y
U PECTPUKTUBHOUN KapAMOMUOIATUN C PAa3BUTUEM 3a-
CTOMHOU cepaeuHOoi HegocTaToOUHOCTU. CHeKTp KJIUHU-
YECKUX MPOSIBIIEHUI BapbUPYETCsI OT UIIEMUYECKOIT 6O-
JIE3HU Cep/lia, MePBUYHBIX aPUTMUI, KAPAMOMUOTATUH,
OCTPOT0 KOHCTPUKTUBHOTO MEPUKAPAUTA U MUOKAPIUTA
JI0 03MHOGUIBHOTO TTepUKapAMaIbHOro BhimoTa. Mc-
T0JIb30BAHUE IXOKApAUOTrpacdr 1 MAaTHUTHO-PE30HAHC-
HOU ToMorpaduu Mo3BoJISIET CBOEBPEMEHHO BBISIBUTH
MaToOJIOTUIO CEPAla, B T. Y. HEOOPATUMbII XpPOHUYECKU I
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(hubpo3 1 KapaAMOMUONAaTHIO, AaXe BHE aKTUBHOM (ha3bl
3aboneBaHus. [Ipu OTCYTCTBUM JieUeHUsI CepleYHble
nposiBiieHus mpu DI TIA cBSI3aHBI C IUIOXUM TTPOTHO30M
1 BBICOKOI CMEPTHOCTBIO [29].

IopaxeHue xenydoyHo-KuwIEYHO20 Mpakma

Hawub6onee gacto nmpu DI'TIA BcTpeuaroTcs 303MHOGUIIb-
HBII TACTPOIHTEPUT U ME3EHTEPUATbHBIN BacKyIUT. OHU
MIPUBOISIT K HeCITeUMUIeCKNM cuMIIToMaM (60JTb B K-
BOTE, TOITHOTA, PBOTA U IHapesi), BIUIOTh A0 TSKEIBIX
OCJIOXHEHMH, TAKMX KaK KPOBOTCUCHHUE WJIM KUIIIETHASI
HEIMpOXOAMMOCTb, BbI3BAaHHASI MOACIU3UCTBIMU Y3J10-
BaThIMU 00pa30BaHUSIMH. BacKyIuT Me3eHTeprUaTbHBIX
COCYIIOB TIPUBOAUT K WUIIIEMUM KHUIIIeYHNKA, 00pa3oBa-
HUIO S13B B CJIM3UCTOI 000JI0UKE U naxke ee mephopalim,
YTO TpeOyeT NMPOBEICHUs TMarHOCTUUECKOM JanapoTo-
mun. [TopaxkeHne cepo3HBIX 000JI09eK MOXKET BEI3bIBATh
503MHOMIIILHBIN aCIIUT U IEPUTOHUT. Penkue mposs-
JIEHUS BKJIIOYAIOT HEKPOTUYECKU HEKAJIBKYJIE3HbIA XO-
JICLUCTUT, TTAHKPEATUT U 303UHO(MUILHOE 3a00JieBaHNe
neueHu [30].

amonoaus noyek

IMopaxeHue mouyek BcTpedyaeTcs y 25 % mauumeHToOB
¢ OI'TIA, Ho Bo3HUKaeT pexe, yeM nipu I'TIA [31]. Ha-
n0oJIee YaCTBIM €0 TIPOSIBJICHUEM SIBJISIETCSI HEKPOTU3H-
PYIOLLMIA CEpPITOBUIHBIN IIOMEPYJIOHE(DPUT, XOTSI MOTYT
HaOJI0AAThCS OYaroBoe CKjepo3upyloniee 3abosieBa-
Hue, [gA-HedponaTus Uin 303MHOPUIbHBIN UHTEP-
CTULMANBHBINA HedpuT. CUMIITOMOM TTOPAXKEHUS TTOUEeK
Takke CIAYyXUT apTepuajbHas TUIepTeH3Ms, KOTopasi
Habmonaerca y 10—30 % naunentos ¢ DI'TIA [22]. B ue-
JIoM MopdoJiornueckass KapTHa He MTaTOTHOMOHMYHA
1 3a4acTyio He no3BousieT otinunth DI TIA ot npyrux
BaCKYJUTOB, €CJIM OH HE COUeTaeTCsl C 903MHOMDUIb-
Holi BA, s03uHOdMIMEN WU IPYTUMU CUCTEMHBIMU
MIPOSIBIICHUSIMH.

IopaxeHue HepeHol cucmemsl

[TaTonorust HEPBHOI CUCTEMBI OTHOCHUTCSI K HanboJiee
YaCTBHIM MPOSIBIIEHUAM 1 HabogaeTcs mpumepHo y 40 %
oonbHbIX DT TIA. Backynut 1ieHTpajibHOI HEPBHOM CUC-
tembl (LIHC), BbI3BIBatOIIMI LIepeOpaibHble MHDAPKTHI
WK KPOBOM3IUSAHUS, cocTaBisieT 10—39 % HeBpoJio-
ruueckux Hapymenuii mpu DI'TIA [32]. B pesynbrare
MHOXecTBeHHOTo MH unu cMemaHHo# ceHCOMOTOP-
HOM nepudeprudeckoil HelMponaTu MOryT BO3HUKATh
napesbl (MoBUCaHWE) CTOIBI WK 3amnsicTbs. Haubonee
4acTo B MOpaxXeHue BOBJIEKAKTCS OOLIMK Manobep-
LIOBBbIA Y BHYTPEHHUI TMOAKOJEHHBIA HEPBBI, a TAKXKE
JiyyeBble U JoKTeBble HepBHI [28]. [lepudepuueckas
HeiiponaTtus Habaogaetcs B 75—80 % ciyuaes. [lapa-
JINIM YePEITHO-MO3TOBBIX HEPBOB BCTPEYAIOTCS PEIKO,
HO OMNKMCaHbI MOpaxeHUe 3pUTEJIbHOTO, I1a30ABUTaTe ] b-
HOTO, OTBOJISILLIETO U MPEAIBEPHO-YIUTKOBOTO YePEMHbIX
HEPBOB: B YaCTHOCTH, UIIEMUUYECKUU HEBPUT 3PUTEIb-
HOTO HepBa — HanboJiee pacrpoCcTpaHEHHOE TTOpakeHne
KpaHuallbHOI HeliponaTuu. [Ipenmonaraercst Takxe,

YTO BETE€TAaTUBHbIE HEWPOINATUU — OCHOBHAs MpUYMHA
cepaevyHoil aputMuu y nmauueHToB ¢ DT TIA [33].

HeBpoJiornueckue CMMNTOMBI HE BIMSIOT HA BbIXKM-
BaeMOCTb MAIMEHTOB, HO 3HAUUTEIBLHO YXYAIIAIOT (hU3M-
YECKYI0 aKTUBHOCTb M KAYeCTBO XM3HU. BoJbIIMHCTBO
U3 HUX, 32 uckIoueHreM Backyauta [ITHC, xopouio Ky-
MUPYIOTCSl CTaHAApTHOM Tepanueil. [1pu xpoHuueckoi
pe3uayanbHoM reprdepudecKoil HepoIaThuy y malunueH-
TOoB ¢ DI'TIA MOXeT ObITh 3(D(HEKTUBHBIM BHYTPUBEHHbII
UMMYHOTJI00Y/IMH [34].

Lpyaue opeaHbi

JepMaTosiornuecKye posiBIeHNS HabTI0HaroTCs Y 00JTh-
mreit yactu 60sbHBIX DI TIA. HeTpoMbounToneHn4eckas
majgbnupyemMas ImypIrypa — HauboJiee 9acToe KOXHOE
nposiBieHue. Tak e Ha KoxXe 0oOHapy>KMBalOT BHECO-
CYIHCTBIE TPaHYJIEMbl M U3MEHEHMSI, XapaKTepHBIC TS
JICHKOIIUTOKJIACTUIECKOTO BacKyanTa. Habmomarorcest
y3eJIK1 Ha KOXe TOJIOBBI, YPTUKAPHAS ChIMTb, MH(PaPKTHI
KOXU U PETUKYJISIPHBIE JIUBEIO.

Cpenu MeHee pacpoCTpaHEHHBIX TOPAXXEHUI IPYTHX
OPTaHOB BCTPEYAIOTCS OKKITIO3MS LIEHTPATLHOM apTepru
CEeTYaTKU U BEeH, TPOMOOIMOOJIUS, TTOPAKEHUE CIIOHHbBIX
JKeJie3 UM BaCKYJUT MOJIOYHOM Xenessl [35].

3akntoyeHue

OI'TIA npencraBisieT co00il MyJIbTUCUCTEMHOE 3a001€e-
BaHWE C IBOSIKUMU MaTO(U3NOJIOTMISCKUMU MEXaHU3-
MaMM, OCHOBaAaHHbIMM Ha 303uHOGMILHOM Ui AHIIA-
aCCOLIMMPOBAHHOM TTOBPEXKICHUM MEJKUX U CPEITHUX
cocynoB. Do3uHopuibHass BA B TeueHUe HECKONbKUX
MecsIeB, TPYIHO KOHTPOJIUpyeMast HeCMOTPSI Ha Tpaay-
LIMOHHYIO Tepallnio, pUHOCUHYCUT, KapAUOMUOTIATHSI,
narosorus nouek uian 2KKT nmo3BoJisitoT 3a11og03puTh
Hanuuue y namueHTa DT TIA. B kiimHuyeckoi mpakTuke
OOBIYHO HE MPOMCXOINT YETKOTO pasieIeHuUsT 3TOro 3a00-
sneBaHus Ha peHoTtunbl (AHLIA-HeraTuBHbIN 1 AHLIA-
MMO3UTHUBHBIN), TaK KaK B 00E€MX MOATPYIITaX UMEIOTCS
00111Me KIMHUYECKHE, TaTOJIOTMYeCKUe U TeHETUIYeCKUe
ocobeHHOCTH. HampyMep, mpu3HaK, THITWIHEIE 1T Ba-
CKYJIUTA, TAKKE KaK TJIOMEPYIOHe(PUT WIIH TTOJTUHEPO-
naTtus, MoryT Habmonatbest u ipu AHLIA-HeraTuBHOM,
u npu AHILIA-nio3utuBHOM beHoTumne DI'TIA. Unu y on-
HUX MMAIlMeHTOB MTPEBATUPYIOT TSKEJIbIe aCTMATHIECKIE
MIPOSIBJICHUS, a Y IPYTHX B aHAMHE3€ UMEETCST aJllIepIusl,
He3aBucumo ot AHIIA-craryca.

MoHO MpenmnojioXuTb, YTO B OCHOBE Pa3BUTHUS
OI'TIA nexuT 303uHOMUIbHAs AUCHYHKIMS, TPU KOTO-
poOli Y MAallMEHTOB C TEHETMYECKHU ACTCPMUHUPOBAHHOM
MIPeIpacIioOXEeHHOCThIO K PaCIO3HAaBAHUIO aHTUTEHA
AHUIA n umeromux HLA-DQ-aienu, BeipadaTbiBalOTCS
aytroanturesna K MITO, a mozaHee pa3BuBaeTcst abeppaHT-
HBII ayTOMMMYHHBI TIpoliecc. KpoMe Toro, He ciemyer
MepeoLieHMBATh KJIMHNYecKoe 3HaueHre Hamnunsg AHLIA.
Heobxonumbl nanbHei1me KOMIJIEKCHbIE TOCTTEHOMHBIE
HCCIIeNOBaHMS (SITMTEHOMUKA, TPAHCKPUIITOMKKA, TTPO-
TEOMHUKA 1 METaOOJIOMIKA) JIJIsT BEISIBIICHUS TTATOTCHETH -
YeCKUX MEXaHMU3MOB M MOJICKYISIPHOM XapaKTepUCTUKU
kauHndeckux peHotunon DITIA. BrisiBieHue Moneky-
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JISPHBIX 9HIOTUIOB MO3BOJIUT UASHTU(ULIMPOBATH HOBbIE
Ouomapkepbl aKTUBHOCTU 00JIE3HU U TepalreBTUUYEeCKUe
MUILIEHU, KOTOPbIE MOTYT YJIYYIIWUTh AUATHOCTUKY U pe-
3yJIbTATHI JIeueHUsT mauueHToB ¢ DITIA.
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