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JOKTOPJIMK INCCEPTAIIUACU AHHOTALIUACHU

JAuccepranuss MaB3yCHHMHI J0J13ap0Juru Ba 3apypusatu. [[yHé axonucu
opacuga Oponxuan actma (BA) KeHr TapkajiraH OFup KacaJUIMKIapAaH Oupu
Oymub, y Owman Oonanuk Emuaard >kaXOoH axOJUMCHHHMHT 3  (QowusujaH
12 dbownsurava xactananrad. by kacayuk OuiaH xacTajgaHraH OoJlaJlapHUHT y41aH
Oup kucMu VYcMmupiapra TYFpu  keidaau. BA  ycmupmap opacujga  KEHT
TapKaJITAHIIUTH, YCMUpJIApAa SHIOKPUH Ba MMMYH THU3MMHUHHUHT &mra OOFINK
daonusaT cababny KAacaJUIMKHUHT Y3UTa XOC KEUHIIM KaOu Xojariap TallXuc
KyHUII Kapa€HHIa MablyM KHWMHYMAJIMKIAPHU KEJITUpUO uuKapanu, Oy 3ca,
OupuHYM HaBOATHa, KaCaJUIMKKA TAIIXWC KYyHUII Ba YHHW JaBOJIANIA SIHTH
€HaalyBIapHU U31a0 TONUIIHU TaKO30 3TA]IH.

Mabnymkn, BAHMHT maroreHe3sna MIMMYH MEXAHU3MIIAP aXaMHITH aCOCUU
oMUIIIap/iaH Oupu XucoOimaHaau. X03upru BaKTra Kejauo, aliepruk KacauldKiiap,
xycycan BA marorenesuna IL-4 Ba IL-13 nmap Ouman Oup karopma Oup KaHua
o6omka (IL-6, IL-8, IL-10, IL-5, INF-a, Ba INF-y) wummyHOperymsTop
MUTOKUHJIAPUHUHT MINTUPOK ATHUIIM TAJAKUKOTYWJIAPHUHT >BTUOOPUHHU TOOOpa
KYTIPOK KaJI0 ATMOK/A.

AJUIEpruK KaCaUTMKIAPHUHT PUBOMIIAHUINKIA HPCUM MOWMIUIUK MYXUM
axamusaTra sra. Xosupja OpoHXHall acTMa Ba Iy KacaJUIMK Oenruiapu OusiaH
oornuk 150Ta ren momuMopduaMm xakKuaa MabaymMoT OJIMHTaH. BA kacamiurura
MOMWJUIMTH >KMXaTUJaH 3HT acocuil reH Oy - IgE roxopu adpdun peuentopu P-
3aH)KUPUHU KOJJIOBUM I'€H XUCOOIaHaIu. AJUIEPrUK acTMa NaTOreHe3uaa aHTUT €H-
cnenu¢uk [gEnunr FceRIP Ounan rokopu napaxkanard y3apo TabCUpU MapKa3uil
VPUHHM drajuiaian. bA kacajuiuru reH-HOM30/JIapu KAaTOPUIA AIOXUIA KA3UKUIIT
yUFrOTYyBUM OumotpaHchopMmarusi QgepMeHTnapu renmapuaan Oupum — GSTrl,
TIIyTaTHOH S-TpaHcdepasa ml HU KOAJOBYM T€HH XHMCOOJaHAJW Ba Y, XyCYCaH,
ymka TykuMacuaa skcnpeccusianaan. by ren 11q13 nokycaa skoinamran 6yiuo,
YHUHT atonus OuiaH OOFMUKIUTH OMp Hewya O60op kypcarud Oepwran. Tymmanran
MabIyMoTiap myHu kypcataauku, FCeRl, GSTxnl rennapu nomumopduzmu Typiau
JJIEPTUK TATOJIOTUsIIAp OUlaH OOFITHKIUD.

[y wyKkTan HazapAaH Ma3Kyp KACAILIMKHU YCMHPJIUK TaBpU IMIAKIIAaHUIIH
acocnapura €Hmamub TalIXuciall, pairoHal JaBoJiall-IpoduiIakTHKa Yopa-
TaIOMpIAPUHN UITA0 YUKW YIYH UMMYHOJIOTHK Ba T€HETUK TU3UMHU YPTaHMIII
JYccepTalys MaB3yCUHUHT J0J13apOJIUTY OeTTaiIn.

MyCTakWUIMK WHIIapuia MaMJIaKaTUMU3/1a COFJIMKHHM CakKJall TH3UMUHHU
UCJIOX KWIMII F03aCHJIaH JAacTypHil Yopa-TaaOupiap amaira OmMpUiIno, nxoOui
HaTWXKanap OJIMHIW. AMajira OIMPWITaH dYopa-Taaoupiap TapkuOuaa bAHM
TaIIXHUCIIAMI, MPOPHIAKTHKA Ba JAaBOJIAII HIJIAPWHH CaMapaiy TaIlTKWI KUJIHIII
103aCHJIaH MaKCaJIM THOOHMM-TAINIKUINKA Ba WIMHA-TAJAKUKOT HIIApH amalra
omupwind. HaTmwxkama MamiakaTuMu3ga Ma3Kyp KacajUIMK OWJiaH XacTajlaHTaH
YCMUpJIapHU aBOJIAIl F03aCUJIaH MYailsiH MKOOWM KypcaTKuujapra SPUITUIIIN.
[y 6unan Oup Karopaa OyryHru KyHaa ycmupiapna BA kacammuruxu spra
TalIXHWCIall Ba JaBOJIAMI-MPODHUIAKTHK dYOpajapy pPEKACHHU HWINUIA0 YHUKHUII

MyxXuM BasudanapiaH OupH XucoGnaHagu. Ymby TagKMKOT UIIH Y30EKHCTOH
5



PecnyOnukacu Basupnap Maxkamacuausar 2002 iun 25 sHBapaaru «Aémiap Ba
ycub KenmaérraH aBloJ COFJIMFUHM MyCTaxKamuialira JOWp KylIMMYya Yopa-
Taa0upiap TyFpucuaanTu 32-cCOHIU Kapopuaa OenruiaHraH BazudaaapHu amajra
ommpuiira xuzmar kunaau. [y xuxatnan BA sxapa€Huna yecmupinap IMMyHUTETH
XyXalpaBuil Ba rymopan OyFUHJIApU XO0JIaTU, UIMMYHOT€HETHK TEKIIHWPYBJIap Ba
YJIApHUHT TATOT€HETUK WHGOPMATUBJIWIMHU aHUKJANI [03aCHUJaH amajra
OLIMPUJIAIUTaH  TAaAKUKOTJIApHU  sHaJa  YyKypJalUTUPUII  JHCCEPTAIUs
MaB3yCHHHUHT 3apypaTUHH U30XJIOBUM MyXUM OMUJUIAp/IaH OMpU XUCcoOIaHaIH.

TagKUKOTHUHT V36ekncTon PecnyOsmmkacu ¢aH Ba TexXHOJOrHsJIap
TAPAKKHETHHMHI YCTYBOP MHYVHAJMIUIAPUTa MOCJMIH. YOy TagKUuKOT
V36exucton Pecrnybnukacu (aH Ba TeXHONOrHAmap Tapakkuétuauar JUT]I-9
«HCOH Kacammmkiaapu Tpo(HIIaKTUKACH, TAIIXWCH, JaBOJAll Ba pealduiIuTa-
[USICH STHTH TEXHOJOTHSIAPUHU UIUIA0 YHUKHIID YCTYBOP MYHaIUIIuUra MyBo(uK
ama’ra OIUPUIIIN.

JIuccepranus MaB3ycu OyiH4Ya XaJKapo WIMHMHA TAAKMKOTJIAp IIAPXU.
Kaxon cornmukHm cakiam TamkuiloTHHUHT "International Study of Asthma and
Allergy in Children" nmactypu Oyiinua Katop AaBiatiapaa YTKa3wiraH TaJKu-
KOTJIap HATHKACUHUHT KYpcaTUIIN4Ya OOJaMUK EMIMIard aXOJIMCUHUHT YHJIaH OUp
KHCMH acTMa OWJIaH XacTaJlaHTaHJIUTUHU KYpcaTraH, IIYHUHTIEK, CAaHOATH IOKOpU
Japakajla pUBOKJIAHTAH JapiaTiap OoJladuK EMMaard axojuch opacujaa
aCTMAHUHI  Tapkanuimu cyHrru 20 ¥un wumpga yu OapoOapra omrad. Iy
)kuxaraaH JKaxoH COFJIMKHU CakJIall TAIIKWIOTH, XOPHKUM WIMHN MapKasJjiap Ba
OJIUM TaBJIMM Myaccacajapy TOMOHHAAH aMmalira OlUpuiIaéTraH WIMUIA-
TaIKUKOTIAp TapkuOuja yecMmupiaap OpoHXUand acTMa KacaJJTUTH MPOPUIAKTUKACH
Ba JJaBOJIalll yCYJUIAPUHUA TAKOMWIIAIITUPUIITA AJIOXK]Ia YBTHOOP KapaTHUIMOK/IA.

byryHru KyHaa XOprKnid WIMHM Mapkasjiap Ba OJIMM TabJIMM Myaccacajaapu
TOMOHHMJIAaH amayira oOIMpuiaaéTran TaakukoTiapra bBA wummyH kaBoO
MEXaHU3MHJIa WMMYH TH3UMra ajJoKaJop OOCKHWIApHU KETMa-KeT amajra
OILIIMPYBJA, HOCTICIIM(PUK XUMOS OMUJUIAPU Ba CIIENU(PUK UMMYHHUTET YpTacuaaru
KOOTIepalysi, TyMOpaJl OMIIIap OMJIaH UMMYHOKOMIIETEHT Ba OOIIKA XyX)aipaap
opacujard ajoka, dJpTa Ba Kedu sUDTMFIaHdIl (a3a peakmusuiapyd xamjaa
AHTUTENIONAp CUHTE3WHHUHI KYIIWIHMIIH, SbHU UMMYHOLUUTOKUH KOHIICHIUSCHUTa
YCTYBOp axamusAT KapaTwiMoKaa. Maskyp HyHamuIga HWMMYHOUWTOKHUH
KOHIICMIUACUHU TAaKOMUJUIAIITUPUIN Xamja Oojanap Ba ycMupiapaa OpoHXHal
acTMa pHUBOXJIAHUIIKIA MOJEKYJISIp TEHETUKa, TMO3UIUsIM Ba KaHIUJAT
KapTUpJiall Xamja Kaca/ulMka MOWWJUIMK IIAaKJUIAHWIINWTA »KaBoOrap KOHKpET
reHiap noauMopdu3Mu Ba XpOMOCOM JIOKIM3ALUSACH Macallajlapura MyXuM YpuH
Oepuiras.

MyaMMOHMHI YPraHWIraHJIUMK Aapaskacu. JKaxoH, )KymiajgaH, Mamiaka-
THUMHU3 OJIMMJIAPU Ba aMaMETUYU-MyTaxacCHciapu TOMOHUJaH BA kacamnuru
MyaMMOCHUHHUHT WJIMUN e4uMIIapura KapaTWiIraH MakcaJId TUOOWM-TalIKuIAn
TaAOWpIapHU amajira OIIMPHUINTa Karra dbTHOOp Kapartwica-ia, Oy Kacalluk
OwiiaH KacaJJlaHTaH YCMUpJapra TalIXUC KYyWHWI, camapaid JaBoJjialll Ba
nporiIakTUKa 4Yopajapw erapiuda wunoiad YuKwiIMaraH; Ycemupiapiaa bA
KaCaJUINTW TapKAJIUIIKA Ba KIWHUK KEUUIIMHUHT XYCYCHSTIapH, XamJa TypJid
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TeCTNIap YTKa3ull WYnu OWiIaH YIKAHUHT BEHTUISIIIMOH (PYHKIMSICUTA OHJI TAIIXHC
TaJIKUKOTJIApU eTapiauya YypraHwiMmarad, ycmupiap DbAcupa amnepruk suiiue-
JAHUIIN/IA UIITHPOK 3TYBYM MMMYH THU3UM (aOJUIATH Ba aKTUBAIIMOH MapKEpiap
y3rapunuiapHi THOOUM TaAKUKOT HAaTHXKalapyu acOCHUIa AaHUKJIAIITUPUIITHU TaK030
sTaau; bA kacammuruga UMMYH TH3UM >KaBOOHWJa UIITHPOK 3TYBYHM IUTOKUHIIAP,
xycycaHn, IL-6, INF-y papakacunu aHukjgam Tamxuc Ba auddepeHnuan
TalIXUCIAard axaMUATH, UMMYHOKOMIIETEHT XyXalpanapra OOIIKapyB TabCUPH
etapianya EpuTuO OepuimMaraH; MUHTaKa Aapakacujgaru TaakukoTiapaa bAra
upcuii MOMWIUTMK cTpykrypacunu aHukjioBun FceRIP, GSTnl renmapum ycrtuna
TaIKUKOTJIAp YTKAa3WIMaras.

by 5ca bAHMHI yCMUPIIMK JaBpH IIAKUIAHUIIMHWHT 3pTa TALIXUCH, 1aBOJIALI
Ba OpoHXHaN acTMa MPOQUIAKTUKACUTA OUJ caMapaid NacTypiapuHU TaJKHUKOT
HaTWXKaJIApU aCOCHIa TAKOMUJUIAIITUPUIIHY Tajlad 3Talu.

JUccepTANMAHUHT WIMHI-TAAKUKOT HILUIAPH peKajapu OuWiaH
OOFJIMKJINIHM KyWH]Iary JIoMnxaaa y3 akCUHHU TOITaH:

JaBnat wiMmwuii-texHuka nactypiapu acocujaru 1TD-1109-11.3-0-13801
«YVecMUpIUK JaBpHaa GPOHXHAT ACTMAHHHT MPCHIl MOMHMILIMK IAK/IIAPH TAIIXHCH,
MyKaMaJUTAIITUPUIITaH J1aBOCH, MPOQPUIAKTUKACH Ba MMMYHOPEAOMIUTALUSICH-
HUHT SHTY THOOWH TexHosorusaapuHu uiuiad gukuiny (2009-2011 #id.) HoMH
aMaJIuid TaAKUKOTIap WIMHUHN JIOWMXA IOUPACK]IA YTKAZUIITaH.

TaagkMKOTHHHI MakKcaau Yycmupiapaa OpoHXHAl acTMa [aTOreHe3u
MMMMYHOJIOTUK Ba T'€HETHK MEXAHU3MIIAPUHM YPraHMII Ba LIy acOCIa PalMOHAI
TalIXHCJIall Ba JaBOJIAII-NPO(HUIAKTHKA YOpaJapUHHUHT PEKACHUHHU HILIa0
YUKUIIIaH nOopar.

Makcanara spuimim y4yH Uijia Kyuuaard TaakKuKoT Bazudajaapu Kyiuiau:

Camapkanja BWJIOATHJIA SIIIOBYM YCMUpPJIAP Opacuaa YNKa-OpoHX THU3UMMHJIA
MATOJIOTUK >XKapaCHHUHT 3pTa OocKuuuaa BA KIMHHK KEUMINN XYCYCHSTIApWUHU
aHUKJIAILI;

BA xapaéHuma ycMupiap IMMYHUTETH Xy>KallpaBUil Ba TyMoOpasi OyFUHIIApH
XO0JIaTH  XyCycHUSITIIapu Xamja (aoylalliTUPYBYM MapKepiaun JTuMdoruTiap
nepudepuK KOHIard MMMYHO(DEHOTUITMHYA aHUKJTAIII;

UMMYHOPETYJIATOP UTOKHUHIIAP WHTEPJIICUKUH-6 Ba UHTEPPEPOH-Y MaxXCylu
JTapakaCcMHM YpraHuil Ba ycmupiap bAcuja ynapHUHT maToreHeTUK uHbopma-
TUBJINTUHY aHUKJIAIIL;

BA Ounan kacaymiaHras y30ek MUJUIaTUTa MaHCYO Iaxciap/a, CoFJioMIapura
HucoOaran FceRIB Ba GSTnl rewnapu monumopd BapuaHTIapu ajviejulapu Ba
FEHOTUIUIAPY TAaKCUMJIAHMII YAaCTOTACMHUHT y3Ura XOC XYCYCHUSTIApUHHU
aHUKJIAIll,

Vemupnauk gaBpuga bBA OuiaH kacajulaHranjapia TOJMOKCHJIOHUM Ba
UKJI0OGEpOH JOpU BOoCHTANapuaAaH (hoiganmaHmiranaa MMMYHOMOIYJUIOBUU JTaBO
CaMapaCUHUHT KJIMHUK-UMMYHOJIOTHK KMXATJIApUHHA aHUKJIAILL;

VTKa3uiaraH TaAKUKOTIAp acocuja DA IMIaK/UIaHWIIMHUHT KYyO OMHJUIA
MOJIEIMHU XaMJia Ma3Kyp MaTOJOTHK XOJaTAa YCMHpJapAa TallIXuc, aBOJiall Ba
TaKOMWJIIAIITaH MTPO(HIIaKTHKA aITOPUTMUHH UIILIA0 YUKHUIII.



TaakukoT 00bexkTH cudaruga Camapkana Buwiostuaa smoun 4094 nadap
ycemup €nuiap OJIMHTaH.

TaakuKoT nmpeaMeTH - BEHO3 KOH Ba KOH 3ap/100U UILIATHIIN, YHIA UMMYH
Ba IMUTOKMH MaKOMHHHUHI aCOCHM KypCaTKUWIapuh TEeKIIUMpuiau, bAra wupcuii
MOMWUIMKHM aHUKIa0 OepyBUM TeH-HOM3OIap ToJuMopd BapuaHTIapU
TeHOTUIIAHIU Xama HUKIO(GEpOH Ba MOJIMOKCUIOHHUHN JOPU BOCUTANIAPU aCOCHUIA
KJIIMHUK-UMMYHOJIOTHK CaMapaJopJIMK KypCcaTKu4uIapy OJUH/IU.

Tagkukor ycyanapu. TaakukoT xapa€HuJa CKPUHHUHT, YMYMKJIWHUK,
GyHKIIMOHAJ, IMMYHOJIOTHK, TEHETHK Ba CTATUCTUK YCyJIapaaH (poraanaHuiraH.

Juccepraums TAAKUKOTMHMHI WIMHMHA SIHTMJIMIH  Kyldujaruiap/ian
ubopar:

BA Ounan kxacamnaHran ycMmupiapAa KacajUIMK KJIMHUK KEUUIIMHUHT Y3WUra
XO0C XyCYCUATIIApU aHUKJIAHTaH;

Wik Mapotaba BA Owian kacajqaHTaH Ba COFJIOM YCMUpJap/ia UMMYH TU3UM
MUKJIOPUI KYpCAaTKUUJIAPUHUHT Y3rapuilid TaBcU(IaHTaH Ba aMaliuid THOOUET
y4yH MEBEPHUIM XaM/la TaBCUSIBUH XyAOKATIIAp UILIA0 YUKUIITaH;

wik Mmapotaba BA Ownan kacaminaHran ycMupiapja KOH 3apJOOMHHUHT
IUTOKUH Tpodunu komiiekc Oaxonanrad. Ummynoperynsrop IL-6 Ba INF-y
UATOKUHJIAPH MAXCYJIMHUHT y3Ura XOCJIMIH Ba YJIAPHUHT MATOTC€HETUK XamJa
OOLIKAPYBYMIIUTH TYFPUCUIATH MAabIyMOT/IAp aHUKJIAHTaH;

WiIK 00p BAHUHI TypiM NaTOr€HETUK BapUaHTIApW OWiIaH KacajulaHTaHiap
Ba cornoM uHauBuanapaa FceRIB, GSTnl rennapunuHr moiaumopd BapHaHTH
alyieapy Ba TEHOTUIUIAPUHUHI TAKCUMJIAHWII YacTOTacura OWJ TaXJWJuiap
acocujza OKOpU XaBd Mapkepiapy aHUKJIaHTaH, WMIYHUHTACK, Yycmupiapiaa bA
PUBOXKJIAHUIIIMTA PE3UCTCHTIINTYA aHUKJIAHTaH;

KACAJUTMK MAaTON€HE3MHMHI JHI MYXUM >KapaéHiapd OYWJIMIIM acOCHa
BAHUHT TacnuKJIaHraH MOJAENM XaMmJa KacaJUIMKHU YCMupiapjaa OOCKUYIN
TalIXKUCIall, JaBoJjialll Ba MpoUIaKTUKa Yopa-TaJOupiiapyd alropuTMH HILiad
YUKWJITaH.

TaaKUKOTHHHT aMaJIMii HATHXKAJIApM Kyluaruiapaad noopar:

yemupnap BA rtamxucupa wnuiad YMKWITAH alTOPUTM Ba  TaIIXHCTAII
)apa€Hu y4 O0CKUUIN EHAAIIUIN acockia 00 Oopuiaran 0yiuo, ynap 3aMOHaBUN
aHKeTa CYpoBHOMaJap Ba OpOHXHAT OOCTPYKIUSHUHT KAWTHUII CHHIPOMHHH
AQHUKJIOBUM TECTJIAp, MYXUM HMMYHOLIMTOKHHIIAD MaXCyJIMHU 0axoJIOBUU
YyKypJIAlITUPUITAaH UMMYHOJIOTHK TaJKUKOTJAp, acTMa PUBOMJIAHUII XaB(hUHU
OIIMPYBYM F€HETUK MapKepJiap aHUKJIAIIHY Y3 UYUTa KaMpad OJIraH;

BA na xyxaiipa Ba rymopan OVFUHJIIAPUHUHT €TUIIMOBYMWJINIY OUpTajuKia
KeJraHaa, JaBojall-MpoQUIaKTUK JacCTypHUHHM HILUIA0 4YMKuIiaa Oas3uc aaBora
MMMYHOMOJIYJISITOp TIpenapaTjapyuHu TaBCUA OTUII Makcaara MyoQUKIUTH
KYpCaTHJITaH;

BA Ownan xacramanran ycmupiap KoH 3apaobuaa IL-6 Ba INF-y mukmop
KypcaTruujiapy KacaJUIMK KJIWHUK-TIATOTCHETUK TaBCU(DUHM aHUKJIAIIAA KYIInMYa
nuddepeHnnan-ramxmuc Me30oHu cudatuaa Qo aTaHuII TabKUJIaHTaH;

BA puBoxianum xaBQUHU OMMPYBYM MAPKEPIAPUHUHT TEHETHK TECT

YTKazum  Mynu  OwiaH aHUKJIAHUIIM TNPEAUKTHB TEHETUK TEeCT YTKAa3MIl
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KEepakJIUTMHU Kypcatagu, Oy aca, ¥3 HaBOatuma, BA Hacimii moiwmmuru Oop
ycMmupiapaa CUMITOMIIAP (03ara YMKKYHYa TallXMC KyHUIITa Ba KaCALTUKHUHT
apTa NPOPUIAKTUKACUHH YTKA3UIITa Epaam OEpHUIIN acOCIaHTaH;

MOJIMOKCUJIOHUN Ba IUKIOPEPOH HMMYHOMOAYJISTOPIAPUHUHT  IOKOPHU
TEepamneBTUK Ba MPOPUIAKTUK CaMapaJopiiurd IOKOPWIWTH, acopaTh Ba HOXKYS
TabCUPU UYKIMru, amieprojor mudokopiapra BA Ownan xacranaHra
yecmupiapaa KOMOMHAIMsUIAIITaH MUMMYHMOJIYJIJIOBYM J1aBO cudaTtuga TaBCUs
KHWJIMHTaH.

OJMHran HATHKAJAPHUHT MIHOHWIWINIM TaJKUKOTAA KYJJIAHWUITaH
O0OBEKTUB MMMYHOJIOTHUK, 3aMOHABHII MMMYHOT€HETHK Ba CTATUCTUKA YCYyJIapu
acocH/la TaCAUKJIAHTaH.

TagkukoT HaTHKAJAPMHUHI Ha3apuii Ba aMajuii  axXaMHUATH.
SJ’CMI/Ipnapz[a BA xacammurum TalmIXMCHUHUHT eTapiuda sMaciauru CamapkaHn
BUjiosiTHAArn Oy €m Typyx Oemopriapura WXTUMOMN-THOOMN EplaMHM sHanIa
caMapajupoK TAallKWJ OTUIl KEpakIUruHu Kypcataau. COFIMKHHA —CakJIall
Oupnamun OyFuHM HUGOKOPJIAPH TOMOHUAAH JaBpui THOOUN TPOPHUIAKTHK
TEKIIUPYBIAp OJIUO OOpHIN, BaKTHAa CYpoBHOMAaNapAaH (hodgananuil, YIKaHUHT
BEHTWISIUOH (PYHKIUSACH OY3WIMIIMHU aHUKJIAIIra HYHANTUPWITaH TeCcT Ba,
3apypUsIT TYFWITaH/a, OpOHXHAN OOCTPYKUIMSIHM OpOHXOJUTUK OWIaH KalTHII
TECTUHU YTKA3UII TaKJIU(] KUITUHTAH.

BA  Owman  kacauiaHraH  ycMmupiapjia  aHMKJIAHTaH  Oy3WIMIUIap
MMMYHUTETHUHT XaM TyMoOpal XaM XyKailpaBuil OyFUHU KYpCaTKUWIAPUHUHT
nacaiumm Ounan wudoaamanaau, Oy bBA Owunan kacamiaHran Yycmupiapja
MMMYHTAaHKHCIIMK XOJIATIAPUHU XMCOOra OJIMII Ba JaBoJall-peaduiiuTanus
TagOUPIAPUHU TAKOMWLIAIITUPHUIL 3apYPIAUTUTUHH KypcaTau.

TagkUKOT HaTWXKalapyu aMaliuii TMOOMETHA MyXUM axamustra sra OymuO,
ycmupnapaa DBAHUHT  KIMHMK-MIATOTEHETUK IIAKJUIAPW  PUBOKIAHUIIUHUHT
MAaTOTEHETUK MexaHu3muapuHu Eputud Oepamu. Kacammuk mnartoreHesura
HucOatan IL-6 Ba INF-y MaxcynMHUHT y3Ura XOC XyCyCHUSITIIapU aHUKJIAHAH, Oy
KYpCaTKUWiap KJIMHUK aMalu€rra YCMHUPIWK AaBpujard BAHUHI MaTOreHeTHK
)apa€HUra KymumMya HyHantupwirad auddepeHuai-Tamxuc Me30H KypcaTkud
cudartua )KOpUH KWIHHIH.

Hucceptanus umu FceRIB rerununr 109C/T nmonmumopd Bapuantu, GSTnl
renuHuHr Ile105Val nmomumopd Bapuantu TankukoTiapu HaTuxkanapu bAra
FeHEeTUK MOWMIIJIMK acocjiapy YMyMUW MabIyMOTJIapura ce3ujapiii Xucca
Kymanu. Jluccepranus MablyMOTIapuHU bBA puBOXJIaHUII XaBPU TEHETHK
OMWIJIADUHU aHUKJANAArd KEeWHHTM TaJKUKOTJIap Ba camMapaid JaBoJialll-
npouiIakTUKa TaaOUpIapuHU MIIA0 YMKUII y4yH acoc OYynuO Xu3maT Kuiia
onagu. TaaKMKOT HaTWXKamapu THOOUET Ba THOOMI OHOJOTUA OJIUI YKYB IOpTJIapu
YKYB jKapa€Hiiapyuia KyJJIAHAJIAIIA MYMKHH.

TagKuKOT HATHXKAJIAPDUMHMHI JKOPUIl KHJIMHHUINKA. AMalra OIIMPUITaH
TaJKHKOT HATIKAJIAPH aCOCH/A NNLTad unmkmiaran «Ycemupiapaa BA spra tamixuc
Macananapu» Ba « IMMyHHUTET Y3rapuiIMHUHT €ra OOFIHNK KUXATIapu» ycIryoui
KyanaHManap xamuaa «Ycmupnapaa BA tamxucn yuyn FceRIB remn mommmopd
JIOKyCH G¥itnda MOJIEKyJISp-TeHeTHK TECTIAll YCyJIi» Ba «Y CMHUPIHUK 1aBpu BAna
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MKKAJIAMYAd WMMYHTAHKUCIMK XOJIATUHU TMOJUOKCHIOHUM JOpU BOCUTACH]IA
UMMYHKOPpPETUpJIAID) YCIyOud KypcaTManap COFJIMKHM CakJjiall amMaluéTura
sxopuit stunran (Y36exucron Pecrny6mmkacu COFIMKHM CAaKall Ba3HPIMTHHHHT
18.10.2011 #mnmaru 93/106-connm Ba 12.03.2014 fimngaru 1-coHam XyaocaaapH).

Numnunr anpoéanmsicu. [uccepranms umn HaTwkanapu 20 Ta WIMMIA-
amMalIuil aH)KymaHaa, >kymiaaaH, 8 Ta Xajakapo KoHdepeHIusIapaa anpooanusian
yrrau: X International Congress on Cell Biology & XX Annual Conference of the
Korean Society for Molecular and Celluar Biology (2008, Seul); XII Acian-Pacifik
Congress of Clinical Biochemistry (2010, Seul), XIIl Annual Congress Turkish
Thoracic Society (2010, Istanbul); European Respiratory Society Annual Congress
(2010, Barcelona); «3aBajackue utTeHHMs» VI wiMmuii-amanuii KoH(epeHIUACH
(2011, PocroB-Ha Jlony); «Poccusa ®@enepanusicu, MIX nasnatinapu Ba EBpomnana
cornukHu cakiam (2011, MockBa); «TuOOuET: Ha3zapus Ba KIMHUK amMaauéria
SHTAJIAKIIap» (2011, [Mapxa); THOOUETIA peadmuTanus Ba
umMmyHopeaOuuTarus  VII xanmkapo koHrpecc Xxamja acTMa Ba PECIHpPATOp
ameprus Oyiimua V xankapo dopym (2012, Hero-Mopk); 6 Ta pecry6muka
KoH(pepeHuusnapuaa, Kymiaaan «Muku opraniap KacauMKiIap MpoQUIaKTHKA,
TaIIXKC, IaBOJIAIl Ba peabuiuTanusacuia spuimmirad otykiaap» (2009, ToiikeHT);
«KnMHUK MMMYHOJIOTHS, UMMYHOTE€HETHKAa — coxalapapo myammodnap» (2010,
TomkenT); Y36eKkucToH drusmatp Ba mysiasMoHosormapuauar VII ceesan (2010,
Tomkent); «Tubbuérmaru gomsapd wmyammonap» (2010, Camapxkann);
«TuOOuéTHMHT  nom3ap6  Myammomapu» (2012,  Ammmkon);  Y36eknucToH
PecnyOnukacu ®annap akagemuscu VMMYHOJIOTHSI MHCTUTYTU WIMHH KEHTalll
MaKJIMCH Ba WIIMHI KEHTall Komuaaru uimMui cemunapaa (2013, TokeHT).

HatuwkaJapHUHT 3bJ0H KWIMHranjauru. Jlucceprauus maB3ycu Oyitmua
»amu 32 Ta WIMHUH UL, KyMJIaJaH, / Ta XaJIKapo *KypHauiapa 4ol STHIITaH.

JluccepTanMsIHUHT TY3WJIMIIM Ba XaxkMmu. [{uccepramus kupui, 6emr 600,
XyJoca, ¢oinananuiran anaduériap pyixaru, 189 caxuda martH, 6 Ta pacm Ba 54
Ta YKaJBaJIlaH noopar.

JIACCEPTAIIUSIHUHT ACOCUM MASMYHH

Kupnimn kucMmMaa jauccepranys HWUIMHMHT — J10J13apOJIMTH  acOCJIaHTaH,
TaJKUKOT Makcaau Ba Basudanapu Eputud OepwiraH, HaTWKAJAPHUHT WIMUN
SHTWJINTA Ba WIMHH-aManuii axamusiTd, JIUccepTalusi HIIM anpoOauuscu Ba
HATWXKaNapyu YOIl STWITAHJIUTH KEATUPUITaH, JUCCEepTalUsl XaKMH Ba KUCKauda
TapkuOu Oa€H STUITAH.

JuccepTauMsiHUHT OUPUHYM O00uaa agabueTiap mapxu €3unran oynuo, y
Sta kuuumk OoOnapaan ubopar. VYHaa VYcemupnap nomymsnusicuga bA
MyaMMOCHHHUHI 3aMOHaBUH XOJIATH, UMMYHOJIOTMK THU3HM Ba LUTOKWHJIAPHHHT
KACAJUIMK MaTOr€HEe3WJa WINTHPOKH, DA pHBOXIAaHMIIM Ba YHra MOWHJUITMKHU
AHUKJIOBYM T'€HJIADHUHI MOJIEKYJIIp — FEHETUK aCOCHHM YpPraHWII HaTWKaJapH,
bAna wMMmyHOMapMaKOBOCHUTAJAPUHUHT KYJUTAHWINKA XaKWAJard 3aMOHaBUN
TacaBBypJjap TaKJUM TUJITAH.
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JlAccepTaUMSHUHT HMKKHHYM 000Maa TagKUKOTHUHI Marepual Ba
yciyosapu 6aéH KunuHrad. MmHUHT Makcaja Ba Basudanapura MyBo(UK X071
4094 wnadap yemupnapaa 2007 #wmnman 2011 #imara Kagap KOMIUIEKC KYPHK
yTkazunrad. MnMuii TankukoT nactypu CaMmapkKaH[ axap YCMHpIap JUCIIAHCEPH
Ba M.H.XautoB Homumarm Camapkanj maxap THOOMET Ouprammacu
aIJIeProJIorusi-myJIMOHOJIOTHsT  0a3acujga  aMaira  OWIMPWIIU.  XalKapo
CUMIIO3WyMJIa TacAMKJIAHTaH cxemara Kkypa ¢EmHMHT mnyoeprar Emuaa
JaBPIAITAPUINIIYN YeMupauk (Vrun 6onanap — 13 nan 16 €émrava; kuznap 12 nan
15 émraya) naBpu Ba ycrnupuaiauk (Yrun 6onamap — 17 gan 21 €émrava, kuznap 16
naH 20 €mraya) gaBpiapura axpartwirad. Jluccepranus WIIMIAard TalIXWUCHUHT
KIMHUK Bepudukamuscu KaxoH COFIUKHHM Cakjall TAIIKWIOTHHUHT XajdKapo
tacaudu (X kaitra kypum, XKK — 10) Ba Global initiative for asthma (GINA,
2006) Tanrxuc Tanadiapura Kypa yTKa3Hiau.

TaakuKOT ¥3 Uuura ycmMupiap opacujaa OpOHXHal aCTMaHU TapKAJTUIIMHU
aHUKJam Oyiinya cYpoBHOMA YTKA3WIIHU Ba KEWHHYAJIUK YCMUpIAp IUCIIaHCEPU
mupoKOp-MyTaxacCuciapu  OWjaH  XaMKOPJIMKAA  YCMHUpJIapHU  KIWHUK-
byHKIMOHAT KYpUKAAH YTKA3WIll y4yH TaHiaad OJMINHM Y3 W4YMdra OJIraH.
Kypuknan yrrkazunran yrun OonanapHUHT yecmupiap conu 1224 nadap, ycnupux
Vrun 6onanap — 766 nadap, yemupauk naBpugaru kusiap 1318 nadap, ycnupux
Ku3nap conu 729 wHadapunu Ttamkwi 31ad. CamapKaHJ MIAXPUHUHT TaJKUK
TUIIAETTaH Mydeprar €muaarn axoJMucHHUHr 2326 HadapuHu, Ypryr TymaHu
axonucuHuHr 1711 HadapuHu Tamkuia 3TAM. BAra T'yMOH KWIMHIaH XOJaTia
TAIXUC KWJIUIIHUHT yMyM KaOyJl KWIMHTaH Ja0opaTopusi Ba HHCTPYMEHTAI
ycnyOnapu  yTkaswiad. by Tamxuc ycnyOmapu Y3 uWyura  JIeUWKOIUTIIap
bopmynanapuHy XMCOOTAHUIIMHY Y3 UUHUra OJIraH YMyMHUH KOH TaXJIMJIHU, KYKpaK
Kaacu oOpraHjiapuHU PEHTIeH KWIHIL, S3JEKTpoKapAuorpadus, xamia Tallkud
Hadac paomusatu (THD) ypranuminu y3 naura oyaau.

UyKypramTupuiaraH UMMYHOJIOTMK TaJKUKOTIap BA Owian ofpuran Ba
coriom 237 Hadap YcMUpIap KOHTHHTEHTHIA MMMYyH Kypcatkumunapu (CD37,
CD4", CD8", CD16", CD19*, CD23", CD95", IgA, 1gM, IgG) Ba mutokus (IL-6 Ba
INF-y)mapHuHT KypcaTkudiapy XoiuaTu YpraHuijiq.

NnMuii  umpa MOJNEKYISP-TEHETUK TaAKUKOTIAp YYyH, H3JIAHUILIAP
naBoMuIa TaHmad oauHrad 12 émman 21 €mrava 6yiaran y30ek MuiiaTura MaHcyo
BA Ownan orpuran 204 6emopuunr JIHK namynacunan dovinananunau. Hazopar
TYPYXUHU MPAKTUK COFJIOM aJUIEPTUK, ayTOUMMYH Ba MH(GEKIIMOH — SLTUFIAHUII
KaCaJUIMKJIAPUHUHT KIMHUK KYPUHUIIUIApU MaBXyJ OYyJMaraH >KMHCH Ba €mura
Kypa Oemopiap OwmiaH TeHr OyiaraH Ba aTONUK XoJjartinap Oyindya upcui
KaccaJUuTukiaapu Oynmaran 56 Hadap maxc Talukui 3T/Iu.

BA Ounan orpuran 57 Hadap ycMmupiapja cTalMoHap JaBOJIAHUIN JaBpHUa
HOCTIeUM(UK HUMMYHOTepanusi VTKa3uwiau. Y V3 HWyura acocuil JaBoJaii
KOMITJIEKCH/Ia TIOJIMOKCHIOHUN Ba NMHUKJIO()EpOH BOCUTAIApU OWIIAaH JABOJIAIIHU
kKampab onrad. GINA naru xonatnapra kypa BA Ounan orpuran ycmupiap 6asuc
JaBOJaHUI cudaThaa KPOMOTJIUKAT HATPUMCH - 5 MI, aHTUTUCTaMHUH (3UPTEK),
NI'KC - ¢motukazon nponuHaT 50/100 €xu 6exnazon-3xo enrun Hadac 100/250,
OponxomuisaTop cudartuga KUCKA TabCUPIU [-arOHUCT KaOysd KWJIUINTaH.

11



[TpodunakTuk camapaJopiavK KIMHHUK KYpcaTKUWIapura Kypa UMMYHOMOYJISATOP
KypcH VTKa3WwiIranjaH KeiuH y30fu Owinan Oup HwiMk TaHapdycnaH CYHITHHA
0axoJIaHu.

Huccepranmss umuaa bA  TapkanraHiuruHu VpraHuil y4yH aHKeTa
ckpunuHru European respiratory society cypoBHOMacujaH (onganaHuIIH.
Maxcyc cypoBHOMa TagkukoTumigapra BAHUHT SMUIEMHOJIOTUK CKPUHUHTUHU
YTKa3UIll Y9yH TaCAUKJIAHTaH Ba TaBCUS STUJITaH.

VIIKaHWHT BEHTHIALMOH (YHKIMSACH THHY XONAT/AA, YT4aMIAPHH aBTOMATHK
kaiita wnoioBun “SPIROSIFT SP-5000" crupomerpuna Yprammwmim (Fukuda
DENSHI, Snonus). BpoHXOAWIANMOH TEKIIUPHUILIAD YMYyMKAOyJT KHJIMHTaH
yciyonap Owran yTkaswian. bpoaxuan obctpykiusauar Katumman ODBHuHAT
15% Ba yHmaH KYIIpoOK OIITaHuIa WKoOMiA 1e0 6axoraauk.

FceRIB Ba GSTnl renununar nomumopd BapuaHTH aHamusu Forward — 5° —
GTG GGG ACA ATT CCA GAA GA-3’ Reverse — 5°CCG AGC TGT CCA GGA
ATA AA-3’; FORWARD - 5°-GTA GTT TGC CCA AGG TCA AG-3’; Reverse
—5’-AGC CAC CTG AGG GGT AAG-3’ npaiimeprnapu épaamuaa [1J[PD-Taxmun
Ba amruupukatopaa JHK cuHTe3MHMHr mnonuMmepas 3aHXUp yCIyOu OuiaH
YTKa3WIran Ba KEHUHTH PECTPUKIIMOH (PparMeHTIIApHUHT 6%Iu MOoJuaKkpuiIaMul
renuna anektpodopes Epmamuna anukiaangu. HLA —  denotun cramgapt
MUKPOJIUMQOIMTOKCUK TecTu Epraamuna anumkiaanau (Terosaki P.I1.), Oy Tectna
Cankrt-lletepOypr rematosorus Ba KoH Kyhdum W THuuar HLA-anTH3apno0
naHeauaaH QoiiiaJaHuIIu.

Jlumbpouutaap Ba yJAPHUHT CYyONOMYyJSIUSCHHU  TEKUIUPUII  YIyH
nuddepenimon Ba aktuBanmon (CD3", CD4", CD8", CD16", CD19", CD23",
CD95") aHTUreHJApMHMHT MOHOKJIOHAI aHTUTaHAIapuAaH (oimamaHuIIy.
NMMyHOTTIOOYIMHIIADHUHT  3apA00Aard MHUKAOPH paadan UMMYyHoOIu(@ys3us
ycayou renna Manunbu O0yiinua anukiaanrad (Mancini et al.). INF-y Ba IL-6 aunr
KOH 3apaoOuaru napaxacunau anukjiamga UOA yayn «MDA- INF-T" - IL-6» tect
TH3UMHUAAH  (olijanaHwiran  Xojaja UMMyHOGEpPMEHT aHaiu3u  yciayou
kymnanunrad (3AO “Bekrop bect” Poccus 2009).

Hatmxanap EXCEL maketuaa uinianran y3 uuura CTaTUCTUK (DYHKIMsUIAP
TyllaMuian yprada apudmerux kukimatHu (M), ypra apudmernk Kuiimar
xatonapu (m), CTeroieHT Me30HH (t), xaronap TaxmuHu (p), [Tupcon koppensuus
ko3 duienT (r)HM OJIraH KypcaTruwiapra CTaTUCTUK MIUIOB Oepuiras.
T'eHeTHK TagKUKOTIApAa %°, Pvaue, RR—HHCOHIT xaBd, EF-stHONOrNK dpaxims
kypcatknuu Ba PF—tipeBeHTHB Ppakius kypcaTkuuiapu Xucoo1ad YuKapuiim.

JAucceprauussHuHr yuuHuM ©O0o00maa CamapkaHj BWIOATUHUHT UKKHU
xynyauna: Camapkanj maxpu (4 ta nuuel, 2 Ta Kojuiex) Ba Ypryt Tymanu (3 ta
KOJUIeK, 3 Ta junen) YecMupiap nonyisiuscuia BA KIMHUK KEUMIIMHUHT Y3ura
XOC XYCYCHUSTH Ba TapKaJITaHJIWTHHU AaHUKJIAIl Y4YyH JIMIEH Ba KOJUIEK
VKyBumiapu OwiaH YTKa3wiraH CYpoBHOMA HaTwxkamapu Eputud Oepuiras.
CypoBHOMa MabJIyMOT/Iapy TaXJIMJIUTA aCOCIAHTaH X0Jij1a CYHITH 12 ol maBomuaa
OOCTPYKIIMSI CHHAPOMU MaBxXKyj OViraH maxciap TypyXH MIaKJJIAaHTHPHIIH.
busnuHr MabaymoTiapra kypa OyHaal maxcmap conu 388 Hadap, Oy Oapua
cypanrannapHuar 9,6% nemakaup. bynma xumsmap 59,1% (229 wadap), yrun

12



oonanap — 40,9% (159 nadap)uu tamkun >tau. KypunuO typuOauku TagkuKOT
VYTKa3wiran xyayana kusnap opacuga BA yemwup Vrun Oonanapra HucOataH
KYNIpOK yuparaH. Xy[au InyHAal Oanorar €mmma O6emop YFuia OoJiajiap COHU
O0emop Kuznap coHugaH KaMm OynaraH. CamapkaHIHUHT Oy HWKKM XyJoyauja
TQAKUKOTJIap YTKa3uIlra YyJIapHUHT Oupuna (Ypryr TyMaHH) axod TaMaku
ETUIITUPUII OWIaH myrysutanuimu acoc Oynnu. Iy caGabiau BUNOSTHUHT Typiu
XyJylapuaa sioBYM yCMHUpJIapJa aCTMACUMOH CHMITOMIIAP y4pall YaCTOTACUHU
COJIMILITUPHUII MABIIyM KU3UKUII YUFOT/IN.

4037 nadap Vomupimm Enmmaru
IIAXCJIAD TeRILHPIIT aH

CamapkaH maxpiia AmoESH
Femupaap - 2326
{
L - Vrun Gonanap - 1209 - 1 Fpz Gomanap - 1117

. Anurnanras BA xacannap conm - 203 .

VpryT TyMaHHOa AI0BYH
YoMmupnap coHH - 1711
[

! -‘::’nm Gona.naﬁ COHH - 781- b -Ezz Sonanap cosH - 230 -
. AHMKETAHraH BA Kacammap coHH - 185 .

Vraynuit aHugnasrasH BA gacannap
conm - 388

1-pacMm. YeMupiuk émmaa TEKIMUPWITaAH MIAXCIAap TAKCUMJIAHUIITU

Ypryr TaMakd ETHINTUPUII TyMaHWAa YCMUp €EMard KOJUIEXK, JIMIEH
VkyBumnapunuar 1711 wadapu Vypracuma cypoBHOMA YTKA3WIAW. bBU3HHMHT
MabJIyMOTIapra kypa ymnap opacuaa bA Ounan orpuran ycmup 6onanap conn 185
Hadap, Oy Oapua Tekmupwiran ymymui 6onamap conununr 10,8 % HuU Tamkui
srau. CamapkaHj maxpuja cypoBHOMAara xajia0d KUJIWHTaH KoJUIeXIIapAa VKyBUYH
yemupiap conu 2326 HadapHH TAlIKWI 3TIU, OyHIa CYPOBHOMA HATHKAacHUra Kypa
actma Oenrwiapu 203 Hadap ycmupaa anukianau. by sca Gapua TekmmpuiraH
OoJsanap yMyMuil COHUHUHT 8,7% HU TaIIKWUI dTAU.

YMymaH, OM3 Kyiara KUpUTraH HaTwxanapra kypa CamapkaH] BUIIOSTHIA
BAHUHT yupamm KypcaTKuuu yeMup €naaru maxciap ypracuaa 9,6% Hu Talkul
KWwirad, OyHja KacaJUIMK YCMUPJIMK Ba OanoraT €muaard aén »KUHCUra MaHCyO
miaxciap/ia dpKak >KMHCHra MaHcyO maxciapra HucOaTtaH Oup KaH4ya IOKOpH
napaxkana Oynra.

TeKMUPUIITHUAT WKKUHYKM OOCKWYM (KJIMHHUK (YHKIIMOHAT W3JIaHUII)Ia
cynrru 12 o#f mumma cypoBHOManapja Kamuaa OUTTa aCTMACUMOH CHMIITOMWHU
OeNruiaHral ycMupiiap KOHTUHTCHTH XUCO0Ta OJIMHIH.

bAra rymoH KuwiMHraH Yycmup Ba OanoraT EmMIariiapHd TEKITHUPHII
naBomuga OXEJ[Huar wucOGatan HopMan kypcatknuu xamaa ODB,, TICB,
MOC;s, MOCsy, MOCy75, MOCys 75apHUHT TAaCcT KYpcaTKUWIapU aHUKJIAHIU, Oy
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XOJIaT VIKa BETWISAIMOH (DYHKIUSCHHUHT OOCTPYKTHMB OY3WIHIIIJIAPUTa MOC
KeJau.

Tamku Hadac GyHKUUSICUHU U3JIAaHUIIUAA OpOHXOUISATATOP
uHrajgsuuscuaan Qoigananrangadn 15 gakukagan keimH O®B; Ba ymka
BEHTWISILUOH (DaOMUATUHUHT OOIIKa KypcaTKuuiapu OONUIAHFUY KYpCaTKUYUJIaH
15% ra ycumm ky3atuinaau, 0y sca Tamku Hadac Bazudacu KYpcaTKUWIAPUHUHT
HOpMaJI Japakaraya siXIiujaaHuImra cabad oymaau.

busnuHr TagkukotTiapumus Hatmxkacuga TH® y3rapuilHUHT aHUKIAHTaHJIN-
Ty, OpOHXONMUTHK (caiOyTamMoit) TecT OmaH KypcaTuinranauru 243 ta ycmupaa BA
TAIIXUCUHN TacAWKJAITra WMKOH Oepau, Oy Oapua TEKIIMpWITaH YCMHUPIAp
YMYMHI COHUHHT 62,6% HU TaIKWI 3TaIu.

Kacammik KEYUMIIMHUHT KIMHUK XYCYCHUSITJIIApU CYpOBHOMAaJIap MabIyMOT-
Japura acocjlaHraH XOJijja YpraHulll XamMpoX XOJATJIapHUHT ydpall 4YaCTOTACUHU
tTacHU(Iamra UMKOH Oepau. BU3HMHT M3NMaHUILIaApAa TEKIIUpUITraH OemopIap-
HUHT 73,9% na BA xynpok eHrun xeuuin OusaH ugoaaaaHyBYd aJJIEPTUK PUHUT
Owiian Oupra keuuinu Ky3atwianu. bynna APaunr BA Ounan OupnaimiraH MIaKiu
TEeKIUpUITaH yeMupiaapHuar 88 Hadapuaa yupaau, 0y 44% Hu tamkui >tau. AP
Karopuaa BA Owian kacaysiaHraH YCMHUPJIApPHUHT KYIYWIMTHIA HOPECTIHPATOP
aJUIEprUK KacaJUIMKJIap KYpUHUIIWAA: aTonuK aepMmatut 16,6% ycmupiapaa,
aJuIepruk KOHIOKTUBHUT 53,7%, Ksunke mmmm/smak emu 14%pma yupaiau.
Tekmupuin yTkasuwiaran ycMupJianuHr 7,6% na o3uk oBkarra Ba 8,1% ma mopu
BOCUTAJIapUTa ajuIeprusici OOPJIUTY TabKUIaHIH.

Global initiative for asthma ramxuc wMe3oHmra kypa bBA Ttamxwuc
BepUPUKAIUACH KaCaUIMK OFUPJUK Japa)KaCUHW OeNruiaira HWMKOH Oep.iu.
Texkmmpuiran ycmupnapHunr 8,8% na eHrun nepcuctupioBun Ba 91,2% na
WHTEPMUTHUPJIOBUN KEUUIIIHN KYy3aTHIIIN.

[y Tapuka CamapkaHa BWIOSATHIA SILIOBYM YCMHUpPJAp MOMYJISAIUSCATA OUJL
maxciap opacuja OpoHXHajd acTMa TAapKAIMIIMHU aHUKJIAITra MMKOH OVIiau,
ACTMacCUMOH OeNTUJIAPUHHUHT y4ypall 4acTOTacu M3JIAHUII YTKa3WwiMO Iy Hapca
AHUKJIAHAWKA aKcapusT Yycmupiapaa bBA  WHTEpMETUPIOBYM KEUHWIIK Ba
KACAJUTMKHUHT KaM XoJjaTjiapa NMepCUCTUPIIOBYM KEUHINU aHuKIaHau. bA Owian
ofpuran OemopJyiap TEKIIUPWITaHJa yJIapJard MaBxXKyJ] aJJIEPTUK XOJaTIapHUHT
CTPYKTypacu VpraHwiiau, Xamaa BAHMHT Typiau OFUPJIMKIA OWJIaH KEUHINIHIA
(GyHKUHMOHAN KypcaTKU4jap V3rapulIMHUHT XYCYCUSATIApU VpraHuiaav, Oy
TAAKUKOTJIAP ACHOCUIA MYXUM WJIMHUM aMalivuii HaTHXKajlap Kyjara KHPUTUILIH.

JucepTanMsiHUHT TYPTHHYM 000uaa coriioM Ba BA OwiaH kacaiiaHraH
yeMupiiapia UMMMYH  TU3UM  KYPCATKUWIAPUHUHD  Y3rapuil XyCYCUSATIIApUHU
aHUKJIalll HaTKalapyu 0aéH KUJIMHTaH.

[IpakTHK COFJIOM YcMupNap HOmynsuusicd opacuia nepudepux kon CD3*
XyKalpanapuHUHT HucOmit kypcatkumum 45,5+0,5%, CDI19" xyxaitpanapu —
21,9+0,3%, T-numdborut xemmepnap CyONOMyISIUACUHUHT YpTada MHUKIOPU
24,4+0,3%, T-cympeccopmnap - 21,1+0,3%, Tabunit kwuiepnap 17,2+0,3%, acocuit
cuH¢ nmmyHornooyuanapu: IgA-186,7+13,35 mr%, IgM — 111,2+4,47 mr%, 1gG
-901,2603+67,18 Mr%Hu Tamkmwi KWIIu. JKpak Ba aéi )KUHCUTA MAHCYO COFJIOM
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yecMupiiap ~ MMMYH — CTaTyCH  KHECMM  YpraHWwiraHja  Kaujg — OTWIraH
KYPCaTKAUWIAPHUHT ypTaya KUAMaTUAA Y3rapullIap aHUKJIaHMA]IH.

T—xyxaiipa uMMyH OyfFyHH YpraHummujaa TEKIIUPWIraH Oemopiap
KOHTHHTeHTUAa yemup émmpary BA 6Gemopnapma CD3" mucOuii kypcatkuum
¥pTava KuitmMaTu nacaiuimm aHukiadras (36,8+0,5% nazopatna 45,5+0,5% Ounan
Takkocnaraaa, p<0,01). CD4" cy6nonmynsuuscu Hazopar rypyxuaa (p<0,01)
24,44+0,3% Owian comumtupranga 19,5+0,3% napaxkacu OunaH TaBcuIaHaIN.
CD8" wmukmopu xaM IIyHAa#, Hasopatdaa (p<0,01) 21,0£0,3% Ounan
comumrupranga 17,2+0,3% raua cesmapiu macasju. YcMupink naspuga NK —
XyXapanapura HucOaTaH OJMHIaH HaTkajgap Oy KYpPCATKUYHHUHT MacaluIInra
MOMUJUIMK TeHAeHIusAcuaan naionar o6epanu (16,0+0,3% Owunan conumTuprania
17,2+0,3%, nazoparna p<0,02).

Zg ’ B amanuii corsmomuiap B BA OunaH xacrajgaHrax
40
35
30
25
20
15
10

5

0

N
al
al

CD3+% CD4+% CD8+% CD16+% CD19+% CD23+% CD95+%

2-pacM. BA Oniian kaca/ulaHraH YcMHUpJIapa UMMYH TH3UM KypcaTru4japu

BA Ounan kacammanrad ycmwuprap 3apaoouaa IgA, [gM nmapHuHT Tapkubdbu
Ce3uJIapiid y3rapuiuiapra y4dpad, yjgap UMMYHOTJIOOYJIMHIAPHUHT CE3WJIapiH
nacaiumm Owian tabpudianaau. bA G6emoprapuga NMpakTUK COFJIOM YCMHUpJap
rypyxuga gespiau  ¢apk kKuiamaradH xohga IgG gapaxacu  Oup MyHua
KyTapunraniaurd  anukiaanaud. [llyHu TabKkuajgam  JIO3UMKH — TEKIIUPHUITaH
o6emopiapaa B — numdonutiap COHUMHT CE3WIapIu MaCaKIIU Ky3aTUII/IH.

W3nanuiiap HaTUXKacu IIyHU KypcaTaauku, bA OunaH oFpurad ycMmupiapaa
T Ba B — numdouuTiapy akTHBALMOH Mapkepnapu xucobmanran, CD23" -
XyKaiipanapu 6unan 6up karopaa CD95" - xyxkalipanapMHUHT HUCOMI MUKIOpH-
HUHT NacalMIly YPUH OJIIH.

BAnuHr €m nmaBpiapuaa UMMYH XoJiaTu OyFyHiapu (GaosusaTH XaKujarud
TacaBBYpJApHU KEHTAUTHPHUII MyXUM aMaliiii axamusitra sra, 0y WMMYHOKOD-
peKius YTKasuiga TEParneBTUK Ba NPO(IMIAKTHK >Kapa€HiIapyd TaKTUKACUHU
MyXOKama KWIHII UMKOHUHU Oepaau. BA Ounan orpuran ycmupiap Ba Oanorar
¢mmnarunap T-muM@ONUTIAPUHUAT YMYyMHUH MHKIOPUHU H(HOIATIOBYH CD3"-

XyKallpalapuHUHT Yyprada papaxacu 35,4+1,1% Ba 39,6+0,59% Hu Tamkui
Kunan. KypuHuO TypuOInKM KypCaTKMYHMHI HHCOATaH MACT JapakacH YCMUp
émmpary OeMopnapia Kailn oSTtuirad. B rypyxiapuna TUM(OLUTIAPHUHT
MMMYHOpETyISTOp cynmonynsnusacy taxaumuaa CD4" xyxkaiipanapu napaskacu-
HUHT Oup MyHYa (apku aHUKIaHraH, OUpoK Oanorar é&mmparu Oemopiap

15



rypyxuna CDS8" xyxaiipanapu papakacd HUCOATaH KyTapHITAHIMTH OMIIaH
axpamu6 Ttypcaga (11,2+0,6% Ounan comumtupranga 17,2+0,32%, p<0,02)
yMyMaH oOJITaHJa Ha3opaT KypcaTKuwiapu jgapaxacura etmaradn (21,14+0,3%
p<0,05). W3namum omu6 Gopumaérran ém rypyxiaapuga CD16" napaxacunu
COJIMIITUpPraHja Iy Hapca aHUKJIaHIuKu bBA OeMopiapyuHUHT Bosira eTraf
rypyxuja 0y KypcaTKH4 COFJIOM KHUIIMHUHT Aapa)kacuja Kojica, YeMup Emiiaru
Oemopriapaa ypraHuwia€Tran KypcaTKU4 Ha30paT Typyxura HUcOaTaH ce3WIapiu
mapakama macaWramymrd  OwraH - axpanm6  typamu  (17,2+0,3%  Owitan
comumtuprasga 13,6+1,1%, p<0,01), mrynnait xonar BA Ounan ofpuran Bosra
etraH Oemopnapaa xam ky3atwiaad (13,6£1,1% Ounan conumrtuprasia
16,0£0,39%, p<0,05). BA 6emop 3Ycmupnap rypyxu CDI19" xyxkaiipanapu
JapaXkacl HazopaT TypyXH OHJIaH COJMIITHUPraHAa ce3usapid MacalTaHIuru
kyzatunaan (18,4+0,30% Owran comumrupranga 21,9+0,3%, p<0,02) &mra
HucOaTaH Takkociam rypyxiaapuga CD19" Xyskaifpamapu Tapkubuga sKKoI
y3rapunuiap Ky3aTujiMaraH.

Texmupwiran maxciap HWMMYH TH3UMH TOpOQHIA  CHIDKUIUIAPUHU
MAaTOTEHETUK aXaMHUSATUHU aHUKJIAlNl Makcaauaa Oup ToMoHAaH bBA KIMHHK
naToreHeTuk ¢opmanapu Ba OOIIKa TOMOHJIAH KacaJUTMK Keuuil (azanapuHu
UMMYHUTET TapaMmeTpiapu OujaH OOFIMKJINIUA TaxXIWId YTKa3wiau. Texmupu-
JaéTral MaToJIOTHsl TYpJIM BapUaHTIApU UMMYHOACPUIIUTH Y3UTa XOC Y3rapwuii-
napHu HaMoEéH Kuiuau, 0y ApBA Ba HBAnma CD8" Ba CD95" - nmumdormtiap
nacairad Mukaopu Ounad upopamanau. Kacammmkau aBx onum (a3acu OwiiaH
AKKOJ Y3apo OOFNMUKIMKIAp, B-muMdouuTtiap akTUBaMOH MapKepH KypcaTruyuu
OIIMIIK TeHJACHIUsCHU (HOHMA 3ap100 UMMYHOTJIOOYIUHIAHUHT A Ba M cuH(na-
pH y3rapunuiapu ypuH ojau. by y3rapuimapHUHT TeCKapu XapakTepu (Kacajlluk
axx osmi naBpuaa IgM MuxgopuHuHT sKKoJ omwmimu Ba IQA kamaituium, Ba
teckapu pemuccus (azacuga IgM  kypcarrmumbunar 122,3+6,4mr% npan
92,3+5,1Mr% rauva kamariumum xamaa IgA 124,7+2 4mr% nan 141,5+£7,7mr% rada
OlIUINM), (UKpUMH3Ya TATOTEHETUK MEXaHU3MIIAPHUHT WYHAITUPUITAHIUTH
KacaJUTMK Keuuill XapakTepunu udonanaiian. BA matorenesuma Ky3aTwiiaérraH
TUCUMMYyHOTTOOymuHeMus:  Xamaa |gA  MOpOAYKIUSCHHUHT  CYHIUPHUIIHIIN
MabIyMOTJIApU AUIEPTHK KacauMKIap Oyinua UpCcUil MOWWIUIUK WIITHPOKU
ky3aTuiamokaa (137,5+7,9mr% kapim 161,548,7mr%, p<0,02). Kusukapiu dakr
o0ynu6 Oy rypyx Kacaiap/ia ajuileproJioruik aHaMHE3W OFupJialiMarad 6emopiiapra
nuc6aran CD8", CD16" Ba CD19" numdonutiap HOMyIsysacd MyXuM AepUIUTH
xucobmanau (p<0,05, p<0,01, p<0,05).

NUMMyH craryc uykyp Oy3wiIMIUIAp aHUKJIAHTaH YCMHUpAWK Emmpard BA
oemopiiap rypyxjapuaa, MMMYHUTET MUKIOPUM KYypcaTKUUJIapUHU KalTa THUKJIAII
Makcaauaa O0a3uc JaBoJlall KOMIUIEKCUTa HWMMYHOMOIYJISITOP BOCHUTAJIApUHU
KUPTU3UIITHU KYPUO YUKUIITHU Tanad dTaim.

JucepTauusiHUHTr OemuHYM 0oduaa Yyomup Emgarn  O6emopriap KOH
3appobunga pakoOatmomn uHTEppepoH-y Ba IL-6 IUTOKWHIAPUHUHT MaxCyld
JapakacH Ba MaTOTeHETUK MH()DOPMATUBIUTUHY aHUKJIAIT 0a€H KUJTUHTaH.
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Vemup émmga BA Gunan orpuran Gemopiapaa nepudepik KOH 3apaobuaa
IL-6 UMTOKMHUHMHT MUKIOpPH Hazopatiaa 8,6+3,6 nr/mn Oynranuga Oemopiap
rypyxuaa 24,0+3,8 rnr/mi1 rada ce3wiapiau gapaxania omras a4 (p<0,05).

B aMaJIvid COFJIOM B KA OuiaH XacTajJaHraHiuap yMyMuil Typyxu = ABA = HFA = ApFA

32,1

IL-6 mr/mn

3-pacm. BA 6mian kacauianran yemupaapaa IL-6 kypcaTruuinapu

Vpranunaérran matonorusaa IL—6 Maxcymu JapakacHHH KAaCaJIMKHHHT
KJIMHUK —IaTOT€HETUK IIAKJUIapy OMIaH OOFJIMKJIUTY YPraHuIl Yy4yH COJMIITHPMA
TaxJauil YTKa3Wwiau. Taxyimi HaTWKacuaa Iy Hapca AaHUKIAHAWKA bDAHUHT
HUcOaTaH MH(MEKIIMOH MEXaHU3MJIapU YCTYH XacTa ycMupiapaa nepudepux KoHaa
IL-6 maxcynu napa)kKaCMHUHI aH4ya IOKOPH KYpCATKU4M pyilxaTra OJIMHAaaud Ba
ypraua wMukaopu 37,9+1,3 nr/min HM TalIKWI KWIraH xojiga Oy TrypyxX
Ooemopiapuga OpoHXHWan JapaxT SUUIMFJIAHUII YYKYpPJIUTHHUA aKC OTTUPAJIU.
Kacannuk maroreHesuja HucOaTaH aJUIEPTUK MEXaHU3MIIAP YCTYBOPJUTH OWIIaH
oynran 6emopnapnaa, akcuHua [L—6 maxcynu mapaxacununr 32,1+1,1 nr/mn raya
TymuO KEeTUIM Ky3arwiagu. BAHMHT apanam KYpUHUIIM OWIaH OFpHUTaH
oemopnapga IL-6 wmaxcynum — gapakaCMHMHT — Ce3WjIapiid  MacaMIIUHUHT
AHUKJIAHUIIM KyJ1a XaM KU3UKIUP.

Taakukor onubd Oopumnaérran BA Oemopmap rypyxiapuaa wuHTepdepoH
XO0JIaTH TMapaMEeTpJIApUHU  TaxXJIWIWAa YcMupiap €muga HWMMYHOKOMIIETEHT
xyxatipanapu opkamu INF-y macT MHKIOpHM aHMKIAaHAM. YcMup émmpard BA
OeMopJIapuHUHT TepupepuKk KOH 3apAo0uja I[MTOKHH MUKIOPH Cce3uiapiv
7,940,5 nr/mia rava nacaiirad 6ynu6, Hazopataa 13,9+1,0 nr/mit Taimkuin KAaau.

Vprauunaérran maToNOrns KacaNIMKHUHT KITMHUK-TATOTEHETHK IAKIIapH/Ia
INF-y xocun OYIMIIUHUHT Y3ap0o OOFIUKIUTHY Ba MPOAYKIMSICUHU aHUKJIAIITHPHILL
y4yH OU3 COJIMIITHPMA TaXJIHI YTKa3IHK.

Crartuctuk Taxmun HaTwkacuma INF-y (4,9+0,2 nr/mn, p<0,01) xocun
OYIMIIMHUHT YTa MacT Aapa)kacll KaCAJUIMKHUHI aJJICPTUK KJIMHUK — MATOTETHK
makiau Owiran orpuran yemup Emmmaru BA Gemoprnapu rypyxuma pyiixarra
omuHM. Ycmupnap émupa BAHMHT apamam Ba MHGEKIHOH (opMaiapHaa
UMMYHOKOMIIETEHT Xykaupanap opkanu INF-y xocun Gymumum pesipnu Oup xu
nacT japaxkana OyimuO COFJIOM TypyX OWJlaH CONMINTUPTaHAa aHWK (PapKITaHHII
Ky3aTHJIIH.
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B amannii coriioM B BA OunaH xacTajgaHrasiap yMmymui rypyxu 8 AGA B HEA ® ApBA
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4-pacM. BA O0unan kacaianrad yemupaapaa INF-y kypcarruuiaapn

IL-6 Ba INF-y nmpoaykuusicuaa aHukJIaHran y3ura xoc tapaduapu bAHUHT
TypAM KIMHMK [ATOTeHEeTHK (opmanu Oemopiap Ba COFJIOM Ilaxclapnaa
SJUTUFJIAHUTT PEAKIUSACUHUHT HYHAITUPWITAHIIUTUIa KYyIIMM4Ya OOBEKTHB XOJaT
Oymu0 xwu3Mar Kuja ojagd, Oy sca Y3 HaBOatuaa Tepanus TaHJIaHUIIUIA
mupdepeHnran EMIOMMII Ba YHHUHI CamMapaJopJIMTUHU OUIMPHII WMKOHUHU
oepanu.

Pakobatgomr IL-6 Ba INF-y nutokunnapuu BA KIMHUK KeUulll XyCyCHSITIIapU
OwiaH OOFIMKJIMKHU aHMKJIAIl MaKCaauaa, Ma3Kyp KypcaTTUWIapHU KacaJUIHK
IUHAMHUKACUAa  TeKmupwigd, Oy Taxmmn bBA  aekx  omummaa  IL-6
NPOIYKUMACHHUHT SKKOJ OLIMIIMHYU Kypcatau. Maskyp napametp 31,3+1,4nr/mn
radua etud, pemuccusiga 21,82, 1nr/MiaHM Ba MNpakTUK COFJIOM Iaxciapja
8,6+3,6nr/mMiaHu Tamkun 3tau (p<0,05, p<0,01,). INF-y npoaykiusicu Kacayuiuk
keuuil (aszacura OOTIMK aHAIM3M Ma3Kyp HMTOKMH BA aBx onum gaBpuja
6,1+0,7nr/mMnraya  kamaummuaH — ganonar  Oepaau  (Ha3opar  Typyxuaa
13,9+1,0nr/mn, p<0,02), pemuiccus AaBpuaa 3ca Ma3Kyp Kypcarrud OuMpMyHYa
OLUTaH Ba INyHJAa XaM COFJIOM IIaxcjap Typyxu Kypcarruuiapura HucOaTaH
nactiuru cakjianau (p<0,05). AHuknaHraH y3apo UMUTOKUHIAp VYpTacuja Ba
KacaJUTMK (azacu OuiiaH OOFJMKJMKIIAD KACAIJIMK MaTOre€HEe3uJla UMMYH CTaTycC
Typiu OyFyHJIapy KaTHAIUIIUHA U(oaanaiam.

IL-6 Ba INF-y acocuii Bazudanapugan Oupru IMMYHOKOMITETCHT Xy Kaipasap
mupdepenunpoBkacuan  peryiasuugcuaup. llepudeprux konga IL-6 Ba INF-y
XOCHJI OYJIMIIM JapakKaCUHUHI MUMMYHOJOTHMK Oy3wiuiuiap OujiaH ajoKacu Ba
XapaKTepUHU aHUKIAMITAPHUIN Y9yH OW3 CONMINTHpMa Taxiamia yTka3nuk. IL-6
napaxacu Ba CD3" -xyxaiipanapu (r=-0,17; P<0,05), CD4" -xyxaiipanapu (r=-
0,15; P<0,05), CD8" -xyxaitpanapu (r=-0,25; P<0,05), MUKIOPHHHHT 33apo
MaHOuit 6up Gupura GornukmMry Ba IL—6 KOoH 3apmobuna aiinanysun CDI16" -
xyxkavipanapu (r=0,14; P<0,05) ypracunma y3apo mycObar OOFITaHHIN aHWKIAHIH.
Xynnu 1ty Baktaa BA O6unan orpuran yecmupnapaa IL-6 Ba CD19" -Xyxanpanapu
ypracumaru TYFpunaH Tyrpu koppensmusicu Ky3atunaau (r=0,20; P<0,05). bynna
IL—6 napaxxacu IgG Ounan cyct Hamo€H Oynran MaHuii koppensuus 6ynmuo, [IgA
Ba IgM Tapkubu OunaH WKOOUN KOppeIUISIUsIaIIaIu.

TaIKUKOT HaTWKaJapUHUHT KOPPEIALMOH TaX WU IIyHHA aHUKIaguku INF-y
MHUKJIOpPH KypcaTKuulapu Xyxkaiipa mmmynutetnHunr CD3(r=-0,19; P<0,05),
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CD4"(r=-0,15; P<0,05), CD8" (r=-0,17; P<0,05), CD16" (r=-0,14; P<0,05) 6apua
KYpCaTKUWIAPUHUHT YpTadya KuiiMaTu OuiaH MaH(pui KOppessusra KUpHILaIu.
INF-y TapkuOMHMHT MMMYHUTETHUHI TyMMoOpad OyFyHM KypcaTKU4jJapu OuJiaH
KOppeNALUs TaXJIMIU HATWKaZapH IIyHUCH aHUK Oynauku CD19'-xyxkaitpanapu
Ba IgA, IgMnapHuHr sKKOJ MaH(GUN KOPPEISIUMOH KapaMJIMIUTUHU aHUKJIA]IH.
bynna IgG xonuentpamus kypcatruun INF-y kypcatkuumn Ounan mwxoouit (r=34;
P<0,05) xoppensiusra KUpUIITaH.

IL-6 Ba INF-y xamma T Ba B-ummyHuTer OyfuHIApU aKTUBAIMOH
MapKkepiapu OWiiaH KOPPEISAIMOH OOFIUKINK MaBXYIJIUTUHU YPraHUO YHUKIWK,
oynma IL-6 xypcarkuunapu CD23" mukgopu 6uman mxobuit (r=0,39; P<0,02)
KOppersiusuialiaad Ba OWp BakTHUHT y3ujga OemopiapHunr IL-6 wmaxcymu
JTapakacu CD95" MUKIopr OwmnmaH  skkon Manpuid (r=-0,32; P<0,02)
Koppemsnuanammoraa. 1y 6uman 6upra INF-y xypcarrmam CD23" (r=-0,30;
P<0,05), CD95" (r=-0,10; P<0,05) wMmuxkmopu Kypcarruuu OumaH MaHpHii
KOppEISLUAIa YKAHIUTH aHUKIaH/IH.

AHUKJTaHTaH KYNruHa y3apo  OOFJMUKIMKIAD IIYHU  KYpcaTaiauKu,
MMMYHOKOMIIETEHT Xyxaipanap muxkaopu Ba IL — 6, INF-y nurokunmapu xocui
oYM ¥3apo GOFIMK, Xamaa daosantys xkapaéunapu (CD23") Ba snumuHanus
xapaéunapuauar  (CD95")  myBosanatu  Oysumagu. OnMHraH — HaTkKanap
IIYHUHTJEK TaJKUK KWIMHTaH HUTOKUHIAP BA (eHOTHNHK BapuaHTIapUra Xoc
UMMYH %aBo0 MIaKUTaHUIIWIAH AajJoaaT Oepau.

JlucepTanMsIHUHT OJTHHYM 000maa BA puBoxiIaHUIIMra MOMWILTUTH OOp
Vemupnapaa FceRIB Ba GSTxnl rennapuaa anieiuk BapuaHTIap aXaMUSTIUIUTH
YPTraHWIIH.

Cornom mraxcimap opacuaa FceRIB remn 109C/T nonumopduzmMunu
Vpanumiga my Hapca aHukiaaHavkud 109T-amnen wactoracu y30eK MUILIATH
nonysasiuusicn 1maxciaapuHuHr 46,8%, 109C-amnennunr - 53,2% HM TalIKuil
kuwiaau. BA 6emopnapu reHoturanumuaa 109T-annenu - xonarnapausar 58,6%
na, 109C amnmenu - xonatnapHudHr 41,4% na aHUKJIAHTaH (X2=3,59, p=0,058,
OR=1,24). FceRIp TreHMHAT TEHOTUIUIAPH TAKCUMIIAHHUIINA YaCTOTACHHU
ypranunga nonumopd wmapkepnu 109T/T renoturnimapu CoOFjoM Iaxciapiaa
xonatinapuaur 32,6% na, 109C/T rereporuzor renotunu 28,3% na, 109 C/C -
39,1% na anuknanrad. BA 6emopmapuna 109 T/T renotunu xonatiaapHuHr 45,4%
na, 109C/C renorunu -28% pa, 109C/T renorunu 26,6% (X2=1,84, p=0,17,
OR=0,4) aHuKIaHraH. YTKA3WITaH TaxJIHil auienap dacTotack Ba FceRIP rexn
109C/T TeHOTUIIapUHUHT MOJUMOP( BAPUAHTUHUHI TaKkCUMIaHUIM bBA
OeMOpIapUHUHT YMYMHH TYpyXd Ba COFJIOM Ha3opaT TypyXd OpacHaard aHWK
OynMaran papKHU aHUKJIAIH.

Kanpanma mnartosiorMk >kapaéH KIMHUK BapuaHTIapu Kapab, Oemopiap
ypracuna FceRIP reannn 109C/T renoTuniapuHuHT moauMopdu3Mu Ba ajuiesiap
ydpaliyd 4acToTacH yCTHUJa YTKAa3WiIraH TaxJIM HaTWXalapu KypcaTHO YTUITaH.
Kanpangan kypunu6 TtypuOmuku, FceRIf renmnum 109C/T reHoTHILIIApUHUHT
noyiMophU3MH  ajulejiap 4acTOTACH TaxJIMIWa Iy Hapca aHUKIaHTuku ABA
o6emopnapu rypyxiapunaa 109T - amnennu COFOM MmIaxciap TypyXJapujarura
(79,1%muu 46,7% Ownnan TakKocIaraHaa, X2=26, p=0,000, OR=3,12). I'eHoTumIap
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nonumophusmuan  ypranum ABA OGemopmapu rypyxuaa rennunr 109 T/T
TOMO3HUIOT BapHaHTH COFJIOM IIaxciiap Hazopart rypyxu (64,1% kapum 32,6% ra,
v’=11,45, p=0,0007, OR=3,68).

KaasaJ.
Coraom Ba BA 0emopaap rypyxjaapuaa FCeRIp renn moammoppuzmu
109C/T anses Ba reHOTHILIAPH YYPAIITUHUHT TAKCHMJIAHUIIH
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bynga ABA Gemopnap rypyxuga 109 C/C wyactoracu, COFJIOM IIaxcliiap
NOMYJISIIUACUTAa XOC paBullga ceswnapiau xapaxkana mnact (39,1% Ownan
comumrupranga 5,8%). bemopnapuunr Oy rypyxu FceRIB remmnn 109C/T
TeHOTUIIapU YacTOTaCu Ha3opar rypyxuaaH gespiu ¢apk kuimaiiaun. HBA Ba
ApBA Oemopnap rypyxyaard XyCyCUSITUTa OHWJ TaXJWIMHUHT YTKA3WIMILN
amnemnap yacrotacu Ba FceRIB renunn 109C/T nomumopd reHoTunuaa Corjiom
HIaxXCIapHUHT Ha3opaT TypyXd OWIaH COJIMIUTUPraHjga cesuwiapiud  Qapk
UYKJIUTUHA KYpCATAH.

BAHUHT pUBOKJIAaHUIIUAA )KUHCHU 3bTHOOpPra OJIraH XOJAaru OOFIMKIUTUHU
O0axonam wmakcamguna FceRIB remunmar ammennmap wacroracm Ba  109C/T
TEHOTUIUIAPUHUHT  TTOJIUMOP(PU3MUHHT TaKCUMJIAHUIIM TaxXJWIA  YTKA3WIIU:
FceRIB renn 109T amnennap ugacroracu ku3 Oonamapgaru BA (67,2%) Ounan
COJUIITUpPranaa yrun 6onanapaa 78,5% HM TalIKui 3TIM Ba Ha30paT rypyxXu YFUI
Gonanapgarura HucOAaTaH KYPCATKHUYH ce3mmapid okopu > (56,2%) (x*=5,2,
p=0,02, OR=4,71).

Kynnab owmnaBuii arperaiusi xonatiapu Ky3atuiraH BA cuHrapu kacajiuk
KJIMHUK KEUUII XYCYyCHUSTIapu OWJIaH F€HETUK MapKepJyiap MpoQuiv MyamMMOCHTra
ku3ukuin 30 dungan OyEH MaBxKy/l, IIyHTa KapaMmaid 0y Myammodsiap ¥3 eduMuan
y30KJ1a KOJIMOKJA. AJUIEPTrUK KacaJTUKIIap OYWnva HACIMi MOWMIUIUTH MaBXKY/l
oemopyiap KIMHUK Typyxuaa aHukjiaaHradn FCeRIf renmu mnomumopduzmura
XapaKTepJid TEeHOTUI XyCYCUATIApU aHanu3u YTKazwiau. OJWHraH HaThxKajgapra
aCOCaH HACIMi MOWWJUIMTY MaBXKyn mmaxciap opacuna 109T/T - 72,4%, renorun
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109C/T - 20,7% xonarnapaa, 109C/C renorurm 6emop:iap 3ca 6,9% Hu Talmkui
KAJIIU (X2=9,75, p=0,001, OR=1,27). bu3HUHr TEKIIMpHUILIApAA MYXUM
xycycusitnapaan oupu, FCeRIB renn 109C Ba 109T annen yactoTacHHUHT Ha30paT
TYpyXy Ba HaCJIMi MOMMJUIUTH MaBXKyn OemMopiap TypyXu YypTacujard ce3wiapiu
dapxnapu (y°=17,8, p=0,000, OR=4,21).

[lynnait KuamO, asIepruKk KacajuIMKiapra Haciauii MOWWJUIMTH MaBXKY[
oemopnap rypyxura 109T amrenu Ba BA rOKOpH accolMarusicu XapakTepJiu.
[Ilynu xam TabKUAJIALI JTO3UMKU HACIHI MOUUJUTUTH MaBXKyJ OeMopiap rypyxuia
109C/C romosuror Ba 109C/T rereposuror renoturuiapra nuc6atan 109T/T
TEHOTHITH Y4pall YaCTOTaCH IOKOPH.

FceRIB renn 109C/T nmomumopdusmuuunr T-numdonuriap Ba yIapHUHT
CyOomonysanusIcl  KypcaTruuiapu OwjlaH OOFJIMKIUTHHWHT TaXJIWIA IIIYHU
kypcataguky, reHotun 109T/T OGuman orpuran Oemopiap rypyxmma CD3*
MUKIOpUHUHT HucOuit kypcarkuunau C/C Ba C/T reHoturuiapu Oemop
TYPYXUHUHT KypcaTkuwiapura Takkociaranaa 34,7+0,41%raua mnacaiirannuru
Kaiin »tan (ukkanna xonataa xam p<0,05). 109T/T renorurm Gemopiapuna
HoaHUK (apkiaapHu kypcarran xonga CD4" Ba CDS8" abcomoT kypcaTkuunapu
xucobura HucbaraH mnacaiimm cypatd Kysatunad. CD16" xypcarkuumapu BA
Oowian orpuran ycmupnapaa FceRIB renu renotumiapu TaakukoT rypyxJjapu
opacuna aespiu (apkianmarad. [gG HUCOAaTMHMHT Yparaya FOKOPU Japa)kacu
109T/T renorunura sra 6emopiap rypyxuaa KaiJl KWIMHTaH. [gAHUHT SHT mact
kypcatkuun 109 C/C reHoTunura sra maxciap/iaH ce3wiapiu (papkiu paBuIaa,
109T/T renoTumuu maxciapia pyhxarra onvHrad. [gMHUHr macaiiumn cypaTu
109T/T renoturnu OGeMopiap rypyxuaa xam kKaiig stwirad. 109T/T reHoturuiu
maxcnapaa 109C/C, C/T renorumu (p<0,05; p<0,01) Oemopnap rypyxu Ouiian
comumrupranga CD23" Xa)MuHUr HHMCOATaH Ce3WIApIH YCUIIM KAl STHIIH,
nekun BA Oemopnapuna reHotumiap ypracupa CD95'-xyxkaitpanapuHUHT
cesmnapnu dapku Kaitn stuamanu. CD23" mapkepu mucbaran 109T/T Ba 109C/C
(p<0,05) TOMO3UTOT Fr€eHOTUILIAPU Opacuja ce3uapin (papk aHUKIaAH/IH.

['eHoTunnmapHuHr  QYHKIMOHAN Ky4CH3JaIllraH KOMOMHAIMSUIApUHA — Ba
YIApHHUAT MMMYH KypcaTKuujapu OujaH Y3apo OOFIMKINTUHUA YpraHull Ba
aHUKIam OVinya YTKa3wiaraH TaAKUKOTIApHUHT Oapyacd INyHAAH Janojar
Oepaauku aiepruk peakmusuiap aBx onumu yuyH FceRIP renumnuar nobom
OupJIallIMACUHUHT UMMYHUTET XyXalpa Ba rymMopan OyFyHJIapu KypcaTKUWiapu
OwtaH ¥3apo TabCcupu 3apyp Oyaau.

Cornom maxcnap ypracumaru GSTnl renu Ile105Val nonmumopduzmMuHuHT
TaxJIWIM JTaBOMHUa Iy Hapca aHukianauku, 105/1le - amnen gactotacu y30ek
MUJIIaTUTa MaHcyO maxciap nomyssuusicuaa 65%, 105/Val na — 35% Hu Tamkun
stau. BA 6emopnapunu reHorurnamaa 105/1le-annenu xonarnapuausar 79,1% na,
105/Val-amnenun xonataunr 20,9% na anukianrad. GSTnl reHUHUHT MOIUMOPd
MapKkep TEHOTHUIUIApU YacToTajlapy TaKCUMJIAHWIIMHM YpraHumiga reHotun lle-
105/105-1le cornom maxcaapaa 30%, rereposurot xonat 70%ma anukaanran, Val-
105/Val-105 sca pyiixatra onuamaran. BA 6emopiapaa Ile-105/1le-105-renotun
xonaTHuHT 60,4% ma, Val-105/Val-105 renotun -2,4%, lle-105/Val -renotumnapu
37,03% (x°=2,24, p=0,13).

21



GSTnl rennm nomuMopdu3Mu Xakujard MabIyMOTJIap IIYHJAH Janojiar
oepanuku, oup TomonaaH Ile/lle-105 reHoTMNUHUHT OOIIKAa TaMOHJIAH YHYAJIMK
IOKOpY Kypcarruura sra Oynmaran y30ek nomymsinuscuna BA Owian orpuran
o6emopnapuunr Ile105 amnenu Tammbd OPYBUAHIUTH CTATUCTUK MYXUM OYyJIMaraH
XZ Ba Pyque K¥pcarruunap xakuma ganonar oepagu. GSTnl renu Ile-105/Val-105
noJMMOpG3MUHN  YpaHUIl JaBOMUJa BAHUHr amepruk makiujaa HoOomn
11e10511e105 (62%) renotunuHuHT, Hazopataard (30%) my kabu TeHOTUIT OWJIaH
TAKKOCIATAH/[a Ce3MIApIH TYIUIAHAIK coaup Oymamm (x°=3,49, p=0,06). HBA Ba
ApBA rypyxu Oemopiapuna TE€HOTHN TaKCHUMJIAHUIIMHUHT XYCYCHSTIIApU
TaXJIWIA IIYHU KYPCATAUKH COFJIOM IIaxcliap Ha30opaT TypyXH OWIaH CONMIITHP-
ragna, GSTrnl renn momumopdu3MH amiemiap YacToTacH Ba TeHOTUIUIAPUAA
nesipnu GpapK HYKIUTUHA KypcaTau.

[lly acHoma ¥y30ek momyJsIUsACHIA KACAUTMKHUHT aJIEPTUK IMAKJIM OuiaH
[le105Ile renotun komOuHanusicu Hamo€H OYiayBun GSTnl renununr Ilel105/
Val-105 nonuMopGU3MHUHUHT y3Ura XOCIUTH KypCaTHIIIH.

KuncHu xucobra onran xonaa yrkaswirad GSTnl reHMHUHT mOaUMOpOU3MH
yctuaa onub 6opwiran uznanunuiap myHu kypcatauku, GSTnl renununr Ile105
- amnen vacrotacu Yrun Oonamapgaru BA  (65%) Ounan coiumTuprasHia
Ku3iapaard 0y kypcatkud 87% HU TalIKWII 3Taayd Ba Ha3opaT TYpyXHUJaH Xam
FOKOPHPOK dKaruruan kypearan (13%) (x°=3,216, p=0,073). ['eHoTHILIap KOMOH-
HallMsACH LIYHM KypcaTtaguku Oemop ku3 Oosanap rypyxuna GSTnl reHMHUHT
Ile1051le reHOTUTMHUHT TOMO3UTOT BapHaHTU YaCTOTACH HA30paT TYPYXHU COFJIOM
KUIIIAP KYPCaTKHYIapuaaH Oup MyH4a IoKopH (°=3,936, p=0,047).

T-num@ouuTaap Ba yJIapHUHT CyONOMyJALMICH Aapaxkajnapu gapku Oyitnua
u3MaHunuiapaa, yinapaudr ycemwupnapaaru bAma GSTnl remm Ile-105/Val-105
noJMMopdu3MH TeHOTUIIapura kapad ¢apku anukianay, I/I renorunnu 6onanap
rypyxuaa 6y FreHOTMIIHM caKJamaraH maxciap rypyxura aucbaran CD3", CD§’,
CD16" xypcaTkuunapuaunar 33,6+0,45%, 15,6+0,88% Ba 15,6+0,88% raua
nacaituiy aHukIaHrad. Texmmpuiran ¢apknap CD3" xaxmura Huc6atan Val-
105/Val-105, lle-105/Val -105 renorunu KypcaTKuwiapy OuaH TaKKOCIaraHaa
xamaa Val-105/Val-105 Ba Ile-105/Val-105 renotumumap Vypracuma (p<0,01,
p<0,02, p<0,05), CD4"-xyxaiipanapununar  Ile-105/Val-105  (p<0,02)
kypcaTkuuura Hucbaran, CD8'-xyxaiipa Val-105/Val-105 renorunu 6Gunas,
xamaa Val-105/Val-105 Ba Ile-105/Val-105 renotumiap ypracuaa (p<0,02 nkkana
xonat yuyH) Ba CD16" GSTxl renn nomumopdusmunuar Val-105/Val-105 sa Ile-
105/Val-105 renoturiapy OWJIaH COJNMINTHPraHIard XakKMUra HucOaTaH
aaukaangu. CD3" -xyxkaiipasapuHUHT aOCOMIOT KYpCATKMUIAPUHUHT Hacaitu®
ketuin xonatu BA Ile-105/Val-105 6emopnap rypyxumaa, CD4" kypcaTkuunapHusr
nacaiinim Val-105/Val-105 renotunumgarn OGeMopiap TypyxXuia Ky3aTHIJAH Ba
yJapja CTaTUCTHK (hapK aHUKJIAaHMA/]IH.

CD19"-xyxaiipanapu muknopu ¢apknapunu ypranumzaa Ile-105/Val-105 Ba
Val-105/Val-105 (p<0,02) reHoTHILIM TypyXJjap KypcaTKHuIapu opacuaa Oup
KaH4a (hapKJIaHMIIIap aHuKIaHau. BA Owmman kacamnadran romo3urot Ile-105/1le-
105 Ba rereposuror Ile-105/Val-105 renotunura osra Yyemupnapaa IgG

JapakKacUHHU Ce3WJIapiii OIITaHJIuTH pyiixarra omuHrad. I/l reHoTunu maBxyn
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oemopnapna IgA mapaxacm Val-105/Val-105 renotunm mapxya Oemopiapa
Kaparasjia keckuH kamamran (p<0,05). S'fpraHHJ]aéTraH reHoTuiiap ypracuna lgM
KOHLIEHTpaIUsCcHuIa MyXuM (hapK aHUKITaHMAaIH.

Val-105/Val-105 renotumm yemupnapaaru bAna CD23" abcomor Ba
Hucouii mgapaxacu Ile-105/1le-105, lle-105/Val-105 rypyxnapumarud KypcaTKuad-
napura Kaparasja axua rokopu. CD23" axtupanuon mapkepunuar Val-105/Val-
105 rexotunu OwiaH HucOM Ypraua Kuiimatu Oemopiapaaru Ile-105/Val-105
TeHOTUIAaH ce3wnapiu ¢apk Kwramu (p<0,05), Val-105/Val-105 renotunu Ounan
CD23" akTuBanMoH Mapkepd TApKMOMHMHI abCOMIOT ypTaya KuiiMaTH
[1e105/Vall05 renotunuuu Oemopriap TypyXuJaH Ce3WIapiu axpaiuld TypraH
Val-105/Val-105 unpusunnap rypyxuga CD23" muknopu 558,5+£32,3ra TeHr siu,
Oy aca GSTnl (p<0,05) renu Ile-105/1le-105 romozurot rypyxuaa 415,15+£26,3 ra
TaKKOCJaHraHja ce3wiapiau napaxkana okopu 3au. GSTnl renm Ile105/Vall05
nonuMopdusmra kapa6 CD95" tapku6u kamaiinmmu Ile-105/1le-105 renorunra sra
maxcnapaa anukiannadrad Ile105/Val 105 renoturum maxcnu OGemopiapra
HUCOaTaH.

GSTxnl renununr lle-105/Val-105 noauMopdHU3MHUHT KaCaJLTMKHUHT ¥3H Ba
BA Ounan xacaimiaHranjard UMMYH CTaTyC ypTacujia TOMWITaH accolralusiapu
IIYHJaH JajojiaT Oepanuku OmorpaHchopmarus (GpepMEeHTH TeHJapu KacauTHK
noTterenesusa bAra upcuil MOMWUIMKHUHT PUBOXKJIAHUIIUAA Ba UMMYH THU3UM
Oy3WINIUIAPHUHT MIAKUIAHUIINAA MyXUM POJIb YiHANIH.

MuceprauussHuHr erTuH4n 000maa FceRIB renmnunr 109T/T Ba GSTxnl
reauHuHT 1le-105/1le-105 “HoOom reHoTHIIIapy HU cakJIoBYM BbAnm YcMupiapaa
MOJIMOKCUIOHUHN Ba HMUKIOPEPOH UMMYHOMOAYJISTOPJIAPU KYJUTaHTaHAA OJIMHTaH
camMapaJopJIMK HaTWXanapu 0aéH dTHITaH.

[TonmoxkcuioHMit BOCUTACUHUHT BA OuiaH xacTtajgaHraH ycMupiap KOMILIEKC
JaBOJIAIll HAaTWKajdapura Kypa Oepuirad TepaneBTHK JaBOJIalll CXeMacuaa aitHuKca
CD3" Hucowmii MUKJIOPUHUHT OIIMINK Ky3ra Ttanuiangu (36,9+0,59% nan
44,2+0,7% raua, p<0,01). WNmmatunran paBonam ycynunaa T-nmumdonuriap
cyononynsiusacura Hucobuit CD4", CD8" xyxaiipanapu Mukjgopura HucOaras
ce3sunapiu OIIMIIM OunaH xapakrteprmaHamu. Xycycan CD4" 19,6+0,239% nan
27,6+0,3% raua, (p<0,01), CD8" xysxkaitpanapununr ymymuii conu (17,2+0,32%
nan 23,1+0,4% rauva p<0,01) cesunapau omau. B-nmudorurnap conn 18,4+0,20%
nan 21,6£0,9% raua ycau. CD95" tapkubu xam cesunapau omau (17,3£0,43%
nan 23,2+0,5% raua p<0,01). Kommiekc maBosjamra MOJMOKCUIOHUUHUHT
KAPUTWINIIKA Hadac ONHII WyUtapuaa MUKpoOra Kaplid Ba aHTHTOKCHUK XHUMOS
OMUJUIAPUHMHT SHT acocuitmapunan Ooupu Oynran (17,2+0,32% nan 23,1+0,4%
raua p<0,01) IgA KOHUEHTpaHUMSACUHUHT ce3unapau ommmu Ba IgM, IgG
JapakacH OIIMII TEHIACHITUACH Ky3aTHIIIH.

TaakukoT Makcaaura Spummuil yayH bA 6eMopiapuHUHT YCMUPIUK TaBpHIa
YyMyMHI  JaBoyamija WHTEPPEPOH CHUHTETUK WHAYKTOPU HUKIO(EPOHIaH
ol TaTaHUIITHUHT KJIMHUK UMMYHOJIOTHK CaMapaJopiiury 0axoaaH m.

[Muknodepornan QoiimanaHwiraHad CYHT UMMYH XOJIaTH KypcaTKA4JIapu-
HUHT SXITWIAHTAHIUTH Kaiia >Twiad. bA Owian oFpurad YCMUpPIIApHU KOMIUIEK
naBojamiga  Iukiaopeporaan  GolgadaHTaHIUTH CD3" (36,9£0,59%  nan
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41.740.4% rava) XyxalpamapuHUHT OOIIAHFUY KypcaTKU4YJapura HucOaTaH
OIITaHIMIU Kaiia >Tuiagu. MmMyHoperyastop mumdonuriap CD4" (19,6+0,3%
nan 24,2+0,3% raua) Ba CD8" xyxaiipanapu (17,2+0,32% nan 20,2+0,3% raua)
Xyxkaiipanapu omm6 6opau. CD95"  daonnuru T-Xyxaiipa MapKepiapuHU OIHO
fopyBur, CD23" B-nudouutnap MapkeplapuHM OIMO  IOpYBUM  (paon
JUOUUTIAPUHUHT OUPO3 OIITaHIUTH Oenrwianan. MMmyHornoOynuHiaap cuHdu
IgA, IgG Ba IgMnapuausr daosuianryBu TEHACHIUSACH Ky3aTUIIIH.

[ynnait kumu6 bAra wamuaran FceRIP rean 109T/T renoturum Ba GSTxnl
reauHuHT  [le-105/1le-105 reHOTHIIIM  YCcMUpIap WMMYHOMOIYJUIAIITHPYBYH
BOCHUTAJIap - MOJMOKCHIOHHI Ba HUKIOGEPOH OMIIaH KOMIUIEKC J1aBOJIAHUIIIAH
KeWHH KYyNTWHA KIMHUK (QYHKIIMOHAT KYpCaTKU4YIap Ba HMMYHOPEAKTHBIIUK
KYpPCATTUYJIAPUHHUHT SIXITUJIAHTAHINTH Ba KaCaUTMK PEMHUCCHUSCH OOIUTaHHIIN

Ky3aTHJIIN.
BA  npodunaktukacuHu Oaxonamr ~ MUMMYHOMOIYJISIP BOCHUTAJIAp
MOJIMOKCUJIOHUN Ba HHTEpPEepoH HHAYKTOpU - LukiIodepoH OunaH 12 o#

JTaBOMUJIA JTaBOJAHTaH OeMOpIapHU Ky3aTHIIl OPKAJIK amaira omupuwiad. KnuHuk
KypcaTKA4YwiIap MOHUTOPUHTHIAH KEWHH IIyHAall Xyjocara KeJlJIuKKd, arap 1
Huina 6a3uc reHOCEHCUOMIIM3AIIMOH Tepanusl ypraya KYpCaTKUWIApHUHT ce3Iapiu
y3rapuiiapura >puiimiMaran oynaca nukinodepoH OuiaH gaBosiaHraH Oemopliap
OOLUTaHFUY KYpCUATKUWIApW OWJIaH TaKKOCJIaHTaHja Oup Hia KacalIuK aBxK
OJIUIII YaCTOTACH Kamalraniauru Ky3atuiau. Lukinodepon OunaH naBojlaHraHaH
keinH bA aBx onumn vactoracu 1 mnga 6,9+0,4 mapragan 4,3+0,5 ra Tymranim-
TU Ky3aTUJIaiau.

[Tonmokcumonuii KaOyn KuiraH OeMopJiapHU TEKIIUPHUIN skapacHuia
KACAJUIMKHUHT PUBOKJIAHUIINA CE3WJIAPJIU Japaxkaja MacalraHiuru OeruiiaHIu.
[TonmokcuioHnii BocuTacu OWJIaH MMMYHOMOJYJISIp KaOysl KWJraH Oemopiiapja
WU MaBoMHZIa KacalUTMK Xypyxku 3-4 Maporaba Ky3aTwinu, Oy KypcaTrud
JaBOJIAlll KypCHUHHM VYTKA3WITYHUTa Kamap Oup #wmimma 7 wmaporaba (p<0,05)
KaCaJUIMK XYpy»XU Ky3atwirad >au. Kacamnapaa aBx OJIMII ypraya JaBOMUWIUTH
MOJIMOKCUJIOHUN  ONraH  OeMopiiap HMMYHOMOJYJSTOP  OJIMINJAH  OJIUH
XUCOOJaHTaH KypcaTruira HucOaTaH sIKKoJ GapK Ky3aTHIIIu.

Kacannuk Genrunapu (xapopaT, HHTOKCUKAIMS OeNruiapy, puHopes, uyTai,
dbusukan Wyn OunaH aHWKIIAHYBYM YIKAJIard Y3rapuiliap)HUHT JaBOMUIINIY Ba
a€HJIalTyBU KOMIUIEK JIaBOJIallla MOJUOKCHUIOHUN Ba MUKIO(PEpOH Kalys KuiaraH
oemopyiapga JOpH BOCUTAJApUHUHI KaOyJl KWJIMHTAHWTA Kajlap Ce3WIapiu
dbapkura sra >au. llonmnokcumonuit kabyn kuiaran BA Gemop Ycmupnapaa Oy
Kypununuiap yprada 2,21+1,12, 2,6+1,11, 3,81+1,20, 4,6+1,19, 3,18+1,25 kyH
JlaBOM OTraH, MUKIOGEPOH Kalysl KHIraHiapuiaH KeiuH Oy KypuHULUIap yprada
3,2+1,14, 3,4+1,16, 4,2+1,131, 7,84€2,22, 4,9+1,13 kyH naBoM 3TIU. Y CMHPJIUK
¢mmma OpoHxHWa acTMa OWJIaH xacTajaHranjap 0a3uc Tepanusicura IUKIoGpepoH
BA TMOJIMOKCHIOHMM HWMMYHOMOAYJIATOPJIAPUHU KYIIMII YIIKaJga IaTOJIOTUK
x)apaCHUHU O6apTapad STHIIHA TE3NAMTHPWIUIITUTA OO KEJJIH.

[y Ttapuka Kynara KHPUTWITAH HaTWXaJIap IIyHAAH JanojaT Oepaauku
MUKJIOGEpPOH Ba TMOJMHOKCHIOHWNA HMMYHOMOYJSTOpJapy OWiaH VTKa3uiraH

Hocnernuuk nmmyHorepanus kypciaapu FceRIB, GSTrlrennapuaunar 109C/T Ba
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[le-105/1le-105 renoturutapu Oynran Oemopiapuga KacajUIMK —aBX — OJIUII
yacToTacMHH 2-3 Gapobap macailTMpaqu. YTKa3uWIraH XucoOnapra Kaparasjaa
HNO3UTUB  KypcaTruujap  MNOJIMOKCHJIOHMM  BocUTacuaaH  (oiJanaHuiraH
Oemopiap/ia KYyNpoK ce3wiapiu HaThxka Oepau, Oy 3ca JAaBojall cxeManapura Iy
JIOpY BOCUTACUHU KUPUTULIHU TaK030 KUJIAIH.

VTKa3uaran uyKyp TamKMKOTIAp acHOCHAAa BA Ky OMMIIM MOJENH HILIab
yukmwiay. LyHn Tabkuamam kepakku, Oy HILIaHMa KypuO YMKWITaH TeHiIap
NaTOJOTUK ()EHOTUIIJIAPHUHT UMMYH >KaBOOHM JUCPETYJISIUSICH, KCEHOOHMOTUKIIAp
JETOKCUKALMSICK  Ba  PEHEenTop  MEXaHW3MIIAp  aJUIEPrUK  SJUIMFJIAHUII
KaJaJUlalMIIKAA Ba XycycaH DA puBOXIaHWMIIMIA MyXHM pPOJI YWHAUIUTAH
xKapaéHiapra ssHru4a Ha3p COJUINTa UMKOH Oep.iu.

bponxuan actMa TamIXucH BepeQUKAIUSICUTa WYHAITHPWITAH KIMHUK-
(yHKUIHOHAJT, UMMYHOJIOTUK Ba T€HETHK TAJKUKOTJIAp acocuia OM3 TOMOHIAH
TAlIXUC TAAOUPIAPUHUHT ANTOPUTMU HILIA0 YMKWIAM, YHra Kypa ajlIepruk
TeKIupUIAa 3 OOCKUWIN EHI0IIYB OaKapHIIMIIH JIO3UM.

1-06ocknyna cypoBHOMa YTKazuO, Oepwiran uHAuUBUAAAard BA TaxmuHu
XaKu/Ja XyJoca KWIMHTAHWJAH CYHI TaHJaHTaH IIaxciaap KOHTHMHIEHTH opacujia
OpOHXOJIWJIATALIMOH CHHAMa YTKa3UIl OpKald OpoHXHal OOCTPYKLHMs KalTHILN
TaAKUK STwiagu. VbkoOuit HaTwkanmapna Ou3 kentuprad Oockuuga BAHUHT
MaBXyJUIMTH TaxMUHU OWIaH YEKJIAHUIl MYMKHUH. Tamxuc TaaOupiIapuHUHT
UKKHHYM  OOCKMYMIAa UMMYH Oy3WIHIIMHUHT  XYXOKaTIM — Y3rapuiuiapu
aHUKJAHTaHWIa UMMYH TH3UMHUHHUHT XaM Xy»Kaiipa, Xam rymopain OyryHuaa Ba IL-
6, MH®-y xocun Oynum gapakaCMHU aHUKJIaHTaHuaa bA tamixucu ypHaTHIaau
Ba KaCaJUIMKHUHT NATOT€HETUK IIAKIIApU aHUKJIAHAIM. YUYUHYU OOCKUY TeCcTiapu
BA Tamxucu aHWKJIAHTAHWHM TACOWKIJIOBYM TE€HOTUIUIAPHU aHUKJamra épaam
oepanu.

VTKa3uaraH CKpMHHMHT, KIMHHK (YHKIMOHAN, MMMYHOJOTMK Ba TE€HETHK
u3NaHunuiap  yemupiapaa bA  mpodwunathka  TagOWpIapuHM  YTKA3HII
¢HIONIYBJIapUHU aHUKIAIl UMKOHUHH OepIu.

XVYJIOCA

1. Apun 30Haza UCTUKOMAT KWIYBYM YCMUp €LAaru maxciapaa «OpoHxua
acTMay KacaJUTUTM CTPYKTypacu Ba yupall yactotacu Oenruwnanau. Kain stuinran
naroiorua 9,6% TeKIMpWIraH ycMupiapaa pyvxarra OJMHIAWM Ba KacaJUIMK KHU3
Oonanapaa yrun Oonanapra HucOatad kKynpok yupanu. Kacammmk crpykrypacuia
WHTEPMUTHUPIIOBYHM Ba CHI'WJI IEPCUCTUPIIOBYHM IIAKIUIAPH KYTIPOK yUpaau

2. Apupn 30Hazna AMIOBYM ycMupaap opacuia bA KIMHUK KEUUIIMHUHT y3ura
XOCJIUTH aHUKJIaHAW, OyHAa YrKa OpOHXHAN AAPaxXTUHUHT 3apapiaHUIIM OOIIKa
OpraH Ba TYKHMAaJApHUHT aJUIEPTHK >Kapa€Hiapu OwiaH Ouprajimkia ydpari
YaCTOTACH FOKOPHWINTH KYpCcaTUIMOK/Ia, kymnanaH, 73,9% AP owunan, 53,7% AK
owmnan, 16,6% At/ 6unan Ba 14% KBuHke mmumm/smak eMu OmiIaH OHMprajmkiaa
yapaju.

3. Yemup émparm BA kacammap HOMyNsUMsAcH TEKIIMPHITAHAA, yiapia
MMMYH TH3MMHUHT CE3MNIApid Japakana HaMo&H Oymamurad Xyxkaiipa (CD37,

25



CD4", CD8", CD16%), rymopan (CD19" IgA, IgG, IgM) ummyHuTeT Ba
akTHBaIMoH Mapkepiap (CD23", CD95") kypcaTKkNUMHUHT AeQUIUTH aHUKIAHTH.
Vemup émnarn BA kacamnapa IMMyH MAKOMHHHHT ¥31ra X0C TOMOHJIApH 67110,
UMMYHOPEAKTUBINK Oy3WIHII YyKYPJIUTH KAYUK EIIJard rypyxjaa siKKoJl HaMOEH
oynau.

4. SJ’CMI/Ip émparn bA kacamiapaa MMMYH cHCTEMaa XysKaipaiapapo y3apo
Tabcupaa akkon yirapunuiap: Th2-xyxaiipamap TOMOHUAAH CEKpeTHpJIaHaJAUraH
Ba HMMMYHOIJIOOYJWHJIAp WILIA0 YHKWIIN Xamaa AaHTUTEJIOTeHe3 JKapaCHUHU
perymsusioBun |L-6 MaXCyTMHUHT WITOHYIN PABHIINIA OPTHUIIHN Ba OYHHHT aKCH
— Thl-xyxaiipanap perynsaropu INF-y uuTokuau kamaiumm coaup Oynamm.

5. Ilepudepuk xkougaru IL-6 Ba INF-y nurokuuzap MUKIOPH KacaJUIMKHUHT
TIATOreHETHK BAPUAHTH OMJIAH y3apo GOFIMKIMIM aHUKIAHAW. YcMup émmarn BA
aJUIEPTUK KIMHUK-TIATOTEHETHK BapuaHTHAa KOH 3apaobouna INF-y ummmad aukun
Japakacu KaMJIMTMHU KypcaTau. bA uH(peknnoH ¢opMacu OuiiaH XacTaJaHTaH
Yyemupiap nepudepux Konuaa |L-6 uinad yukumm opTau.

6. Y30ex STHOCHTa TErMIIIM YcMHpIapaa BA  amlepruk  IIaKIHHWHT
puBOXKIaHUIIM 0KopU XaBdh mapkepiapu amwien FCeRIB-109T Ba renotun FceRIp-
109T/T, mact xaBdp mapkepnapu FCeRIB-109C Ba FceRIB-109C/C xucobnananu.
V36ex nonymsmmsacnaa BA racmuit moitmmmik 6ynranma FceRIB-109T/T renotun
Ba FCeRIB-109T amnenHuHr OKOpU OOFIAHUIN Japa)kacl aHUKJIaHIH.

7. ¥36ex Munnatura MaHcy6 Kusnapaa BA puposxtannm xasdu GSTnl renn
noaumopd soxkycunuHr Ile-105 amnen Ba Ile-105/1le-105 renotunu Owian
acconparusacd anukiaangu. Ile-105 ammen Ba Ile-105/lle-105 renoTum ¥30ek
nonymsiuscuna bBA annepruk gopmacu puBOKIAHUIIUTA OJTUO KETaIu.

8. BA Owman kacamiaHraH ycMHpJap KOMIUIEKC JaBOCUTA IMKIO(PEpOH Ba
MOJIMOKCUJIOHUWHUHT KUPUTWIMIIKA WMMYHKOPPETHUPJIOBUM TabCUp KypcaTuo,
0a3uc Tepanus camMapagOpIUTHHUHT OpTUIIUTa OJub Kenau. MmmyHMomynsTop-
JApHUHT TPO(PHUIIAKTUK CaMapaJopJiurd TEKIMUPWITaHa, TOJTUOKCUIOHUIN OJraH
Ooemopiiap Typyxujia WKOOUN KypcaTKuwiapra 3puinwiay, 0y sca ycmupiap BA
KOMITJIEKC J1aBO Ba MPOQHUIAKTHKACH CXEMacura IOIMOKCUAOHUWHA KUPHUTHIII
aXaMUSATIHIITHHYA TacIAKTa IH.
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AHHOTALIUSI JOKTOPCKOM JUCCEPTALIUUA

AKTYaJIbHOCTh M BOCTPeOOBAHHOCTH TeMbI JuccepTanun. bpoHxuanbHas
actMa (bA) sBisercs ogHUM U3 HauOoJiee PaCHPOCTPAHEHHBIX U TAXKEIBIX
3a00JieBaHUM, KOTOpPHIM B MUpe cTpagaroT oT 3 1o 12% peTckoro HaceslaeHus
3eMHOro mapa. Jlojis TOAPOCTKOB, CTpajaroluX OpOHXUAJIBLHOM acTMOM,
COCTaBJISIET OJIHY TPETh BCEX JeTe ¢ ATUM 3abojeBaHueM. Bbicokue mudpbl
pacrpocTpaHeHHOCTH BA y moAapocTKOB, OCOOCHHOCTH TEuUeHHs 3a00JIeBaHMUs,
CBS3aHHBIC C BO3PACTHBIMU AaclieKTamMu (YHKIIMOHUPOBAHUS JHIOKPUHHOW U
UMMYHHOM CHCTEM TIOJPOCTKOB, OOYCIIOBIMBAIONINE TPYAHOCTH, KOTOPHIE
BO3HHUKAIOT B XOJI€¢ JMArHOCTUYECKOTO MpOIlecca, BBIIBUTAIOT HA MEPBBIM ILUIAH
HEOOXOJIMMOCTh TOUCKA MPUHIUNUAAIGHO HOBBIX TOJIXOJOB K JHATHOCTHKE W
JIEUEHHUIO JAaHHOT'O 3a00J1€BaHUS.

N3BeCTHO, YTO KIIOYEBOE 3HAYCHUE MMMYHHBIX MEXAHU3MOB B IMATOTEHE3E
MOJIABJISIFOIIETO OOJILIIMHCTBA cllydaeB BA siBnsieTcs peajbHBIM U HEOCHIOPHUMBIM
dakToM. B HacTosI11€€ BpeMs CYIIIECTBEHHBIN HHTEPEC UCCIE0BATENEH C MTO3UIIHIA
y4acThsi B TIaTOTE€HE3€ aJulepruveckux 3aboseBaHui, B yacTHocTu BA, Hapsay c
IL-4 u IL-13 BemwiBacT psag apyrux (IL-6, 1L-8, IL-10, IL-5, INF-0, u INF-y)
UMMYHOPETYJIATOPHBIX LINTOKUHOB.

HacnencrBenHas npenpacnoioKeHHOCTh UTPAET BAXKHYIO POJIb B Pa3BUTUU
ajuiepruyeckux 3abosneBanuil. B Hacrosiee BpeMs MOJIy4EHBI JaHHBIE O CBSI3HU C
OpOHXMaNbHOM AacCTMOW M acCCOIMMPOBAHHBIMM C JIaHHBIM 3a00JI€BaHUEM
pU3HaKamMu nojuMop@usma npumepHo 150 reHoB. 3HAUMMBIM MPETEHACHTOM Ha
POJIb OCHOBHOT'O T€HA MPEAPACIIONOKEHHOCTH K BA sBIsSIeTCS T€H, KOAUPYIOIIUN
B-uens BbicokoadduuHOrO penentopa IgE. BzaumopeiicTBue MOBBIIIEHHOTO
ypoBHs aHTUreH-cieuuduunoro IgE c¢ FCeRIP urpaer uenrpanbHyro poib B
MaTOTeHe3e auIepruvyeckoil  actMbl. (OCOOEHHO TPHUBJICKATEIBHBIM T'€HOM-
KaHIuaaToM BA Taxoke sIBJISICTCS OJIMH U3 TEHOB (PepMEHTOB OMOTpaHChOpMAaIIIH -
GSTnl, xomupyromuii ryTaTuoH S-TpaHcdepasy nl M IKCIPECCUPYIOIIHICS
MOYTH UCKJIFOUUTENBHO B JIETOYHOM TKaHU. DTOT I'€H PacroJioKeH B Jokyce 11q13,
JUIS KOTOPOT'O0 HEOJHOKPATHO MOKA3aHO CLUEIUICHHE ¢ aTOMUYECKUMU MPU3HAKAMU.
Hakormiennbie B nuTepaType JaHHBIE TOBOPSAT O CBSI3U MOJUMOpP(HU3Ma TEHOB
FceRI, GSTnl ¢ pasnuyHoii amieprudeckoil maToJoTueH.

C »2TuX TNO3UIMI HW3yYeHHE HWMMYHOJOTHUYECKUX W TEeHETHYECKUX
MEXaHM3MOB IaToreHe3a JaHHOTO 3a00JeBaHUs ISl TOCTPOCHUS PAIlMOHATBHBIX
Je4eOHO-TIPODMITAKTUYECKUX MEPOTIPUATUHN MOTIEPKUBAET aAKTYaIbHOCTh JJAHHOTO
JIMCCEPTAIIMOHHOTO UCCIIEIOBAHUS.

C mnepBbIX JHEH HE3aBUCHMOCTH B PECIYOJIMKE YCIEIIHO PeaTu3yroTCs
neneBble ['ocymapcTBEeHHbIE MPOTpaMMbl, HaIpaBleHHbIE Ha pedOpMUPOBAHUE
CUCTEMBI 37paBOOXpaHeHMs. B pesynbpTare 1eieHanpaBi€HHOIO OCYIECTBICHUS
MEJIUKO-OPraHU3allMOHHBIX ¥ HAYYHO-UCCIENOBATEIbCKUX  MEpPOIPUSATH,
HaIpaBJIeHHBIX Ha (PPEKTUBHYIO NUATHOCTHKY, MPOPWIAKTUKY M JiedeHHue BA
Cpeau TOAPOCTKOB, JOCTHUTHYTHI OIPEACICHHBIE YCHEXH B JIEYEHUH 3TOTO
3a0oieBaHusl B cTpaHe. TeM He MEHee, B HACTOsIIee BpeMs MPOoOIeMbl paHHEH

JIMarHOCTUKHU u pa3paboTKu 3¢ (HEKTUBHBIX porpaMm JedeOHo-
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npo(UIAKTUIECKIX MEPONPUATUI Cpear MOAPOCTKOB ¢ BA ocraioTcss ogHUM U3
BAKHBIX  BONPOCOB COBPEMEHHOIO  3/ApaBooxpaHeHusd. JlaHHas  Hay4HO-
uccienoBareNnbckas paboTa BBIIIOJIHEHA B paMKaX BBINOJHEHUS — 3ajad,
MTOCTABJICHHBIX [locranoBnennem Kabunera MunuctpoB PecnyOnuku
V36ekuctan «O IOMOJHUTENBHBIX MEpax MO YKPEIUICHUIO 3I0POBbsS JKCHIIHUH U
noApacTtaromiero mnokojieHus» oT 25.01.2002 r. 3a Ne32. B »3TOM 1mIaHe
HEOOXOAMMOCTb YIIIyOJICHHS TTOJIYYeHHBIX CBEJICHUN O COCTOSHUU KJIETOYHOTO U
TyMOPAJIBHOTO  3BE€HBEB  MMMYHMUTETAa CpPeOu  IMOAPOCTKOB,  BBIACHEHUE
MaTOTCHETUYECKOW MH(POPMATUBHOCTH MMMYHOTEHETHUYECKUX HCCICIOBAHUMN TPHU
BA sBRSIOTCS ONHUM W3 BaXHBIX KPUTEPUEB BOCTPEOOBAHHOCTH TEMBI
JIACCEPTALIAH.

CooTBeTcTBHE UCCIIE0OBAHUA NMPUOPUTETHBIM HANPABJIEHUSM Pa3BUTHS
HAYKH U TexHosorui Pecnyoauku Y30ekucran. Hacrosias paboTa BeIIOJHEHA
B COOTBETCTBUM C TMPUOPUTETHBIMU HAIPABICHUSMU pAa3BUTHUS HAyKU U
texHosorun Pecnyonuku Y36ekucran ['HTII-9.«Pa3paboTka HOBBIX TEXHOJIOTUM
PO UIaKTUKY, JUATHOCTUKH, JICUCHUS I peadMIUTAIIMKN 3200JIEBAHUM YEJIOBEKay.

0030p MeKTYHAPOAHBIX HAYYHBIX HCCJIEAOBAHUI 1O TeMe QMCCePTALUMN.
HayuHo-uccnenoBarensckue pabOThI, HANIPABJICHHBIE HA COXpPAaHEHUE 3JI0POBbS U
npoQUIIaKTUKY  Pa3BUTHS  ajUIeprUYecKux OOJie3He W, B  YaCTHOCTH,
OpOHXHMAJILHOM aCTMBI Cpeu JETeW M MOJPOCTKOB OCTAIOTCS aKTyaJbHBIMH JIJIS
J1000i1 CTpaHbl, MOCKOJBKY M0 AaHHBIM nporpaMmbl BO3 "International Study of
Asthma and Allergy in Children" Bo MHOrmx crtpaHax Mmupa Jecaras 4acTb
JIETCKOTO HACEJICHUS CTpajiaeT OpOHXHATBHON acTMOM, MpH 3TOM 3a nocieanue 20
JIET B MPOMBIIIJIEHHO Pa3BUTHIX CTPaHAX PACIPOCTPAHEHHE 3TOTO 3a00JEBAHUS Y
JeTeid U TOJAPOCTKOB BO3pocio Oojiee ueM B 3 pasa. CrenoBaTesibHO, OOJBIIOE
BHUMAaHHE Ha COBEPIICHCTBOBAHME JIEYEHUS U MNPOPUIAKTUKH OpOHXHATBHON
aCTMBI Y TIOJIPOCTKOB ynensercs co cropoHbl BO3, 3apyOekKHBIX Hay4YHBIX
IIEHTPOB 1 BBICIIUX yYCOHBIN 3aBE/ICHHIMA.

N3ydeHnto IMMYHOJIOTHIECKHX OCOOCHHOCTEH OpOHXHMAIbLHON acTMBI, Kak B
Halled cTpaHe, Tak M 3a pyOeKOM TMOCBAIIEHO OOJIbIIOE KOJUYECTBO
HCCIIEIOBAHUM, KOTOpPBIE HE OCTAaBISIIOT COMHEHHUS, YTO HWMEHHO HWMMYHHAas
CUCTEMA UIPaeT KJIKYEBYIO POJIb KaK B Pa3BUTHH, TaK U B MOJJAEPKAaHUU JAHHOU
natosiornd. Pa3paboTka KOHIIEIIMM HMMMYHOIIMTOKMHOBONW CETH - CHCTEMBI
T'YMOpPAJIbHBIX MTOCPEAHUKOB MEKY UMMYHOKOMIIETEHTHBIMA U UHBIMH KJIETKaMHU,
BOBJICUCHHBIMM B  HMMMYHHBIE  pEaklUu TpH  OpPOHXHAIBHOM  acTMme,
OCYILECTBIISIIOIIMMH  IOCIE0BATEIbHYI0 CMEHY JTallOB WMMYHOJOTHYECKOTO
OTBETa, KooIepanu Mexay ¢akTopamMu HecnelnuUUecko 3aluThl U
UMMYHUTETA, pEaKkUMd paHHeW U TMo3aHeNH Qa3bl BOCHAJEHUs, a TaKkKe
MEPEKIIFOYEHNE KIIACCOB CUHTE3UPYEMBIX AHTUTEN - MPOJOJHKAET MOATBEPKAATHCS
MHOTOYHCIICHHBIMU HCCIIEAOBAHUSIMU. Posb HACJIEICTBEHHOM
MIPEAPACIONIOKEHHOCTH B Pa3BUTHH OPOHXUATBHOM aCTMBI Y JIETE€H U TOJIPOCTKOB
oOIIeu3BeCTHA W, CETOMHS, OJjarojaps ycrexam MOJICKYJISIPHOM TEeHETUKH W
Pa3BUTHIO UAECOJIOTMU MO3UIIMOHHOTO M KaHIUJIATHOTO KapTUPOBAHUSI, MOSIBUIACH
BO3MOYKHOCTh PEIIEHUSI 3TOM MPOOJIEMBbI B TEPMUHAX XPOMOCOMHOM JIOKQTU3AITUU
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U ONHCAHHUA MOAMMOPPU3Ma KOHKPETHBIX T€HOB, OTBETCTBEHHBIX 32
(opMHUpOBaHKE IPEIPACTIONOKEHHOCTH K OPOHXUAIBHON acTMe.

Crenenb u3ydeHHOCTH mpoduaembl. HecMoTps Ha OrpomMHOE BHUMAaHHE,
yaensiemoe mnpodbimeme bBA, wmepbl 3(Q(eKTHUBHON TUArHOCTHKH, JEUYEHUS U
npo(UIaKTUKA JaHHOM IIATOJOTMU B IOJPOCTKOBOM BO3pacTe pa3zpaboTaHbl
HepocTtaToyHo.  He  u3yyeHBl B JIOCTaTOYHOM  Mepe  OCOOEHHOCTHU
pPacpoOCTPaHEHHOCTH W KIMHUYECKOrOo TedeHUs: BA y MOJOPOCTKOB, a TaKxke
JTMArHOCTHMYECKHE BO3MOXKHOCTH HCCIEOBAHUS BEHTWISLMOHHOW (QyHKUIUU
JIETKUX C MPOBEICHUEM Pa3IMYHBIX TECTOB. BecbMa MpOTUBOPEUMBBI UMEIOIIUECS
JaHHbIE 00 M3MEHEHUSX HMMYHHOI'O CTaTyca M AaKTHUBAIMOHHBIX MapKepoB,
BOBJICUCHHBIX B aJUIEpruyeckoe Bocnanenne npu bA y noapoctkos. He yrouneHsl
JIUarHocTuyeckoe u auddepeHranbHO-TMarHOCTHYECKOE 3HAUCHUE OTPE/ICIICHHUS
ypoBHSI IHUTOKWHOB, a UMeHHO |L-6, INF-y, ux perynstopHoro neicTBusi Ha
UMMYHOKOMIIETEHTHBIE KJIETKH, y4acTBYIOIIHE B UMMYHHOM oTBeTe npu BA. B
OTEYECTBEHHBIX padoTax He mpoBojmiock uccienoBanue reHoB FeeRIP, GSTnl,
OINPEAEISIIOIMX CTPYKTYPY HACIIEACTBEHHOM IIPENPACIIOIOKEHHOCTH K BA.

Bce 31O sBnsieTCs OCHOBaHMEM [UJIsl MPOBEACHUS PabOThI, MOCBSILEHHOU
UCCIIEJOBaHUIO OCHOB (popmMupoBanHusi bBA B moapocTkoBoM Bo3pacTe, oTpaboTKe
3(p(EeKTUBHBIX MPOTrpaMM paHHEW JUArHOCTHKH, JICYEHHS M NpO(UIAKTUKU
OpOHXHMANbHOM AaCTMbI, YTO M ONpEAENAeT AaKTyaJbHOCTh M MPHOPUTETHOCTD
MOCTABJICHHOW MTPOOJIEMBI.

CBsi3p  JAMCCEPTALMOHHOIO HMCCJICAOBAHUS € IUIAHOM  HAYYHO-
HCCJIeI0BATEILCKUX PAa00T OTpaXKeHa B CIEAYIOLIEM ITPOEKTE!

rOCy/IapCTBEHHBI Hay4yHO-TexHuueckuid mpoekt ITD - 1109-11.3-0-13801
«Pa3paboTka HOBBIX TEXHOJIOTUN JUArHOCTUKH, U depeHurnpoBaH-HON Tepanuu,
NPOPHIAKTUKA U UMMYHOPEAOMIUTALIMA HACTEACTBEHHO - 00YCIOBICHHBIX (OpM
OpOHXHMAJILHON aCTMBI B MOJPOCTKOBOM Bo3pacte» (2009-2011 rr.).

Henp wuccieq0BaHUsA H3YyYUTh HWMMYHOJIOTMYECKHE M TIE€HETHYECKHE
MEXaHMU3MBI NaToreHe3a bA y moapocTkoB u copMUpPOBATH HA 3TOH OCHOBE ILJIaH
palMoHaNbHBIX JUATHOCTHMUYECKUX M JIeUeOHO-PO(UIAKTUUECKUX MEPONpPUITHIA
MPU JAHHOM IMATOJIOTHH.

Jis  nocTwkeHus 1end  paboThl  MOCTaBJIEHbl  CICAYIOLIUE  3aJAadM
HCCJIeI0BAHMA:

YCTAaHOBUTh OCOOCHHOCTH KJIMHUYECKOTO TeueHus bA B mnonynsauuu
MOJIPOCTKOB, TPOKUBAIOMIMX Ha Tepputopun CamapkaHACKoi 001acTH, HA paHHUX
ATamnax MnaTroJorH4eckoro npouecca B OpoHX0JEroyHOM cUCcTEME.

U3YYUTh OCOOEHHOCTH COCTOSIHUSI KJIETOYHOTO M TYMOPJIbHOIO 3BEHHEB
UMMYHUTETA, a TaKKe AaKTUBALIMOHHBIX MapkepoB npu BA B MOAPOCTKOBOM
BO3pacTe MyTEM omnpeesieHrs UMMyHO(peHOoTHUIa TuM(OUUTOB B iepudepruyeckoin
KpPOBHU.

VU3YYUTh  YPOBEHb  NPOAYKUWHM  HMMYHOPETYJISTOPHBIX  IIUTOKMHOB
UHTepJeiikuHa-6 u uHTepdepoHa-y M YCTAaHOBUTh HX [ATOTEHETHYECKYIO
uH(GOPMATUBHOCTH NPU BA cpeau uI HoJpOCTKOBOTO BO3pacTa.

YCTaHOBUTh OCOOEHHOCTU pacCHpeleeHUs YacToT ajjlesied W TeHOTUIIOB

nosimMopHbIX BapuaHToB TeHOB FCeRIP m GSTnl B momynsimuu wi y306€KCKo
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HallMOHAJIBHOCTH, CTpajarommx bBA, B CpaBHeHHMM CO 3I0pPOBOMl YaCThIO

MOMYJISILIUH.
U3YYUTh KJIMHUKO-UMMYHOJIOTHYECKUE aCIEeKThI 3¢ (HEKTUBHOCTH
UMMYHOMOTYJIUPYIOIIEH Tepanuu C UCIIOJIb30BaHUEM npenapaToB

MOJIMOKCUJIOHUH U IIUKIO(PEPOH y 00IbHBIX BA B MOAPOCTKOBOM BO3pacTe.

HA  OCHOBE  IMPOBEACHHBIX  HCCIENOBAaHUWA  pa3zpaboTaTh  MOJEIb
MHOTO(AKTOPHOTO  (OpMUpPOBaHUS OpPOHXMALHOM acTMbl M BbIPaOOTaTh
ONITUMAJIBHBIN AJITOPUTM TUATrHOCTHKH, JICUCHUS, TPOQPIIAKTUKA Y TIOJIPOCTKOB C
JAHHBIM MaTOJOTMYECKUM COCTOSTHUEM.

O0bexTomM mccaegopanus sBiMch 4094 moapocTka, MPOKMUBAKOUIMX B
Camapkanackom BustosaTe PecryOnuku ¥Y30ekucTaH.

IIpeamer wmcciaegoBaHusi - BEHO3HAs KpPOBb M CBIBOPOTKA IS
KOJIMYECTBEHHOIO  OMNpPEAEJICHUS OCHOBHBIX IIOKa3aTelled HMMMYHHOTO U
[IUTOKMHOBOTO CTaTyca, IPOBEICHUS T€HOTUITUPOBAHUS TTOJIUMOP(PHBIX BAPUAHTOB
r€HOB-KAHAWIATOB, ONPEIEIAIONIMX HACIEACTBEHHYIO IMOJBEPKEHHOCTh K BA, a
TaKXKe KIMHUKO-UMMYHOJOTHYecKass 3(P(GEeKTUBHOCTh NMPUMEHEHHUS MpenapaTroB
UKJIO(EPOH U MOTHUOKCUIOHUN y OOTBHBIX.

Mertoabl  uMccieqoBaHWsi.  bBbulM  MCHONB30BaHBI ~ CKPUHUHTOBBHIE,
OOIIEKIIMHUYECKUE, (PYHKIMOHAIbHBIC, HWMMYHOJIOTHYECKHUE, TEHETUYECKUE W
CTaTUCTUYECKUE METO/IbI UCCIIEIOBAHHUS.

Hayuynasi HOBH3HA JMCCEPTAllMOHHOTO MCCIEIOBAHUSA 3aKIOYaeTcs B
CJIEIYIOLIEM:

NPEMJIOKEHO BHEJIpPEeHUE B paldOTy Bpayeil MOAPOCTKOBBIX JIUCIIAHCEPOB
YPOBHEBOI0 MOAXOAA TECTUPOBAHMS, IMO3BOJSIOIIETO0 CYIIECTBEHHO IOBBICUTH
BBIABIISIEMOCT BA B MOAPOCTKOBOM BO3pacTe M ONTUMHU3UPOBATH Jie4eOHO-
npoUIAKTUYECKUE MEPOTIPUITHS B TPYIIaxX pUCKa,;

BIIEPBBIC OMpPEJEICHBl CBOCOOpPA3HBIC XAPAKTEPUCTUKU KOJIMUYECTBEHHBIX
napamMeTpoB MMMYHHOTO CTaTyca B KOHTHMHTEHTE OOJIbHBIX BA TOIPOCTKOBOTO
BO3pacTa W MPEJI0KEHbl COOTBETCTBEHHBIE HOPMATUBHBIE U PEKOMEHIATEIIbHBIC
JOKYMEHTBI JIJI51 3[I0POBOM YaCTH MOMYJISILIMYU MOJIPOCTKOB;

BIIEPBbIE TMPEACTABICHA KOMIUJIEKCHAsI OIIEHKAa IHUTOKUHOBOTO MPOuUs
CBIBOPOTKU KpoBU Ipu BA y noapocTkoB. YcTaHOBIEHB 0COOEHHOCTH NMPOTyKIIUU
UMMYHOPETYJIATOpHBIX HUTOKMHOB IL-6 m INF-y m ux maroreneruueckas u
peryisTopHas HHQOPMATUBHOCTh ITpU BA cpeau Ui NoAPOCTKOBOTO BO3pacTa,

BIIEPBbIE TMPOBEJICH aHAJIM3 PACHpEACNICHUs YacTOT aylieledl U TeHOTUIOB
nonumopdHoro Bapuanta reHa FCeRIP wm rema GSTnl cpenu OOMBHBIX €
pa3IMYHBIMM  (PEHOTUNMYECKUMHU BapuaHTaMu bBA © 310pOBBIX HWHIWBUIOB
y30€KCKOM HAIIMOHAJIBHOCTH, B pE3yJibTaTe KOTOPOTO BBISABICHBI MapKephbl
MOBBIIIIEHHOTO pPHUCKA WM, HAMpPOTUB, PE3UCTEHTHOCTH K pa3BuUTHIO BA 'y
MOJIPOCTKOB y30€KCKOM STHUYECKON MPUHAITICKHOCTH;

pa3pabOTaHbl  aITOPUTMBI  TMOATATHOM  JUATHOCTUKH, JICUCHHS U
npodmiaktukny BA B MOAPOCTKOBOM BO3pacTe C TOYKH 3PEHHUS PACKPBITHIX
BOKHEUIITUX MOMEHTOB IIaTOT€HE3a 3a00JIeBaHUS, TO3BOJISIIOIINE BBICTPOUTH
pallMOHANIBHYIO TOCJIEI0BATENBHOCTh JUArHOCTUYECKOTO MTOUCKA, HAITPABIEHHOTO
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Ha BEpUQPHKAIMIO TUATHO3a U LeJIeco00pa3HOro MOCTPOCHUs MPOPUIaKTHIECKUX
MEPOIIPHUITHM.

IIpakTHyeckue pe3yabTaThl UCCIEAOBAHUS 3aKIIOYAIOTCS B CIEAYIOMIEM:

OpU JUATHOCTHKE OpOHXMAIBHOW acTMbl Yy TMOJPOCTKOB IIeJiecO00pa3Ho
UCIIOJIb30BaTh pa3pabOTaHHBIA aJIFOPUTM, MPEANOoNIaralouil 3-X ypOBHEBBIN
MOAXOJ K TPOIecCy JMArHOCTUKM, BKIIOYAIOMIMK B ce0s UCHOJIb30BaHUE
COBPEMEHHBIX AHKETHBIX ONPOCHUKOB W TECTOB, HAIPABICHHBIX HA BBHISBICHUE
CHUHJIpOMA oOpaTtumoit OpOHXUaTbHOU o0CTpyKIIWH, yrayOneHHOoe
UMMYHOJIOTHYECKOE  OOCJEIOBaHWE C OIEHKOW TPOAYKIIMU  BaKHEUIIINX
MMMYHOILIUTOKUHOB M HCCIEIOBAaHUE T'€HETUYECKUX MApPKEPOB MOBBIIICHHOTO
pHUCKa pa3BUTHS aCTMBI;

MOJIYYCHHBIC WMMYHOJIOTUYECKHE JTaHHBIC: COMPSDKCHHBIH WUMMYHOACHUITAT
KJIETOYHOTO U TYMOPaJIbHOTO 3BE€HAa y MOJPOCTKOB C OpPOHXMAJIBHON acTMOM -
HEO0OXOJMMO YUUTHIBATH NIPHU pa3pabOTKe JIeYCOHO-TTPOPMIAKTUHIECKUX MPOTPaMM
C LIETbI0 HA3HAUYCHUS] UMMYHOMOIYJIMPYIOIIUX MPEnapaToB B KOMILIEKC 0a3uCHOMN
Tepanuu OpOHXHAILHON aCTMBI;

B KA4yeCTBE JIOMOJHUTEIBHBIX JU(PPEpeHIIMAIbHO — JIUAarHOCTHYECKUX
KPUTEPHUEB KIMHUKO-TIATOT€HETUYECKOTO XapaKTepa 3a00JIeBaHMsl Y MOJPOCTKOB C
OpOHXHMAJIbHOM acTMOM BO3MOKHO HCIIOJIb30BAaHUE IIOKa3aTeNe cojaepKaHus
uUTOKUHOB [L-6, UDH-y B CHIBOPOTKE KPOBHY;

MOJIyYCHHBIE PE3YJIbTaThl TE€HETUYECKOTO TECTHPOBAHUSA, NIPH KOTOPOM
BBISIBJIEHBI MapKepbl MOBBIIMIEHHOIO pUCKa pa3BUTHS BA (reHeTMuecKuil Mapkep
HLA-B40, rerorun FCeRIB-109T/T u ammens FCeRIB-109T, renotun GSTrl-lle-
105/lle-105 u amnens GSTml-1le-105) cnemyer paccmatpuBaTh Kak CBHICTEIBCTBO
KJIMHUYECKOM 1e7IeCO00Pa3HOCTH  MPEIUKTUBHOIO TE€HETUYECKOT0 TECTHPOBAHUS,
MO3BOJISIFOIIETO  MMPOBOJUTH JIOCUMIITOMAaTHYECKYIO JIMarHOCTUKY HACIEICTBEHHOM
npeapacnonokeHHocTH kK BA u opranmzoBath 3(pdekTuBHBIE MEphl MPO(PUITAKTUKH
JTAHHOT'O 3a00JIEBAHUS,

BBICOKasi  TepameBTHYecKas u  mnpodriaktudeckas  d(PPEeKTUBHOCTH
UMMYHOMOTYJISTOPOB TOJMOKCUIOHUH U IIUKIOPEPOH, OTCYTCTBHE OCJIOKHEHUN U
NMOOOYHBIX pEaKIuil TpU WX TMPUMEHEHUU TO3BOJISIIOT PEKOMEHIOBaTh B
MPAKTHYECKYIO NEeATEIbHOCTD Bpayei-ajieproyioroB Ha3HAYECHUE
KOMOWMHUPOBAaHHOW UMMYHOMOIYJIHPYIOIIEH Tepanuu 60JbHbIX BA moapocTKoB.

JIOCTOBEPHOCTH MOJIyYeHHBIX Pe3yJbTATOB O0OOCHOBBIBAETCS TEM, UYTO BCE
nupoBbie  JTaHHBIE HWMMYHOJIOTMYECKUX W T'E€HETUYECKUX HCCIIeI0BaHUMN
00paboTaHbl C UCIOJIB30BAHUEM COBPEMEHHBIX KOMIIBIOTEPHBIX TEXHOJIOT UK.

Teopernueckass W nNpakTUYecKass  3HAYUMOCTbL  Pe3yJIbTATOB
uccjaenoBanus. [lonyyeHHble AaHHBIE O HEJOCTATOYHOM YPOBHE IUArHOCTUKH
OpOHXHMAJIBHOM acTMbl y TOJPOCTKOB MO3BOJIIIOT 0oJiee  palloOHAIbHO
OpraHU30BaTh COLUATHLHO-MEAUIIMHCKYIO TOMOIIL OOJIBHBIM 3TON BO3PACTHOMN
rpynmbsl B CaMapkaHACKoM BuiosTe. [IpenioxkeHo nucnonb30BaHNE aHKETUPOBAHUS
MOAPOCTKOB BpadamMu IEPBUYHOTO 3BEHA 3APABOOXPAHEHHUS] MPU NPOBEACHUU
NEPUOINYECKUX METUITUHCKUX MPOPUIAKTUIECKAX OCMOTPOB C TOCIETYIOITUM
(GyHKIIMOHATBHBIM TECTHPOBAHUEM, HAMPABIICHHBIM Ha BBISBICHHE HapyIICHUI
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BEHTWISILIMOHHOW (YHKIMM JIETKUX, M, NPU HEOOXOJUMOCTH, HCCIEIOBAHUE
00paTUMOCTH OPOHXHATBHON OOCTPYKIIMH B TECTE C OPOHXOJUTUKOM.

BrIsiBNIeHHBIE HapyIIeHHs B HMMMYHHOM CTaryce y TOJIPOCTKOB ¢ BA,
XapaKTepU3yIIIUecs CHIDKEHHUEM TIoKa3aTeleld Kak KIETOYHOro, TakK H
TYMOPaJIbHOTO 3B€HAa MMMYHHUTETA, YKa3bIBAalOT HA HEOOXOJUMOCTh yueTa UX IMpH
JTUATHOCTHKE HWMMYHOACQUIIMTHBIX COCTOSIHMA H ONTUMHU3AlUN JIe4eOHO —
peabUIUTAIIMOHHBIX MEPONIPUATHN Y TTOJAPOCTKOB ¢ BA.

Pesynbratel paGoThl MMEIOT 3HA4YEHHE M MPAKTUYECKOW METUIMHBI,
MOCKOJIBKY PacCKpBIBAIOT CYIIECTBEHHBIC MATOITC€HETUYECKUE MEXaHU3MbI Pa3BUTHUS
KIMHUKO-TIaToreHeTu4decknx Gopm BA y moapocTkoB. YcraHOBIEHB 0COOCHHOCTH
nponykiuu  IL-6 u INF-y B 3aBucumoctn oT marorene3a 3a0oseBaHUS,
BBISIBJICHHBIE  MapaMeTpbl  BHEAPEHbl B  KIMHUYECKYIO MPAKTUKYy  Kak

JOITIOJIHUTCIBHBIC I[I/I(l)(l)epeHHI/IaHBHO-I[I/IaFHOCTI/I‘IeCKI/Ie KpUTCpUn
HaIIpaBJICHHOCTH IIATOICHCTHYCCKOI'O IIpomecCa IIpu BA B IMOAPOCTKOBOM
BO3pacCTe.

PesynpTaThl  auccepranoHHOM paboThl 1o  uccnegoBanuto  109C/T
noaumopduoro Bapuanrta rena FCeRIP, 1le105Val monmmmopdHoro BapuanTa rena
GSTnl BHOCAT CyIIECTBEHHBIM BKJIAJ B OOIIEe MPEICTABICHUE O T€HETUYECKUX
OCHOBAaxX MpeapacnoyiokeHHOCTH K BA. JlanHble auccepTalmoHHON paboThl MOTYT
MOCIYKUTh OCHOBOM JJISI TOCIEIYIOIMX HCCIEIOBAHUI 10 ONPEIEICHUIO
reHeTH4ecKuXx (akTopoB prcka pa3BuTus BA u pa3paboTku ajeKBaTHBIX Je4eOHO-
NpoUIAKTUIECKUX MEPONIPUITHI. Pe3ynbTaThl HCCIIeIOBAHUS TaAKKE MOTYT OBITh
UCIIOJIb30BaHbl B 00pa30BaTEeIbHOM IMIpoLEcce MEAUIUHCKUX UM MEIHKO-
ounonornyeckux BY3os.

BHenpenne pe3yabTaToB HMCCaeA0BaHUsl. Pe3ynbrarbl  MCClEOBaHUS
opopMieHsl B BUAE METOJMYECKUX pekoMeHjauuid «Bompocsl panHei
JMArHOCTUKU OpOHXMAILHOW acTMbl Yy TMOAPOCTKOB», «Bo3pacTHbIE acHeKThl
peryjsiliud  MUMMYHUTETa» MW PpalMOHAINU3ATOPCKUX MpemoxkeHuid «Meton
MOJIEKYJIIPHO-TEHETUYECKOTO TECTUPOBAHUS IO MOJUMOP(PHOMY JIOKYCy TeHa
FceRIP nmns auarHocTMKM OpOHXUMANBHOM acCTMbI B IMOAPOCTKOBOM BO3PAaCTE,
«Cnoco0 MEJIMKaMEHTO3HOM MMMYHOKOPPEKIIUU BTOPUYHOTO
UMMYHOI€(PHUITUTHOTO COCTOSIHUS MPpU BA B MOJIpOCTKOBOM BO3pacTe MpenaparoM
MOJNOKCUJIOHUI», KOTOpPbIE BHEIPEHbI B MPAKTUYECKOE 3APaBOOXPAHEHUE
(3akmrouenne Ne93/106 or 18.10.2011 roma m Nel ot 12.03.2014 rona
MuHucTepCTBA 31paBoOXpaHeHus PecyOnnku Y30ekucTaH).

AnpobGanus padorbl. OCHOBHBIEC MOJIOKEHHUS, U3JI0KEHHBIE B AUCCEPTALIUH,
MPEACTaBICHbBl M JOJIOKEHb 14 Hay4dyHO-TPAKTUYECKUX KOH(EPEeHIUSAX, B TOM
yucie 8 MeXIyHapOJHBIX KOHrpeccax, KOH(pEpeHIMsX, B 4acTHOCTH, Ha |X
International Congress on Cell Biology & XX Annual Conference of the Korean
Society for Molecular and Celluar Biology (2008, Seoul), XIV Congress of the
Asian Pacific Society of Respirology & 3rd Joint Congress of the APSR/ACCP
(2009, Seoul), XII Asian-Pacific Congress of Clinical Biochemistry (2010, Seoul),
XI1 Annual Congress Turkish Thoracic Society (2010, Istanbul), European
Respiratory Society Annual Congress (2010, Barcelona), «3aBanckue ureHus»
(2011, PocroB-Ha-[ony), «3npaBooxpaneHue Poccuiickoit ®enepauuu, cTpaH
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CHI" u EBponsi» (2011, MockBa), «MenuunHa: HOBOE€ B TEOPUH U KIMHUYECKOU
npakTrke» (2011, Ilapka), XVII MexayHapoaHOM KOHIpecce M0 peadMInTaIiU B
MEIUIIMHE U HUMMYyHOpeaOwimMTanuu M V BCEeMUpPHOM (¢opymMe IO acTMe U
pecruparopuoit amtepruu (2012, Horo-Mopk) u 6 pecrny6IMKaHCKHX, B 4aCTHOCTH,
«locTkeHusT M TEpPCHEKTUBBl NPODUIAKTHKH, JIUATHOCTHKHU, JICYEHUS W
peabunuranus Tpu 3a00JeBaHUAX BHYTPEHHUX opraHoB», (2009, TamikeHT),
«KnuHuyeckass HMMMYHOJIOTHS, HMMMYHOT€HETUKA —  MEKIUCHUIUIMHAPHbBIC
npoonembn» (2010, Tamkent), VII cbe3n @TU3HATPOB H  MYIBMOHOJIOTOB
V36ekucrana (2010, TamkeHT), «AKTyanbHble BOMpochl MeAumuHbD (2010,
CamapkaHp), «AKTyalbHBIe TpoOJeMbl MeaumuHb» (2012,  AHIMKaH),
3acefaHusAX ydyeHoro cosera MHcruryra uMMMyHONIOrMM AKaAeMUHM —HayK
PecniyOnvkn Y30ekncTaH W HaydyHOTO CeMUHapa mpu HaydHoMm coBere (2013,
TarkeHr).

Ony0auKoBaHHOCTHL pe3ybTaToB. [lo TeMe nuccepranuu omyOJIUKOBAHO
32 Hay4yHBIX paboT, U3 HUX 7 B 3apyOEKHBIX KypHaIax.

Crpykrypa m 00beM auccepranmu. Jucceprauus COCTOMT U3 BBEICHMS,
MATA TJIaB COOCTBEHHBIX HCCJIEJIOBAHMM, BBIBOJOB, CIIHUCKA I[MTHPOBAHHOMN
auTeparypsl, Tekcta Ha 189 cTpanuiax, 54 Tabnuil ¥ 6 pUCYHKOB.

OCHOBHOE COJEPKAHUE JUCCEPTALIUUA

Bo BBegeHMH 000OCHOBaHa akKTyaJlbHOCTb JUCCEPTALMOHHOM palOTHI,
chopMynMpoBaHbl 1I€JIb W 3aJlaud  HUCCIEIOBAaHUS, OCHOBHBIC IOJIOXKEHHUS,
BBIHOCHMMBbIC Ha 3aIlUTY, MPUBOAUTCS HaydyHas HOBU3HA U HAyYHO-TIPAKTHYECKas
3HAYMMOCTh PE3yJIbTaTOB, MPUBEACHBI CBEACHUS 00 ampoOanuu U onmyOJUKOBaH-
HOCTH PE3yJIbTaTOB pabOThl, 00bEME U KPATKOU CTPYKTYpe JUCCEPTALINH.

B nepBoii riaBe jgucceprand TPENCTaBIAEeTCS 0030p JUTEPATYpHI,
COCTOSIIIINI W3 MATH MOATIIAB, B KOTOPBIX MPUBOJATCS CBEICHHUS O COBPEMEHHOM
COCTOSIHUM TpoOsieMbl BA B TOMynsiliMM MOAPOCTKOB; HWMMYHOJIOTHYECKUX
MEXaHHM3Max MaTOT€HEe3a W y4acTHU LIMTOKMHOB B MMMYHOpEryisiuuu npu BA y
MOAPOCTKOB; W3YUYECHUU MOJEKYISIPHO-TEHETUYECKUX OCHOB HEKOTOPBIX T'€HOB,
ONpENENAIIMX Pa3BUTUE U MPEAPACION0KEHHOCT, K bBA; COBpEMEHHBIX
MPEICTABICHUSIX TPUMEHEHUSI UMMYyHOapMakonpenaparoB rnpu bA.

Bo BTOpoO# ri1aBe AuccepTallMM  ONKMCAHbl MAaTEpUajdbl W METOJbI
uccienoBanus. B COOTBETCTBMM C IEIsIMM M 3ajadyaMd  pabOThl TMPOBEIICHO
KoMmIuiekcHoe obcnenoBanue 4094 moapoctkoB B mepuoa ¢ 2007 mo 2011 rr.
[Iporpamma HayyHOro TOMCKa OblIa ocyllecTBieHa Ha 0aze CamapKaHICKOTO
rOpOACKOr0  MOJPOCTKOBOIO  JHWCHAHCEpa W OTACJICHUS  ajuIepProJIOTUH-
nysibMoHoOJIoruH CaMapKaHJICKOTO TOPOJICKOTO METUIIMHCKOTO OOBEIMHEHUS UM.
M.H. XawutoBa. CornacHo cxeme, YTBEPXKICHHOM Ha MEXIyHApPOIHOM
CUMIIO3UyME TI0 BO3PACTHOM MEPUOAN3AlMUA B TTyOEpTATHOM BO3pACTE, BBIACIISIIN
MOJIPOCTKOBBIN (Manbuuku - oT 13 1o 16 ner; neBouku - ot 12 go 15 jer) u
IOHOIIIECKU neprojl (roHomM - oT 17 go 21 ropa; neBymiku - ot 16 mo 20 ner).
Knunanueckast Bepudukaius Auarno3a B IUCCEPTAIMOHHON paboTe MPOBOIMIACH B
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COOTBETCTBUH € MexayHapoaHo kiaccudukamueit BO3 (X-nepecmorp, MKb-
10) u mo muarnoctuueckum kputepusim Global initiative for asthma (GINA, 2006).

O6cnenoBanue BKJIIOYAJIO aHKETUpPOBaHUE o BBISIBJICHUIO
pacnpoCTpaHEHHOCTH OPOHXHUAIBHOW acTMbl CPElId MOJIPOCTKOB C MOCIEAYIOIIEH
BBIOOPKOM  MOJPOCTKOB ISl  KJIMHUKO-(QYHKIHUOHAIBHOTO  00CIIeIOBaHUS
COBMECTHO C BpadyaMU-CIEHHAINCTAaMU MOAPOCTKOBOro aucnancepa. Cpemu
00CJIeIOBAHHOTO KOHTHHIE€HTa MAaJbUYUKOB B IOJPOCTKOBOM BO3pacTe ObLIO -
1224, B roHO1IECKOM - 766, N1E€BOYEK B MOJPOCTKOBOM Bo3pacte Obuio - 1318, B
1oHomIeckoM - 729. Uccnenyemass momynsinusi ropoga CamapkaHaa cocTaBujia -
2326, Ypryrckoro paiiona - 1711 mur myGeprarHoro Bo3pacta. [Ipu mogo3perun
Ha DA mnpoBoawinchk OOIIENPUHATBIE JIA0OPATOPHBIE W WHCTPYMEHTAJIBHBIE
METO/bl JUArHOCTUKH, BKJIIOYAOIIME HCCIECJOBAaHUE OOILEro aHajn3a KpPOBU C
MOJICYETOM  JIEMKOIUTapHOM  QopMyinbl,  OOIIMKA  aHAIW3  MOKpOTHI,
peHTreHorpauio OpraHoB TPYAHOW KIETKH, IJIEKTpoKapauorpaduio, a Takxke
uccienoBanue QPyHkiu BHentHero apixanus (OBJI).

VYrinyOneHHble ~ UMMYHOJIOTHYECKHME  HCCIEAOBAHHWS  MPOBOJWINCH B
KOHTUHTeHTe 237 O00abHBIX BA M 3M0pOBBIX JIHIl MOJAPOCTKOBOIO BO3pacTa, y
KOTOPBIX B XOJIe MCCIIEJIOBaHHil M3ydeHbl Mokasatenu umMmyHHoro (CD3", CD4",
CD8", CD16", CD19", CD23", CD95", IgA, IgM, 1gG) 1 IMTOKMHOBOTO cTaTyca
(IL-6 u INF-y).

JInst MOJIEKyISIpHO-T€HETUYECKOTO HUCCIENOBAHUS B padOTE HMCIOJb30BaHbI
obpasiel JIHK 204 605nbHbIX BA y30€KCKOI HAllMOHAIBLHOCTH B Bo3pacTe oT 12 1o
21 net, oToOpaHHBIX B XOJi¢ uccaeaoBanus. KOHTpOJIbHYIO TPYIIy COCTaBUIU 56
MPAaKTUYECKUA 3J0POBBIX JIMI[ 0€3 KIMHUYECKUX TMPOSBICHUN aJIepPru4ecKux,
ayTOUMMYHHBIX U UH(EKIIMOHHO-BOCHAIUTEIBHBIX 3a00JIeBaHUN, COMOCTABUMBIX
Mo TMOJdy M BO3pacTty C OOJBHBIMU W HE HMEIOIIMX OTITOMIEHHOU
HACJIEICTBEHHOCTH I10 aTOMMUYECKUM 3200JICBAHUSIM.

Cpenu ctpanaronmx BA manueHToB 57 mMoaApoCTKaM B MEpUO.I MPEeObIBAaHUS B
CTallMOHApE TMPOBOAMIIACH HecTmenupuyecKkas HMMYHOTEpanus Mpenaparamu
MOJIMOKCHUIOHUH U ITUKIIO(EpOH B KOMILIEKCe 0a3ucHOM Tepanuu. B cooTBeTCTBUU
¢ nonoxkeareM GINA monpoctku ¢ BA B xauecTBe 0a3MCHOM Tepamnuu MOJydaan
KpPOMOTJIMKAT HATpusl - HMHTAN S5 ™r, aHturucramuHHeie (3uprex), UI'KC -
dmorukazona nponuoHaT 50/100 unu GexnazoH-3k0 jerkoe apixanue 100/250, B
KauecTBe OpOHXOAMJIATATOpPA MOJydanu [3,-alOHUCT KOPOTKOTO  JEHCTBUSA
(canpOytamon ~ wim  ¢enotepos).  IIpodumaktuueckas  3hPEeKTUBHOCTH
OLICHMBAJIACh 10 KJIMHUYECKUM I[IOKa3aTesisiM HE paHee, YeM uepe3 roji IMOcIie
MPOBEICHHOT0 Kypca UMMYHOMOIYJIUPYIOLIEH TEpATHH.

Jns wu3yueHus pacnpocTpaHeHHOcTH bBA B guccepTalimoHHOM paboTe
WCIIOJIb30BaH AHKETHBIM CKPUHHUHI C HCIOJb30BAaHUEM BOIPOCHUKA EUropean
respiratory society. Cnenuanu3upoBaHHas aHKeTa OJ00peHa M PEKOMEHIOBaHa
UCCIIEI0BATEISAM JIJIs IPOBEICHUS SUAEMUOIOTHYECKOTO CKpUHHUHTA BA.

Bentunsanunonnas ¢GyHKIUS JIETKHX HM3ydalach B TMOKOE€ Ha CIHUPOMETPE
«SPIROSIFT SP-5000» (Fukuda DENSHI, Snonus) ¢ aBTOMaTHYECKOM
0o0paboTKOW  TapamMeTpoB. BpOHXOTWISATAIMOHHBIA TECT MPOBOAMIA  TIO
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obmenpuHsaTod Mertoauke. OOpaTUMOCTh OpPOHXHANBHON OOCTPYKIIMHM CUHUTAJIH
nosioxkuTesnbHoi pu npupocte ODB; Ha 15% u Gonee.

Ananu3 nonumopdHoro Bapuanta reHa FceRIp m GSTnl ocymectBisiiu
METOJIOM TMojuMepa3Houl nemHo peakuuu cuHtesa JIHK (ITIHP) =Ha
amiundukarope u I1JIPdD-ananu3om ¢ momorisio mnpaitmepoB Forward — 5'-GTG
GGG ACA ATT CCA GAA GA-3' Reverse — 5-CCG AGC TGT CCA GGA ATA
AA-3'; Forward — 5'-GTA GTT TGC CCA AGG TCA AG-3' Reverse — 5-AGC
CAC CTG AGG GGT AAG-3' u mocneayromei neTeKIuend pecTPUKIIMOHHBIX
dbparMeHTOB ¢ TOMOIIBI0 AMekTpodopesa B 6% mnomuakpuinamugHoMm rene. HLA-
(GbeHOTUN YCTaHABIMBAIM B CTAaHAAPTHOM MHUKPOIUM(POITUTOTOKCHUYECKOM TECTe
(Terasaki P. 1.) c¢ wucnons3zoBannem mnaHenmn HLA-anTuceiBopoTok CaHKT-
[TerepOyprckoro HUUM remaTosioruu u nepeimBaHus KPOBHU.

Hns  tectupoBaHUs JTUM@POIMTOB U HMX CYONONMyJSIIUA MOPUMEHSIIN
MOHOKJIOHAJIbHbIE aHTUTeNa TU(PPEPEHIIMPOBOYHBIX U AKTUBAIMOHHBIX aHTUTCHOB
CD3", CD4', CD8", CD16', CD19°, CD23*, CD95". Konuentparnuro
CBIBOPOTOYHBIX HMMyHornoOymuHoB: 1gG, IgM, IgA ompenensiu meromom
panuanbHOM uMMyHOmubdy3un B rene nmo Manuuam (Mancini et al.).
Omnpenenenue ypoBHs INF-I' u IL-6 B ChIBOpOTKE KpOBH MPOBOAMINA METOJIOM
UMMYHO(GEPMEHTHOTO aHajdn3a C UCIHOJb30BaHUEM TecT-cucteMbl s MDA
«MDA- INF-T" - IL-6» (3AO «Bektop-bect», Poccus, 2009).

Craructryeckass 00paboOTKa pe3yJbTaTOB IMPOBOAMIIACHE IO Iporpammam,
paspadotanubiM B makere EXCEL ¢ wucnosib3oBaHUEM — OUOIMOTEKU
CTATUCTUUYECKUX (PYHKIIUN C BBIYUCICHUEM CPEHEr0 apu(hMETUUECKOTO 3HAUCHUS
(M), ommubku cpegnero apudmerndyeckoro 3HaueHus (m), kputepusi CTproAeHTa
(t), BeposiTHOCTh owmMOKU (p), kKoddduuumenta koppemsiiuuu [lupcona (r). Ilpu
F€HETUYECKUX MCCJICAOBAHUAX BBIUUCIIA  KpuTepud - %, Pvawe, RR-
OTHOCUTENbHBIN pHUCK, EF- mokazatens sTuonormueckoit ¢pakmum u PF -
MOKa3aTellb MPEBEHTUBHON (DpaKIIHH.

B Tperpeir riiaBe auccepTalydM OCBELICHBI PE3YJIbTATHI AHKETUPOBAHUS
yyalluxcsl JULEEB W KOJUICIKEW MJI1 OIpENENCHUs] PacnpOCTPAaHEHHOCTH U
OCOOEHHOCTEW KIMHUYECKOrOo Te4eHHss BA B MOMyNSIMU TOJIPOCTKOB, KOTOPOE
MPOBOAWIOCH B NIBYX 30Hax CamapkaHickoro Buiosita: B ropoae Camapkanp (4
Junest, 2 KoJuleka) U YpryTckom panone (3 komtemxa, 3 nures). Ha ocHoBanuu
aHaju3a aHKETHBIX JaHHBIX ObUTa chopMHUpOBaHA TPYyIINA JUIl, Y KOTOPHIX UMEJCS
CUHJPOM OOCTPYKIIMU B TedeHue nocieqHux 12 mecsaneB. [lo HammMm gaHHBIM,
takux Jui Obuto 388, yto coctaBmwio 9,6% oOT Bcex OMNpolIeHHBIX. J[eBoukH
coctaBmiu 59,1% (229 yenosek), Manbunku-40,9% (159 yenosek). Kak Bugno, BA
Cpely IEBOYEK, MPOXKUBAIOIIMX B HUCCICAOBAaHHOM PErMOHE, BCTpeuasach 4aile,
4eM Cpead MaJIbUMKOB - TMOJPOCTKOB. B IOHOIIECKOM BoO3pacTe OOJIBHBIX
MaJbYMKOB OBUIO TaKKE€ MEHBINE, YeM JEBOUYCK - MOAPOCTKOB. OCHOBaHWEM JJIs
MPOBEJEHUS HCCleNoBa-HUsI B JIBYX 30Hax CamapkaHaa MOCTYXWIO TO, YTO B
OJTHOM U3 HUX (YPryTCKuil paiioH) HaceJeHUE 3aHUMAaeTCs TabaKoBOIYECTBOM. B
CBSI3U C OTUM, TMPEJACTABISUIO ONPEACIEHHBI HMHTEPEC CpPAaBHUTh YaCTOTY
BCTPEYAEMOCTH ACTMOTIOJJOOHBIX CHMIITOMOB Y TOJIPOCTKOB, MPOXKMUBAIOIIUX B

Ppa3IMYHbIX 30HAX BHUJIOATA.
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bruto untepBrronpoBano 1711 gerelt moapoCcTKOBOro BO3pacTa — ydaluxcs
KOJUIEDKEH, JTUlieeB YPryTcKoro TabakoBo4eckoro paiiona. [lo HamuM gaHHBIM,
YUCJIO JACTEH-TIOAPOCTKOB ¢ HammyueM BA cpeaw Hux Obuio 185, 4To cocraBmiio
10,8% ot Bcex obcenoBaHHBIX. KordecTBO MOAPOCTKOB - YUAITUXCS KOJUIEKEH
MIPUBJICYEHHBIX K aHKETUPOBAHUIO U3 ropoaa Camapkanaa - cocTtaBuio 2326, npu
ATOM II0 pe3ysbTaTaM aHKETHUPOBAHHS HAJWYHWE CUMIITOMOB acTMbl HAaOJIOIAIOCh
y 203 moApOCTKOB, 4TO COCTAaBHIIO 8,7% OT BceX 00CIe0BaHHBIX TTOJPOCTKOB.

Ob6cnegoBaHo 4037 JTHIL
IIOAP OCTKOBOIO BO3pacra
CamapkaHz - 2326
Manp4HKH - 1209

BeurBiieHHbIe OoIbHBIE BA - 203

Honp OCTKH, ITP OKHBAIOIITHE B I

JeBodKH - 1117

IIoap OCTKH, ITP OKHBAIOLHE B
VpryrckoMm patioHe-1711

Mans4HKH -7 81 JeBO4YKH - 930

BresiBiieHHbIe GonbHEIE BA - 185

Bcero BeIsiBiieHo - 388 GonbHLIX BA

IS TR

Puc. 1. Pacnpeneﬂeﬂne 00cJIeI0BAHHBIX JINIL MOAPOCTKOBOI0O BO3pacra

B nienom, corjlacHO MojaydyeHHBIM HAMU pe3yJibTaTaM Cpeu 00CiIeqoBaHHOMN
yactu nonyisiuuu CaMapkaHCKONM 001acTH MTOKa3aTelb BcTpeuaeMocT bA cpenu
JIUI] TTIOJAPOCTKOBOTO BO3pacTa coctaBmil 9,6% M HaXOAWJICA Ha HECKOJbKO Oosee
BBICOKOM YPOBHE B KOHTMHIEHTE JIUII )KEHCKOTO 11014, KaK B MMOJPOCTKOBOM, TaK U
B FOHOIIIECKOM BO3pacTe.

Btopeim sTanom o6cnenoBanus (KIMHUKO-(PYHKITMOHAIBHBIE WCCIICIOBAHMS)
OBLJT 0XBa4Y€H KOHTHUHTEHT MOJPOCTKOB, OTMETHUBIIINX B BOIPOCHUKAX O MEHBIIIEH
Mepe OJIMH U3 aCTMOIMOJI00HBIX CUMIITOMOB 3a TIoclieIHue 12 MecsIeB.

[Ipu oOcnenoBaHMU IOHOIIEH W TOAPOCTKOB C ToM03peHueM Ha bBA
KOHCTAaTUPOBAINCH MNOHWKEHHbIE TmokazaTtenu OPB; IICB, MOC,, MOCsy,
MOC75, MOCys.75 TIpu OTHOCUTEIBHO HOPMAaJbHBIX 3HAYCHUSIX IOKa3aTeseu
@®XEJI, 4yTo COOTBETCTBYET OOCTPYKTHUBHBIM HApYyIICHUSIM BEHTUJISLIMOHHOM
(GYHKUIHU JIETKUX.

UccnenoBanrie  GyHKIMUM  BHEIIHETO  JbIXaHWS  TIOCJIE€  WHTAJSIUU
Oponxoauiararopa uepe3 15 MuHyT mnposiBisuiock npupoctoM O®B1 u npyrux
MoKasaTesield BEHTWISIITUOHHON (PYHKITUU JIETKUX Oosiee ueM Ha 15% oT MCXOIHBIX
MoKasaTelied 4TO COOTBETCTBOBAJIO HOPMAJIM3AIlMU BCEX TOKazareled (PyHKIIUU
BHEIIIHETO JAbIXaHWs 10 YPOBHsS HOpMEI. [lo pe3ynbpTaTaMm Hailero MCCiea0BaHUs
BbIsiBIIeHHbIE u3MeHeHuss @®BJ[, oOpatumbie B TecTe ¢ OpPOHXOJUTHUKOM
(canmpOyTamod), MO3BOJIUIM TOATBEPAUTH auarHo3 BA y 243 mompocTkoB, 4TO
cocTaBmIo 62,6% 00ciie0BaHHBIX MMALIMEHTOB.
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N3yueHne KIMHUYECKUX OCOOEHHOCTEW TeUeHUsI 3a00JIeBaHUS IO JAaHHBIM
aHKET TMO3BOJIUJIO OXapaKTepPU30BATh YACTOTY BCTPEYAEMOCTHU COITYTCTBYIOLIUX
coctossHui. B Hammx wuccnenoBaHusx y 73,9% o0OcienoBaHHbIX OOJBbHBIX BA
couerajach C  aUIEPrUUYECKUM  PUHHUTOM, KOTOPBIM  XapaKTepHU30BajCs
NPEUMYIIIECTBEHHO JIETKMM TeueHueM. [lpu »TomM coderanHas Qopma
pecriuparopHoit ayepruu, AP ¢ BA Bcrpeuwanack y 88 00cieqoBaHHBIX
MOAPOCTKOB, 4YTO cocTaBuiio 44%. Y OonbIIMHCTBA OOJBHBIX TMOAPOCTKOB BA
Hapsny ¢ AP Opula  accoumupoBaHa € TakMMH — BHEpECIUPATOPHBIMU
aIJICPTUUYECKUMH  3a00JIeBaHMSIMH ~ KaK  aTOMWYECKUd aepmatut - 16,6%
MOJIPOCTKOB, AJUICPTHUECKUI KOHBIOKTUBUT - 53,7%, kpanuBHHIa/oTeKk KBUHKE -
14%. 7,6% o00cnenoBaHHBIX IOAPOCTKOB YIOMHHAIM O HaJU4YMHM MUIIEBON
amepruu U 8,1% — 0 1eKapCTBEHHON aJIEPIHH.

Bepudukanus nuarHoza BA cormacHo muarHoctuueckum kputepusm Global
initiative for asthma no3Bosmia ycTaHOBUTH OCOOCHHOCTH KIIMHUYECKOTO TCUCHUS
M0 CTEMEHSIM TSKECTH. Y 00CIeOBaHHBIX MOAPOCTKOB JIETKOE MEPCUCTUPYIOIIEE
TeyeHue HaOmoganoch B 8.8% ciayyaeB, MHTEPMUTHpYIOIIEe TeueHue bBA
3apeructpupoBano cpeau 91.2% GobHBIX.

Takum  oOpazomM, B TONYJISUUA  TOJPOCTKOB, MPOXKHUBAIOIIUX B
CamapkaHJICKOM  BUJIOSITE, OBLJIO  NPOBEIECHO  MCCIEAOBAHHE  YaCTOTHI
BCTPEYAEMOCTH aCTMOMOIOOHBIX CUMIITOMOB, UYTO MO3BOJIMJIO BBIIBUTh UCTUHHYIO
pacrpoCTpaHEHHOCTh OpPOHXUALHOM AacTMbl CpEIU JIUI[ JaHHOW KaTeropuw.
VYcTaHOBI€HO, YTO Yy  OOJIBIIMHCTBA  MHOJPOCTKOB  KOHCTAaTUPOBAIOCH
MHTEpPMUTHpYIOIIIeEe TeueHrue bA, pexe - mepcuctupyroiiee TeueHue 3a00JIeBaHuUs.
VY oOcnenoBanHbix O0JbHBIX BA Oblla H3ydeHa CTPYKTypa COMYTCTBYIOIIHUX
AIJIEPTUYECKUX COCTOSHUM, a TaKXKe HUCCIeI0BaHbl OCOOEHHOCTH H3MEHEHUU
(GyHKUMOHATIBHBIX TIOKa3aTeled Npu pa3HOM TsbkecThu TeueHuss BA, B xoxe
KOTOPBIX MOJTY4YEHbI BAXKHBIC HAYYHO-TIPAKTUYECKUE PE3YIIHTATHI.

B 4YeTBepTOil IJIaBe quCCEpPTAIMM TPEACTABISIOTCS PE3YNbTaThl U3YUYEHUS
0COOEHHOCTEW UMMYHHOTO CTaTyca 3/I0pPOBOM MOMYJISIIIUN U MOAPOCTKOB OOJIBHBIX
BA.

OtHocuTenbHbIe Mokazatenn CD3" kietok mepudepuueckoil KpoBH cpeay
TIOMYJISIIUK TIPAKTHYECKH 30POBBIX MOAPOCTKOB cocTaBmiu 45,5+0,5%, CD19*
KIeTokK - 21,9+0,3%, cpennue 3HaueHUs cyononysiiuu T-TuMGOIUTOB XEIepoB
- 24,4+0,3%, T-cympeccopos - 21,1+0,3%, ecTecTBeHHBIX KriuiepoB - 17,2+0,3%,
U CBHIBOPOTOYHBbIE MMMYHOTJIOOYJIMHBI OCHOBHBIX KiaccoB: IgA - 186,7+13,35
Mr%, IgM - 111,2+4,47 mr%, 1gG - 901,2603+67,18 mr%. [Ipu cpaBHUTEIBHOM
M3YYEHUH MapaMeTPOB UMMYHHOI'O CTaTyca 3J0POBBIX MOJPOCTKOB MY>KCKOTO U
JKEHCKOI'0 II0Jla pPa3jIM4uMil CpEeJHUX 3HAYEHUM YKa3aHHBIX IIOKa3aTeied He
BBISIBJICHO.

[Ipu w3ydenunm T-KIETOYHOTO WMMMYHHOTO 3BEHAa B KOHTHHICHTE
oOCTIeIOBaHHBIX MAIIMEHTOB YCTAaHOBJICHO JOCTOBEPHOE CHIDKEHHUE CPEIHETO
YpOBHSI OTHOCHTeNnbHOro cojepxkanus CD3' y GompHbIX BA MOAPOCTKOBOTO
Bo3pacta (36,8+0,5% mno cpaBuenuto c 45,5+0,5% B kontpone, p<0.01).
Cy6nonynsuus CD4" xapakrepuzosanach ypoBHeM 19,5£0,3% 1o cpaBHEHHIO C
24.4+0,3% B xoutpone (p<0.01). Conepxanue CD8" Taxke OBLIO JOCTOBEPHO
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camxkeno 1o 17,240,3% mnpu 21,0+0,3% B kontpose (p<0.01). Pe3ynbrarsi,
nonydeHHsie B orHomeHnn NK-kimetok mpu BA B mompocTkoBoM Bo3pacTe,
CBUCTEILCTBYIOT O HEKOTOPOW TECHICHIIMM K CHIDKCHHIO JTAHHOTO TOKa3aTels
(16,0+£0,3% 1o cpaBuenuto ¢ 17,2+0,3% B koHTpoe, p<0.02).

Conepxanue coiBOpoTOYHBIX IJA, IgM B KOHTHHTEHTE MOAPOCTKOB ¢ BA
IpeTeprieBacT CYIICCTBEHHBIC HM3MEHCHHS, XapaKTEPU3YIOIIUECS TOCTOBEPHBIM
CHU)KEHUEM JIaHHBIX UMMYHOTJIOOYIMHOB. YpoBeHb 1gG y GonbHbIx BA okazancs
HECKOJbKO TIOBBIIIEHHBIM, CYIIECTBEHHO HE OTJIMYAsCh OT TPYIIIBI 3J0POBBIX
noApoCcTKOB. CrieyeT OTMETUTh, YTO B KOHTHHTCHTE HUCCIIEAOBAHHBIX MAIMEHTOB
UMEJI0 MECTO JTOCTOBEPHOE CHIDKEHUE KOIM4ecTBa B-1uMpoIuTos.

50 17455
45

40
35
30
25
20
15
10

5

H [TpakTruecku 310poBbie @ BonbHbie BA

CD3+% CD4+% CD8+% CD16+% CD19+% CD23+% CD95+%

Puc. 2. Iloka3aTejim HIMMYHHOIO cTaTtyca 001bHbIX BA B nmoapocTrkoBoM
BO3pacre

Pesynbrarthl uccnenoBaHuil TMOKa3aldM, 4YTO Y OOJBHBIX IOJIPOCTKOB,
cTpagaronmx BA, IMeeT MecTo JOCTOBEpHOE CHMKeHHe KoiuuecTBa kak CD23" -
KIETOK, TaKk W OTHOCHTEIbHOro kKoimuectBa CD95'-KIeTok, SBISIONMXCS
aKTUBAIIMOHHBIMU Mapkepamu T u B-numdonuTos.

Pacmimpenue npencraBieHuii 0 (QPYHKIIMOHHUPOBAHUU 3BEHBEB WMMYHHOTO
cTaTyca B BO3pacTHbIe mepuoabl pu BA nmeeT BaxkHOE MpaKTUYECKOE 3HAYCHUE,
KOTOPOE TO3BOJUT OOCYAHWTHh TAKTHUKY TEPANEBTUYECKUX W MPOPUIAKTHICCKUX
acIeKTOB IPOBEJEHHUs MMMyHOKoppekuuu. Cpenuuii yposeHs CD3'-kierok,
oTpakaromuid oot mya T-mumMdonuToB y 60JbHBIX BA MOIPOCTKOB U FOHOIIIEH,
coctaBuil 35,4+1,1% wn 39,6+0,59% coorBercTBeHHO. BmaHo, uto HamboJjee
HU3KUW ypOBEHb JAHHOTO TIOKA3aTelisi 3apeTUCTPUPOBAH y  TMAI[UEHTOB
MMOAPOCTKOBOM  BO3pACTHOM Trpymnmnbl. [lpu aHann3ze HMMMYyHOPETrYJISITOPHBIX
cyomonynsanuii  TUMEGOIMTOB OOHAPYKEHbI HE3HAYUTENbHBIC OTIWYHUS YPOBHS
CD4"-knetok B BO3pacTHHIX IpyImnax, ofHako yposeHb CD8-kietokx ornmuacs
3HAYMTEIBHBIM TIOBBIIICHHEM B TPYIIE TMAIMEHTOB FOHOIIECKOTO0 BO3pacTa
(17,2+0,32% no cpaBHenuto ¢ 11,240,6%, p<0.02), XOTs 1 B 1[eJIOM HE JOCTHUTAI
YpOBHSI KOHTpOJIbHBIX mapameTpoB (21,1+£0,3%, p<0.05). Ilpu comocraBieHuu
yposHsi CD16" B oOcnemyeMbIX BO3DACTHHIX TPYNNAX BIABIEHO, YTO €CIAU B
rpytmie 00ibHBIX BA 1oHOIIIEH TaHHBIN MOKA3aTeh OCTAETCS Ha YPOBHE 3J0POBBIX

40



JUL, TO Yy IMAUHWEHTOB MOJPOCTKOBOTO BO3pacTa  HCCIEAYEeMbId IOKa3aTellb
OTJIMYAETCSl 3HAUYMUTENIbHBIM CHIDKEHMEM KaK 10 OTHOIICHHIO K IOKa3aTessiM
rpynnsl koutpoiis (13,6+1,1% no cpaBuenuto 17,2+0,3%, p<0.01), Tak u rpynmsi
oonbHbIX BA tonomeit (13,6+1,1% no cpaBuenuro 16,0+0,39%, p<0.05). Yposenb
CD19"-kneToK ObIT JOCTOBEPHO CHIKEH B IpyIIe 60NbHBIX BA MOAPOCTKOB Mpu
cpaBHeHHH ¢ Tpymmoi kouTpoiis (18,4+0,30% o cpaBaenuto 21,9+0,3%, p<0.02).
JlocToBepHBIX OTIMuUMil B copepskanuu CD19'-kneTok B Tpynmax cpaBHEHHs He
BBISIBJICHO.

C uenpio BBISABJICHHS MATOT€HETUYECKON 3HAYMMOCTH BBISIBJICHHBIX CABUTOB B
npoduiie MMMYHHOH CHCTEMBbI OOCIIEJOBAHHOTO KOHTHHTEHTAa JIUI[ MPOBEJICH
aHaJIM3 B3aMMOCBSA3M IMapaMETPOB UMMYHHUTETA, C OJHOW CTOPOHBI, C KIMHUKO-
naToreHeTnueckoi popmoit BA, a ¢ apyroii - ¢ paznuuHbiMu dazaMu ee TEUCHHUS.
BbIsIBIIEHBI XapaKTepHbIE OCOOEHHOCTH MMMYHOJAE(PUIIUTA PA3IMYHbIX BapUaHTOB
n3y4aemMoi NaTOJIOTHUH, OTpaXkarouuecs CHUKEHHBIM KOJIMYECTBOM
uupkyaupyromero myina CD8" u CD95" - nosutuHbIX tuM@oruTos npu HBA u
CBA. Haubosiee oTueTnmBbIe B3aUMOCBA3M C (pa3oit 00ocTpeHus 601e3HU Ha PoHE
TEHJCHIIMY K YBEJIMUCHMIO MTOKa3aTelsl akTUBAMOHHOTO Mapkepa B-nmuMdonuTos
UMENH KoJieOaHUs COo/Iep KaHMsl ChIBOPOTOUHBIX UMMYHOTIJIOOYJIMHOB KJIacCOB A U
M. O6patHbIii XapakTep 3THUX U3MEHEHUH (I0CTOBEpHOE Bo3pacTaHue ypoBHs IgM
U cHWkeHue IgA B mepuon oOocTpeHus OOJNE€3HM U, HANPOTHB CYIIECTBEHHOE
cHIkeHue nokazaresns IgM ¢ 122,3+6,4mr% no 92,3+5,1mMr% u yBenuuenue IgA c
124,7+£2,4mr% no 141,5+7,7Mr% B ¢azy pemuccuu), Mno-BUIUMOMY, OTpa’kaeT
HaIIPaBJICHHOCTh IATOT€HETUYECKUX MEXAHM3MOB B 3aBUCHMOCTH OT Xapakrepa
TeueHus: 3aboneBanus. Ha ydactue HaOmrogaeMoil JUCMMMYHOTJIOOYJIMHEMHUH B
natoreHe3e bBA yKa3blBaIOT TakXe TMOJYyYEHHbIE CBEACHUS OO0 YrHETEHUU
npoaykuuu IgA y OOJBHBIX C HaJW4YMEeM HAcCJIECTBEHHOM OTSTOLIEHHOCTU IIO
ajuieprudeckum  6oneznsiMm  (137,5£7,9mr% npotuB 161,5+8,7mMr%, p<0,02).
UHTepecHbIM Takxke IpeicTaBiserca (akT cymiectBeHHoro aeduuura CDS”,
CD16" u CD19" nonynsuuii 1uM¢pOLUTOB B 3TOH IpyIiie GOILHBIX 110 CPABHEHHIO
C MamMeHTamMu 0e3 OoTATolIeHHoro amieproaHamuesa (p<0,05, p<0,01, p<0,05

COOTBETCTBEHHO).
['myOokue HapymieHHss HWMMYHHOTO cTaTryca B Tpynmax OoiapHBIX BA
MOJIPOCTKOBOTO BO3pacTa TPeOYIOT PacCMOTPEHHUS BKJTFOUCHUS

UMMYHOMOJYJIUPYIOIIMX TPEnapaToB B KOMIUJIEKC Oa3MCHOM Tepamuu C LENbIO
BOCCTAaHOBJICHHS KOJIMYECTBEHHBIX IMOKAa3aTEIel UMMYHHUTETA.

B nATOM TryIaBe AuCCEpTAllMd COOTBETCTBEHHO ITOCTABJIEHHBIM 3aJadyaM
paboThl OCBEIIEHbI PE3YyJbTaThl MOCBSIIEHHBIE YCTAHOBJICHHUIO MATOT€HETUYECKOU
WHOOPMATUBHOCTH U CTENEHU MPOAYKIMH KOHKYPUPYIOUIMX LHUTOKUHOB
CHIBOPOTKM KpoBU HHTepdepoHa-y u IL-6 y OonbHbIXx BA B MOAPOCTKOBOM
BO3pacTe.
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E[[3 MoOwasd rpynna 6onbHeix BA B ABA B HBA  ECBA

IL-6 nr/min

Puc. 3. Iloka3atenn IL-6 60jbHBbIX BA B N0APOCTKOBOM Bo3pacTe

Tax, conepkanue nurokuHa IL-6 B criBOpoTke mepuepruueckoil KpoBU y
0onbHBIX BA B MOAPOCTKOBOM BO3pacTe OBLIO JOCTOBEPHO MOBBILIEHO [0
24,0+3,8nr/mi nipu 8,6+3,6nr/mMn B koHTposie (p<0.05). st yTouHeHUs: CBSI3U U
xapakrepa mnpoaykuumu |IL-6 ¢ KIMHHKO-IATOT€HETHMYECKUMHU  (hopmamu
3a0oneBaHusl OBUT TIPOBEJIEH COMNOCTABUTENbHBIA aHAIW3 NpPU H3ydaeMou
IIaTOJIOTHH. BBIABIEHO, UTO Y TOAPOCTKOB, CTpafarommx bA ¢ nmpeumMyIecTBEeHHO
MHPEKIIMOHHBIMM ~ MEXaHU3MaMM  3a00JIeBaHMs, PETUCTPUPYETCS HauboJiee
MOBBIIICHHBIN YPOBEHb NMpoayKuuu |L-6, cpennue 3HaueHus: KOTOPOTo, COCTaBISAA
37941,3 nr/mMmn B mepudepuyeckoil KpOBH, MO-BHAUMOMY, OTpPaKaroT
BBIPAKEHHOCTh M TIIyOMHY BOCHAQJIECHHS] OpPOHXHMAIBHOIO JEpeBa B 3TOW TpyMIe
NAlUEeHTOB. Y OOJBbHBIX C BEAYUIMMH QJJIEPTUYECKUMH MEXaHU3MaMHU B
naToreHese 3aboyieBaHMs, HAOOOPOT, OTMEYAETCSd HEKOTOPOE CHUKEHUE YpPOBHS
mponykimu  IL-6  mo  32,1+1,1 nr/mn.  IlpeacraBisieTcsi  UHTEPECHBIM
oOHapyKeHHbI (aKT BBIPAKEHHOTO CHIDKEHHsS YpoBHs mpoaykuuu IL-6 'y
MAIMEHTOB CO cMeIIaHHoM dhopmoit BA.

AHamM3 mapaMeTpoB HHTEp(EPOHOBOIO CTaTyca Yy HCCIEAYEMbIX MOATPYII
O0onmbHBIX BA B mOIpOCTKOBOM BO3pacTe OOHApPYKMJI HU3KYHO Tpoaykimio |INF-y
MMMYHOKOMIIETEHTHbIMU KJIeTKamH. Tak, copepxanue nutokuHa INF-y B ceiBopoTke
nepudepruueckol KpoBu y OO0NbHBIX BA B MOAPOCTKOBOM BO3pacTte OBLIO
JIOCTOBEPHO CHIKEHO 10 7,9+0,5 nr/mi nipu 13,9+1,0 nr/mi B kouTpodie (p<0.01).

Jnst yrouHeHusi cBsi3M M xapakrtepa npoxaykuuu INF-y npu umzydaemoit
MATOJIOTMH C KJIMHUKO-TIATOT€HETUYECKUMH (popMaMu 3a00JieBaHUSI Mbl IIPOBEIIU
COIIOCTaBUTEIIbHBIA AHAIIN3.

B pesynbrare cratucTMdeckoro aHaqusza Haubojiee HU3KHI  ypOBEHb
npoaykimu INF-y (4,9+£0,2 nr/mi; p<0,01) 3apeructpupoBaH B rpyiine O00IbHBIX
BA B mOApOCTKOBOM BO3pacTe C aIepPru4eCcKOl KIMHHKO-TIATOr€HETUYECKOM
dopmoit 3a6oneBanus. [Ipoaykius INF-y *MMyHOKOMITETEHTHBIMU KJIETKaMU MPU
CMeIIaHHOW W WH(EKIMOHHO-3aBucuMON (opmax BA B mompocTkoBOM Bo3pacte
HaXOJMJIach Ha MPAKTHYECKU OJMHAKOBO HU3KOM YPOBHE, TOCTOBEPHO OTIMYASICh
OT TPYIIIBI IPAKTUYECKH 310POBBIX MOJIPOCTKOB.
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1 mII3 B o0was rpymmna 0oJpHbBIX BA B AFA ® HBA u CBA

12
10

O N A OO ©

INF-y nr/mn

Puc. 4. llokazarenu INF-y 60sbHbIX BA B moapocTkoBOM Bo3pacre.

BrisBnennsie ocobenHoctu mnpoxykiuu IL-6 u INF-y Moryr cimyxuthb
JOTIOTHUTEIBHBIMK ¥ OOBEKTUBHBIMHU  KPUTEPUAMH  HAIPaBICHHOCTU
BOCIMAJIMTEIBHON PEAKIIUU Y 3J0POBBIX W TAIMEHTOB C PAa3IUYHBIMU KIMHHUKO-

NaTOr€HETUYECKUMU BapUaHTaMU pa3BUTHS bBA, 4TO MO3BOJIUT
i pepeHIpOBaHHO TMOJOMTH K BBIOOPY Tepalud U  IOBBICUTH ee
3 PEKTUBHOCTE.

C uenbio BBISIBICHHS 3HAYMMOCTH KOHKYPUPYIOMUX TUTOKUHOB IL-6 u INF-y
C OCOOCHHOCTIMH KJIMHHYECKOro TeueHus BA wuccienoBaiy 3HAYEHHUS DTHUX
mokasarenell B JUHAMHKE TEUEHHUS 3a00JeBaHUS, UYTO IMO3BOJIUJIIO yCTAaHOBUTH
BbIpaXeHHOe ycwmieHue mpoaykuuu IL-6 mpu oboctpenun BA. 3Hauenus storo
napameTtpa coctaBwiu 31,31 4nr/mn no cpaBuHenuto ¢ 21,8+2,1lnr/mn npu
pemuccuu 3aboJieBanus U ¢ 8,6+3,6nr/Mi1 B TpyImie NPakKTHUYECKH 3I0POBBIX JIMII
(p<0,05, p<0,01, coorBercTBeHHO). AHanu3 npoaykiuu INF-y B cBs3u ¢ da3oi
TE€YeHUsI 3a00JIeBaHUs CBUACTEIBCTBYET OO0 YTHETEHUHM HPOAYKLHUU JaHHOTO
UTOKMHA B miepuoj oboctpenuss bA no 6,1+0,7nr/mMa (B KOHTPOJIBHOW TpYIIIe
13,9£1,0 nr/min, p<0,02), Torma kKak B IEPHUOJ PEMHUCCHH OSTOT IIOKa3aTelb
HECKOJIBKO BO3pacTaj, OCTaBasiCh BCE )K€ JTOCTOBEPHO CHM)KEHHBIM IO CPaBHEHHIO
c rpymnnoi 3mopoBeix Jjui (p<0,05). BblsiBI€HHbIE B3aWMOCBSI3U YpPOBHEH
VCCJIEIOBAHHBIX IMTOKMHOB MEXy cOO0M U C (ha30il OOJIE3HHU OTpakKaloT ydacTHe
Pa3IMYHBIX 3BEHHEB MMMYHHOTO CTaTyca B MaToreHe3e 00JIe3HU.

Opnoii w3 ocHOBHbIX (yHkiud IL-6 u INF-y sBuserca perynsuus
nudGepeHIIMPOBKM MMMYHOKOMIIETCHTHBIX KJIETOK. [l yTOYHEHHs] CBS3U U
XapakTepa UMMYHOJIOTHUYECKUX PacCTPOMCTB ¢ ypoBHEM mnpoaykuuu IL-6 u INF-y
B mnepudepruueckol  KpOBU MBI TPOBEIM  COMOCTaBUTENbHBIM  aHaIU3
UCCJIEJOBAHHOTO CIEKTpa HMMYHOJOTHYECKHX IapaMEeTpoOB IMpH HU3ydaeMOoi
NaTOJIOTUU C COZAEpXKaHUEM LUTOKHHOB CBIBOPOTOYHON KpoBH. OTmeuaercs
oOpaTHas 3aBHCHMOCTh MeXay ypoBHeM IL-6 u conepxannem CD3'-knetok (r=-
0,17; P<0,05), CD4"-knerok (r=-0,15; P<0,05), CD8"-knerok (r=-0,25; P<0,05) u
0OHApYKUBACTCS MOJIOKUTEIbHAS KOPPEIAIMOHHAS CBsI3h Mexay |L-6 chiBopoTKH
KPOBH M YpOBHeM myna nupkyiaupytomux CD16"-knerok (r=0,14; P<0,05). B to
e BpeMs TPOCIICKUBACTCS MpsiMasi KOppEsaus Mexay coiepxaHuem IL-6 B u
yposaeMm CD19" y 6omnbubIX BA moapoctkos (1=0,20; P<0,05). IIpu 5T0oM ypoBeHb
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IL-6, Haxomsicb B c1ab0 BBIPAKEHHOW OTPULATENBHON  KOPPENSLUUA C
conepkanreM 1gG, monoxuTeILHO KOppeaupoBal ¢ KoHieHTpamuei IgA u IgM.

[Ipu KOppeNAMOHHOM aHalM3€e Pe3yJbTaTOB MCCIEI0OBaHUS ObUIO BBISICHEHO,
4yTO mokazareiau coaepxanusi INF-y oTrpunarenbHo KOppeaupyroT CO CpeIHUMHU
3HAuEHHAMH BCEX MOKasaTelieil kiaeTounoro uMmynurera CD3" (r=-0,19; P<0,05),
CD4" (r=-0,15; P<0,05), CD8" (r=-0,17; P<0,05), CD16" (r=-0,14; P<0,05).
Pe3ynbpTaThl KOppensIMOHHOTO aHaiu3a KoHueHTpamuu INF-y ¢ moxasarensmu
TYMOPAJIbHOTO 3BEHA HWMMYHHUTETa BBISBHJIM BBIPAXCHO OTPHUIATEIHHYIO
KOPPEIALUOHHYIO 3aBUCUMOCTD ¢ mokasatensmu CD19™-knerok u IgA, IgM. Ipu
stom 1gG nonoxkurensHO KoppenupoBan ¢ ypoBaeM INF-y (r=0,34; P<0,05).

Nzyuenune koppensuuonHoit 3aBucumoctu IL-6, INF-y ¢ aktuBarmonHbIMU
mapkepamu T u B - 3BeHa nMMmyHuTeTa y 00JIbHBIX DA mokasano, 4To nmapameTpsl
IL-6 nonoxuTeasHo KoppenupytoT ¢ ypoBHem CD23+ (1=0,39; P<0,02) u B TO xe
BpeMsl HaXOJSTCS B BBIPAKEHHOW OTPHUIATEIBHOW KOPPEISIUU C COJIEpKAHUEM
CD95" (r=-0,32; P<0,02). O6napyxkeHo Takxke, uro INF-y oTpHIaTeNbHO
KoppenupoBan ¢ cojepxkanuem CD23" (r=-0,30; P<0,05), CD95" (r=-0,10;
P<0,05).

YcTaHOBIEGHHBIE  MHOXKECTBEHHBIE  B3aMMOCBSI3U  CBUJCTEIBCTBYIOT O
B3aMMOOOYCIIOBJIEHHOCTH ypPOBHA Tpoaykiuu nutokuHoB IL-6 u INF-y ¢
conepkannemM MKK u nHapymenuem OanaHca MeXIy IMpolleccaMd aKTHUBAIUH
(CD23") u smumunanuu (CD95") npu BA y moapoctkos. IoaydeHHbIE JaHHbIE
TaK)K€ CBHJIETEIHCTBYIOT O BO3MOYKHOW PETYJISTOPHOM pOJIM HCCIETOBAHHBIX
IIMTOKHHOB B  (OPMUpPOBAaHMM HWMMYHHOTO OTBETa, XapaKTEPHOTO IS
(dbeHoTUnMYecKuX BapruaHToB BA.

B mecToii riaBe auccepTanyu I YTOYHCHHS MEXaHU3MOB DPa3BUTHUS
3a00JIeBaHuUs U3y4YeHa 3HAYMMOCTD aJUIeNbHBIX BapuaHTOB reHoB FCeRIP n GSTnl
B Pa3BUTHH MOJBEPKEHHOCTU K BA.

[Tpu uzydyennn 109C/T momumopdusma rena FCeRIP cpenu 3m0poBBIX NIl
yCTAaHOBJIEHO, YTO 4yacrtota 109T-ammens B momyasuud  JIUI]  Y30EKCKOM
HallMOHAJIbHOCTH ~ coctaBiser  46,8%, 109C-ammens - 53,2%. Ilpm
reHoTunupoBanuu 00yibHBIX BA 109T - annens BoisiBieH B 58,6% ciyqaes, 109C-
amtens - B 41,4% cmydaes (x°=3.59, p=0,058, OR=1,24). Ilpu wu3ydeHnn
pacrnpeneneHus: 4acToT TeHOTUIIOB TOJIMMOPGHOTO Mapkepa rena FCeRIP renorumn
109T/T y 3m0poBBIX JHI] ycTaHOBJICH B 32,6% cilydaeB, reTepO3UTOTHBIN TeHOTHIT
109C/T - B 28,3%, a 109C/C - B 39,1%. VY 60npHbIX BA 109T/T-reHoTHII BBISBIIEH
B 45,4% cnydaeB, 109C/C-renorun - B 28%, 109C/T-renotun B 26,6% (X2=l,84,
p=0.17, OR=0,4). IIpoBenecHHBI aHAIN3 paCHpPECICHUS YacTOT ajUlelied W
reHoTunoB mnosumopdroro Bapuanta - 109C/T rena FceRIf BbsBUI
HEJIOCTOBEpPHBbIE OTJIMYMA MeEXAy oOmeld rpynmnoil OonbHbix BA u rpymnmoit
KOHTPOJIS.

B Tabmuiie mpenctaBieHbl pe3yibTaThl MPOBEICHHOTO aHaIW3a YacTOTHI
BCTpeyaeMocTu ayieneit u reHotunoB noaumopdusma 109C/T rena FceRIP cpenn
MAI[MEHTOB B 3aBUCUMOCTH OT KJIMHUYECKUX BApPHAHTOB IMaTOJOTHYECKOTO
nporiecca. Kak BumHo u3 Tabmwmipl, npu aHanuize uactoT amnener 109C/T

nosmmMopdusma reHa FCeRIP obnapyxkeno, uro amiens 109T B rpymnme 60abHBIX
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ABA BcTpeuyaercs IOCTOBEPHO Yallle, YEM B TPYMIE MPAKTHUYECKH 30POBBIX JIULL
(79,1% no cpaBHenuto ¢ 46,7%, COOTBETCTBEHHO, X2=26,O, p=0,000, OR=3,12).
N3yyenue nonumopdu3Ma reHOTHIIOB MOKAa3bIBAE€T, YTO B TPYIIE MAIMEHTOB C
ABA u4actora romo3urorHoro Bapuanta 109T/T reHa cymecTBEHHO MpPEBBIIIACT
MoKa3aTelid KOHTPOJIbHOW Trpymnmbl 3A0poBbIX Jull (64,1% mnporuB 32,6%,
COOTBETCTBEHHO, x2=11,45, p=0,0007, OR=3,68).

[Ipu stom uvacrota 109C/C B rpynmne 60ipHBIX ABA Oblia 3aMETHO HUXKE
YPOBHS, XapakTEpHOTO HJsi 3J0POBOM YacTWU OOCIIETOBAaHHOW MOMYNALMUA  JIHII
(5,8% mo cpaBuenuto ¢ 39,1%). Yacrora 109C/T rena FCeRIP B 3TOii rpymme
OOJBHBIX MOYTH HE OTJIMYAJach OT KOHTPOJbHOW rpynmnsl. [IpoBeneHHbI aHann3
ocobeHHocTel reHotuma B rpynmax 0ompHBIX HBA u CBA mokaszan orcyTcTBHe
JIOCTOBEPHBIX Pa3Muuii B YacTOTax ajuiesei u renotunoB noaumopdpuszma 109C/T
reHa FCeRIP no cpaBHEHNIO ¢ KOHTPOJIBHOM TPYIIION 3A0POBBIX JIMII.

Taoauna.
Pacnpenesienue yactot aieseil u renotunoB 109C/T nontumopduszma rena
FceRIB B rpynnax 601bHbIX BA ¥ 310poBBIX HHIMBH/I0B

o Ainens I'enotunsl °

~ 2 | 3| @
w | I'pymmsr | N 109 109 109 | x 510
L 109C 11091 1 cr | cic | 11 2

S | ommons | © | 49 | 43 [ 13- | 18 [ 15 N

= | OMPOTR | S| 53.3% | 46,7% | 28,3% | 39.1% | 326% | 2 | S | &
2 apa | m| 4 | 18- [ 3L 6- 66- | o3| S|
= = | 209% | 79,1% | 30,1% | 58% | 64,1%

=

= Hpa || 26 | 12 8- 9- - |39y
g 68,4% | 31,6% | 42,2% | 47,3% | 105% |~ | © | S
|_

AT T 9 T B . R -
S 67,8% | 32,2% | 21,4% | 57,2% | 214% | S | S | ©

C nenblo OIIEHKH accoluuanuu pa3BuTus BA ¢ ydueTom moja mpoBeJieH aHaIn3
pacnpenenenuss yactor amwienedl u reHotunoB 109C/T momumopdusma rena
FceRIB: y OonpHbIX ManbunkoB yactoTa 109T-amnenss rena FCeRIB cocraBuna
78,5%, mo cpaBHeHUIO ¢ 67,2% Yy neBouek M ObLIa JOCTOBEPHO BBIIIE, YEM Y
MaJIbYMKOB KOHTPOIBHOMN Tpymsl (56,2%) (x°=5,2, p=0.02, OR=4,71).

HUuTtepec k mpobiiemMe B3aWMOCBSI3M NPO(UIISL T€HETHUYECKUX MApPKEpOB C
OCOOEHHOCTSIMU KJIMHMYECKOTO TEUYEHUs Takoro 3abojieBaHus Kak bBA, s
KOTOPOTO MOKa3aHbl MHOTOYHMCIIEHHBIE CIIy4al CEMEHHOW arperamuu, CyuiecTByeT
yxe 6osee 30 €T, HO TeM HE MEHEe OHM OCTAIOTCS JAJIEKU OT CBOETO PEIICHUS.
[To moxy4eHHBIM JaHHBIM C YYETOM BBISIBIEHHOTO XapakTepa noaumMopdusma resa
FceRIB mpoBenen aHamn3 OCOOCHHOCTEH TEHOTHNA B KIMHUYECKHUX TPYIIIax
NAIMEHTOB, PAa3JIMYAIOMINXCS HAJIWYHMEM HAaCJEICTBEHHON OTSITOIIEHHOCTH II0
alyepruueckuM 3aboneBanusM. Kak mokaszanu pe3ynbTaThl UCCIIEIOBAHUNA CPeu
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JIMI] ¢ HACJIEICTBEHHON OTATOmMEeHHOCThI0 TeHoTurt 109T/T Berpevancs B 72,4%,
reHotun 109C/T - B 20,7% cnydaeB, Toraa kak koiaudectBo 0oibHbIX ¢ 109C/C
TSHOTHIIOM COCTaBJIsLIO 6,9% (X2=9,75, p=0,001, OR=1,27). Baxxnass 0cOOEHHOCTb,
BBISIBJICHHAS B HAILIMX MCCIEAOBAHUSIX, KacaeTcs CYIECTBEHHBIX Pa3IudHuil 4acTOT
awteneit 109C u 109T rema FceRIB (x° =17,8, p=0,000, OR=421) mexmy
KOHTPOJILHOM TPYyNIoN U OOJbHBIMU C HACJIEICTBEHHON OTSTOIIEHHOCTHIO.

Takum 00pa3om, rpynme OOJbHBIX C HACIEICTBEHHOM OTATOIIEHHOCTHIO IO
AUIEPTUYECKUM 3a00JICBaHUSAM XapaKTEpHA TOBBIIMICHHAS AaCCOIUAIUS aJIIeIsS
109T c¢ BA. Cnegyer Takke OTMETUTb YBEJIWYEHHE YACTOThI BCTPEYAEMOCTH
oonpHBIX BA ¢ renotunom 109T/T mo cpaBuenuto ¢ 109C/C romMo3uroTHeIM U
109C/T reTepo3uroTHHIM TE€HOTUIIOM B TpPyNIE C HaJMYMeM HAacleJCTBEHHON
OTSITOIIICHHOCTH.

Anamu3z cBs3u 109C/T nomumopdusma rena FceRIB ¢ ypoBuem T-
TUM(GOIUTOB U UX cyOnomynainuii mpu BA y moApOCTKOB BBISBWII, YTO B TPYIIIE
O6onpHbIX ¢ TeHoTunoM 109T/T perucTpupyroTcsi CHUXKEHHBIE IMOKa3aTeH
oTHocuTenbHOro KkonmuectBa CD3" nmo 34,740,41% 1o CpaBHEHHIO C
nokazarensamu B rpymne 0onbHbIX ¢ C/C u C/T reHoTurnom (B o0ouX ciydasx
p<0,05). TenneHUa K CHIDKEHUIO TaKKe HaOII0Janach y OOJIbHBIX C TE€HOTHUIIOM
109T/T B OTHOIIGHHH TIOKa3aTelel abCOMIOTHBIX 3Hauenwit CD4™ u CD8”,
NposABIAsA HENOCTOBepHble pasiauums. Ilokasatemu CD16" cymecTBenHo He
OTIIMYAIUCHh MEXKIY UCCIEAYEMbIMU TpynnaMu reHoTunoB rera FCeRIP npu BA y
noapocTkoB. Hambonee Bbicokue cpeanue 3HadeHus 1QG perumctpupoBanuch B
rpymrie 0onpHBIX, nMetonx reHotun 109T/T. Haubonee Huskuii mokasarens |gA
Obul 3apeructpupoBaH y jwuin ¢ reHoturnoM 109T/T, koTopelid 10CTOBEPHO
ormmyanca ot jgui ¢ 109 C/C renHorunom. TenaeHuuss k cHuwkenutro |gM
OTMeYaJlach TaKXke B rpymrne 00iabHBIX ¢ TeHoTtunoMm 109T/T. V mui ¢ reHOTHIIOM
109T/T peructpupyercss TOCTOBEPHOE IMOBBIIICHHE OTHOCHUTEILHOTO KOJIMYECTBA
CD23" no cpasHenuio ¢ rpymmoit 6onsHeix 109C/C, C/T renorunom (p<0,05;
p<0,01, COOTBETCTBEHHO), TOTAa KakK JOCTOBEpHBIX oTnmumii CD95™- kimetok B
KOMOMHAIIMKA TEHOTUIIOB y OoJibHBIX BA moapocTkoB He oTMeudeHo. BwisBieHO
nocrosepHoe orimune CD23" Mexay romMosurotHeiMu reHotunamu 109T/T wu
109C/C (p<0,05).

Bce nmpoBedeHHBIE  UCCIAENOBaHHMS 1O  M3YYCHUIO W BBISBICHUIO
(YyHKUHMOHATIBHO OCHA0JEHHBIX KOMOMHAIMKA TE€HOTUIIOB M MX B3aUMOCBA3U C
napamMeTpaMH MMMYHHOTO CTaTyca ITO3BOJISIOT CJiejaTh 3aKIFOUCHHE O TOM, YTO
JUISL  3allyCKa  aJUIePTMYeCKUX  peakmuii  HeoOXOIUMO  B3aMMOJICHCTBHC
HeOaronpusTHeIX kKomOuHanuii reHa FCeRIP ¢ mokasarensmMu KJI€TOYHOTO U
T'YMOPaJIBHOTO 3BEHbCB MMMYHHTETA.

[Ipu anamuze Ile105Val nomumopdusma rena GSTnl cpenu 3M0pOBBIX JHUIL
yCTaHOBJICHO, 4TO dactota 105/lle - amiens B momynasuuu JUI] Y30€KCKOU
HAIMOHAJIbHOCTU cocTaBisier 65%, 105/Val — 35%. Ilpu reHotunupoBaHuu
o6oneubIX BA 105/1le — annens BwisiBieH B 79,1% cinydaes, 105/Val — annens B
20,9% cnyuaes. [Ipu nzydeHun pacrnpeesieHusi 4aCTOT TeHOTUTIOB TTOJIMMOP(HOTO
mapkepa reHa GSTxl renorun Ile-105/1le-105 y 3mopoBbix juir yctaHoBieH B 30%
ciyyaeB, rereposurota - B 70%, a Val-105/Val-105 - ne peructpupoBaics. Y
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oombHbix BA  1le-105/1le-105  — renotun BwisiBneH B 60,4% cnydaes, Val-
105/Val-105 renorun — B 2,4%, 1le-105/Val-105 — renortumn B 37,03% (Xz =2,24,
p=0,13).

Pe3ynbraThl, mosiydeHHbIE B OTHOIIeHMH mnoauMmopdusma reHa GSTnl
CBUCTEILCTBYIOT O CYIIECTBOBAHWHU ACCOIMAIIMU, C OJHON CTOPOHBI, T€HOTHUIIA
Ile-105/1le-105, a ¢ apyroii, HocutenabcTBa aeis Ile-105 OonpHBIX ¢ BA B
y30EKCKO#l MOMYIISILUN TIPU CTATHCTHYECKH HE3HAYMMBIX TOKa3aTemsiX x> U Pyae.
B xome wuccnemoBanms Ile-105/Val-105 momumopdusma rerma GSTnl mpu
aimieprudeckod  ¢popme bBA  BBISIBICHO, YTO MPOWCXOAWT OTHOCHUTEIHLHO
moctoBepHoe  (x°=3,49, p=0,06) HaKOIICHHE HEOIATONPHSITHOTO T'CHOTHIIA
[1e1051le (62%) o cpaBHEHHWIO C aHAJOTHYHBIM IeHOTHIIOM B KOHTpoje (30%).
[TpoBeneHHblli aHaMM3 OCOOCHHOCTEH pacmpeneieHus TeHOTUIa B Tpymmax
0onpHbIX HBA 1 CBA mokasai 0TCyTCTBHE CTaTUCTUUYECKU 3HAYUMBIX Pa3INdUdid B
YyacToTax ajuienei u renotumnoB nosmMopdusma Ile-105/Val-105 rena GSTxnl 1o
CPaBHEHUIO C KOHTPOJIBHOMN TPYNION 3I0POBBIX JIMII.

Takum 06pa3om, nmokasana crenuguka noasumopdusma lle-105/Val-105 rena
GSTnl, npossisiomasics acconuanuerr 1le105lle xomOuHanuu reHoThma ¢
ajieprudeckor popmoit 3a060eBaHus B y30€KCKOM MOMYJISIUY.

[IpoBenennsie uccnenoBanus nonumopdusma rena GSTnl ¢ yuetom mosa
00CIIe/IOBaHHBIX JIMI[ MTOKA3bIBAIOT, YTO y jJeBouek dactorta 11105 - amnens rena
GSTnl cocraBuna 87%, mo cpaBHeHHiO ¢ BA (65%) y MampumkoB u Oblia
HEIOCTOBEPHO BBIIIIE, YeM y AEBOYEK B KOHTpombHOH rpymme (13%) (x°=3,216,
p=0.073). KomOuHammsi TCHOTHUIIOB ITOKa3bIBae€T, YTO B TPYIIE IAIMCHTOB
JCBOYCK 4YacToTa roMo3uroTHoro Bapuanta reHotumna Ilel05lle rena GSTrl
CYIIECTBEHHO TIPEBBINIACT ITOKA3aTEIM KOHTPOJBHOW TPYIIBI 3A0POBBIX JIHI
(x°=3,936, p=0.047).

B uccnenoBanusix paznuuuii ypoBHs T-1UMGOIIUTOB U X CyONOMyJISIHNN pU
BA y nmoapocTkoB B 3aBucuMocTd oT reHotumoB Ile-105/Val-105 nonumopduszma
rena GSTnl BBIABICHO, YTO B rpyiie 00JbHBIX ¢ TeHOTHIIOM |/l perucTpupyrorcs
cHmxennble nokazatenu CD3", CD8" u CD16" mo 33,6+0,45%, 15,6+0,88% wu
15,6+0,88%, cOOTBETCTBEHHO, 10 CPABHEHHUIO C MOKA3aTEIIIMU B TPYIIIC JIMII, HE
WMEBIIIMX JaHHBIA TeHOTHUM. JIOCTOBEpHbBIE Pa3iuuMs BHIYUCIEHBI B OTHOLIECHUU
oTHOcHTeNnbHOrO Konuuectsa CD3" mo cpasHenuio ¢ nokasatenamu Val-105/Val-
105, Ile-105/Val-105 renotuma, a Taxxke Mexay renorurnamu Val-105/Val-105 u
lle-105/Val-105 (p<0,01; p<0,02; p<0,05 coorsercTtBeHHO), CD4"-KkneTok Mo
cpaBHeHnio ¢ mnokazarensmu lle-105/Val-105 (p<0,02), CD8'-kmerox 1o
cpaBHeHMIO ¢ mokazatensimu Val-105/Val-105 a taxke mexay reHotunamu Val-
105/Val-105 u Ile-105/Val-105 (p<0,02 B 060ux ciayyasx) u CD16" no cpaBHeHuI0
¢ Val-105/Val-105 renoruna Ile-105/Val-105 mnomumopdusma rena GSTml.
OTHOCHUTENLHOE CHIKeHHe abcomoTHoro nokaszarens CD3™-kineTok nmeno mecto
B rpynie nauenToB BA ¢ renotunom Ile-105/1le-105, a CD4"- ¢ renotunom Val-
105/Val-105, 4T0 BBISBHUIO CTATUCTHYECKU HEJOCTOBEPHBIC PA3TUYHS.

[Ipy wnccaenoBaHUM OTHOCHUTEIBHOTO KOJIMYECTBA CD19"-knerok MEXKITY
CpaBHUBAEMbIMHU TPyINIaMy OOJILHBIX ObUTAa BBISBJICHA JTIOCTOBEPHOCTh Pa3IUYHMA
nokazareneit rpynn ¢ remotunamu lle-105/Val-105 u Val-105/Val-105 (p<0,02).
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3aperucTpupoBaHO JOCTOBEepHOE yBennueHrue ypoBHs 1G y 00IpHBIX MOAPOCTKOB
¢ BA, umeronmx romosurotHbiii renotun Ile-105/lle-105 u rerepo3uroTHsIi
renotun Ile-105/Val-105 mo cpaBHEHHIO C TOMO3UTOTHBIM T'€HOTHUIOM Val-
105/Val-105 (p<0,01 B oOoux ciyuasx). BelpakeHO CHIKEHHBIH YpoBeHb IQA
Obu1 cBsi3aH ¢ HanmureM reHotuna I/l 6onpHBIX BA 10 oTHOMmICHHIO 0OJIBHBIX BA
noJpocTkoB, uMeronux reHotun Val-105/Val-105 (p<0,05). CymiectBeHHOM
pa3HUIIBI B OTHOIICHWW YpPOBHS KOHIEHTparuu IgM Mexay TeHOoTHIaMu He
UMEJOCH.

OOHnapyxeHo, yto npu BA y moapoctkoB ¢ reHorunom Val-105/Val-105
OTHOCUTENbHBIH M abcomoTHbli ypoens CD23" Bpmue, uem B rpymmax lle-
105/1le-105, Ille-105/Val-105. Tak, cpeaHue 3HAYCHHS OTHOCHTEIHLHOTO
comepkaHus Mapkepa aktuBaumu CD23" ¢ remotumom Val-105/Val-105
JOCTOBEPHO OTIWYAIMCh OT Tpymmnbl OoibHBIX ¢ reHoturnoMm Ile-105/Val-105
(p<0,05), a ypoBeHb abcomoTHoro coaepskanus CD23" B rpynme MHAMBHIOB C
Val-105/Val-105 renorumom 0b11 paBed 558,5+32,3, uyTo ObLIO JOCTOBEPHO BHIIIIE
no cpaBHeHuto ¢ 415,15+26,3 B rpynmne ¢ renoturniom Ile-105/1le-105 rena GSTxl
(p<0,05). HocToBepHble pa3auyusi, MPOSBISIONIMECS CHIKEHUEM COJCpKAHUS
CD95" B 3aBucumoctu ot Ile-105/Val-105 mnomumopdusma rema GSTrl
MCCJICIOBAHHBIX TAI[MEHTOB, 3apETMCTPUPOBAHBI Y JIUII, UMEIOIMUX reHotun lle-
105/1le-105, o cpaBHeHHIO ¢ rpymmoi odnamatonmx resorunom Ile-105/Val-105
(p<0,05).

Takum oOpasoM, BeIsBIcHHBIC accormaruu Ile-105/Val-105 momamopduzma
reda GSTnl ¢ camum 3aboneBaHUEM U TTOKA3aTEeNsIMU UMMYHHOTO cTaryca ipu bA
CBUJETENBCTBYIOT, YTO T'€Hbl (PEPMEHTOB OHMOTpaHCPOpPMALUK UTPAIOT BAKHYIO
pOJIb KaK B HETOCPEICTBEHHOM pa3BUTHU HACJICACTBEHHOM
peapacnoyiokKeHHoCTH K bBA, Tak M B ONOCPEIOBAaHHOM (POPMHPOBAHUU
HapyIIEHU UMMYHHOUM CUCTEMBI B ITaTOTeHe3¢e 3a00JIeBaHUsI.

B ceapbMoil riaaBe uccepralvu  IPEACTABISIOTCA PE3YJbTAaThl OLEHKHU
3G ()EKTUBHOCTH  TPUMEHEHUS  WMMYHOMOJIYJISTOPOB  TOJMOKCUJIOHUH U
nukiodepon npu BA y moapoctkoB ¢ “HebnaronpustHbiMu reHoTunamu’” 109T/T
rena FceRIP u Ile-105/1le-105 rena GSTxl.

[Tony4yeHHbIE JaHHBIEC MO pe3yJIbTaTaM KOMIUIEKCHOTO JICUCHHUS CTPaJaroIInX
BA moapoCTKOB C BKIIIOYEHHWEM TMOJIMOKCHUIIOHUSI YKAa3bIBAIOT Ha BBIPAKEHHOE
BOCCTAHOBJIEHUE CO CTOPOHBI MMMYHHOM CHUCTEMbI NIPU JaHHOW CXEME
TepaneBTUYeCKoro  JjiedeHus. (OcoOeHHO  3aMETHbIM  OBUIO  yBEJIMYEHHUE
OTHOCUTENBHOTO (¢ 36,9+0,59% no 44.2+0,7%, p<0,01) xomuuectsa CD3". B
OTHOUIEHUHU cyOmonyisiuuu T-1uM@GOIUTOB TNpPU HCMOIB30BAHHOM CHoco0e
JICYCHHUS XapaKTePHbIM OBLJIO JIOCTOBEPHOE TIOBBIMICHWE OTHOCHTEILHOTO
conepxanus CD4", CD8"-knerok. B wactHocTH, conepxanne CD4" yseanuuaocs
¢ 19,6+0,23% no 27,6+£0,3% (p<0,01), cymiecTBEHHO HapacTajo OOIee YHCIIO0
CD8"-knerok (¢ 17,2+0,32% mo 23,1+0,4%, p<0,01). Konuyectso B-numdonutos
Bozpactaio ¢ 18,4+0,20% mo 21,6+0,9%. CymiecTBeHHO MOBBIIIATIOCH
comepsxanne CD95" (¢ 17,3+0,43% mo 23,2+0,5%, p<0,01). Bkmodyenue B
KOMITJIEKCHYIO TEpaIri0 MOJUOKCUIOHUS COMPOBOXKIAIOCH TAKXKE JTOCTOBEPHBIM
MOBBINICHUEM KOHIIEHTpanuu IgA, sBISIONMErocss OJHUM U3 BeAyHuX (pakTopoB
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MIPOTUBOMHUKPOOHOM ¥ AHTUTOKCHYECKOM 3aIIUTHI B IPOCBETE JABIXATEIBHBIX MyTEH
(c 17,2+0,32% no 23,1+0,4%, p<0,01) u TeHaeHIIMEHN K MOBBIMICHUIO YpOBHs |IgM
u 1gG.

JI1st JOCTHIKEHUS 1IeJId UCCIIEIOBAHUs OlEHEHA KIIMHUKO-UMMYHOJOTUYECKast
(G ()EKTUBHOCTh HCIONB30BAHUSI CUHTETUYECKOTO HWHIYKTOpa HHTepdepoHa -
IUKI0(GEpPOH B KOMIUIEKCHOM JiedeHUU 00JIbHBIX BA B mopocTKOBOM BO3pacTe.

[locne mnpumeneHus 1UKIO(GEpPOHA OTMEUEHO VIyYIlIEHHE ToKa3zarenen
MMMYHHOTO cTaTtyca. Tak, Mpyu KOMIUIEKCHOM JICUEHUH MOJPOCTKOB, CTPaAaIOIIuX
BA, nmonomHWUTENHHO MHMKIOPEPOHOM OTMEUEHO JOCTOBEPHOE TOBBIIICHUE
OTHOCUTENBbHOTO (¢ 36,9+0,59% mo 41.7+0.4%) xommdectBa CD3™-kmetox mo
CPaBHEHHMIO C MCXOJHBIMU JaHHBIMU. KOJIMYECTBO HMMYHOPETYISTOPHBIX
mamormto CD4™ (¢ 19,6£0,3% 1o 24,2+£0,3%) u CD8 -xnetok (¢ 17,2+0,32%
no 20,12+0,3%) Bo3pacTano, MOYTH JOCTUTAsT CPEIHUX 3HAYECHUU KOHTPOJIHbHOM
rpynmnbl.  OTMeYanmoch  HE3HAYUTEIBHOE  MOBBIIIEHWE  AKTUBHPOBAHHBIX
muMQOIMTOB, HeCcymuX Mapkepbl T-kinetounoif axrtusamuu CD95, mapkepa
akTHBaluu B-muMdoruTon CD23*. OrMeuena TeEHACHIHSA K YBEJTUYCHUIO
KOHIIEHTpaIlMu UMMYHOTJI00yIMHOB KitaccoB IgA, 1gG u IgM.

Takum oOpaszoMm, y OonbHBIX BA moapoctkoB ¢ reHorumamu 109T/T rena
FceRIB u Ile-105/1le-105 rena GSTml, mosyyaBIIMX KOMILJICKCHOE JICUCHHE C
UMMYHOMOJIYJIUPYIOITUMHU TIperapaTaMd — MOJHOKCUJAOHUNA U IUKIO(GEpOH,
OTMEYAJOCh  BOCCTAHOBJIEHHWE  OOJBIIMHCTBA  KIMHUKO-()YHKIIMOHAJIBHBIX
nokaszarejied U MapaMeTpOB MMMYHOPEAKTUBHOCTH, HACTYIUICHHWE KJIMHUYECKOU
peMuccuu 3a00JIeBaHuUs.

OddekTuBHOCTh NMPOPUIAKTUKH BA ¢ MOMOIIBIO UMMYHOMOIYJIUPYIOIIHUX
npenapaToB  MOJUOKCUJAOHMM W WHAYKTOpa wuHTepdepoHa mukiodepoHa
OIICHUBAJIACh TAKXKE MO pe3yJibTaTaM HaOJIOACHUS 3a MPOJICYCHHBIMU MallMEHTaMHU
c “HeOlaronmpusATHBIMH TEeHOTHNamMu~ B TeueHwe 12 Mecsies. [IpoBeaeHHBIN
MOHUTOPHUHT KJIMHUYECKUX TOKa3aTeNel O3B0 3aKITIOYUTh, YTO €CJIH 0a3ucHas
TUIIOCEHCUOUTU3UPYIOIIAs Teparnus He OTpakajiach JIOCTOBEPHBIMU M3MEHEHHUSIMU
CPEIIHUX TIOKa3aTesiel MPOJIOJDKUTENFHOCTH M unciia oboctpenuit BA B roa, To
KJIIMHAYECKUE JTAHHBIE TAIlMEHTOB, MPOJICYEHHBIX IIUKIO()EPOHOM, 10 CPABHEHUIO C
WUCXOJHBIMM JAHHBIMHU, YKa3blBAIOT HAa JOCTOBEPHOE YMEHBIIECHHE YacTOTbI
o0ocTpeHuii 3aboneBaHuss B TeueHHe roga. l[locnme nedeHus uuMkIopepoHOM
OTMEUYEHO CTATUCTUYECKU TOCTOBEPHOE YMEHBLIEHUE 4acTOThl 0bocTpeHuil bA c
6,9+0,4 pa3 no 4,3+0,5 B rog.

[Ipn wuccrenoBaHUM TAIMEHTOB, TOJYYaBIIUX IOJUOKCUIOHUN, TaKkKe
OTMEYEHO JOCTOBEPHOE YMEHBIIIEHHE KOJUYeCcTBa 00OCTpeHui 3a00sIeBaHMs.
CHmwxenue obocTpeHnii BA B TeueHue roja y NHAlUEHTOB, MOJYYaBIIUX KypC
MMMYHOMOTYJIUPYIOIICH Teparuu ¢ mpenapaToM MOJUOKCUAOHUH, MPOSBIISIOCH B
cpenHeMm 3-4 O0OOCTpEHUSIMH B TOJ, TOTJIa KaK O TPOBEIEHUS TAHHOTO Kypca
JedeHus o0ocTpeHus 3a00jeBaHUs PETUCTPUPOBAIIM, B CpeaHEM, J0 7 pa3 B
teueHus: roga (p<0,05). CpenHsisi IPOJOIKUTETHHOCTh 000CTPEHUS Y OOJBHBIX,
MOJYYaBIINX MOJUOKCUOHUN, MUMEET JOCTOBEPHBIE OTJIMYMS OT IOKa3aTens,
BBIYUCJIEHHOTO JI0 MPUMEHEHUS UMMYHOMOAYJATOPOB B KOMIUIEKCHOM JIEUYEHUU
BA y nonpocTkos.
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BelpakeHHOCTP ¥ TPOJOJDKUTEIBLHOCTH ~ CHMIITOMOB  3a00JI€BaHUS
(TemneparypHas peakiMs, CHUMITOMbl WHTOKCHKAIlMM, PUHOpEs, Kallelb M
U3MEHEHHUS] B JIETKUX, ONpelelsieMble (PU3UKaIbHO) B TPYIINAax MOTYyYaBIIUX
npenaparbl MOJUOKCUIOHUN M HHUKIOPEpOH B KOMIUIEKCE Oa3UCHOW Tepanmuu
CYLIECTBEHHO OTJIWYanuch. Jns OonbHbIX BA mOIpPOCTKOB, MOMyYaBIIMX
MOJMOKCUJOHUM 3TH ABJICHHUS COOTBETCTBEHHO, JUIMIWCH, B cpeaHeM 2,21+1,12,
2,6+1,11, 3,81£1,20, 4,6+1,19, 3,8+1,25 nHeit, Torma kak y OoJbHBIX BA
MOJIPOCTKOB TOTYYaBIIUX ITUKIOPEPOH ATH SBICHHS MPOJIOJDKAINCH B CPETHEM
3,2+1,14, 3.4+1,16, 4,2+1,31, 7,8+2,22, 4,9+1,13 pgueit. CuemoBaTenbHO,
BKJTFOYCHHE TIOJTMOKCUIOHUS B KOMIUIEKC Oa3UCHOTO JICYCHHS CITIOCOOCTBYET OoJiee
OBICTPOI TUKBUJIAIIUN BCEX MPOSBICHUI 00OCTPEHHUsI MATOJIOTHUYECKOro Mpoliecca
B JIETKHX.

TakuMm o0pa3oM, MOJIydEHHbIE pPe3yJIbTaThl CBHUJETEIBCTBYIOT O TOM, YTO
pPOBEICHHE  KypcoB  Hecnenuduueckod  HMMYHOTEpanuu  Ipenaparamu
MOJIMOKCUJIOHUN U 1HuKIopepoH y OonbHBIX BA ¢ renotunamu 109C/T u lle-
105/lle-105 renoB FceRIP, GSTnl B 2-3 pa3za cHWKAET 4acTOTy OOOCTpEHUt
3a0oneBanus. [1o mpoBeeHHBIM pacueTaM MO3UTUBHBIEC TIOKA3aTeNnu MpeodaaaatoT
B IpyImie OOJbHBIX, MOJTYYaBIIUX MOJMOKCUIOHUN W OTPAKAIOT MPEUMYIIECTBO
BKJIIOYEHHUSI TAHHOTO IIpenapaTa B CX€Mbl KOMILUIEKCHOTO JieueHus bA.

Ha ocHoBaHMM TIPOBEIEHHBIX MOJAPOOHBIX HMCCIEAOBAaHUN HaMu pa3paboTaHa
Mojelnb MHorogakTopHoro passutus bA. CremyeT OTMETUTb, UYTO JaHHAas
pa3paboTKa MO3BOJIMJIA IMO-HOBOMY PAacCMOTPETh MATOJOTHYECKUUA (PEHOTHUI ¢
MO3ULAN HECIYyYalHbIX COYETAaHUM WCCIEAOBAHHBIX T'€HOB, YYacCTBYIOIIHUX B
JUCPETYyJIAlMd MUMMYHHOTO OTBETa, HApYyIIEHUU TPOILIECCOB JIETOKCHUKAIUU
KCEHOOMOTUKOB M PEIENTOPHBIX MEXaHU3MOB WHUIUAIMU aJJIEPTUYECKOT0
BOCIAJICHUS, KOTOpbIE MOJUYEPKUBAIOT BAXKHOCTh ATHUX IMPOIECCOB B Pa3BUTUU
ayiepruueckux 3adoneBanuii B yacTHocTU BA.

Ha OCHOBaHUH MIPOBEJECHHBIX KJIIMHUKO-(YHKITMOHATbHBIX,
MMMYHOJIOTHYECKUX W TE€HETHYECKUX HCCIEIOBAaHMM, HaNpaBJICHHbIX Ha
Bepu(dUKAIMIO JMarHo3a OpOHXHUAIBHOM acTMbI, HaMHU pa3paboTaH aJrOPUTM
JUarHOCTUYECKUX  MEPOINPHUSTHI, B  COOTBETCTBUU C  KOTOPBIM  IpHU
JJIEPTOJIOTHYECKOM OO0CIIEIOBAHUU CJIEYEeT MPHUACPKUBATHCS TPEXYPOBHEBOTO
MOAXO0/1a UX BBITIOJIHEHUS.

Ha nmepBoM sTame pekoMEeHIyeTcsi MPOBECTH OMPOC MO AHKETE W CJHIENIaTh
3aKJIFOYEHUE O MPEANOJOKUTENLHOCTH BA 'y JaHHOro wHAuWBHAA. 3aTeM Y
OTOOpPaHHOT'0 KOHTHHI€HTA JIMI[ UCCIAE0BATh BEHTWISIITUOHHYIO (DYHKITUIO JIETKUX
C TMpOBEICHHEM OpOHXOIUJATAIMOHHOW TpoObl. Ilpu  TMONOKUTETBHBIX
pe3yJibTaTax Ha JJAHHOM JTare MOXKHO OTPaHUYUTHCS BEPOSTHOCTHIO Hamuuus BA.
Ha BTOopoM ypoBHE JMAarHOCTUYECKUX MEPONPUSATHNA TIPU  BBISIBICHUU
MMMYHOJIOTHUYECKUX HapYUIEHUM, JOKYMEHTUPYIOIIUXCA W3MEHECHHUSIMU, KaK B
KJIETOYHOM, TaK U TYMOPAJbHOM 3BEHbSIX MMMYHHOW CHCTEMBI U ONpPEACICHUEM
ypoBHast ipoaykiuu 1L-6, INF-y, ycranaBnuBaetcs auarno3 BA u ompenensitores
naTorenetuyeckne (Gopmbl 3a0osieBaHMs. TeCThl TPETHETO YPOBHS TO3BOJISIFOT
BBISIBUTh HEOJArOMPHUATHBIE TEHOTHIBI, YTO TIOJITBEPXKAAET HECOMHEHHOCTh

nuarnosa BA.
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[IpoBeneHHbIE CKPUHUHIOBBIE, KJIIMHUKO-(DYHKITHOHAIIEHEIE,
MMMYHOJIOTHYECKUE W TEHETHYECKUE HCCIIEIOBAHUS TIO3BOJIMIIM OIPEIETUTh
MOJXO0/IbI K MPOBEACHUIO TPOYUIAKTHUECKUX MeponpusiThii BA y moapocTkoB.

3AK/IIOYEHUE

1. VYcraHoBieHbl 4YacTOTa BCTPEUYAEMOCTH U CTPYKTypa 3a0o0JieBaHUS
«OpoHXHMaNbHAsl acTMa» B apHUIHON 30HE Cpedu JHI[ MOJPOCTKOBOTO BO3pacTa.
Vkazannasi maronorust peructpupyercs y 9,6% 00cienoBaHHOTO HaceleHUs
MOJIPOCTKOB, TMPH STOM JaHHOE 3a00JieBaHHE 4Yalle BCTPEYACTCS Cpenu JIUIY
KEHCKOTo moyia. B cTpykrype 3abosieBaHusl MpEBaIUpPyeT UHTEPMUTHUPYIOUIAs U
JIerKasi NIEPCUCTUPYIOLIAsk (POPMBI.

2. BrisiBlieHHBIE 0COOCHHOCTH KJIIMHUYECKOTO TeueHust BA cpenu moapocTKoB,
MPOKMBAIOIINX B apUIAHON 30HE, YKa3bIBAIOT HAa BBICOKYIO YACTOTY acCCOIMAIlUU
MOpaKeHUs OPOHXHMAIBHOTO JIepeBa C AJUIEPrUYECKUMHU IMPOIECCaMH  JIPYTUX
opraHoB u TkaHeul: B 73,9% c¢ AP, B 53,7% ¢ AK, B 16,6% c A1/l u B 14% c
KpanuBHHIIeH/oTekoM KBuHKe.

3. OOHapyxeHO, 4YTO B HCCleayeMoil mnomymsiiuu OoiabHBIX BA
MOJIPOCTKOBOTO BO3pacTa MPOUCXOSAT BBIPAKECHHbIC HAPYIICHUS WMMYHHOTO
cTaTyca, NposiBsiomuecs aedUIMTOM MoKasateneil kak kinerounoro (CD3Y,
CD4", CD8", CD16"), Tak u rymopanbHOro 3BeHbeB mmmyHutera (CD19™ IgA,
IgG, IgM) u akTuBanmoHHbIXx Mapkepos (CD23", CD95"). MMmyHHBIH cTaTyc y
O0onpHBIX BA B NOAPOCKOBO-IOHOIIECKOM BO3PAacT€ HMEET CBOEOOpa3HbIe
O0COOCHHOCTH, TPU ATOM TTyOHHA BBISBIISIEMBIX HApYIIICHUH UMMYHOPEAKTHBHOCTH
HanOoJiee BBIpAKEHA B MJIA/IIIE BO3PACTHOM IpymIIe.

4. 'Y OoJbHBIX OpOHXMAIBLHONW acTMOW B TOJIPOCTKOBOM BO3pacTe
BBISIBIIIIOTCS.  OTUETJIMBBIE  M3MEHEHHS B MEXKKJIETOYHOM  B3aUMOJICHCTBUU
B UMMYHHOH CHCTEME: JOCTOBEPHOE IOBBIIICHUE COJEP’KAaHUS CEKPETHUPYEMOIO
Th2-knetkamu IL-6 sBasOIIErocs peryasTOPOM IMPOIECCOB CO3PEBAHUS aHTUTEI
U caMOll TPOJYKIIMM HWMMYHOTJIOOYJIMHOB, U HAa00OpPOT CHIDKEHHE YPOBHS
perymnstopa aktuBHocTH Thl-knerok nurokura INF-y.

5. OOHapy»XeHO, 4YTO YpPOBEHb cojepxaHus HUTOKUHOB |IL-6 u INF-y B
nepudepuIeckoil KpPOBH HWMEET CBsI3b C IMATOTCHETHYECKUM BapHUAHTOM
3a0oneBanus. [lokazano, yto Haubosee HU3KME mokazarenu npoaykuuu INF-y B
CBIBOPOTKE KPOBH XapaKTEPHBI JIJISl AJJICPTUICCKOTO KIMHUKO-TIATOTEHETUIECKOTO
Bapuanta bBA B mMOAPOCTKOBOM Bo3pacte. Y TOAPOCTKOB, CTPAAAIOIIMX
MPEUMYIIECTBEHHO HWH(PEKIIMOHHON (OopMOil OpOHXMANBHOW AaCTMBI, HMEETCS
TEHJICHITUS K MOBBITIIEHHOU npoaykiuu |L-6 nmepudeprudeckoit KpoBwu.

6. BeisBIIeHO, UTO MapKepaMu MOBBIIIEHHOTO PUCKA Pa3BUTHS AJIICPTUUECKOMN
dbopMbl  OpOHXHMAIBHONW AacCTMBl Yy  TOAPOCTKOB  y30€KCKOW  ATHUYECKOU
npuHaiexHocTn sBisitorcss reHotun FCeRIP-109T/T w ammens FceRIB-109T,
Mapkepamu noHmwxkeHHoro pucka — FCeRIB-109C/C u amnens FceRIB-109C.
OOnapyxeHa BbIcOKas creneHb cueruienuss reHotuna FCeRIP-109T/T u annens
FceRIB-109T c HaciencTBEHHON OTSTOIIEHHOCTbIO OpOHXHAIBHOM acTMbI B

y30€KCKOM MOMyJISIIUY.
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7. Cpenm nWI KEHCKOTO TMoOJjia Y30€KCKOW HallMOHATBLHOCTH BBISBIICHA
acconmarus amens Ile-105 u renoruna Ile-105/lle-105 momumopdaoro jokyca
rena GSTrnl ¢ BeicOkMM puckoMm pa3Butus BA. Beigsneno, uro renorun lle-
105/1le-105 accoruupoBaH ¢ pa3BUTHEM allICprudeckoii GopMbl OpOHXHATLHOM
aCTMBI Y TIOJIPOCTKOB Y30€KCKOW MOMYJISIIUU.

8. BxiodeHre B KOMIUIEKCHYIO Teparuio TMOAPOCTKOB OoibHbIX BA
UKII0(EepOHa U MOJTMOKCUIOHHUS, OKa3bIBasi UMMYHOKOPPETUPYIOLIEe BO3ICHCTBUE
U CIIOCOOCTBYET TMOBBIINICHUIO KIMHHYECKON dddexTuBHOCTH Tepanuu. [lpu
UCCIIEIOBaHUHM  TPOodUIaKTHIEeCKOH 3D PeKkTUBHOCTU UMMYHOMOYJISITOPOB
NMO3UTHBHBIE TIOKa3aTelu Mpeoljafaad B Tpymne OONbHBIX, MOJYYaBIIMX
MOJMOKCUIOHUHM, YTO yKa3blBaeT HA MPEUMYIIECTBA BKJIIOYCHHE JIaHHOTO
mpernapaTa B CXEMbl KOMIUIEKCHOTO JICYCHHUS M TMPOQPHIAKTUKH OpPOHXUATBHON
acCTMBI y TTOJIPOCTKOB.
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ANNOTATION OF DISSERTATION

Topicality and demand of the subject of dissertation. Bronchial asthma
(BA) is one of the most common and serious diseases, which in the world suffer
from 3 to 12% of the child population of the globe. Proportion of adolescents with
asthma, is one third of all children with this disease. High prevalence of asthma in
the numbers of teenagers, characteristics of the disease, age-related aspects of the
functioning of the endocrine and immune systems of teenagers that cause
difficulties which arise in the course of the diagnostic process, highlight the need
to find innovative approaches to diagnosis and treatment of this disease.

It is known that the key immune mechanisms in the pathogenesis of the vast
majority of AD cases is real and indisputable fact. Currently, considerable interest
to researchers involved in the pathogenesis of positions of allergic diseases,
especially asthma, along with IL-4 and IL-13 causes a number of other (IL-6, IL-8,
IL-10, IL-5, INF-a and INF-y) immunoregulatory cytokines.

Genetic predisposition plays an important role in the development of allergic
diseases. Currently available data on the relationship with asthma and associated
with disease symptoms polymorphism approximately 150 genes. Important role as
the main contender for the predisposition to asthma gene is a gene encoding -
chain of high affinity receptor IgE. Interaction elevated levels of antigen-specific
IgE with FceRIP plays a central role in the pathogenesis of allergic asthma.
Particularly attractive candidate gene asthma is also one of the enzyme genes
biotransformation - GSTxl, encoding glutathione S-transferase and ml express
almost exclusively in the pulmonary tissue. This gene is located at the locus 11913,
for which repeatedly shown clutch with atopic symptoms. Accumulated in the
literature say about the relationship of gene polymorphism FceRI, GSTnl with
different allergic diseases.

From this perspective, the study of immunological and genetic mechanisms of
the pathogenesis of this disease for the construction of rational treatment and
prevention emphasizes the relevance of this thesis research.

From the earliest days of independence, the country has successfully
implemented state programs aimed at reforming the health care system. As a result,
the targeted implementation of organizational health and research activities aimed
at effective diagnosis, prevention and treatment of asthma among adolescents, with
some success in the treatment of this disease in the country. However, now the
problem of early diagnosis and the development of effective programs for
treatment and prevention among adolescents with asthma remain one of the most
important issues of modern health care. This research work was carried out in the
framework of the tasks set by the Resolution of the Cabinet of Ministers of the
Republic of Uzbekistan "On additional measures to improve the health of women
and the younger generation,” dated 25.01.2002 for the Ne32. In this regard, the
need to deepen the information received about the state of cellular and humoral
immunity among adolescents, asking pathogenetic informative immunogenetic
studies in asthma are one of the important criteria demand the dissertation topic.
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Conformity of research to priority directions of development of science
and technologies of the Republic of Uzbekistan. This work was performed in
accordance with the priority areas of science and technology of the Republic of
Uzbekistan SSTP-9. "Development of new technologies for prevention, diagnosis,
treatment and rehabilitation of human diseases."

International review of scientific researches on the dissertation theme.
Degree of study of problem. Research work aimed at preserving health and
preventing the development of allergic diseases and, in particular, asthma among
children and adolescents remain relevant for any country, because according to the
WHO program "International Study of Asthma and Allergy in Children" in many
countries tenth of the population of children suffering from bronchial asthma, with
the last 20 years in industrialized countries, the spread of this disease in children
and adolescents has increased more than 3 times. Therefore, great attention to
improving the treatment and prevention of asthma in adolescents given by WHO,
foreign research centers and higher education institutions.

Study of immunological characteristics of asthma, both in our country and
abroad in a large number of studies that leave no doubt that it is the immune
system plays a key role in the development and in the maintenance of the disease.
Concept development immunocitokin network - system humoral mediators
between immunocompetent and other cells involved in the immune response in
asthma, implementing a succession stages of immunological response, cooperation
between the factors of nonspecific protection and immunity responses of early and
late phase of inflammation, as well as synthesized antibody class switching -
continues to be supported by numerous studies. The role of genetic susceptibility in
the development of asthma in children and adolescents is well known, and today,
thanks to the success of molecular genetics and the development of ideology and
position of a candidate mapping, it is possible to solve this problem in terms of
chromosomal location and description of specific polymorphisms of genes
responsible for the formation of a predisposition to asthma.

Degree of study of problem. Despite the enormous attention paid to the
problem of asthma, measures of effective diagnosis, treatment and prevention of
this disease in adolescence developed enough. Have not been studied sufficiently
prevalence and clinical features of asthma in adolescents, as well as diagnostic
capabilities pulmonary ventilation studies with conducting various tests. Rather
contradictory data available on the changes of immune status and activation
markers involved in allergic inflammation in asthma in adolescents. Not specified
diagnostic and differential diagnostic value of the determination of cytokines,
namely IL-6, INF-y, their regulatory actions on immunocompetent cells involved
in the immune response in asthma. In domestic work is not carried out a study of
genes FceRIP, GSTxnl, determining the structure of a genetic predisposition to
asthma.

All this is the basis for the work devoted to the study of the foundations of the
formation of asthma in adolescence and to the development of effective programs
for early diagnosis, treatment and prevention of asthma, which determines the
priority and urgency of the problem.
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Connection of dissertational research with the thematic plan of scientific-
research works is reflected in following projects:

state scientific and technical project STP - 1109-11.3-0-13801 «Development
of new diagnostic technologies, differentiated therapy, prevention and
immunorehabilitation hereditary - caused forms of asthma in adolescence” (2009-
2011).

Purpose of research is study the immunological and genetic mechanisms of
the pathogenesis of asthma in adolescents and form the basis of this plan rational
diagnostic and therapeutic measures in this pathology.

In To achieve this goal the following tasks of research is solved:

to establish the clinical course of asthma in the population of adolescents
living in the Samarkand region, in the early stages of the pathological process in
the bronchopulmonary system.

explore the features of the state of cellular and humoral immunity, as well as
activation markers in asthma in adolescence by determining the immunophenotype
of lymphocytes in the peripheral blood.

to examine the level of production of immunoregulatory cytokine interleukin-
6 and interferon-y and install them pathogenetic informative in asthma among
adolescents.

to determine the features of distribution of allele and genotype frequencies of
polymorphic variants of genes and FceRIB GSTnl population Uzbek people with
asthma, compared with the healthy part of the population.

examine the clinical and immunological aspects effectiveness of therapies
using drugs and polioksidony tsikloferon in patients with asthma in adolescence.

on the basis of studies to develop a multivariate model of formation of
bronchial asthma and develop an optimal algorithm for the diagnosis, treatment,
prevention in adolescents with this pathological condition.

Object of research are the study were 4094 adolescents living in Samarkand
region of Uzbekistan.

Subject of research - venous blood and serum for the quantitative
determination of the main indicators of immune and cytokine status, genotyping of
polymorphic variants of candidate genes that determine hereditary susceptibility to
asthma, as well as clinical and immunological efficacy of drugs and tsikloferon
polioksidony patients.

Methods of research. Were used screening, clinical, functional,
immunological, genetic and statistical methods.

Scientific novelty of dissertational research consists in the following:

proposed introduction to the work of doctors teen clinics layered approach
testing can significantly improve the detection rate of asthma in adolescence and
optimize treatment and preventive measures in high-risk groups;

first defined the peculiar characteristics of the quantitative parameters of the
immune status of patients with asthma in the cohort of adolescence and the
corresponding proposed regulations and guidance documents for the healthy part
of the adolescent population;
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for the first time presents a comprehensive assessment of the cytokine profile
of blood serum in bronchial asthma in adolescents. Specific features of products
immunoregulatory cytokines IL-6 and INF-y and their pathogenetic and regulatory
information content in asthma among adolescents;

first analyzed the distribution of alleles and genotypes of polymorphic gene
variants and gene FceRIB GSTnl among patients with different phenotypic
variants of AD and healthy individuals of Uzbek nationality, which resulted in the
identified markers of increased risk or, conversely, resistance to the development
of asthma in adolescents Uzbek ethnicity;

algorithms for phase diagnosis, treatment and prevention of asthma in
adolescence in terms of disclosure of important moments of the pathogenesis of the
disease, allowing to build a rational sequence of diagnostic search, aimed at
verifying the diagnosis and expedient construction of preventive measures.

Practical results of research consist in the following:

in the diagnosis of asthma in adolescents is advisable to use the algorithm
developed, involving three-tiered approach to the diagnostic process, including the
use of modern biographical questionnaires and tests aimed at identifying reversible
bronchial obstruction syndrome, in-depth immunological study assessing the most
important products and research immunocytokines genetic markers of increased
risk of developing asthma;

obtained immunological data: dual immunodeficiency cellular and humoral in
adolescents with asthma - to consider when developing prevention and treatment
programs for the appointment of immunomodulatory drugs in the basal complex
therapy of bronchial asthma;

as additional differential - diagnostic criteria for clinical and pathogenic
nature of the disease in adolescents with asthma can use indexes content cytokines
IL-6, IFN-y in serum;

the results of genetic testing, in which the identified markers of increased risk
of asthma (the genetic marker HLA-B40 genotype FceRIB-109T / T allele FceRIp-
109T, the genotype and allele GST=1-lle-105/1le-105 GSTx1-1le-105 ) should be
considered as evidence of the clinical feasibility of predictive genetic testing,
allowing for the presimptomatic diagnosis of hereditary predisposition to asthma
and organize effective prevention of this disease;

high therapeutic and prophylactic efficacy of immunomodulators and
polioksidony tsikloferon, absence of complications and adverse reactions in their
application can be recommended in practical activities allergist appointment
combined immunomodulatory therapy in patients with asthma adolescents.

Reliability of obtained results is the results based on the fact that all data
immunological and genetic studies processed using modern computer technology.

Theoretical and practical value of results of research. The obtained data on
the lack of diagnosis of asthma in adolescents allow a more rational organization of
social and medical assistance to patients in this age group in the Samarkand region.
Proposed use of questioning adolescents in primary care physicians in the periodic
medical preventive examinations followed by functional testing aimed at detecting
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violations of pulmonary ventilation and, if necessary, study the reversibility of
bronchial obstruction in the test with a bronchodilator.

Identified abnormalities in immune status in adolescents with asthma,
characterized by a decrease in both cellular and humoral immunity, indicate a need
to consider the diagnosis of immunodeficiency states and optimization of treatment
- rehabilitation measures in adolescents with asthma.

Results of work are important for practical medicine by disclosing significant
pathogenetic mechanisms of clinical and pathogenic forms of asthma in
adolescents. The peculiarities of production of IL-6 and INF-y in the pathogenesis
of the disease, depending on the identified parameters are introduced into clinical
practice as additional differential diagnostic criteria pathogenetic orientation
process in asthma in adolescence.

Results of the thesis research 109C/T polymorphism of the gene variant
FceRIP, Ile105Val polymorphic variant gene GSTxnl contribute significantly to the
overall view of the genetic basis of susceptibility to asthma. These thesis can serve
as a basis for further research to identify genetic risk factors for asthma and the
development of adequate therapeutic measures. Results of the study can also be
used in the educational process of medical and biomedical universities.

Realization of results. Results of the study presented in the form of
guidelines, "Questions of early diagnosis of asthma in adolescents”, "Age aspects
of the regulation of immunity" and innovations "By molecular genetic testing
polymorphic locus gene FceRIP for the diagnosis of asthma in adolescence",
"Method of drug immunocorrection secondary immunodeficiency state in asthma
in adolescence drug polioksidony" that are embedded in practical health
(Conclusion number 93/106 of 18.10.2011 and Ne 1 dated 12.03.2014, the Ministry
of Health of the Republic of Uzbekistan).

Approbation of work. The main provisions contained in the thesis presented
and reported 14 scientific conferences, including eight international congresses,
conferences, in particular, on the IX International Congress on Cell Biology &
20th Annual Conference of the Korean Society for Molecular and Celluar Biology
(2008 , Seoul), X1V Congress of the Asian Pacific Society of Respirology & 3rd
Joint Congress of the APSR/ACCP (2009, Seoul), XII Asian-Pacific Congress of
Clinical Biochemistry (2010, Seoul), XIII Annual Congress Turkish Thoracic
Society (2010, Istanbul, Turkish), European Respiratory Society Annual Congress
(2010, Barcelona), «Zavadskie reading» (2011, Rostov-on-Don), "Healthcare in
the Russian Federation, CIS and European countries” (2011, Moscow), "Medicine:
new developments in theory and clinical practice" (2011, Sharja), XVII
International Congress of Rehabilitation Medicine and immunorehabilitation and V
World Forum on asthma and respiratory allergies (2012, New York York) and 6
Republican, in particular, "Achievements and prospects for prevention, diagnosis,
treatment and rehabilitation of internal diseases" (2009, Tashkent), "Clinical
Immunology, Immunogenetics - interdisciplinary problems™ (2010, Tashkent), VII
Congress tuberculosis and pulmonology Uzbekistan (2010, Tashkent), "Current
issues of medicine” (2010, Samarkand), "Actual problems of medicine” (2012,
Andijan), meetings of the Academic Council of the Institute of Immunology of the
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Academy of Sciences of the Republic of Uzbekistan and the research seminar at
the Scientific Council (2013, Tashkent).

Publication of results. On the topic of the dissertation is published 32
scientific papers, including 7 in foreign journals.

Structure and volume of dissertation. The dissertation consists of an
introduction, five chapters of their own research findings, a list of references, 189
pages of text, 54 tables and 6 figures.

MAIN CONTENTS OF DISSERTATION

In the introduction the urgency of the thesis, formulated the goal and
objectives of the study, the main points to be defended, given scientific novelty and
scientific and practical significance of the results provides information about
testing and publication of the results of work, scope and structure of the short
dissertation.

The first chapter of the dissertation presents a literature review, consisting
of five sub-chapters, which provides information about the current state of the
problem of asthma in the adolescent population; immunological mechanisms of
pathogenesis and participation of cytokines in immune regulation in bronchial
asthma in adolescents studying molecular genetic basis of several genes
responsible  for the development and predisposition to  asthma;
immunofarmakodrugs use contemporary ideas in asthma.

The second chapter of the dissertation describes the materials and methods.
In accordance with the objectives and tasks of the work carried out a
comprehensive survey of 4094 adolescents from 2007 to 2011. Program of
scientific research has been carried out on the basis of Samarkand city adolescent
clinic and department of Allergology-Pulmonology Samarkand City Medical
Association named after M.N. Khaitov. According to the scheme approved by the
International Symposium on periodization age puberty, isolated adolescence (boys
- from 13 to 16 years girls - from 12 to 15 years) and adolescence (boys - 17 to 21
years of girls - 16 to 20). Clinical diagnosis verification in the thesis was carried
out in accordance with the international classification of WHO (X revision, ICD-
10) diagnostic criteria and Global initiative for asthma (GINA, 2006).

The survey included a survey to identify the prevalence of asthma among
adolescents, followed by a sample of adolescents to clinical and functional
examination, together with specialist’s adolescent clinic. Among surveyed
contingent boys in adolescence was - in 1224, in the youth - 766 girls in
adolescence was - in 1318, in the youth - 729. The study population was
Samarkand - 2326 Urgut district - 1711 persons puberty. If you suspect a common
asthma conducted laboratory and instrumental methods of diagnosis, including the
study of a general analysis of blood leukocyte count, total sputum examination,
chest radiography, electrocardiography, and the study of respiratory function
(ERF).

Depth immunological studies were conducted in cohort of 237 patients with

AD and healthy individuals adolescence, which in the course of research studied
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immunological (CD3*, CD4 +, CD8", CD16", CD19*, CD23", CD95", IgA, IgM,
IgG) and cytokine status (IL-6 and INF-y).

For molecular genetic testing used in the DNA samples of 204 patients BA
Uzbek nationality aged 12 to 21 years, selected in the study. Control group
consisted of 56 healthy individuals without clinical manifestations of allergic,
autoimmune, and infectious and inflammatory diseases, matched by sex and age
with patients and do not have family history of atopic diseases.

Among 57 patients with asthma in adolescents during their stay in hospital
was conducted nonspecific immunotherapy drugs polioksidony and cikloferon
basic therapy in the complex. In accordance with Regulation GINA adolescents
with asthma as basic therapy received cromolyn sodium - Intalum 5 mag,
antihistamine (Zyrtec), inhaled corticosteroids - fluticasone propionate 50/100 or
Beclazon eco-light breathing 100/250, as a bronchodilator received B2-agonist
short steps (salbutamol or fenoterol). Prophylactic efficacy was assessed by clinical
characteristics not earlier than one year after the course of therapies.

To study the prevalence of asthma in the thesis we used a questionnaire
screening using a questionnaire European respiratory society. Specialized profile
approved and recommended by researchers for the epidemiological screening of
BA.

Ventilation lung function was studied alone for spirometer «SPIROSIFT SP-
5000» (Fukuda DENSHI, Japan) with automatic processing parameters.
Bronhodilyatatsionny test was performed by the standard technique. Reversibility
of bronchial obstruction was considered positive for growth in FEV1 of 15% or
more.

Analysis of polymorphic variants and GSTal FceRIB gene carried by
polymerase chain reaction of DNA synthesis (PCR) thermocycler for RFLP
analysis with primers Forward - 5-GTG GGG ACA ATT CCA GAA GA-3
'Reverse - 5'-CCG AGC TGT CCA GGA ATA AA-3'; Forward - 5-GTA GTT
TGC CCA AGG TCA AG-3' Reverse - 5-AGC CAC CTG AGG GGT AAG-3
‘and the subsequent detection of the restriction fragments by electrophoresis in a
6% polyacrylamide gel. HLA-phenotype to a standard mikrolimfocitotoxic test
(Terasaki P.1.) c using a panel of HLA-antisera St. Petersburg Research Institute of
Hematology and Blood Transfusion.

To test lymphocyte subpopulations and their monoclonal antibodies used and
differentiation activation antigens CD3", CD4 +, CD8", CD16", CD19", CD23",
CD95". The concentration of serum immunoglobulin’s: IgG, IgM, IgA was
determined by radial immunodiffusion according to Mancini gel (Mancini et al.).

Determining the level of INF-y and IL-6 in serum were determined by
enzyme immunoassay using a test system for ELISA "IFA-INF-y - IL-6" ("Vector-
Best", Russia, 2009).

Statistical analysis was performed on the programs developed in the package
EXCEL using a library of statistical functions with the calculation of the arithmetic
mean (M), the error of the arithmetic mean value (m), the Student test (t), the
probability of error (p), the Pearson correlation coefficient (r). When genetic
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studies calculated criterion - %2, Pvaw, RR-relative risk, EF-figure etiologic
fraction and PF - figure preventive fraction.

The third chapter of the dissertation deals with the results of the survey
students in high schools and colleges to determine the prevalence and clinical
features of asthma in the adolescent population, which was conducted in two areas
of Samarkand region: in Samarkand (4 Lyceum College 2) and Urgut district (3
colleges, 3 Lyceum). Based on analysis of questionnaire data was formed by a
group of persons who had obstruction syndrome in the past 12 months. According
to our data, such persons was 388, which accounted for 9,6% of all respondents.
Girls accounted for 59,1% (229 people), 40 boys, 9% (159 people). As can be seen,
asthma among girls living in the investigated region, met more often than boys -
teenagers. As a young boy patients were also less than the girls - teenagers. The
basis for the study of two areas of Samarkand was the fact that one of them (Urgut
district) population is engaged tabak. In this regard, is of particular interest to
compare the frequency of occurrence of astma symptoms adolescents living in
different areas of the region.

Was interviewed in 1711 adolescent children - college students, high schools
Urgut tobacco-growing areas. According to our data, the number of adolescent
children with the presence of asthma among them was 185, which accounted for
10,8% of all surveyed. Number of teenagers college students involved in
questioning of Samarkand - was 2326, and the results of a questionnaire on
symptoms of asthma was observed in 203 adolescents, representing 8,7% of all
surveyed teens.

In general, according to our results among the surveyed population of the
Samarkand region rate of occurrence of asthma among adolescents 9,6% and was
at a slightly higher level in the cohort of females, both in adolescence and in young
adulthood.

.4037 persons surveyed teens .

city of Samarkand - 2326

boys - 1209 girls - 1117

|

' identified asthma patients - 203
teenagers living in
Urgut district - 1711

boys - 781 gitls - 930

identified asthma patients - 185

all identified - 388 patients with asthma

|
|

Fig. 1. Distribution of those surveyed teens
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The second stage of examination (clinical and functional studies) was covered
by a contingent of teenagers who indicated in the questionnaire at least one of
asthma symptoms in the last 12 months.

The examination of boys and adolescents with suspected asthma and intercept
of oriented reduced FEV, PEF, MEF,, MEFs,, MEF;5, MEFys.7sat a relatively
normal ‘values of FVC, which corresponds violations obstructive pulmonary
ventilation.

Study of respiratory function after inhalation of a bronchodilator 15 minutes
manifested increase in FEV1 and other indicators of pulmonary ventilation by
more than 15% from baseline values corresponding to the normalization of all
parameters of respiratory function to the level of standards. According to the
results of our study revealed changes ERF, reversible test bronchodilator
(salbutamol), allowed to confirm the diagnosis of asthma in 243 adolescents,
representing 62,6% of the examined patients.

To study the clinical characteristics of the disease according to profiles to
characterize the frequency of comorbid conditions. In our studies, 73,9% of the
patients, asthma combined with allergic rhinitis, which is characterized by
predominantly mild. In this mixed form of respiratory allergy, AR with asthma met
in 88 teens surveyed, accounting for 44%. Most patients with adolescent asthma
along with AR was associated with allergic diseases such as vnerespiratornymi -
atopic dermatitis, 16,6% of the adolescents, 53,7% of allergic conjunctivitis,
urticaria / angioedema 14%. 7,6% of adolescents surveyed mentioned the presence
of a food allergy, and 8,1% - about drug allergies.

Verification of the diagnosis of asthma according to the diagnostic criteria for
Global initiative for asthma allowed to determine the features of clinical course
severity. We examined adolescents for mild persistent observed in 8,8% of cases,
periodical exposure for - BA reported among 91,2% of patients.

Thus, in a population of adolescents living in the Samarkand region, a study
was conducted asthmas frequency of symptoms, which revealed the true
prevalence of asthma among this category. Found that the majority of adolescent
was stated periodical exposure for asthma, at least - for persistent disease. The
patients were studied the structure of BA related allergic conditions, and also
investigated the changes in functional performance characteristics at different
severity of asthma, during which yielded important scientific and practical results.

The fourth chapter of the dissertation presents the results of the study of
immune status features a healthy population and adolescent patients with asthma.
Relative performance CD3" cells in peripheral blood of healthy adolescent
population amounted to 45,5+0,5%, CD19" cells - 21,9+0,3%, the average values
of the subpopulation of T-helper lymphocytes - 24,4+0,3%, T-suppressors -
21,1+£0,3%, natural killer cells - 17,2+0,3%, and serum immunoglobulin’s major
classes: IgA - 186,7+13,35mg%, IgM - 111,24+4,47mg%, IgG - 901,2+67,18mg%.
A comparative study of the parameters of the immune status of healthy adolescent
male and female differences in the mean values of these indicators have been
identified.
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In the study of the T cell immune contingent link to examinees identified
significant decrease in the average relative content of CD3" asthmatic patients
adolescence (36,8+0,5% as compared to 45,5+0,5% in control, p<0,01).
Characterized by a subpopulation of CD4" levels 19,5+0,3% as compared to
24,4+0,3% in the controls (p <0,01). CD8" content was also significantly reduced
to 17,24+0,3% at 21,0+0,3% in controls (p<0,01). Results obtained in regard to NK-
cells in asthma adolescence indicate a trend toward reduction of the indicator
(16,0+0,3% as compared to 17,2+0,3% in control, p<0,02).

50 455

CD3+% CD4+% CD8+% (D16+% (D19+% (D23+% (D95+%

# nracticallv healthy H natientewith asthma

Fig. 2. Immune status of patients with asthma in adolescence in s plants

Serum IgA, IgM in the cohort of adolescents with asthma undergoing
significant changes, characterized by a significant reduction in data
immunoglobulins. 1gG levels in patients with asthma was slightly elevated, not
significantly different from the group of healthy adolescents. It should be noted
that the cohort of patients tested was a significant decrease in the number of B-
lymphocytes.

The results showed that patients with adolescents with asthma, there is a
significant reduction of both CD23"- cells and the relative amount of CD95"- cells,
which are markers of activation of T and B lymphocytes.

Improved knowledge about the functioning of the immune status of the links
in the age periods in asthma is of practical importance, which will discuss the
tactics of therapeutic and preventive aspects of immunomodulation. Intermediate
CD3"- cells, reflecting a common pool of T-lymphocytes in patients with asthma
and adolescent boys, was 35,4+1,1% and 39,6+0,59% respectively. It can be seen
that the lowest level of this indicator registered patients adolescent age group.
When analyzing immunoregulatory lymphocyte subpopulations minor differences
detected level CD4"- cells in the age groups , but the level of CD8"- cells differed
significantly increased in patients adolescence (17,2+0,32% compared to
11,2+0,6%, p<0,02), although in general not reached the level of control
parameters (21,1£0,3%, p<0,05). When comparing the level of CD16" in the target

age groups revealed that if a group of patients with asthma boys this figure remains
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at healthy individuals , then the adolescent patients analyzed different figure as a
significant decrease in relation to the performance of the control group (13,6+1,1%
compared to 17,2+0,3%, p<0,01) , and young patients with asthma group
compared to 16,0+0,39%, (3,6+1,1%, p<0,05). Level of CD19'-cells was
significantly reduced in the group of patients with asthma in adolescents compared
with the control group (18,44+0,30% compared to 21,9+0,3%, p<0,02). Significant
differences in the content of CD19"- cells in the comparison groups were found.

In order to identify the pathogenetic significance of the identified changes in
the profile of the immune system of the surveyed cohort analyzed the relationship
immune parameters, on the one hand, with the clinical and pathogenetic form of
asthma, and the other - with different phases of its course. The characteristic
features of the various options studied immunodeficiency disease, reflecting a
reduced amount of the circulating pool of CD8" and CD95" - positive lymphocytes
in the NA and the MA. The most distinct relationship with the phase of acute
iliness on the background of increasing trend indicator activation marker of B
lymphocytes had fluctuations of serum immunoglobulin’s A and M. Reverse
nature of these changes (a significant increase in the level of IgM and IgA
reduction in exacerbation of the disease and, on the contrary a significant decline
IgM to 122,3+6,4mg% and 92,3+5,1mg% and an increase in IgA 124,7+2,4 mg%
141,5+7,7 to mg% in the remission phase), apparently reflecting focus
pathogenetic mechanisms depending on the nature of the disease. To participate in
the observed disimmunoglobulinemiya the pathogenesis of asthma also indicate the
information obtained about the oppression of production IgA in patients with the
presence of family history on allergic diseases (137,5£7,9 mg% vs. 161,5+8,7
mg%, p<0,02). An interesting fact is also represented a significant deficiency
CD8", CD16" and CD19" lymphocyte populations in these patients compared to
patients without burdened allegroanamnesis (p<0,05, p<0,01, p<0,05 respectively).

Profound disturbances of the immune status in groups of patients with asthma
adolescence require consideration inclusion of immunomodulatory drugs in
complex basic therapy to restore quantitative indicators of immunity.

The fifth chapter of the dissertation, respectively, to the tasks of the thesis
is devoted to the establishment of pathogenic and informative power of competing
products cytokines serum IFN -y and IL-6 in patients with asthma in adolescence.

Thus, the content of the cytokine IL-6 in peripheral blood serum of patients
with asthma in adolescence was significantly increased up to 24,043,8 pg/ml at
8,6+3,6 pg/ml in controls (p<0,05). To clarify the nature of communication and
production of IL-6 with clinical and pathogenic forms of the disease was a
comparative analysis with the study of pathology. Found that adolescents with
asthma with predominantly infectious disease mechanisms, recorded the most
elevated levels of IL-6 production, which averages, accounting for 37,9+1,3 pg/ml
in peripheral blood seems to reflect the severity and depth of inflammation of the
bronchial tree in this group of patients. Patients with major mechanisms in the
pathogenesis of allergic disease, in contrast, a marked decrease in production of
IL-6 up to 32,1+1,1 pg/ml. It is interesting to the finding of significant decrease of

the level of IL-6 production in patients with mixed asthma.
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Fig. 3. Indicators IL-6 asthma patients in adolescence

Analysis of the parameters of interferon status in the subgroups of patients
with asthma in adolescence found low INF-y production by immunocompetent
cells. Thus, the content of the cytokine INF-y in peripheral blood serum in patients
with asthma in adolescence was significantly reduced to 7,9+0,5 pg/ml at 13,9+1,0
pg/ml in controls (p<0,01).

To clarify the nature of communication and INF-y production in the studied
pathology with clinical and pathogenic forms of the disease, we conducted a
comparative analysis.

As a result of statistical analysis, the lowest level of production INF-y
(4,9£0,2 pg/ml; p<0,01) was registered in the group of patients with asthma in
adolescence with allergic clinical pathogenetic form of the disease. INF-y
production by immunocompetent cells in mixed-dependent and infectious forms of
asthma in adolescence was at almost the same low level, significantly different
from the group of healthy adolescents.

m practical healthy ~ ®total group of patients with asthma B AA ®BNA ®EMA
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Fig. 4. Indicators of INF-y in patients with asthma adolescence.

These features production of IL-6 and INF-y may provide additional objective
criteria and orientation of the inflammatory response in healthy and patients with
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various clinical and pathogenetic variants of BA, allowing differentiated approach
to the choice of therapy and increase its effectiveness.

In order to assess the significance of competing cytokines IL-6 and INF-y
with the clinical features of asthma examined the values of these parameters in the
course of the disease, which has allowed to establish expressed increased
production of IL-6 during exacerbation of asthma. The values of this parameter
made 31,3%1,4 pg/ml vs. 21,842,1 pg/ml at remission and 8,6+3,6 pg/ml in the
healthy subjects (p<0,05, p<0.01, respectively). Analysis of INF-y production in
connection with the phase of the disease indicates the inhibition of this cytokine
production in acute asthma to 6,1+£0,7 pg/ml (control group 13,9+1,0 pg/ml,
p<0,02), while in remission, this figure increases slightly, remaining still
significantly reduced as compared to healthy subjects (p<0,05). Identified levels
investigated the relationship between cytokines and a phase of the disease reflect
the participation of various parts of the immune status in the pathogenesis of the
disease.

One of the main functions of IL-6 and INF-y is the regulation of the
differentiation of immune cells. To clarify the nature of communication and
immunological disorders with the level of production of IL-6 and INF-y in
peripheral blood, we conducted a comparative analysis to examine the spectrum of
immunological parameters in the study of pathology with the content of serum
cytokine levels. There is an inverse relationship between the level of IL-6 and the
content of CD3+-cells (r=-0,17; p<0,05), CD4+-cells (r=-0,15; p<0,05), CD8+-
cells (r=-0,25; p<0,05) and found a positive correlation between IL-6 serum levels,
and the pool of circulating CD16+-cells (r=0,14; p<0,05). At the same time, there
is a direct correlation between IL-6 and levels of CD19+ BA adolescent patients
(r=0,20; p<0,05). The level of IL-6 and is weakly expressed in a negative
correlation with the content of 1gG, was positively correlated with the
concentration of IgA and IgM.

Correlation analysis results of the study it was found that the content of
indicators INF-y thoroughly negatively correlated with the mean values of all
parameters of cellular immunity CD3+ (r=-0,19; p<0,05), CD4+ (r=-0,15; p<0,05),
CD8+ (r=-0,17; p<0,05), CD16+ (r=-0,14; p<0,05). The results of correlation
analysis of the concentration INF-y with indices of humoral immunity revealed
pronounced negative correlation with indicators of CD19+-cells and IgA, IgM.
Here 1gG is correlated positively with the level of INF-y (=0,34; p<0,05).
Also studied the correlation dependence of IL-6, INF-y with activation markers of
T and B-immunity. Indicators of IL-6 correlates positively with CD23+ (r=0,39;
p<0,02), while the level of IL-6 in patients was pronounced negative correlation
with the content of CD95+ (r=-0,32; p<0,02). It was also found that INF-y
negatively correlated with the content of CD23+ (r=-0,30; p<0,05) and CD95+ (r=-
0,10; p<0,05).

Set multiple interconnection levels indicate interdependence cytokine IL-6
and INF-y content with impaired balance between the processes of activation
(CD23+) and elimination (CD95+) in asthma in adolescents. The findings also
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suggest a possible regulatory role of the studied cytokines in the immune response
characteristic phenotypic variants of BA.

The six chapter of the dissertation to clarify the mechanisms of the disease
studied the significance of alleles genes FceRIB, GSTal development and
susceptibility to asthma.

In the study of 109C/T polymorphism FceRIB of healthy individuals, the
frequency of 109T-allele in a population of ethnic Uzbeks 46,8% 109C allele —
53,2%. For genotyping of patients with asthma 109T - allele was detected in 58,6%
of cases, 109C allele - in 41,4% of cases (y2=3,59, p=0,058, OR=1,24). In studying
the frequency distribution of genotypes of polymorphic marker gene FceRIp
genotype 109T/T in healthy individuals is set to 32,6% of the heterozygous
genotype 109C/T — 28,3%, and 109C/C — 39,1%. BA patients 109T/T-genotype
detected in 45,4% of cases, 109C/C - genotype - 28%, 109C/T-genotype in 26,6%
(x2=1,84, p=0,17, OR=0,4). The analysis of distribution of allele and genotype
frequencies of polymorphic variants - 109C/T gene FceRIp revealed unreliable
differences between the total group of patients with asthma and control subjects.
Table 1 shows the results of the analysis of the frequency of alleles and genotypes
of polymorphism 109C/T gene FceRIp among patients depending on the clinical
variants of the pathological process. As can be seen from the table, the analysis of
allele frequencies at 109C/T polymorphism FceRIp found that the 109T allele in
patients ABA occurs significantly more frequently than in the healthy subjects
(79,1% versus 46,7%, respectively, ¥2=26,0, p=0,000, OR=3,12). The study of
polymorphism genotypes shows that in patients with homozygous variant
frequency ABA 109T/T gene significantly higher than the control group of healthy
individuals (64,1% vs. 32,6%, respectively, ¥2=11,45, p=0,0007, OR=3,68).

Table.
The distribution of alleles and genotypes 109C/T polymorphism of gene
FceRIB in groups of patients with asthma and ah healthy individuals
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Thus the frequency of 109C/C in patients was significantly lower ABA level
characteristic of the healthy part of the population studied persons (5,8% compared
with 39,1%). Frequency of 109C/T gene FceRIp in this group of patients did not
differ almost from the control group. The analysis features of the genotype groups
in patients with MA and NA showed no significant differences in allele
frequencies and genotype polymorphism 109C/T gene FceRIB compared with a
control group of healthy individuals.

In order to evaluate the association of asthma by gender analyzes the
frequency distribution of alleles and genotypes 109C/T polymorphism FceRIp:
patients boys frequency-109T allele was 78,5% FceRIf, compared with asthma
(67,2%) qgirls and was significantly higher than in males in the control group
(56,2%) (x2=5,2, p=0.02, OR=4,71).

Interest in the relationship Profile genetic markers with clinical features of
such diseases as asthma, for which shows numerous cases of family aggregation
has existed for over 30 years, but nonetheless, they remain far from being solved.
From the data obtained, taking into account the nature of the identified gene
polymorphism analysis features FceRIPB genotype in clinical groups of patients
differing in the presence of family history on allergic diseases. As shown by the
results of studies of individuals with hereditary burdened genotype 109T/T met in
72,4%, genotype 109C/T - in 20,7% of cases, while the number of patients with
109C/C genotype composition 6,9% (x2=9,75, p=0,001, OR=1,27). Important
feature revealed in our research concerns the significant differences of allele
frequencies 109C and 109T gene FceRIB (x2=17,8, p=0,000, OR=4,21) between
the control group and patients with hereditary abnormalities.

Thus, patients with a family history on allergic diseases characterized by
increased 109T allele association with asthma. It is also noted an increase in the
incidence of asthma patients with genotype 109T/T compared to 109C/C
homozygous and 109C/T heterozygous genotype in the group with the presence of
family history.

Analysis of relationship between 109C/T polymorphism FceRIB level of T-
lymphocytes and their subpopulations in asthma in adolescents found that in
patients with genotype 109T/T recorded reduced performance relative to the
amount of CD3+ 34,7+0,41% as compared with the in patients with the C/C and
C/T genotype (p<0,05). The downward trend was also observed in patients with
genotype 109T/T with respect to indicators of absolute values of CD4+ and CD8+,
showing false differences. Indicators of CD16+ were not significantly different
between treatment groups genotypes FceRIP in asthma in adolescents. The highest
mean values of 1gG were detected in the group is patients with genotype 109T/T.
The lowest rate was registered IgA in patients with genotype 109T/T, which is
significantly different from those with 109C/C genotype. The downward trend in
IgM was also observed in patients with genotype 109T/T. Individuals with
genotype 109T/T recorded a significant increase in the relative amount of CD23+
compared with a group of patients with 109C/C, C/T genotype (p<0,05, p<0,01,
respectively), while important differences CD95+ - cells in combination of
genotypes in patients with asthma adolescents were observed. There was a
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significant difference between CD23+ homozygous genotype 109T/T and 109C/C
(p<0,05).

All the studies in the study and identification of functionally weakened
combinations of genotypes and their relationship with the parameters of the
immune status lead to the conclusion that to launch allergic reactions to adverse
interaction gene combinations FceRIB with indicators of cellular and humoral
immunity.

In the analysis of gene polymorphism 1lel05Val GSTznl among healthy
individuals, the frequency 105/lle - allele in a population of Uzbek people is 65%,
105/Val - 35%. For genotyping of patients with asthma 105/lle - allele was
detected in 79,1% of cases, 105/Val - allele in 20,9% of cases. In studying the
frequency distribution of genotypes of polymorphic marker gene GSTnl Ile-
105/1le-105 genotype in healthy individuals is set to 30% of cases, the
heterozygote - 70%, and Val-105/Val-105 - not registered. BA patients Ille-105/lle-
105 - genotype was detected in 60.4% of cases, Val-105/Val-105 genotype - in
2,4%, lle-105/Val-105 - genotype in 37,03% (y2=2,24, p=0,13).

The results obtained with respect to polymorphism gene GSTxl indicate the
existence of the Association, ¢ one hand, genotype lle-105/lle-105, and on the
other allele carriers Ile-105 in patients with asthma in the Uzbek population in
terms of statistically insignificant 2 and Pyau. The study of gene polymorphism
lle-105/Val-105 GSTxl an allergic form of asthma found that is relatively
significant (¥2=3,49, p=0,06) accumulation of unfavorable genotype Ile105lle
(62%) compared with the same genotype in Control (30%). The analysis features
of genotype distribution in groups of patients NBA and MBA showed no
statistically significant differences in the frequencies of genotypes and alleles of
the gene polymorphism lle-105/Val-105 GST=nl compared with the control group
of healthy individuals.

Thus, the specificity of gene polymorphism Ile-105/Val-105 GSTxl,
manifested Association lle105lle genotype combination with allergic form of the
disease in the Uzbek population.

Studies of gene polymorphism GST=l by gender persons surveyed indicate
that girls frequency 11105 - GSTxl allele was 87%, compared with asthma (65%)
boys and was not significantly higher than that of girls in the control group (13%)
(x2=3,216, p=0,073). The combination of genotypes shows that patients
homozygous variant frequency girls genotype lle105lle gene GSTxl significantly
higher than the control group of healthy individuals (%2=3,936, p=0,047).
In studies of variation in levels of T-lymphocytes and their subpopulations in
asthma in adolescents depending on the gene polymorphism genotypes lle-
105/Val-105 GSTnl revealed that in patients with genotype I/l recorded reduced
performance CD3", CD8" and CD16" to 33,6+0,45%, 15,6+0,88% and
15,6+0,88%, respectively, compared to a group of persons who did not have this
genotype. Significant differences were calculated with respect to the relative
amount of CD3+ as compared with the Val-105/Val-105, Ile-105/Val-105
genotype and between genotypes and Val-105/Val-105 lle-105/Val-105 (p< 0,01,
p<0,02, p<0,05, respectively), CDA4+-cells compared with Ile-105/Val-105
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(p<0,02), CD8"-cells as compared with the Val-105/Val-105 and also between
genotypes and Val-105/Val-105 lle-105/Val-105 (p<0,02 in both cases) and CD16"
in comparison with the genotype Val-105/Val-105 Ile-105/Val-105 gene
polymorphism GSTxl. Reduction in the absolute measure CD3"-cells in the
patients had asthma genotype Ile-105/1le-105, and CD4" - genotype Val-105/Val-
105, which revealed statistically insignificant differences.

In the study of differences in the relative number CD19"-cells between the
compared groups of patients was found between the accuracy of the performance
groups and genotypes lle-105/Val-105 Val-105/Val-105 (p<0,02). Registered a
significant increase in the level of IgG in patients with asthma, adolescents with
homozygous genotype and heterozygous genotype lle-105/Ile-105 Ile-105/Val-105
compared with homozygous genotype Val-105/Val-105 (p<0,01 in both cases).
Expressed a reduced level of IgA was associated with the presence of genotype I/1
BA patients against patients with asthma adolescents with genotype Val-105/Val-
105 (p<0,05). Significant difference in the level of IgM concentration between
genotypes were not available.

Found that adolescents with asthma genotype Val-105/Val-105 relative and
absolute levels of CD23" than in groups lle-105/1le-105, lle-105/Val-105. Thus,
the average value of the relative content of the activation marker CD23" genotype
Val-105/Val-105 significantly different from the group of patients with genotype
Ile-105/Val-105 (p<0,05), and the level of the absolute content of CD23" in the
group of individuals with Val -105/Val-105 genotype was equal to 558,5+32,3,
which was significantly higher compared to 415,15 + 26,3 group genotype Ile-
105/1le-105 gene GST=wl (p<0,05). Significant differences were manifested
decrease CD95" content depending on lle-105/Val-105 gene polymorphism GSTxl
studied patients reported in individuals with genotype Ile-105/lle-105, compared
with the group having genotype Ile-105/Val-105 (p<0,05).

Thus, the identified association Ile-105/Val-105 GSTxnl gene polymorphism
with the disease itself and the immune status in asthma suggest that genes
metabolizing enzymes play an important role in the development of direct
hereditary predisposition to asthma, and the indirect formation of immune system
disorders in the pathogenesis of the disease.

The seven chapter of the dissertation presents the results of evaluating the
effectiveness of the use of immunomodulators polioksidony and cikloferon in
asthma in adolescents with "unfavorable genotypes” 109T/T gene and FceRIp lle-
105/1le-105 gene GSTnl.

The data on the results of complex treatment of adolescents with asthma to
include polyoxidonium indicate marked recovery from the immune system in this
scheme of therapeutic treatment. Especially notable was the increase in the relative
(with 36,9+0,59% to 44.2+0,7%, p<0,01) the amount of CD3". In respect of T-
lymphocyte subpopulations for the used method of treatment characteristic was a
significant increase in the relative content of CD4", CD8"-cells. In particular, the
CD4" count increased to 19,6£0,23% to 27,6£0,3% (p<0,01) increase substantially
the total number of CD8"-cells (¢ 17,2+0,32% to 23,1+0,4%, p<0,01). Number of
B-lymphocytes increased from 18,4+0,20% to 21,64+0,9%. Significantly increases
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the content of CD95" (from 17,3£0,43% to 23,2+0,5%, p<0,01). Complex therapy
polyoxidonium also accompanied by a significant increase in the concentration of
IgA, which is one of the leading factors of antimicrobial and antitoxic protection in
the lumen of the airway (from 17,2+0,32% to 23,1%0,4%, p<0,01 ) and a trend to
higher levels of IgM and IgG.

To achieve the objectives of the study evaluated the clinical and
immunological efficacy of the use of synthetic interferon inductor - cikloferon in
complex treatment of patients with asthma in adolescence.

After applying cikloferon marked improvement in immune status. Thus, in the
complex treatment of adolescents with asthma, further cycloferon noted a
significant increase in the relative (with 36,9+0,59% to 41,7+0,4%) number of
CD3"-cells compared with the original data. Immunoregulatory lymphocyte CD4"
(a 19,6+0,3% to 24,2+0,3%) and CD8"-cells (with 17,2+0,32% to 20,12+0,3%)
increased, almost reaching the average values of the control group. Showed a slight
increase of activated lymphocytes bearing markers of T-cell activation CD95", a
marker of B lymphocytes activate CD23*. There was a trend to increased
concentrations of immunoglobulins IgA, 1gG and IgM.

Thus, in patients with asthma adolescents with genotypes 109T/T gene and
FceRIB 1le-105/1le-105 gene GSTxnl, receiving complex treatment with
immunomodulatory drugs - polioksidony and cikloferon, noted the reopening of
most clinical and functional parameters and immunoreactivity, the onset of clinical
remission disease.

Effectiveness of prevention of asthma using immunomodulatory drugs and
interferon inducer polioksidony cikloferon also evaluated the results of observation
of patients treated with "unfavorable genotypes"” within 12 months. The monitoring
of clinical indicators led to the conclusion that if basic hyposensitization therapy
changes do not present fairly the average duration and number of exacerbations per
year, the clinical data of patients disinfected cycloferon-tion, compared with the
initial data indicate a significant decrease in the frequency of exacerbations in
during the year. After treatment cycloferon statistically significant decrease in the
frequency of exacerbations with 6,9+0,4 times to 4,3+0,5 per year.

In the study of patients treated polioksidony also showed a significant
decrease in the number of exacerbations. Reduction of asthma exacerbations
during the year in patients receiving treatment course with the drug polioksidony,
manifested in the average 3-4 exacerbations per year, whereas prior to the current
treatment of acute illness were recorded, on average, up to 7 times during the year
(p<0,05). The average duration of an exacerbation in patients treated polioksidony
has significant differences from the index, calculated prior to the application of
immunomodulators in treatment of asthma in adolescents.

Severity and duration of symptoms (temperature reaction, symptoms of
intoxication, rhinorrhea, cough, and changes in the lung determined physical signs)
in the groups treated with drugs polioksidony and cikloferon in a complex of basic
therapy differed significantly. For adolescent patients with asthma who received
polioksidony these phenomena, respectively, lasted an average of 2,21+1,12,
2,6+1,11, 3,81£1,20, 4,6£1,19, 3,8+1,25 days, whereas in patients with asthma
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treated with teenagers cikloferon these phenomen lasted an average of 3,2+1,14,
3,4+1,16, 4,2+1,31, 7,842,22, 4,9+1,13 days. Consequently, the inclusion complex
Polyoxidonium basic treatment contributes to more rapid elimination of all forms
of acute pulmonary involvement.

Thus, the results indicate that the courses of nonspecific immunotherapy
drugs polioksidony and cikloferon BA patients with genotypes 109T/T and lle-
105/1le-105 genes FceRIP, GSTnl 2-3 times reduces the frequency of
exacerbations. According to the calculations positive indicators prevalent in
patients treated polioksidony advantage and reflect the inclusion of the drug in the
treatment of BA integrated circuits.

On the basis of detailed studies, we developed a model of multi-factor of BA.
It should be noted that this development has enabled a new way to consider the
pathological phenotype positions nonrandom combinations studied genes involved
in dysregulation of the immune response, impaired detoxification processes of
xenobiotics and receptor mechanisms of initiation of allergic inflammation, which
emphasize the importance of these processes in the development of allergic disease
in particular asthma.

On the basis of clinical and functional, immunological and genetic studies to
verify the diagnosis of asthma, we developed an algorithm for diagnostic
procedures, according to which at allergic examination should follow a three-tier
approach of their performance.

At the first stage it is recommended primarily by questionnaire and interview
to conclude expectation of asthma in a given individual. Then selected from cohort
to investigate ventilation lung function with holding bronchodilation test. With
positive results at this stage we can restrict the probability of having asthma. At the
second level of diagnostic measures , the detection of immunological disorders
documented changes in both cellular and humoral parts of the immune system and
the definition of the level of IL-6, INF-y and a diagnosis of asthma defined
pathogenic form of the disease. Third level tests can detect adverse genotypes,
which confirms the certainty of the diagnosis of asthma.

Conducted screening, clinical and functional, immunological and genetic
studies have allowed to define approaches to preventive measures of asthma in
adolescents.

CONCLUSION

1. Set the frequency of occurrence of the disease and the structure of "asthma"
in the arid zone among teens. Said pathology is recorded in 9,6% of the population
surveyed adolescents, while the disease is more common among females. In the
structure of the disease prevails periodical exposure and mild persistent form.

2. ldentified by clinical features of asthma among adolescents living in the
arid zone, indicate a high frequency of lesions of the bronchial tree association
with allergic processes in other organs and tissues: in 73,9% of the AR, 53,7% with
AK 16,6% with BA and 14% with urticaria/angioedema.

3. Found that in the study population of patients with asthma adolescence

occur expressed disturbances of the immune status, manifested deficit indicators as
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cell (CD3%, CD4", CD8", CD16"), and humoral immunity (CD19%, IgA, 1gG, IgM)
and activation markers (CD23", CD95"). The immune status of patients with
asthma in young people, adolescence has distinctive features, the depth of detected
violations immunoreactivity was most pronounced in the younger age group.

4. In patients with bronchial asthma in adolescence revealed distinct changes
in cell-cell interactions in the immune system: a significant increase in the content
of Th2-cells secreted IL-6 is a regulator of maturation of antibodies and
immunoglobulin production itself, and vice versa reducing regulator activity of
Th1-cell cytokine INF-y.

5. It was found that the contents of cytokines IL-6, INF-y and in the peripheral
blood is in communication with one pathogenic disease. It is shown that the lowest
level of INF-y production in the serum is characteristic of allergic clinical
pathogenic variant asthma in adolescence. Adolescents suffering from
predominantly infectious form of asthma, there is a sharp trend towards increased
production of IL-6 in peripheral blood.

6. Revealed that markers of increased risk of allergic forms of asthma in
adolescents Uzbek ethnicity are genotype FceRIB-109T/T allele FceRIB-109T,
low-risk markers - FceRIB-109C/C and allele FceRIB-109C. A high degree of
cohesion genotype FceRIB-109T/T allele and FceRIB-109T with hereditary burden
of asthma in the Uzbek population.

7. Among females ethnic Uzbek Association revealed lle-105 allele and
genotype lle-105/lle-105 polymorphic gene locus GST=l at high risk for asthma.
Revealed that the genotype associated with the development Ile-105/1le-105
allergic form of asthma in adolescents Uzbek population.

8. Complex therapy with adolescents’ patients with asthma cikloferon and
polyoxidonium, providing immunocorrective effect, enhances the clinical efficacy
of basic therapy. In the study of prophylactic efficacy of immunomodulators
positive indicators prevailed in the group of patients receiving polioksidony,
necessitating its inclusion in the priority scheme of integrated treatment and
prevention of asthma in adolescents.
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