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100anbHON npobaemMoit 3paBOOXPAHEHUS. ITo pe3yabratam
AMUAEMHUOIOTHUECKUX HMCCIEIOBAaHUH, aJJIEPTUYECKUM PUHUTOM CTPAJAET OKOJIO
20% mnaceneHnuss Bcex Bo3pacTHbIX rpynn (XautoB. PM. um coastopsl, 2009,
Stewart M.et al., 2010). [1o npuyrHam, KOTOpBIE JO CHUX MOP HE COBCEM IMOHSATHBI,
yactoTa M 3a0oneBaeMocTb AP  CyIIECTBEHHO BO3pOCIM 3a IOCJEIHUE
necartunetus. Toimpko B Y30ekucrane pacnpoctpaHeHHOcTh AP 3a 10 ner
yBemmuui ¢b B 2 paza (Hazapos O.A., 2011). Oxnako, opuiimaibHasi CTATUCTHKA O
pPacnpoOCTPAaHEHHOCTH AaJJIEPTUYECKOT0 PHUHHTA, OCHOBAHHAs Ha TOKa3aTemsx
o0OpalaeMoCTH NalUEHTOB, B JECATKU pa3 HUXKE AEUCTBUTEIbHBIX 3HAYCHUN U HU
B KOEH Mepe He OTpakaeT Cepbe3HOCTh JaHHOUN MPOOJIEMBbI, XOTS U OHA 10CTAaTOYHA
IUIA TIPEICTaBJICHUS MacIITabOB PacpOCTpaHEHUs JaHHOTO 3a0oneBanus (Xy3uHa
A.X.,2007; Salib R.J., 2005).

OnHoM 13 BaXHEHIIKX MPOOJIeM allJIePrUUY€CKOr0 PUHUTA SBISETCS MO3HSSA
JMarHOCTHKa 3a00JIeBaHUs U MO3/1HEE HA3HAUEHUE aJICKBATHOM MaTOreHeTU4eCKON
Tepanuu, 4YTO MPUBOIUT K PA3BUTHIO pa3IUYHBIX ociokHeHud (Anne E. et. al.,
2009; Min Y.G., 2010). B cBsi3um ¢ 3TUM TEPBOCTENEHHOE 3HAYCHHE WMEIOT
npo(UIaKTUYECKUE MEPBI, HAIIPABJICHHbIE HA CHIKEHUE KOHTAKTa C ajulepreHaMu
U UX (UKCAUMU Ha CIU3UCTBIX 000JIOUKax, pa3paboTKa W BHEIPEHHE METOIIOB
panneit nuarnoctuku AP (Bousquet J. at al. 2008; Tran N.P., et al. 2011).

B HacTosee BpeMs Ipu3HaH , 4TO aTonusl (HacleACTBEHHAsS TEHACHIIHS K
noBbIlIEHHOMY cuHTe3y IgE), ABnsisch THIUYHBIM TpeCTaBUTEN
MyJbTU(AKTOPUATIBbHBIX 3200I€BaHU, JIEKUT B OCHOBE LIE€JIOTO Psijia
ajieprudeckux 3aboneBanuid, B Tom uncie AP (Opeitnun M.b. u coaBTopsl,
2006). Hapsiny ¢ pakTopamu okpysKarotiei cpeasl 0codast posib B popMUPOBAHU
JaHHOTO 3200JI€BaHUS OTBOJUTCS TEHETUUECKON MPEIPACTIONOKEHHOCTH.

[lonck W uU3y4YeHHE TEHETUYECKUX MAapKEPOB, AaCCOIMHUPOBAHHBIX C
pazButueM AP, sBisgercda BaxHelmed 3agadeil Juisi NMOHMMAHMS IATOrE€HE3a,
Jie4eHus U NpoUIIaKTUKH 3a00JI€BAHUSI.

HeoOxomqumMo OTMETUTH, YTO HCCIIEAOBAHUS TEHETHYECKUX MapKEPOB C
aJJIEPrUYeCKUM PUHUTOM U JPYTUMHU OOJNE3HSMHU JbIXaTeIbHOW CHUCTEMBI
3aHMMAIOTCA JIUIIb B HECKOJIBKUX HAay4YHBIX JAOOPATOPUSAX Pa3BUTBIX CTPaH MUPA
(Hopkin J. et al., 1996; Weiss E.H., 1999; Meyers A., 2000; Carr D., 2003).
OpHako  pe3ynbrarbl, IMOJYYEHHbIE STUMHU  HCCJIEAOBATENSIMHU, 3a4aCTYyIO
npoTuBopeunBbl. KpoMe TOro, A0 HAcCTOSALIEr0 BpEMEHU elle He pa3paboTal
CUCTEMHBIH TMOJIXOJ KJIMHHUKO-TEHETUUYECKOTO HCCIIEIOBaHMs aJlIepruyecKoro
PUHHTA U HE OIpeeJIeHbl BO3SMOKHOCTH BHEIPEHHS PE3yIbTaTOB UCCIIEIOBAaHUI B
AMArHOCTHUK JICYCHUE TAHHOW MaTOIOTHH.

Ha cerogusiiamii 1eHs N3BECTH MHOXKECTBO T€HOB, OSJIKOBBIEC MTPOAYKTHI,
KOTOPBIX HEMOCPEACTBEHHO yuacTBYIOT B natorenese AP. Cpean Hux 0cob0 mecTo
3aHUMAIOT CEMENCTBA I'€HOB, ONPEACIISIIOIINX (YHKIIMOHUPOBAHNUE CUCTEMBI
netokcukauu kceHoOnoTukoB (GSTT1 u GSTMI u n1p.) u perymnsiiuu UMMYHHOU



cuctemMbl. CyliecTByeT J0CTaTOYHOE KOJIMYECTBO AAHHBIX, CBUIETEIbCTBYIOIIUX O
OOJBIIOM 3HAYEHUM JUCPYHKIMU Takux (epMeHTOB OuoTpaHcpopManuu
kceHoOnotnkoB kak GSTT1 m GSTMI, mpoTHBOBOCHATUTENHHBIX HUTOKHHOB
(TNF-a, RANTES) u uurorokcuueckux T-mumdorutoB (CTLA4) B rene3e Takux
aTONMUYeCKNX 3a00JIeBaHMM, KaK aJUIepPrUUYecKUid JepMaTuT U OpoHXHAJIbHAS
acTMa, U CIUCOK MOoAOOHBIX MapkepoB nocTossHHO paciupsiercs (Fryer ALA. et al.,
2000; Garte et al., 2001; UBamenko T., 2001; BaBunuu B.A. coaBTopsl, 2002; Carr
D. et al., 2003). OnHako BKJIaJ HEOIATONMPHUATHBIX aJUIEIEH 3TUX TEHETUYECKUX
MapkepoB B paszButue AP 10 cux mop He usydeH. Kpome Toro, HET 4eTKOTro
MPEACTABICHHUS O POJIM KaXJOTo TeHa, BOBMOXKHOCTU BBIJICJICHUS TJIABHOTO TEHA,
B3aUMOJICHCTBUM MYTAHTHBIX TEHOTUIIOB H (AKTOPOB CpPEIbl B CIOXKHOM
natoresHese AP.

B cOBOKYITHOCTH BBIIEU3I0KEHHBIE MTOJT0KEHUS U SIBUJIMCh OCHOBAaHUEM
JUTSI TUTAHUPOBAHUS M TIPOBEJICHUS TAHHOTO UCCIIEI0BAHUA.

Crenenb H3y4eHHOCTH mpodiaemMbl. HecMoTpst Ha Hanuuue OONBIIOTO
KOJINYECTBA JUTEPATyPHBIX HMCTOYHUKOB, MOCBSIIIIEHHBIX W3YUYEHUIO
aJUIEPTUYEeCKOTO PHUHHUTA, CPEIM HUX HET paldoT, OMUCHIBAIONIUX KIMHUKO
reHeTndecku acnekt AP B Y30ekucrtane. /lo cux mop He MpOBOAMIUCH PAOOTHI 1O
M3YYEHHUIO POJIM TEHHBIX MyTaluid B maroreHese AP u, er ma"HBIX O
pacrpoCTPAaHEHHOCTH MO PECHyOJUKEe JTUX TEHOB-KaHAMAATOB. Takxke He
pa3paboTaHa cxeMa oOO0CJeIOBaHWS TAIMEHTOB HAa HAJIW4YUE HACJIEICTBECHHON
IPEIPacoiOKEHHOCTH K pa3BuTuio AP.

B 10 e BpeMsl Takhe KIMHUKO-T€HETUYECKUE UCCIIEIOBAHUS TIOMOTY
MPUOIU3UTHCS K MIOHUMAHUIO POJIM TEHETUYECKOT0 MOIMMOp(u3Ma B TaTOTeHE3e
AP, no3Boi pazpaboTtarb HOBbI 3()(PEeKTUBHBI METOJ] MPOTHO3WPOBAHUS PA3BUTHUS U
NepBUYHON MPOodUIaKTUKH U JieueHus: AP.

CBa3b AUccEPTALMOHHON PadoThl ¢ TeMaTuyeckumu miaanamu HUP. [Tu
cepranuoHHas pabora Bxomur B TwiaH HUP PecnyOnukaHckoro Hay4dHO
CHELMATU3UPOBAHHOIO aJNIEproyiorud ckoro ueHtp 3 PVY3. «Actma u Amieprus B
V30ekucrane. Pa3paboTka COBPEMEHHBIX METOJOB JTUATHOCTHKHU, JICUCHHS H
npodunaktukay (Homep ['oc. Peructpamuu 01.080090).

Hear wuccaenoBaHuMsi: 3y4dTh KJIMHHKO-TEHETHUYECKHE OCOOCHHOCTH
MPOSIBJICHUS aJUIEPTUUECKOTO PUHUTA C YUETOM U3YyUECHUS BIUSHUS MTOJTUMOPQPHBIX
MapKepoOB KIFOYEBBIX TEHOB, YYacTBYIONIUX B €ro (OPMHUPOBAHUM, YACTOTHI
BCTPEYAEMOCTH U (DAKTOPOB pHCKA pa3BUTHA 3a0oJieBaHUs, pa3paboTaTh HOBBIC
MOJIXO/1bl KOMITJIEKCHOT'O JICYEHUSI U TPOTHO3UPOBAHUS JaHHOM MaTOJIOTHH.

3agavu uccie0BaHNUS:

1. N3y4ynTh KIMHUYECKOE TEYEHHUE, AHAIM3 4YacCTOThl BbIsiBICHUS AP u
MIPOBECTHU OIIEHKY COCTOSIHMSI JICYEOHO-TUArHOCTHYECKON MOMOIIH OOJIBHBIM C Ja
HBIM 3200JIEBaHUEM.

2. 3yunTh 4acTOTHI aJljiesieil U pacrpeaesieHne (PyHKIIMOHAIBHBIX U «HYJ
BBIX» T'€HOTHUIIOB T'€HOB (PEPMEHTOB OMOTpaHCHOPMALIUY KCEHOOMOTUKOB
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Bropoit ¢azel GSTT1 u GSTMI u ux acconuaTuBHYIO CBA3b C GOPMHUPOBAHUEM U
KJIMHUYECKUM TEUEHUEM aJJIEPTUUYECKOTO PUHUTA.

3. UByuuTts pacupeneneHue auieIbHbIX BAPUAHTOB OJTUMOP(PU3MA TEHOB
MPOTUBOBOCTIATUTENBbHBIX IMTOKMHOB — TNF-a, RANTES, u rena
nurtorokcndeckux T-mumdorutoB — CTLA4, a Takke, OIICHUTh UX B3aUMOCBSI3b
Pa3BUTHUEM U KIMHUYECKUM TEUCHHEM aJUIEPrUUE€CKOr0 PUHUTA.

4. IlpoBecTH CpaBHUTEIbHBIA AHAIW3 YAcCTOT aJUIENIEd U paclpeleICHUs
reHotunoB reHoB GSTTI1, GSTM1, TNF-a, RANTES u CTLA4 B KOHTPOJIbHBIX
rpynmnax u rpymmax 6oasHbIX AP.

5. IIpoBectn a anu3 reH-reHHBIX B3aUMOACHUCTBUUA M U3YyUYUTh KOPPEIALUU
TeHOTUIIMYECKUX  BapMaHTOB  TI'EHOB-KAHIUIATOB C  ypOBHEM  OOILEro
ceiBopoTouHoro IgE (ME/mn) y GonbHBIX AP.

6. Pa3paborath cxemy KOMIUIEKCHON U nuddepeHIpoBaHHON Tepanuu
aJUIEPrUYECKOro pUHUTA IMyTEM BO3JEHUCTBUS HA PAa3JIMYHBIC 3BE€HbSI €r0 Pa3BUTHUS
C YYETOM F€HETUYECKOM MPEeapacoI0KEHHOCTH K 3a00JI€BaHUIO.

O0bekT W mpeaMer wucciaenoBanusi: OonbHple AP, 161 o6paz JIHK
OOJIBHBIX, a TaKXe 3J0POBBIX TOHOPOB, nonumopdusmsl renoB GSTT1, GSTMI,
TNF-a, RANTES u CTLAA4.

MeTonbl uccjieq0BaHMA: KIMHUKO-Ta00paTopHbIe, UMMYHO(DEPMEHTHBIH
MeTo, MojiekynspHo-reHeTnueckuit (ITLP), cratuctuueckue.

OcHoOBHBIE T0JI0KEHHUS1, BLIHOCUMbIE HA 3AIIUTY:

1. 3a nepuon Habmronenus: ¢ 2003 mo 2010 rr. €XeroHOro 10CTOBEPHOIO
KoneOaHus BbIsBIEHHs OoinbHBEIX AP He wnHaOmomanochk. BrigBiIeHO, 4YTO B
KIIMHUYECKOM MPAaKTUKE YacTO HMMEETCS TEHICHUMS Ha HE aJCKBaTHOE U HE
000CHOBaHHOE UCIOJIb30BAHUE CYHIECTBYIOLIUX METOAOB IMATHOCTUKU U JICUCHHUS.

2. T'enernueckue mapkepsl GSTMO0/0, GST 0/0 49A/G rena CTLA4 He
SBIITFOTCSL  CAMOCTOSITEIPHO 3HAYUMBIMUA TEHETHUECKUMHU (aKTOpaMH pPHUCKa
pazsutuss AP. Onnako coueranue HyneBbix reHotunoB GSTM 0/0+GSTTO0/0
JIOCTOBEPHO TMOBBIIIAET PUCK pa3BuUTUA 3aboneBanusi, ocooeHno KI' dopmbr AP,
6omnee uem B 4.9 paza. [Ipu sTom puck pa3Butust AP y JHI] )KEHCKOTO T10JIa BBIIIE
Oosee yeM B 2.5 pasa, 10 CPAaBHEHUIO ¢ KOHTPOJIEM.

3. Amnensbuble BapuaHTel TeHOB TNF-a RANTES wmoryr sBaaTrscs
CaMOCTOSITEIbHBIMA TEHETUYECKUMHU (PaKTOpaMH TOABEPKEHHOCTH CE30HHOW H
KI' ¢opme AP, coorBerctBeHHo. Ilpm 3TOM TreH-reHHblE KOMOWHAIIUU
“TNF308+RANTES” “TNF308+CTLA4” TaKXKe UMEIOT CUJIBHYIO
MOJIOKUTEIBHYIO aCCOIMALUI0 MEXIy ce30HHOW (opmoit AP u KoHTposem.
Hannuue ¢ynxnumonansno ocnabnenHoro renotuna RANTES taxke noctoBepHo
MOBBINIAET PUCK pa3BUTUs AP y sxeHIuH Oosee yeM B 2 pasa.

4. Coueranmne «HeOnmaronpuaTHeix» amiene reHoB TNF-a, RANTES,
CTLA4, GSTT1 u GSTMI, saBasgeTCs BaXHOM T'€HETHYECKON COCTaBIISAIOLICH



CTPYKTYpPbI NoABepkeHHOCTH K pa3Buthio AP, ocobenno KI' popmel 3ab60aeBanus.
[Ipu sTOoM ypoBeHb o00mIero ceiBopoToyHOro IgE B KpoBM HMeeT mnpsaMyro
KOPPEISTUBHYIO CBSI3b HE TOJBKO C 3TUMH KOMOMHAIIMOHHBIMA BApUAHTAMM, HO U
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C UHIUMBUAYaJIbHBIMU T'€HOTUIIMYECKUMU BapUAHTAMU «T'€HOB-KaHIU1aTOB
IPEAPACTIONOKEHHOCTH K AP.

5. Hecneuuduyeckyro  TrUNOCEHCHOMWIM3UpPYIOIIy0  Tepanuio AP
1eaecoo0pa3Ho MIaHUPOBATH U MPOBOJUTH UHAMBUAYAJIBHO, C YUETOM HAJIUYHS Y
00IbHOTO «()YHKIIMOHAILHO HEOIArOMPHUSATHOTO» Ha00Opa TeHOTHIIA.

Hayuynass HoBu3Ha. BnepBeie oXxapakTepu30BaHbl KIMHHYECKUE W
MOJIEKYJISIpHO-TeHeTHYeckue mnapamiend AP. IlomydeHHble AaHHBIE MOKa3alid
teueHrue AP Gosnee BhIpaK€HHON KIIMHUYECKON (POpMe U MHEPTHOCTh MPOBOJAUMON
TE€panuu y JIML C HAIMYMEM HACJEACTBEHHOM MPEAPACIIONOKEHHOCTH K aTOMUHU.
POBEJICH CPaBHUTEILHBIN aHAIN3 TATOT€HETHYECKU 3HAYUMBIX ISl ()OPMUPOBAHUS
arormuu 1on MopduzmoB reHoB TNF-a, RANTES, CTLA4, GSTT1 u GSTMI,
Cpeld YCIOBHO 3JI0POBBIX JOHOPOB M OonbHbIX AP paznuuHOoro resesa.
[Tomy4yeHHbIe pe3ynbTaThl CBUAETENBCTBYIOT O PA3IMYHON CTENEHU F€HETUYECKOU
IIpe PACIOJIOKEHHOCTH K (hopMupoBaHnio AP y OONBHBIX ¢ aTONUYECKUM U CMellia
HBIM T€HE30M 3a00JIeBaHUsI.

BrnepBrie BbisBII€eHAa JOCTOBepHas accormainus nonmumoppuzma 308G>A
rera TNF-a ¢ passutuem AP ( *=3.3; P=0.03; OR=3.12) u nonnmopdusma A403G
resa RANTES c passutuem KAP (X?=4.45; P=0.02; OR=2.26). DT naHHbIe
M03BOJIS T paccMarpuBaTh renernyecku mapkep TNF-a RANTES
KaueCTBE KIFOYEBBIX TEHETUUECKUX (haKTOPOB OPMUPOBAH HACIIEICTBEHHON
npeapacnoyiokeHHOCTH K pa BUuthio CAP u K P, cooTBeTCTBEHHO. YCTaHOBIICH
HEJI0CTAaTOYHO BhIPA)KEHHAs acCOIMATUBHAS (CaMOCTOSITENbHAS) CBA3b
nomumopdmsma 49A/G rera CTLA4 (X?=0.036; P=0.4; OR=1.1), a Takxe
HyJeBbIX TeHOTUNOB TeHOB GSTT1 n GSTM1 no otnensHOCTH € pasButremM AP.
OpHako, 4acToTa COYETaHHBIX «HYJIEBbIX» reHoTUIoB reHoB GSTT1 u GSTM1 y
6onbHbIX ¢ KAP cratuctuuecku 3HaunuMo NMpeEBbIIIAET YPOBEHb IPYIITBI KOHTPOJIS
(*=5.6; P=0.008; OR=4.9).

BnepBble  yCTaHOBJEHBI  KIIIOYEBBIE  MEXKIE€HHbIE  B3aWMOJCHCTBUS,
JNETEPMUHHPYIOLINE PUCK pa3BUTH AP ¢ BBICOKON BEPOATHOCTHIO. [loKa3zaHo, 4TO
koMmOuHanws momuMopdubx BapuanToB reHoB TNF-a, RANTES, CTLA4, GSTT1
u GSTMI1 yyactBylor B  (OPMHPOBAHUM TE€HETHUYECKOW  CTPYKTYPHI
NPEAPACHOIOKEHHOCTH K aJUIEPrU4eCKOMY PHUHUTY. BBISBIEHBI [10CTOBEpHBIE
OTJINYUS paclpeielieHu coueTanu nonumopgHoro Bapuanta rena RANTES
codyetanu HyJeBbIX reHOTUNOB GSTT1+GSTM1 Mexay naupueHTaMmu My»CKOTO U
KEHCKOTO I0JIa.

YcraHoBieH reHotunuueckue BapuaHThl JJHK-MapkepoB, camoCTOSTENBHO
WM B KOMOMHAIMM, aCCOIMUPOBAHHBIE C BBHICOKUM YPOBHEM  OOIIEro
ceiBopoTouHOro IgE B KpoBH, Mpeapacnonarariye K pa3BUTHIO allIepruyecKoro



pUHUTA.
Hay4nasi 1 npakTHYecKasi 3HAYUMOCTh Pe3yJIbTaTOB HccJIe10BaHus. [[aHHEbIe,
KacarolIuecs 4YacToThl BeisiBIEHUS AP, OyayT ClyXKUTh OCHOBOM /111 BHECEHUS
KOHKPETHBIX IMPEIOKEHUHN 1O MJIaHUPOBAHUIO OPTaHU3AI[MOHHBIX U JIEYeOHBIX
MEpPOIPHUATHS B CUCTEME 3PABOOXPAHEHHUS [10 OTHOUIEHUIO K IAaHHOMY
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3a0osieBaHm0. BhIsIBIICH € aiebHbI BApHAHT T€HOB-KaHIUaTOB,
aCCOIIMMPOBAHHBIE C BEICOKUM YPOBHEM OOIIET0 ChIBOPOTOUHOTO IgE
00yCJIaBIMBAIOIINE MOBBIIIEHHBIN T€HETUYECKUI PUCK Pa3BUTHUSA AJIIEPTUYECKOTO
PUHHTA, CO3AAIOT 0a3y /s pa3padoTku 3(H(HEKTUBHBIX KPUTEPUEB PAHHETO
BBISIBIICHUSI, TPOTHO3UPOBAHUS TEUEHUS U JICUEHUSI AJUIEPTUYECKOTO PUHUTA.

Pa3paborannbie nonoxxeHus: AMPPepeHIPOBAHHOTO MPUMEHEHU
cTyneHnuyaroi papmakorepanuu y 60nbHbIX AP ¢ HacineacTBeHHOM
OTATOLLEHHOCTBIO SIBJISI TCS OCHOBAHUEM JJI MPOBEACHUS aJIeKBaTHOTO U
LIEJICHAIIPABIICHHOTO JICYEHNsI TAHHOU Ipynnbl nauueHToB. [IpennoxeHnbIin
aJTOPUTM MIPUMEHEHUS MOJIEKYISIPHO-TEHETUYECKUX UCCIIEOBAHUM, TTO3BOJISIET,
b depeHIUPOBAaHHO KIMHUYECKOM U SKOHOMUYECKOM acleKTax, MPUMEHSITh
JaHHBIN MeToA y 00abHBIX AP.

[lony4yeHHble pe3ynbTaThl HUCCIENOBAHUS PACIIUPAT MPEACTaBICHUS 00
ATHONOTHUH, (haKTOpaxX pUCKA, MEXaHW3ME Pa3BUTHA, PA3HOOOPA3UU KIMHUYECKUX
NPOSIBICHUH aJJIEPTUYECKOT0 PUHUTA.

Peanuzanus pe3yiabraTroB. Pa3zpaboranHbpie B auccepTallud Hay4dHbIE U
MPaKTUYECKUE  MOJOXKEHUS  NPUMEHSIOTCS B KIMHUYECKOM  MpPaKTHKE
Pecmy0nukaHCKOro Hay4YHO-CIIEUATU3UPOBAHHOTO AJIJIEPrOJIOTrHYE€CKOTO EHTP ,

B J1a00paTOpUU METUIIMHCKONW T€HETUKH ayYHO-HCCIIEeI0BATEIbCKOTO
MHCTUTYTa €MaTOJIOTUHU U NepeNnBaHusi KpoBu M3 PV3.

AnpobGanusi pe3yabraroB. Marepuanabl AUCCEPTAMU JOKIAABIBAIUCH U
oOcyxaanuch Ha MeXayHapoaHbix KoHrpeccax: II cwe3n tepaneBtoB (Kazaxcrah,
2009), XIV MexayHapoaHblii KOHTpecC IO peaOuiauTaluu B MEAWIMHE U
ummyHopeabunutanuu  (Tenb-ABuB, 2009), VII Cwe3n amnepromoroB u
ummyHosoroB CHI' II Becemuphsbiii popym 1o actMe U pecriupaTopHON ajiepruu
(Cankrt-IlerepOypr, 2009), XV MexayHapoaHbIil KOHTpecC MO peaduIuTalud B
MeauiuHe ©W  uMmmyHopeaOwmurammu  ([ly6ai, 2010), mwa cwesmax VIII
AnnepronoroB u ummyHosnoroB CHI' (Mocksa, 2011), VI MexayHapoaHblii
CHUMITO3UYM IO MoJIeKy sipHO# ayuteproioruu (I'epmanus, 2011), VI kondepenium
ayuieprojioroB Yzoekuctana « COBpeMEHHbIEC MPOOJIEMbl TUATHOCTUKH, JICUCHUS U
npo(UIaKTUKU ajuiepruueckux 3adoneBanuit» ( mkeHt, 2011). AnpoOanus padot
npoBeneHa MexkadenpaibHom coopannu npu kadenpe JIOP MA (Tamkent, 2011)
u anpoOarmoHHoM coBeTe nipu MHctuTyTe MM Hostoruu (Tamkent, 2012).

Ony0ukoBaHHOCTH  pe3yabTaroB. llo marepuanam  aguccepranuu
HarneyataHo 29 pabot, B Tom umcne 13 crareii, u3 Hux 3 3apy6exnsie (CILA,
Uramus u Yexus), 6 — CHI' (Poccust u Ykpauna), 15 Te3ucoB, METOANYECKHUE



pekoMeHaanuu — 1.

Crpykrypa M o0bem auccepranmu. /[uccepramnusi COCTOUT U3 BBEACHUS,
0030pa nuTepaTyphl, MaTepHaioB U METOJOB UCCIEAOBaHUA, 4 IJIaB PE3yJbTaTOB
WCCIICMOBaHUSI W WX OOCYXKIEHUS, 3aKJIFOUCHHUS, BBIBOJIOB, MPAKTUYCCKHUX
PEKOMEHIALINI, U CIUCKA IUTEepaTypsbl, coaepxamero 103 ucTOUHMKOB Ha
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pycckom 150 — Ha anmuiickoM si3bike. PaboTa nsnoxkena Ha 212 ctpaHuiax
MaITMHOIIUCHOTO TEKCTa, WJUTIOCTpUpOBaHa 66 TabnuiiaMu 14 uCyHKaMH.

OCHOBHOE COIJEPKAHME JUCCEPTALIUUN

Bo BBeeHHMH 000CHOBBIBACTCS AKTYAJIBHOCTh TEMbI, C(HOPMYIUPOBAHBI JIH
Y 3a/1a4¥ UCCIIEIOBAHUS], MPUBEACHBI HAyYHass HOBU3HA U MPAKTUYECKas 3H
YUMOCTb PE€3YyJIbTaTOB, OCHOBHBIE MOJIOKEHUSI, BBIHOCHUMBIE Ha 3aILIUTY, CBEACHUS
00 anpobanuu U myOJIMKaIlUKA Pe3yIbTaToB padOThI, a TAKKE KPATKOE COJICPIKAHUE
pab ThI.

B 0030pe auTeparypbl paccmoTpensl npodiema AP B Y36ekucrane, oo1mas
XapaKTEPUCTHUKA, KOPOTKO OMUCAHbl PACIPOCTPAHEHHOCTh, ITHOJIOTHS, IATOTEHE3,
KJIMHUKA, JiedeHHe 3Toro 3abosieBaHus. OnucaHbl MOJEKYISIPHO-T€HETHYECKas
XApaKTepUCTUKA AaTOMHWYECKOT0 COCTOSSHU , MYTalMd W TNaTOr€HETHYECKU
3HaYUMBbIE JUIsI (DOPMUPOBAHMS aTOMHHM MO MOP(U3M TEHOB, yYaCTBYIOIIUX B
PEryNSI UMMYHHOU cuctembl (B ToM wyucie noaumopdusmsl reHoB GSTTI,
GSTM1, TNF-a, RANTES CTLA4), omnucansl MeTOABl MOJEKYJISIPHOTO
TECTUPOBAHU ATUX MYyTallUM.

ChnexkTp ® yACNbHBIM BEC OSTUX MyTallMii, a Takke OCOOECHHOCTU
MOJIEKYJISIPHBIX MapKepoB IeHOB atornuu, B ToM yucie AP, B Y30ekucrane 10 cux
NOp COBEPIIECHHO HE M3Y4Y€Hbl. MeXAy TeM, TOJIBKO MPU HAIUYHUM JOCTOBEPHBIX
JAHHBIX TOMYJISUUOHHBIX W MOJEKYJISIPHO-TEHETUYECKUX HCCIEIOBAHUM MOXKHO
Oymetr pa3paborath A(G(EKTUBHYIO CXEeMy MPOTHO3UPOBAHUS PAa3BUTH
KJIIMHUYECKOTO TeUEHW M WHAUBUAYaJbHOUM Tepamnuu 3a0ojeBaHuu B Pecrybmuke.
Kpome »storo, wuccienoBanue kiana MNOIUMOPPU3MOB HEKOTOPHIX TEHOB,
YYaCTBYIOIIMX B PETYJISLUU Pa3BUTU ayTOMMMYHHOI'O MPOLECCA, HA KIMHUYECKOE
nposiieHne AP B BHUAE T'€HETUKO-KOMIIEHCATOPHOTO MEXaHHM3Ma, TaKkKe
MpPEACTaBIsIeT OOJBIION HAay4YHBIH HMHTEpec. Bce 3TO ABISETCS JIOTMUECKUM
000CHOBaHUEM [IJ1s1 IPOBEJICHUS, TPEAJIOKEHHOTO UCCIIEIOBAHUS.

Bropas riiaBa nocssiieHa ONMMCaHUIO MaTEPUAIIOB U METOJIOB
UCCJIEI0BAHMS.

JI1s neTanbHOro aHajau3a JaHHBIX, MOJYYEHHBIX OT 00ibHBIX AP 1 oreHKn
COCTOSIHUSI KauecTBa OKa3aHWUs WM KBATHU(PUIMPOBAHHOM TIOMOIIH, XOJE
BBITIOJTHEHUS PAa0O0ThI HAMU ObLIIM MUCIIOJIB30BaHbI CIIEIIUATbHBIE AHKETHI.

Knunnueckoe oOcnenoBaHHE COCTOSAJIO U3: OLEHKUA COCTOSHHUS KOXH,
BUJIUMBIX CJIM3UCTBIX OOOJIOUEK, OMOpPH -ABUTATEJIbHOIO ammnapara, HEpPBHOU



CUCTEMBbI, BHYTPEHHHX OpPraHoB, a Takxke JIOP-opranoB — npoBeieHNE OTOCKOINH,
PUHOCKONHH U (PApUHTOCKOIIH .

Knunuko-nadoparopHoe 06ciie1oBaHr O0IBHBIX BKIIFOUAJIO OIIEHKY OOIIMX
aHAJIM30B KPOBU U MOYH, IPOBEJICHU aJUIEPrUYECKUX TECTOB, ONPEACIICHH
(YHKIIMM BHEIIHETO JIbIXaHUs U HOCA, KJIIETOYHOI'O COCTaBa HOCOBOTO CEKpETa.

Uccnenoanue ypoBHs ummyHoroOynuna E (IgE) B ceiBopoTke KpoBH
npoBeneHbl Mmetogom MDA,
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MonekynspHo-reHeTH4eckoe oociiefoBaHue OruomarepuanoB O0bHBIX AP u
3JI0POBBIX JIOHOPOB BBHIMIOJIHSUIM Ha 0aze J1aboparopuil MEAUIMHCKOW T€HETUKU
HUUT u IIK M3 PV3* TectupoBanwe OSTUX MyTalldid TPOBOAWIOCH C
UCIIOJIb30BaHUEM TecT-cucteM Kommanuu «Jlurex» u «MedLab» (Poccus)
meronoM [I11P-ananus .

epeyeHb MOCIeI0BATEIbHOCTEH OMUTOHYKICOTUIHBIX ITpaiiMepoB,

UCIOJIb30BaHHBIX it mpoBeaeHust [P, npusenén B Tadbmuue 1. i uzydenus
reHeTrudeckux mMapkepos (monmumopdusmon) renoB GSTT1, GSTM1 TNF-a,
RANTES CTLAA4, nposeneno uccnenoBanue 140 oopasnor JIHK, BeiieIeHHBIX U3
TUM@OIUTOB TIepudEepUIeCKON KPOBHU HEPOJCTBEHHBIX 3/I0POBBIX JOHOPOB
y30ekckoit HarmoHabHOCTH (70 00pa3ion), 6ombHBIX AP (70 oOpasmos). [ pymnma
00pHBIX BKITOYAa 31 manuenTta ¢ ce30HHoi u 39 ¢ kpymoroguanoi popmoii AP.
Kpowme Toro, npu uccnenoBanuu rena RANTES rpynmna ycioBHO 370pOBBIX JIUI]
ObLIa yBeJIMUEHA JTOMOJHUTENRHO Ha 21 yenoBeka. CTaTUCTUUECKUN aHAIN3
PE3YNIBTATOB MPOBEJICH C UCTIOIB30BAHUEM M KETA CTATUCTUYECKUX MPOrpamMm
«Microsoft Excel 2003» «OpenEpi 2009, Version 2.3». OnpeneneHue a0ct
BEPHOCTH PA3IMUUNA MEKYy CPABHUBAEMBIMH TPYTIIIAMH WJIA MTOATPYIIIIAMHU 10
YaCTOTaM I HOTHIIOB H aJliejel IPON3BOMIIIH C TIOMOIIBIO KPHTEPHS — X TIO
cTangaptHol ¢opmyne. Bennunna kpurepust JoctoBepHocTy paznuunii (P) mp
Bepsiach C mpuMeHeHueM t-kpurepusi CTbroIeHTa.

Taoauna 1
CnucoK OJIMTOHYKJICOTHAHBIX MPAHMEPOB, HCI0JIb30BAHHBIX J1JIA
nposenenus 1P

I'en, Jjoxkaau uust IHox mop CrpykTypa onuronpaiiMmepon
(puzm
1 | TNF-(6p21.3) 3amena— | F:
308G>A 5’-AATAGGTTTTGAGGGCCATG-3’
R.

5’-ATCTGGAGGAAGCGGTAGTG-3’

2 | CTLA4 (2q33) 3ameHa F:5-GCT CTA CTT CCT GAA GAC




T49A CT-3 R:5 -AGT CTC ACT CACCTT
TGC AG-3

3 | RANTES (17q11-q12) | 3amena | F:5'GCC TCA ATT TAC AGT GTG 3'R:
G403A | 5TGC TTA TTC ATT ACA GAT GTT 3'

4 | GSTMI (1p13.3) nenerust | F

5’ GAACTCCCTGAAAAGCTAAAGC-3'
R 5’-GTTGGGCTCAAATATAGGGTGG
-3

5 | GSTTI (22ql1.2) nenemus | F
5’-TTCCTTACTGGTCCTCACATCTC-3'
R 5’-TCACCGGATCATGGCCAGCA-3'

TpeTssi r1aBa MOCBSIIEHA aHAIU3Y YaCTOTHI BCTPEYAEMOCTH
aJJIEPrUYeCcKOro PUHUTA, OLIEHKE COCTOSIHUS €r0 IMarHOCTUKH U JedeHus. J{is
BBISIBJICHUSI BcTpeuaeMocTH AP ObL1 poBe/ieH aHaIu3 oOpaileHrs O0OJIbHbBIX B
PecnyOnukanckuii amieproioruyeckuii neHtp M3 PVY3 3a nepuon ¢ 2003 mo 2010
roa. B pa3paboTky ObuTH BKITIOYEHBI T€ OOJIBHBIE, KOTOPBIM AJIJIEPTUUECKHE
3a0osieBaHus ObLTN BepUUIIUPOBAHBI B yciaoBusx LleHnTpa.
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Bcero 3a ananusupyemsiit iepuof B Llentp obpatmmmch 7844 GONBHBIX U U3
HuX y 6680 (85,2%) Obuta ycTaHOBIIEHA ajuiepruyeckas npupoja 3adojaeBanus. 3a
8 net HabmoaeHus Bcero 5791 OonbHBIX ObUIM HampasiieHbl B LIeHTp ¢ Auarnozom
AP, gro cocraBuno 73,3% ot oOmiero xonmdectBa OombHBIX. U3 HUX y 4820
O0ONBHBIX B X07e oO0cienoBanus B LleHTpe ObuT moaTBepskaeH auarao3 AP, 1.e. ato
cocrtaBuino 83,2%, or OompHBIX C HampaBuTeldbHbBIM auarHo3om AP. Ilo
OTHOILICHUIO K OO0IIEMYy KOJU4YeCTBY OOJbHBIX (6680 muir) aTo coctaBmio 72,3%
Pacxoxxnenne y 1/6 dactu OONBHBIX HAMPaBUTEIBHOTO M OKOHYATEIHHOTO
JMarHo3a SIBISETCS 3HAYMMBIM U TPU YBEIIMYEHUU KOJMWYECTBA OOJLHBIX B
MmaciTabe pecrnyonuku OOJbIIeil J0Jed BEpOSTHOCTH BO3pPACTE HECKOJBKO pas.
Pacnpenenenrie 60IbHBIX IO aHATUM3UPYEMBIM TOlaM MIPEACTABIEHO Ha puc. 1.
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Puc.1. BoisiBienue asiepruyeckoro punura 3a 2003-2010 rr.

Kak BuaHO w©3 pgumarpaMMbl JOCTOBEPHOTO KOjJeOaHUS IOKa3aresen
BBISIBIICHUSI 3a00JieBaHMS 3a DTOT Iepuoja He Halmomaercs. 3a Bce TOAbI
HaOmroneHus: mnpeaiaupoBanu  OonbHbie KAP (59,8%) otHocurenbHo CAP
(40,2%), ux cootHomeHue coctaBuiio 1,49:1.

Bo3spact 6onbHbIX Kosiebancs ot 15 no 89 ner. Cpennuii Bo3pact G0JbHBIX
2003 rony coctaBui 33,1%1,1 2002 rony — 31,3+1,2, Torma kak B 2009 u 2010rr
cootBeTcTBeHHO 29,2+1,0 1 29,0+0,9 T.e. uMenach TEHACHIIMSA K OMOJIOKESHHU
cocTaBa OOJNBHBIX. ITO MOXKET OBITh OOYCIOBICHO BCTPEYAEMOCTHIO 3a00ICBaHHUS
B OoJiee paHHEM BO3pacCTe WIH YIy4IIeHUEeM KauyecTBa quarHocTuku AP.

Bce mecsipr HaOmIOAeHUS KOIWYECTBO OOpAIIeHWd OOIBHBIX JOCTOBEPHO
0 CpaBHEHUIO C JPYTUMH I[IepUOJaMHU TO/Aa, KOTJa JaHHBIM IOKa3aresb
YBEJIMUMBAJICS B MEPHUOJ] C MapTa MO HIOHb, @ TaKXKE C aBTyCTa MO HOAOPh MeCsI]
roza (puc.2).

Kak BumHO u3 puc. 2 3t Kosiebanus GOpMHUPOBATUCH B OCHOBHOM 3a CYET
o6onbHBIX CAP, Torna kak npu KAP ammutyna kosebanuii Obl1 MEHEE 3HAYUMOM.
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IIpoBeneHHble uccrnenoBaHus TMoka3zand, 4to AP Bcrpewaerca 73,2%
CIIy4yaeB IO OTHOIICHHUIO K OOIIeMYy KOJUYECTBY OOJIbHBIX C aJIEPrU4eCKUMU
3a00JICBaHUSIMH, YACPKHUBAS TPH JTOM JIHAMPYIONIYIO TTO3UIMIO 32 BCE TOIBI
HaOJIOJIEHUS B TAaHHOM HO30J0THYECKOM Tpymre. Mimenach TeHaeHus
OMOJIO’K€HH COCTaBa MalueHTOB AP BO BpEMEHHOM aCHEKTE U MPEBATUPOBAHUE
JIU1T )KEHCKOTo ToJ1a B coctaBe 0onbHbIX KAP.

16
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Puc. 2. Kosie6anue BcTpe4aeMoOCTH AJUIEPru4eCKOro pUHUTA
B TeueHu roaa (%).

CymMmupysi TOJYyYE€HHbl JAHHBI 1O AHAJIU3Y COCTOSHUS JUArHOCTUKU H
JICYCHUS] AJUIEPrUYEeCKOr0 PHUHHUTA B MPAKTUYECKOM 3BEHE 3PaBOOXPAHEHMS,
MOXKHO CJ/IeJIaTh BBIBOJ O TOM, YTO B IOJIHOW MEpEe OCTa TCS HEBOCTPEOOBAHHBIM
MHOTHE CYIIECTBYIOIIME MHPOPMATUBHBIE METOIbI TUAarHOCTUKU AP, B OosbuioMm
quCclie CIy4aeB YCTaHOBJIEHO HE a/IeKBaTHOE U HECBOEBPEMEHHOE HMCIIOJIb30BAHUE
pa3NMYHBIX METOAOB JieUeHMs] (HarmpuMep, Ha3HAuYE€HHWE aHTUTMCTAMUHHBIX
MpenaparoB, JIEKOHI€CTAHTOB MPUMEHEHHE XUPYPIHUECKOro METoja JiedeHH ). B
pesyibraTte IMPOUCXOIUT MPOTrpeccUpoBaHuEe  3abosneBaHus, (OPMUPYIOTCS
pa3jNyYHble OCJIOKHEHHUS, YTO YBEJIUYMBAET pacXolbl 3[paBOOXPAHEHUS Ha
JICYEHHE U TOCTIUTANIM3ALMIO TAKUX MAI[UEHTOB.

YerBepras 1JiaBa MOCBAIIEHA ONKUCAHUIO PE3YIBTATOB MOJIEKYJIIPHOTO
HaJIM3a aCCOLMAIMH MOTUMOP(PU3Ma UCCIIEAYEMbIX T€HOB C pa3BUTHEM
aJNIEPrU4e€CKOro pUHUTA.

AHaJIU3 aCCOLUANMH AeJIeIIHOHHOT0 mouMoppuima resa GSTM1
GSTT1 ¢ anuiepru4ecKuM puHUTOM.

Kak BunHO u3 Tabnuip 2, B rpynne 00JpHBIX HaOMIOMa1ach TEHACHITUS K
€3HaYUTEIbHOMY YBEIMUYEHUIO YaCTOThl He(pyHKIMOHAIBbHOTO reHotuna GSTM1
0/0 o cpaBHeHUIO ¢ KOHTpOoseM (48,6% npotus 41,4%,
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COOTBETCTBEHHO). Puck pa3Butus AP y HocuTeneil AeneluoOHHOTO TEeHOTHUIA
GSTMI1 0/0 okazancs B 1,3 pa3a Bblllie 110 CPAaBHEHUIO ¢ UHAUBUAMH, UMEIOIIIUMHU
¢bynkmuonansaeiii GSTM1+/+ renotun (OR=1.3; 95 % CI 0.68-2.6). Oxnako
pacdyer 4YacToT pachpeneieHuss HyjleBbIXx TeHoTtunoB reHa GSTMI1 wmexnay
OoonpHbIMH AP (00mas rpymma) ¥ KOHTPOJEM IIOKa3all CTAaTUCTUYECKH He
3HaunMble pasamuns ( 2=0.7; P=0.2). DTu naHHBIE TPAKTHUECKH COINIACYIOTCA C
JUTEPATYPHBIMU JTAHHBIMHU, TJ€ 4YacTOTa JEJICIMOHHOro BapuaHTta reHa GSTMI1
cxonmHa y as3uartoB u eBpomeounoB (52,9% wu 53,1%, COOTBETCTBEHHO) U



otnyaercs ot adpukanies (26,7%) (Garte S. et al., 2001).

Taoauma 2
Yacrora pacnpeaejenusi reaorunoB GSTM1 u GSTT1I.

dopmbl 3a00neBaHuil | *n Yacrora pacnpeneneHusi TeHOTUIIOB

GSTM1 GSTMI1 GSTT1 GSTT1

«t» (0/0) «t» (0/0)

n | % n % n % n %
OcHoBHas rpymnna 701 36 | 51,4 | 34 | 48,6 [ 55| 78,6 | 15| 214
OO0JILHBIX
N3 Hux:

AP 3116 | 51,6 | 15 | 484 | 26| 83,9 | 5 16,1

KAP 3920 51,3 | 19 | 48,7 | 29| 74,4 | 10 | 25,6
KonTtponbnas rpynma |70 | 41 | 58,6 | 29 | 414 | 54| 77,1 | 16 | 229

*N- KOJIUYECTBO 06CJIC,ZIOB3HHBIX IIanMCHTOB

[Ipu cpaBHEHUU MNOATPYMIBI (CE30HHOM W KOHTPONBHOM) OOIbHBIX AP ¢
KOHTPOJIbBHOW TPYNION TakKe BBISBICHBI HEAOCTOBEpHBbIE paznuuus (Tadm.l).
Yacrora resoruna GSTM1 0/0 B 3TuUX moAarpyImmnax MalMeHTOB HE3HAYUTEIHHO
TIPeBBIIAIA TAKOBYIO B KOHTpOnbHOM (X*=0.42; P=0.3; OR=1.3).

Kak u B cnyuae rena GSTMI, npu ananuze yactorsl reHoTunoB GSTT1 B
rpymnme 60mbHBIX AP 1 B KOHTPOJIBbHOI rpyIiTe He ObLUTN BBISIBICHBI CTATUCTUYECKU
3HaYuMble paznmuuusa (Tabm.2.). [Ipu 3TOM WHTEpPECHO OTMETUTh, YTO B OOIIEH
rpynmne OonbHbIX uacTtoTa (yHkuuoHambHoro GSTTI1+/+ renoruna okaszan cb
HAMHOIO BBIIlIE, Y€M Yy 3I0pOBBIX JOHOPOB M coctaBwia 78,6% wu 58,6%,
COOTBETCTBEHHO. (OJHAKO TaKue pa3iuyusi TaKXKe HE JOCTUIVIM YPOBHS
CTAaTHCTHYECKOH 3HaunMocTH (X*=0.04; P=0.4).

Heob6xoaumo momyepKHyTh YTO MEXIY MOATPYIIAMH MY>KYHH M SKCHIIUH,
OonbHbIX AP, Takke He OOHApy)XEHO CTaTUCTUYECKU 3HAYMMbIX DPA3IUYUN B
pacnpenenenuu yactoT reHotunoB rena GSTM1 u GSTT1 ( >0,05), Takxke KaKk u
MEXIY COOTBETCTBYIOIIMMHU KOHTPOJIbHBIMU I'PYIIIAMHU.
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OTU NaHHBIE CBHUJIETEIHLCTBYET O TOM, YTO JEJICIHMOHHBIE TOTUMOP(PU3MBI
reHoB GSTM1 u GSTT1 He MOryr SsIBISTBCS CaMOCTOSITEIbHBIM MapKepamu




MOBBIIIIEHHOTO pUcKa pa3Butus AP B Y30ekucrane.

Jlns BhIsIBIEHUS crieUpUUECKUX TeH-TeHHbIX KomOuHanuii GSTMI1 u
GSTTI1, cnocoOHbIX BIMITH Ha PHUCK pa3Butus AP, Bce MHIUMBHIYYyMBI (Kak
MalMeHThl, TaK M KOHTPOJIbHAsI TPyIIa) MO TeHOTUNY ObUIM pa3ieieHbl Ha 4
TPYIIIBL:

1 — renotunsl GSTT1 0/0 GSTM1 0/0; 2 — renornnel GST T10/0 GSTM1
+/+; 3 — renorunel GSTT1 +/+ GSTM1 0/0; 4 — renotunst GSTT1 +/+
GSTM1+/+. Pe3ynbraTsl CpaBHUTEIHHOTO aHAIN3a COYETAHHBIX TCHOTUIIOB
IpeACTaBlIeHbBI B TabauIIe 3.

Taoauna 3
PacnpenesieHue 4acTOT COYETAHHBIX T€HOTHUIIOB JIeJIEIIMOHHBIX
noaumMopdusmoB reioB GSTM1 u GSTT1 B uccjiefoBaHHBIX I'Pynnax.

I'pynnsi *n Yacrora pacnpeaejseHus FeHOTUIIOB

GSTM 0/0 GSTM | GSTT 0/0 GSTM

+ 0/0 + + «t» +
GSTTO0/0 | GSTT «+» | GSTM «+» | GSTT «+»

n % n % n % n %
OcHoBHas rpymnna 8 11,4 26 | 37,1 | 7 10,0 [ 29 | 41,4
AP 311 1 3,2 14 452 | 5 | 16,1 | 11 | 35,5
KAP 391 7 18,0 | 121 30,8 | 2 51 [ 18| 46,2
KonTponn 70| 3 4,3 26 | 37,1 | 13 | 18,6 | 28 | 40,0

*1N- KOJIMYECTBO 00CIE€I0OBAHHBIX ITAll EHTOB

Kak cnegyer w3 MOJy4YEHHBIX JaHHBIX, CPEAU OONBHBIX AJIEPrHYECKUM
PUHUTOM, UHAMBUAYYMBI C (DYHKIIMOHAJIbHO HEMONHOUEHHBbIM reHotunoM (GST
M1 0/0+GSTT1 0/0) BcTpeuanuch yaiie, yeM B rpyine koHtpons (11,4% 4,3%,
coOTBeTCTBEHHO). (COmmacHO pacCYUTaHHOMY KOI((UIKUEHTY COOTHOILICHUS
maHcoB puck pasButusi AP Gonee yem B 2,8 pasza Beime npu renorune GSTT1
0/0+GSTM1 0/0 (X*=2.7; P=0.06; OR=2.8; 95% CI 0.7315-11.35). axoe pazmuuu
OKa3aJl Ch OJIMKE K JOCTOBEPHBIM 3HAYCHHUSIM.

IIpu ananuse pacnpenenenust coduetanuid reHorunoB GSTT1 u GSTMI
TreHOB B Tpyrmax 0onbHBIX AP B 3aBucuMocTu oT Gopmbl 3a0oneBanus (Tabdm.2),
HaMu OBLIO BBIABIEHO, 4TO Aenenuu B 1ByX reHax GSTT1 u GSTM1 npeobnaganu
B noarpynme ¢ KAP, mo cpaBuenuto ¢ rpynmnoii koutpons (18,0% nporus 4,3%,
coOTBETCTBEHHO). (ComIacHO paccUUTaHHOMY KOA(DOUIIMEHTY COOTHOIICHHUS
maHcoB puck pa3BuTus KAP ¢bopmbl 3a0051€BaHNM NOBBIIIAETCS TOYTH S pa3 Mpu



nocureiabctBe GSTM  0/0+GSTT 0/0 (X2=5.6; P=0.008; OR=4.9; 95% CI
1.185-20.14). Kpome Toro, y 6onpHbIX ¢ KAP Takke uarie BCTpedaeTcsi TeHOTHII
GSTT1 0/0+GSTMI1 0/0, uem B y 60abHbIX ¢ AP (18,0% u 3,2%, COOTBETCTBEHHO,
X?=3.7; P=0.03). Heo6x0anM0 MOTYEPKHYTh, UTO IIPU AHAJIH3E
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pacnpenenenus couetannii reHoTuroB 1o resaM GSTT1 u GSTM1 B noarpymre
6ompHBIX ¢ CAP 1 KOHTpOJIe He OBLIO BBISIBICHO AOCTOBEpHBIX oTianuuid ( >0,05).
B pe3synbrare npoBEeJEHHOIO UCCIEA0BAaHUS 1O MOJI0BOMY IPHU3HAKY
yHKIIMoHaIbHO ocnabnaennupiid renotun GSTT1 0/0+GSTM1 0/0 He3HaunUTEIBHO
yaiie BcTpevascs y ®eHIIUH ¢ AP o cpaBHEHHIO C MallieHTaMu MY>KCKOTO T10J1a
(13,4% u 8,3%, COOTBETCTBEHHO; X°=0.11; P=0.4) u nocToBEepHO OTIAMYAICS OT
KOHTPONBHOH Tpyrmsl (4,3%) ( >=3.0; P=0.04; OR=3.35; 95% CI 0.794-14.14). ¥
My>xuuH ¢ AP Gomnee yem B 5 pa3 garie, yeM y xeHIuH ¢ AP nnentndunuposan
reHotun GSTT 0/0 + GSTM «+/+» (25,0% u 4,3%, coorBeTcTBeHHO). [IpH
CpPaBHEHUU C KOHTPOJIbHOW IPYIIION TaKue pa3iuyusi OKa3aJluCh CTaTUCTUYECKH
noctoBepHbIMU (25,0% u 14,3%; X?=6.6; P=0.004). Takum 06pazom, HamMu
BBISIBJICHBI 3HAYMMBIC PA3JIUYHs B 4aCTOTAX COUETAHHBIX HYJIEBBIX T€HOTHUIIOB T10
renam GSTT1 u GSTMI B o6meii rpynme (oco6eHHo noarpymnie 60asHbIX ¢ KAP)
B CPAaBHEHHUH C KOHTPOJIBHOU rpymnmnoi. Bo3aM0oXHO, 3TO 00BACHSIETCS TEM, UTO
depment GST ydacTBy T B peakiusax nepexoaa npocrarianauia (Pg) H2 B
ouonornyecku aktuBHbie PgD,, PgE, PgF,,, ocymecTastonue npespaiieHue
nerikorpueHa A B neiikorpuen (Wang W. et al., 1998). [1pu nanuuuu
«(PYHKITMOHATBHO OCIa0JEHHOTO)» TeHOTHUIIA, TPOUCXOAUT 3(PPEKTUBHBINA CUHTE3
MEJIMaTOPOB BOCIMAJICHHS — MPOCTANIAHANHOB U JIEHKOTPUEHOB, YTO U MPUBOJUT K
JanbHEHIIeMy Pa3BUTHIO BOCTIAJIEHUS CIIM3UCTON 000JIOUYKHY U ajNIEPrUieCKOM
peakuuu. AHaJau3 accomuanuu nojaumopguoro sapuanra 308G>A rena
TNF-v ajuiepru4ecKumM puHUTOM.

Metonowm [1IP-ananu3a HaMu uccaea0BaHbl 0COOCHHOCTU pacipeneeHus
nonumopduzma 308G>A rena TNF-a.

Bcero namu uccnenoan 140 o6pasuos JIHK OGonbHbix (70 00pasiioB) u
310poBeIX J0HOPOB (70 o00pasioB). Ilpu cpaBHUTENBLHOM aHajlW3€ YacTOT
pacnpeznenenuss reHotunoB u amiened — 308G>A monumopdusma rena TNF-a
MeXIy oOmieil rpynmnoil OombHBIX ¢ AP W KOHTpONBHOW Tpymmod He ObLIO
BBISIBJICHO CTAaTUCTUYECKH 3HAYMMBIX pasznuuuii. Yacrora BCTpEe4aeMOCTH
MyTaHTHOTO ajutenisi 308 A B OCHOBHOW M KOHTPOJIBHOM rpynmax cocrasuna 7,1% u
6,4 %, coorBeTcTBeHHO (Tab.4). YactoTta pacupenenerus reaotunoB G/G, A/G
AA ocHoBHO# rpynmne 6oipHBIX coctaBuia 81,1%, 11,4% u 1,4% (B cymme He
nator  100%), Torma kak B KoHTpoibHOUW Trpymme 90%, 7,1% u 2,9%
cooTBeTcTBeHHO. CornacHo ko3 (OUIIMEHTY COOTHOIIECHHUS IIIAHCOB, PUCK PAa3BUTHS
AP B ocHOBHO# rpynne npu Hanmuuuu nonumopgpusma 308G>A rena TNF-a 1.3
pasa Beiie (OR=1.3; 95% CI 0.4654-3.789). Takoe pa3znuuue B UCCIEIOBAHHBIX
IPYIIax UMeJI0 CTaTHCTHYECKN HET0CTOBEPHBI xapakrep (X*=0.3; P=0.3).



IIpu cpaBHeHMM YacTOT reHOTUNOB U ajuienen -308G>A rena TNF-a mexny
noArpynmnaMmu OoibHBIX ¢ AP M KOHTpOJIBHOM TIpynmnoi ObUIO IMOKa3aHO, YTO
yactota amienu —308A Obuia B 2,2 pa3 Beiie B noarpymnne 0onbHbIX ¢ CAP mo
cpaBHEHMIO ¢ KoHTposieM (12,9% npotus 6,4%:; X?=2.3; P=0.06; OR=2.2; 95% CI
0.7904-5.883) (ta6mn.3). I1pu a3Tom vactota A/G TeHOTHUTIA B ATOU MOATPYIIITE
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OOJILHBIX OBbLJIa JIOCTOBEPHO BHIIIE B CPAaBHEHUU C KOHTPpOIbHOM rpymmoi (19,35%
npotuB 7,1%, coorBercTBeHHO). CornacHo paccuuTaHHOMY KOA(GOUIIMEHTY
COOTHOLIEHHsS MmaHcoB Hamuuve autenn —308A rema TNF-a mocroBepHO
YBEJIMYMBAJIO PHCK pa3BuTus AP B Gomee uem 3 pasa (X*=3.3; P=0.03; OR=3.12;
95% CI 0.87-11.15). ITpu stoM paznuuus mexay CAP u KAP Takxke okazanuch
CTATHCTHYECKH JOCTOBEPHEIMH B Tonb3y AP (X?=3.5; P=0.03; OR=4.4 95% CI
0.828-23.79). Ucxons u3 3Toro, OBLI CAENIaH BBIBOJ 00 acCOIMAIMU aJIICITBHOTO
Bapuanta —308G>A rena TNF-a ToibK0 ¢ C€30HHOM opMOii 3a00IeBaHUS.

Taoauua 4
Pacnpenesnenue yactor ajseneid u reHotunoB —308G>A noaumoppusma
reia TNF-v B 0CHOBHOI U KOHTPOJILHOM Ipynmnax.

['pynna *n Yacrora Yacrora pacnpeneneHus
ajuienen reHoturos TNF-a
G G/G A/G A/A

% % n % n % n %

OcHoBHas 701 7,1 92,9 | 61 87,1 8 11,4 1] 14
rpynna U3 Hux:

311 12,9 87,1 | 24 774 | 6 | 193 1] 3,2

AP 391 2,6 97,4 | 37 94,1 | 2 5,1 01 00
KonrponsHnas 701 64 93,6 | 63 90,0 | 5 7,1 2129
rpyImmna

*N- KOJIUYECTBO O6CJI€IIOB3HHBIX IIanMCHTOB

AHanu3 pacripenencHus amnesnei (48 u 92 amien My 4uH U SKSHIIUH
COOTBETCTBEHHO) U T€HOTHUIIOB nosiuMopdHoro BapuanTa -308G>A rena TNF-a
3aBUCUMOCTH OT I10J1a OOJIbHBIX HE MO3BOJIMJ BBISIBUTH CYIIECTBEHHBIX Pa3Inuuil.
[Tpeobnaganue Hocuteneit amnens “308 A” rena TNF-a cpenu myxunn ¢ AP B
cpaBHeHuu ¢ xeHmuHamu (10,4% npotus 4,3% y KEHILKMH) 0Ka3aJl0Ch




CTATUCTHYECKH He3HAYUMBbIM (X°=1.9; =0.08; OR=2.5; 95% CI 0.65-10.01).

Takum  oOpazom, aHanmu3 pacopeneneHus uzydeHHoro —308G>A
nosmmopdusma rena TNF-a B oOmeit rpynme u moarpynmne O6ombHbIX ¢ KI7
dopmoii AP, a Takke ¢ y4yeToM Mosa NalMeHTOB, HE OOHAPYKUJI CYIIECTBEHHBIX
ocoberHoctedd. OgHAKO MOATBEp)KIAETCS poib gaHHoro noiumopdusma JHK B
pazsutuu, juib CAP. OTtor (akT Xopomo commacyercs ¢ paHee H3BECTHBIMU
NpPEJICTaBICHUSIMH O TaroreHe3e 3a00JeBaHUs, B TOM 4YHUCJIE C JaHHBIMU
OMOXMMUYECKHUX, TEHETUYECKUX U KIIMHUYECKUX uccienoBanuii. Ha renetnyeckom
YpOBHE TMOKa3aHa accounuanusa awienu —308A ¢ yCHJIEHHOW 3KCIpeccUed reHa
TNF-a. Kpome TOro, Ha OHOXMMHUYECKOM YPOBHE BBISBICHO YBEIWYCHUE
COJIEP>KAHMS JTAHHOTO IIMTOKMHA y OOJBHBIX C aTOMUYECKUMHU COCTOSIHUSIMHU T10
CPABHEHUIO C YCIOBHO 3/I0POBBIMU JTULIAMHU.
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OJIyYEHHBIE PE3YJbTaThl CBUACTEIBCTBYIOT O BO3MOXKHOM posin —308G>A

nonumopduszma rera TNF-a B pazButuu u nporpecc Toiabko AP. Ananus
acconuanuu nmoaumopguoro mapkepa 49A/G rena CTLA4 y 60JIbHBIX
aJJIepru4ecKuM pUHUTOM.

[Ipu wuccnenoBanuu pacnpenenenust amnened (“ 7 “G”) momumopdHOTro
mapkepa 49A/G rema CTLA4 ocHOBHO# rpynme OOJIBHBIX W B KOHTPOJBHOM
rpymne, He ObUIH BBISIBJICHBI CTATUCTUYECKU 3HAYMMBbIE pa3inyus (Tadu.s).

Tabauna 5
Yacrora asuiesieid u pacupenesienne reHoTunos 49A/G rena CTLA4
cpeam 00JbHBIX ¢ AP M B KOHTPOJILHOM rpynie.

®opma AP *n Yacrora Yacrora pacnpeneieHust
pacnpenesieH reHoTunoB 49A/G rena
U ajuleien CTLA4
G A/A A/G G/G
% % n % | n % n %
Oo6mmas 70| 49,3 50,7 18 25,7 (33| 47,2 19 | 27,1
rpyIina, u3
HUX:
CAP 31| 53,2 46,8 1T |355( 11| 355 9 29,0
KAP 39| 46,2 53,8 7 18,022 56,4 10 | 25,6
KonTponbHas 70 | 50,7 493 19 27,1133 | 47,2 18 | 25,7
rpymnmna




*N- KOJIUYECTBO 00CIE€IOBAHHBIX TAIIUEHTOB

B o6enx rpynmax OoTMEUEHO YBEJIWYEHHE YAaCTOThl BCTPEUAEMOCTH ajuiess
“G” u rerepo3urotHoro renoruna G/A ¢ OAHOBPEMEHHBIM CHH>KEHHEM YaCTOTHI
BCTPEYAEMOCTH aJIesl U TOMO3UTOTHBIX TeHOTUIOB A/A G/G B 3TUX e TpyIIax.
YacroTel BcTpeuaemoctu “ 7 “G” amienedd B MCCIEIOBAHHBIX OCHOBHOW H
KOHTpOJbHOU Tpynmax coctaBisuid 49,3 % u 50,7% nporuB 50,7% u 49.3%
cooTBeTcTBEHHO (X*=0.06; P=0.4; OR=1.1; 95% CI 0.66-1.69).

AHaM3 pacmpeiesieHUs: TEeHOTUIIOB Tokaszan (Tabin.5), uyro Haubolee
pacIpoOCTPAaHEHHBIM T'€HOTHUIIOM Cpeld OOCJIENOBAaHHBIX TpPyNI OKa3alach
rereposurotHas amiens A/G (47,2 % B rpynme 60mbHBIX U 47,2% B KOHTPOJIBHOU
rpynne). [oMo3urotHelil reHotun A/A, BCTpedascs OYTH C OAMHAKOBOW YaCTOTOM
25,7 % u 27,1 %, coorBercTBenHO ( 2=0.04; P=0.4).

CpaBHUTENBHBIN aHAN3 pacnpeenenus 4actoT peakoro G/G reHoTun reHa
CTLA4 takxe He mOKa3aJl CTATUCTUYECKH TOCTOBEPHBIX PA3JIMUUi B IPyNIe
60IbH X 1 KOHTpoItst (54,3% 1 52,9% coorBercTBeHHO; “=0.036; P=0.4; OR=1.1;
95% CI 0.51-2.28).

AHanu3z pacnpejeiieHusi reHotunuuecknx BapuantoB rena CTLA4 nokazain,
4yTO cpeau OoybHBIX ¢ AP, mons nuil ¢ cyMMapHBIMH Te€TEPO M TOMO3UTOTHBIMU
MYTaHTHBIMHM T€HOTHIIAMU NTOYTH B 1,3 pa3a npeBsiiiaia TakoByro B rpyrre ¢ CAP

16
(82,0% mnportus 74,0%), u HezHauutenbHo (1,12 pa3a) B KOHTPOJIBHOW rpyrie
(82,0% mnporuB 72,9%). OpHako 3TH pa3nuudsg HE JOCTUIVIM YPOBHS
CTaTUCTUYECKON 3HAYMMOCTH ( ’=1.2; P=0.1; OR=1.7; 95% CI 0.65-4.50).

Paznuuust anneneit u reHotunoB noiumopdHoro Mapkepa 49A/G rena
CTLA4 B noarpynnax My>K4uH, KEHIIUH U KOHTPOJIbHOM IPyNIE TaKkKe OKa3all Ch
CTAaTUCTUYECKU HE3HAYMMBIMHU.

JlureparypHple AaHHBIE IO accolanuu noauMmopdHoro mapkepa 49A/G
reHa-CTLA4 pa3BuTHEM aTONMWYECKUX COCTOSHUN MPOTUBOpEUYUBBI. B paborax,
IJIe M3y4alnCh TOJIbCKas, STOHCKAas W KOPEHMCKas MOMYJSAIUU, TakKe He ObLIO
HaWJIGHO accolalvu JaHHOTro Mapkepa ¢ aronunueckor BA (Nakao et al., 2000;
Yasek et al., 2006; Lee et al., 2002). OnHako KOpelCKMMHU YYEHBIMHU ObllIa HalieHa
accormarius ramioruna C—Ala momumopdusma A(+49)G ¢ atommmueckoit BA (Sohn
M.H. et al.,, 2007). 3T0 MOXHO OOBSICHHTH TE€M, YTO YACTOThI BCTPEYAEMOCTH
ajuiesier u reHoTuroB Mapkepa A(+49)G mupoKo BapbUPYyIOT
Pa3JIMYHBIX NOMYJSIIUAX. Takas pa3HUIA B HACTOTaX MOKET BIMATH HA PA3IMYHbBIN
BKJaJ MOJUMOP(GHOrO Mapkepa B TE€HETHMYECKYIO MPEIpacloioKeHHOCTh K
aTONMUYECKUM COCTOSIHUSAM B 3aBUCHUMOCTH OT MOIYJISIIUU.

CyMMuUpys IOJTyYEHHBIE PE3YNIBTAThl, MOKHO 3aKJIIOUYHUTh, YTO, HECMOTPS HA
XOPOLIO JOKYMEHTHPOBAHHYIO POJib TeHeThueckoro aerepmunanta 49A/G CTLA4
B IMIaTOr€HE3€ BOCMAIMTENBHBIX TPOLECCOB M B Pa3BUTHUH 1IEJIOT0 psjia



aJJIEPrUYeCcKUX, ayTOMMMYHHBIX 3a00JIeBaHU, TOJYyYECHHbIE HAMHU JJaHHBIE HE
MO3BOJIAIOT TOBOPUTH O TOM, UTO JAHHBIA MOMUMOP(HU3M SBISETCS 3HAYUMBIM
TEeHETHIECKUM (PaKTOpOM prcKa GOPMUPOBAHUS aJIEPTHICCKOTO PUHUTA.

HccnenoBanmne accounanuu noaumopduoro sapuanra A403G rena
RANTES (CCLS5) ¢ anyieprudyeckuM puHHUTOM.

OO6mrast dyactora rerepo- wunu romo3urotHoro (AG+AA) BapuaHTa
HOCUTEIBCTBA MyTaHTHbIX reHOTHNOB reHa RANTES y 6onbH x ¢ AP cocraBuna
47.1%, a B rTpynme ycioBHO 310poBbiX — 34.0%, uTto cooTBeTcTBOBaIO 1.7-
KpPAaTHOMY JIOCTOBEPHOMY YBEJIMYEHUIO pUCKa pa3Butus AP y ero Hocutenen
(X2=2.83; P=0.04; OR=1.73; 95% CI 0.9-3.3). C uenpi0 MOBBIIICHUS
JIOCTOBEPHOCTH PE3YyJIbTaTOB IO YaCTOTE€ PACHpPOCTPAHEHHOCTU MOIUMOPHHOTO
Bapuanta A403G rena RANTES cpeau ycioBHO 370pOBBIX JTOHOPOB HaMH OBLIO
YBEITMYCHO WX KOJMUYECTBO 110 91 uenoBeka, uto Ha 21 demoBeka OoJbiie, YeM B
OCTaJIbHBIX UCCIea0oBaHUIX (Ta0:1.0).

NHTEepecHO OTMETUTh, 4YTO HECMOTpsA Ha |.3-KpaTHoe yBEIMYEHUE B
pacmpeneNneHud 4YacToT Trerepo3urotHoro reHoruna G/A  cpend OOJIBHBIX,
CTATHCTHYECKH 3HAYMMBIX Pa3IUuUii TIPH 3TOM He Oblto oOHapyxkeHo ( *=0.6;
P=0.2; OR=1.3; 95% CI 0.68-2.5). Bo3aMoxHO, 3T0 cBsizaHO TeM, uro AP He
Pa3BUBAETCS y TETEPO3UTOTHOTO HOCHUTEIIS JAaHHOTO e (HEKTHOTO TeHa.

['oMo3UroTHBIN eHoTUIl AA BCTpeyascs Kak B rpynie OOJIbHBIX, TAK U B
koHTposbHOU rpynme (11,4% 4,4% cooTBercTBeHHO). [IpH 3TOM MOXKHO 3aMETUTH
CHIDKEHHUE YaCTOThl BCTPEYAEMOCTH ajiienia A u reHoTuna AA OgJHOBPEMEHHBIM
BO3pAaCTaHUEM B TpyIIie O0JbHBIX J0Ju ajuiens G U reHOTuna
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GG 1o cpaBHEHHIO C IPYIIION 340pOBOTr0 KOHTpousl. Takue pasnuuust B 4acTOTe
AA reHoTuna Mexay ABYyMs IpylIaMH OKa3aJducChb CTaTUCTUYECKH JOCTOBEPHBIMHU
(222.84; P=0.04; OR=2.8; 95% CI 0.81-9.7), 4TO CBUIETEILCTBYET O HATUYUU
acCOLMAalMM JAHHOTO TeHOTHIA C pasBuTHEM AP.

Tabnuua 6
Pacnpenesienue ajuiesneil 1 reHoTunoOB noaumMopguoro mapkepa A403G rena
RANTES (CCLS5) B 0CHOBHO# ¥ KOHTPOJIbHOI rpynmnax.

I'pynna *n Yacrora Yacrora pacnpeaejaeHust
ajuiesie reHoTunoB rena RANTES
G G/G G/A A/A

% % n % n % n %

OcHoBHas 70 70,7 29,3 37 52,9 25 35,7 8 11,4
rpymnmna
W3 gux:




CAP 31| 774 | 22,6 | 19 | 61,3 10 | 323 | 2 6,4

KAP 391 66,7 | 33,3 | 18 | 46,1 15 | 385 | 6| 154

KonTtponbHas 91| 80,8 | 19,2 [ 60 | 66,0 | 27 | 29,6 | 4 4,4
rpymnmna

*N- KOJIMUECTB 00C/I€IOBAHHEIX MAI[IECHTOB

B mMupoBoil nutepatype Mbl HE BCTPETHJIM PabOT, KacarolUXcsl aHajIu3a
accormmariuu  monmuMopdusma A403G rema RANTES ¢ AP. Omnmako ummeercs
HECKOJIbKO PaboT, I1ie MCCieoBaHa CTENEeHb JASTEPMHUHAINK JTAHHOTO MapKepa ¢
HEKOTOPBIMU aTOMHMYECKUMHU 3a00JeBaHusAMH. Tak H-p, B paboTax, UCCAEAYIOIMIMNX
mapkep A(—403)G rena RANTES, He 0bu10 00Hapy>KE€HO acCOUMALMKU JAHHOTO
Mmapkepa ¢ OponxuansHoOi actMoit (BA) u aronueit (Yao et al., 2003; Moissidis et
al., 2005; Muro et al., 2007). Tak, B uccieqoBanuu Yao et al ObUIO yCTaHOBIIEHO
orcytcTBUe accouuanuu mapkepa A(—403)G ¢ BA c¢ aronueit y a3uaTckux JeTei.
B BenukoOputanuu ObLIM TPOBEACHBI JBa HCCIEAOBaHUS, TAe ObLla MOKa3aHa
accormmarusl JaHHOTO Mapkepa ¢ aronudeckoi bA u arommeit (Fryer et al., 2000;
Al-Abdulhadi et al., 2005). BnionHe BO3MOXHO, TaKyl0 pa3HUIy B pe3ysbTarax
MO>KHO OOBSICHUTH Pa3IMYUsIMU B BHIOOpKaX, BO3JCHCTBUEM OKpYKAIOIIEH cpeibl
1 aJUIEPTeHOB, KOTOPBIE MOTYT OBITh BOBJICUCHBI B ITATOTCHHBIE MEXaHU3MBI.

NHTepecHO OTMETUTh, YTO MPHU CpaBHEHUU O0O0JbHBIX ¢ AP M KOHTPOJIBHOI
IpyNIoON, acColMalMy OMUCBhIBaeMOro moiaumop¢Horo Bapuanta ¢ AP He Obu1o
BbIsIBJIEHO (Ta0:1.6). MyTaHTHBI A ajiens B MOATPYMIE OOJIbHBIX BCTpEYasCs
yamie, 4em y KoHTposs (22,6% u 19,2%, coorBeTcTBeHHO). OAHAKO Takue
pa3yiMuus OKa3ajauCh CTATUCTUYECKU HE3HAYUMBIMU ( ’=0.3; P=0.3; OR=1.2; 95%
CI 0.61-2.47). CymmapHas 4acTtoTa T€T€pO- M TOMO3UTOTHBIX TE€HOTHUIIOB B

noxarpynme 6ombHbIX ¢ KAP B cpaBHeHnu ¢ KoHTposeM coctaBuia 53,9% npoTus
34,0% (tab6n.6). Takue
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pa3uyus oKazajaach CTaTUCTUYECKHU JIOCTOBEPHBIMU (X2=4.45; P=0.02; OR=2.26;
95% CI 1.051- 4.849).

[Ipu ananuze yactot aymeneit A403G rena RANTES B rpynimie 6onpHbIX AP
B 3aBMCHMOCTHU OT T0JIa MAalMEeHTOB, ObUIO MOKAa3aHO, YTO CPEId MY>KYMH 4acTOTa
A annens cocrasnsier 18,7%, uto HUXKe, yeM y sxeHIuH (33,7%) 1 B KOHTPOJIbHOU
rpymrme (19,2%). Yacrotr ameneit — A403G rena RANTES B noarpynmne 60ibHBIX
JKEHIIIMH YacTtoTa A-amiens cocrtarisiia 33,7%, 4To JOCTOBEPHO BBIIIE, YEM B
KOHTPONBHON Tpymme — 19,2% (X*=5.85; P=0.01; OR=2.0; 95% CI 1.13-3.50).
[Ipu sTOM pacrpenesieHre FreHOTUIIOB CPEAU OOJIbHBIX JKEHILUH TAK)Ke JOCTOBEPHO
OTJIMYAJIOCH OT TAKOBOI'O B KOHTPOJIBHOU IpyIme. B 3Toil moarpynmne cymMmMapHbIN




reHotun AG+AA, BbeIsiBI€HHBIN B 56,5% ciy4aeB, BCTpeyascs Jaiie, 4emM
rpyrmre KoHTposs — 34,0% ciaydaeB, Ipy 3TOM pa3/IMuMsl TAKKE OKA3aJINCh
CTATUCTHYECKH 3HAYUMBIME (X°=6.34; P=0.006; OR=2.5; 95% CI 1.22-5.2).
Takum oOpa3oM, yCTaHOBJIEHHAs B Haille pabote acconuanus mapkepa A403G
reHa CCLS ¢ AP noareepxknaet npeanonoxenue o BaxHoctu RANTES
MPOTPECCUN ATUIEPTUUECKOTO BOCTIAJICHHUS], TIOBBIIIIECHHOW OOCTPYKTUBHOCTH H
a3BuTHM 3a0o0neBanus. [lokazana accoruanus JaHHOTO Mapkepa, ¢ pa3ButueM AP
npenMyiuecTBeHHO ¢ KAP u y nui xeHckoro mosna.

JIaBa NMATAaA MOCBAIICHA ONMUCAHUIO TeH-TEHHBIX B3aUMOJICHCTBUI U OLICHK
KOPpEALMN TE€HOTUIIMYECKUX BapUaHTOB HKCCJIEIOBAHHBIX TE€HOB C YPOBHEM
oOmrero ceiBopotouHoro IgE y 6onbHbIX ¢ AP 1 B KOHTpOIIE.

OuneHka poJM MEXIeHHbIX B3aMMONCHCTBHII HM3YYEHHBIX HAMHU
NnoJMMOP(GHBIX JIOKYCOB B JIeTEPMUHALMHA PUCKA Pa3BUTHS AJJIEPTrHYECKOT0
PUHHTA.

B pesynbrare uccieaoBaHus TE€H-TEHHBIX B3aWUMOJICUCTBUN aJlIEIbHBIX
BapuantoB TNF308, CTLA4, RANTES, GSTMI1 u GSTT1 Obuin BBISBICHBI
HeCJIydallHble accoIMalni «(QYHKIIMOHATBLHO HEOIaronpusiTHBIX)» TEHOTUIIOB U
amneneir ¢ passutueM AP u ero wimHuyeckoir ¢opmoit. Kpome Ttoro, Obuin
BBISIBJIICHBI OMPEACIICHHBIE TEHJCHIIMN B PAaCMpe/IeICHUH TeHOTUIIOB B Ipynmnax u
NOATrpyNIax IMalKMeHTOB, KOTOpPbIE SBISIIUCh CTATUCTUYECKH 3HAYMMBIMHU TIPH
aHaJIM3€ OTJIEIbHBIX aJUIeJIbHBIX BAPUAHTOB.

Kak BumHO u3 Tabmui 7, u3 00OHApPY>KEHHBIX CIOXKHBIX (00Jiee TpeX IeHOB)
HECITy9alHBIX TeH-TeHHbIX koMOuHanmii y 4 6ombHbIX ¢ AP (3 CAP u 1 AP) Gbuta
oOHapykeHa KoMOWHaIMs U3 4 TEHOTHIOB, T.€. OJHOBPEMEHHOE HOCUTEIHCTBO
Bapuanta TNF308+CTLA4+RANTES+GSTT1 wmapkepoB, Torma Kak B
KOHTPOJILHOW Tpynne Takas KomMOuHaiusi He Obuta BbisiBieHa (5,7% u 0%
COOTBETCTBeHHO). PaccunTanubpii KOA(GOUIIMEHT COOTHONICHHS ITAHCOB MOKa3ajl
JIOCTOBEpHOE yBEIMYEHHE pucka pa3BuTusi AP y Hocurtenel 1aHHOW KOMOWHAIIUN
(X?=4.2; P=0.02).
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Taoauma 7.
YacToTa BCTPEYaeMOCTH CJIOKHBIX FeHETHYeCKUX KOMOMHALMI cpeau
00JbHBIX AP ¥ KOHTpOJIA.

I'enernuecknii BapuaHT Kontponen | OcnoBuH | CAP AP
as rpymnma as
rpynmna

*n | % [n| % [n]| % |n| %




TNF308+CTLA4+RANTES 0 0 41 5,7 [3]19,7(1] 2,6
+GSTT1

CTLA4+RANTES 0 0 41 57 (0] 0 [4]10,2
+GST 1+GSTTI1

TNF308+CTLA4+RANTES 1 14 121 28 [0 0]2]5,1
CTLA4+RANTES+GST 1 1 1,4 51 7,1 [1]3,214]10,2
CTLA4+GST 1+GSTT1 0 0 3143 [1]32(2]5,1

*N-KOJIMYECTBO O0CJIENOBAHHBIX HAIIMEHTOB

Touno Takas >xe 4YacToTa BCTPEYAEMOCTH B H3YYEHHBIX OOIIEH TpyIie
00ibHBIX U KOHTpoJde (5,7% u 0%, COOTBETCTBEHHO) HMMENAa OJHOBPEMEHHOE
HocutenbCTBO 4 reHotunoB BapuaHTta “CTLA4+RANTES+GSTMI+GSTT1™.
OpHako pu ATOM UHTEPECHO OTMETHTh, UTO BCE 4 HOCUTENS JAHHOW KOMOMHAITIN
okazanuch OonpHBIMH ¢ KAP. Ilpy 3TOM OZHOBPEMEHHOE TeTEpO3UTIOTHOE
nocutenbcTBO ayuieiied “CTLA4+RANTES+GSTM1+GSTT1” nat6mronanocs B 10
pa3 vame cpeau GombHEIX ¢ KAP (10,2% mpotu 0,0% B KoHTpone; X°=7.4;
P=0.003).

KomOunanus T'€HOTHUIIOB TNF308+CTLA4+RANTES BBIABIISJIACH
MPUMEPHO B 2 pasa yaile, 4eM B KoHTpoie (2,8% nportus 1,8%, COOTBETCTBEHHO,
OR=1.7, 95% CI 1.1-2.8; =0.028). Tem He MeHee, yKa3aHHbIE aCCOIIMATHUBHBIC
CBS3M HE oO0Majaii JOCTATOYHO BBIPAKEHHON CTATUCTUYECKON 3HAUUMOCTBIO
(X*=0.34; P=0.2). CpaBHHTENLHBIA AaHAIM3 4YACTOTHl BCTPEYAEMOCTH B
HCCIIEyeMOI TpyIIie U B KOHTPOJE “TPONHOr0” TeHOTHUIIUYECKOTO COYETaHUs,
Brodaromero BapuaHThl “CTLA4+RANTES+GSTM1”, BeisBuin 6osnee yem 5-
KpaTHOE yBEJIMYEHHE JOJU JIUIl C yKa3aHHOW KoMOuHanuen cpeaun 0onbHbIX (7,1%
npotuB 1,4%, COOTBETCTBEHHO, X?=2.8; P=0.047; OR=5.3; 95% CI 0.60-46.65).
IIpu »sTOoM cpeau OONBHBIX W3 S5 BBISABICHHBIX C TAaKUM T€HOTHUIHUYECKUM
BapuaHToM 4 nanueHToB umenu KAP (10,2%).

HakoHel, 3Ha4YuMBI CO CTaTUCTUYECKOM TOYKHM 3pEHUSI PE3yJbTaT ObLI
MOJyYEH M TIPU PACCMOTPEHHM COYETaHUS TpPEX T[EHOTUIIOB, a WMEHHO,
“CTLA4+GSTMI1+GSTT1”. OnHOBpeMEHHOE HOCUTEIBCTBO ATHUX BapUAHTOB
0OHapyXUBaJIOCh TIOUTH B 4 pa3 yaille cpeau OOJIbHBIX, YEM B 3I0POBOI BHIOOPKE
(4,3% nipotuB 0%, COOTBETCTBEHHO; 2=3.06; P=0.04).

Takum 00pa3om, aHalu3 CIOXKHBIX KOMOUHAIui (0oyiee TpeX T'€HOTHUIIOB)
“reH-TeHHBIX B3aUMOJICUCTBHI” y OonbHBIX ¢ AP He TOIBRKO TOATBEPAMII
3HAYUMOCTh OOHApPY>KEHHBIX paHee B OOIIeH rpymne MmarueHTOB TeHOTUITNYECKUX
COUYETaHUH, HO Y TIO3BOJIWII BBISIBUTH ClIEU(PUYECKUE ISl TOATPYIIITbI
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KOMOMHAIIMM, 4YacCTOThl BCTPEYAEMOCTH KOTOPBIX CTAaTUCTUYECKH 3HAYMMO
OTIIMYAINCh OT TaKOBBIX B KOHTposie. Hambonee HHTEpECHBIM pE3yIbTaTOM
IIPEICTABIISIETCS. YBEJIMYEHUE YACTOTHI BCTPEYAEMOCTH B HCCIEAYEMOHM TpyMIIE,
BKJIFOHAIOIIEH TeHOTUuNbl KoMOuHaruu 4YeTbipex reHoB “CTLA4+RANTES
+GSTMI1+GSTT1” u “rpoitnoii” xomOuHauuu “CTLA4+RANTES+GSTMI1”.
AHanu3 TEHOTUIHMYECKUX COYETAHWW, CONEPKAIIMX BAPUAHT C “OCHOBHBIM
addexromM™”, OOHApPYKHMIJI aCCOIMATUBHBIC CBS3M, BO3MOXKHO, OTpaKaloIllue
OPUOPUTETHBIM BKJIAJ TOW WJIM MHOW KOMOMHaAnuu B naroreHe3 AP y OoJbHBIX,
oco0eHHO ¢ KAP. D10 MOXET CBUIETENHCTBOBATh O CIOKHOM M T'€TEPOT€HHOM
XapakTepe “TreH-reHHbIX B3auMoIecTBUil” B natoreHese AP.

IIpoBeneHHBI aHAA3 MEXIEHHBIX B3aUMOJCUCTBHIN HM3YyYEHHBIX JIOKYCOB
Jlal BO3MOYKHOCTb YCTaHOBUTH OCHOBHbIE JIHK-1okychl, B3aumonerncTByromme
npu GOPMUPOBAHUU HACIIEICTBEHHON MPEAPACIIONIOKEHHOCTH K aJUIEPrUYeCKOMY
puHUTY. BeposaTHo, Uil CTONb CIOKHOTO 3a0oseBaHus kKak AP, 0oiblIyro poiib
UTPAIOT KaK OTIEJbHBIE aJUIEM I€HOB, TaK M WX codeTaHus. Takue couyeTaHus
MOTYT pa3jinyarbcs B MOMYJSAUAX, OOyCIOBIMBAs pa3inyuns B MOABEPKEHHOCTH K
aTonuu y pa3HbIX 3THUYECKUX Tpynn. HakomyieHue 3HAHUNA O TE€HETUYECKHX
OCHOBaxX arTOMNHWHM, W3yYEHHE BKJIAJOB KOHKPETHBIX COYETAHW ajiened B
MOJBEP’KEHHOCTh K 0O0JI€3HU, TOMOXKET B CO3AAHMM KOMIUIEKCHOM MpOrpamMMsbl 1O
MHAMBUyaJIbHOM TIEpBUYHOM mpoduiaktuke aronuyeckoro AP ¢ yuetom
TFeHETUYECKUX XapaKTEPUCTHUK.

Ouenka ypoBass uMmyHoriio0ysauna E (IE) B cbiBOpoTKe KPOBH
001bHBIX ¢ AP 1 JIMI KOHTPOJILHOM I'PYNIIBI

B 3aBucumoctu ot ypoBHs ob6mero IgE (ME/mi) B cblBOpoTKEe KpOBHU
BbIOOpKa OOnbHBIX AP Obula pasneneHa Ha cieayromue rpynnsl: 1) ¢ O4eHb
HU3KUM ypoBHeM (10 60 ME/mi); 2) Huszkum (60-150 ME/mi); 3) ymepeHHbIM
(150-400 ME/mn); 4) Beicokum (60mee 400 ME/m).

B kauecTBe KOHTpOJIA HCClI€JOBaHa Ipynma 30POBBIX JUI 0€3 KaKux-JIn0o
NPU3HAKOB aTOMMUYECKUX 3a00JI€eBaHUM, C OU€Hb HU3KUM UM HU3KUM ypoBHEM IgE
(91 genogek).

N3 o0cnenoBaHHbIX MAlMEHTOB OYE€Hb HM3KUM W HU3KUN ypoBeHb IgE B
CBIBOPOTKE KPOBH JIOCTOBEPHO peke BCTpeuasncs B rpyire 00iabHbIX AP — 1,4% u
14,1%, yem B xoHTpOJIE — 77,0% 1 23,0% coorBeTCcTBeHHO (Ta0:1.8).

Kak u oxuaanoch, B KOHTPOJIBHOM IPyIIE MALMEHTHI C YMEPEHHBIM
BBICOKUM ypoBHEM IgE B ChIBOpOTKE KpOBHU HE ObLIM OOHAPYXKEHBI, TOTIA KaK
cpeny OOJBHBIX ATH TTOKazareau ObLIu paBHBI 77,2% u 7,1%, COOTBETCTBEHHO.
[Tpu 5TOM Takoe pazauuue Mexay 0OCIeTOBAaHHBIMU TPYIIIIaMU 0Ka3ajoCh
CTaTUCTUYECKH JOCTOBEPHBIM.
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Tabauua 8.
apaKTePHUCTHKA Irpynn 00JbHBIX AP 1 KOHTPOJIs
IIpusnak bosbHbie AP KonTtpoJsb
< (n=70) (N=91)
YpoBens o011ero o 60 1 (1,4%)* 70 (77,0%)*
CBIBOPOTOYHOT'O o o
IgE (ME/mn) 60-150 10 (14,1%) 21 (23,0%)
150-400 54 (77,2%)*** 0
bonee 5 (7,1%)**** 0
400

*=91.47; = 0.0000001; OR=0.004; 95% CI 0.00057- 0.033;
#* 2= 1 967; = 0.08; OR=0.56; 95% C10.2427 - 1.27;

##% 2= 101.7; = 0.0000001;

#¥x%X2= 6 7. P=0.004.

Ouenka KoppeJsillui FTeHOTUNNYECKUX BAPUMAHTOB FeHOB-KAHIU/IATOB C
ypoBHeM 0011ero csiBOpoTouHoro Igk (ME/mu) y 6oabHbIX AP. YunThiBas
BEyIIyIO poiib (hepMeHToB 6roTpanchopmarmu kcenoonorukon (GSTTI,
GSTM1), npotuBoBocnanuTebHbIX IUTOKUHOB (TNF-a, RANTES) u
uurotokcuyeckux T-mumbonutoB (CTLA4) B pa3BUTHHN ajjiepruueckou
BOCHAIUTENbHON peakuuu npu AP, Mbl IpoBeN aHaTU3 KOPPEIALUN U3yYEeHHBIX
HaMU aJUIeNIbHBIX ¥ TEHOTUITMYECKUX BaPUAHTOB 3TUX MapKEPOB C YPOBHEM
obmero ceiBopoTouHoro IgE (ME/min) y 6onbHBIX AP.

[Ipu ananuze rpynm O6onbHBIX AP, y OONBHBIX C YMEPEHHO BBICOKHUM U
BBICOKUM ypoBHeM oOuiero IgE (Tabn.8) BbIsiBI€eHAa TEHAEHUUS K YBEIUYEHUIO
94acTOThl TOMO3HWTOTHOTO Mo HyneBbiM amiensm GSTT1+GSTMI1 (7/59) mo
CPaBHEHUIO C TPYIION OONBHBIX — C HU3KUM WJIM OY€Hb HU3KHUM YPOBHEM OOIIETO
IgE (1/11). CornacHo kKO3(pPUIMEHTY COOTHOIIECHHS IIAHCOB, PUCK YBEIUUYCHUS
cunresa IgE B ocHoBHo# rpymnme npu Hammauu GSTT1 0/0+GSTM1 0/0 B 1.2 paza
BbIIIIE, 4YeM B KOHTpoie ¢ Hu3kuMm ypoBHem IgE (11,8% mnporus 9,1%,
CcOoOTBETCTBEHHO). OJHAKO TaKO€ pa3ivuhe B MCCIEIOBAHHBIX TIPYIax HMENI0
CTAaTHCTHYECKH HEeJOCTOBEpHHI Xapaktep (X°=0.07; P=0.4; OR=1.3; 95% CI



0.148-12.17).

HeoOxonmumo mog4epKHyTh, YTO (PYHKIIMOHAIBHO HOPMAJIbHBIE TE€HOTHUIIBI
ATUX MAapKEpPOB, KaK U OXHUAAIOCh, HEAOCTOBEPHO PEXKE BCTPEUAIOTCS B TPYIIIIE
6ompHBIX AP c BbicokuM ypoBHem obmiero IgE(%), gem B xouTpome (53,4%
npotuB 67,8%; <0,05). JlaHHBIE MAIIMEHTOB C OY€Hh HU3KHUM YPOBHEM OOIIIEr
IgE, npu HamM4Ymu OTATOIIEHHOW AaTONMWH, CTATUCTUYECKU HE OTIWYAIUCH IO
paclpesiesieHHI0  4acTOT HYJIEBBIX TE€HOTHIIOB HM3YyYEHHOTO MOJIUMOPGHOIO
BapuanTa rena GSTT1+GSTMI ot rpynnsl koHTpos ( >0,05).

OrnieHka psIMON KOPPEJISIITUKM MyTaHTHBIX TEHOTUIIOB C YPOBHEM OOIIIETO
IgE B rpymmax 6071bHBIX MO MOJIOBOMY IIPHU3HAKY MTOKA3alia, YTO TOMO3UTOTHBIM
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TE€HOTHII, aCCOLMUPOBAHHBIN C IOBbILIEHUEM cuHTe3a IgE, He3HaunTenpHO yaile
BCTpEUAJICS y >KEHIIMH MO CpaBHEHUIO ¢ MyxuuHamu (8,5% mnpotuB 5,1%
cootBeTcTBeHHO; X*=0.5; P=0.2; OR=1.7; 95% CI 0.3937-7.587).

OTH pe3ynapTrarbl HE COIVIACYIOTCS C IIOJYYEHHBIMHM HAaMH JaHHBIMH O
TEeHJEHUMHU K noBblIeHut0 yacToThl reHotuna GSTT1 0/0+GSTM1 0/0 y 6onbHbIX
AP, a Taxxke ¢ Bepcueir 00 accorumanusax (yHKIIMOHATHLHO HEMOJHOIEHHOTO
TeHOTHIA C MOBBIIIEHHBIM ypoBHeM oOuiero IgE u oTsromenHoro aHamHesa 1o
ajyiepruyeckuM  3abosneBaHusIM. BO3MOXHO, Takoe pacxXoKIEHUE CBSA3aHO C
HU3KMM YPOBHEM YacTOThl COYETAHHBIX TOMO3HUIOTHBIX (DOPM 3TUX MapKepoOB
cpeau OONBbHBIX ¢ HU3KUM UM OY€Hb HU3KUM ypoBHeM ob1uero IgE.

[Ipy  ananu3e  KOppesALMM  MEXAY  pPa3IMYHBIMA  TE€HOTHIaMU
nonumopduszma 308G>A rerna TNF-a ¢ yposuem oOiero IgE B cbiBopoTke kKpoBU
auy oOmel rpynnbsl O0obHBIX ¢ AP M KOHTpPOJIBHOW TPYNIbl Takke He ObLIO
BBISIBJIEHO CTaTUCTHUYECKU 3HAYMMBIX Pa3IUUH.

OnHako MpH OLIEHKE KOPPETSTUBHOUN CBSA3H «T€HOTUI-(PEHOTUID Y OONBHBIX
c ce30HHOM (hopmoii AP 1 KOHTPOJILHOM TPYMION BBISBICHO, YTO ()YHKITMOHATHHO
HEONaronpusTHbIE TEHOTHUIIBI JOCTOBEPHO Yallle BCTPEYANIUCh B IPYyIINe OOJbHBIX C
YMEPEHHO BBICOKUM M BBICOKUM ypoBHeM oOwiero IgE — 13,5%, yem B koHTpOJIE —
1,5% (X*=10.4; P=0.0006; OR=10.2; 95% CI 1.85-56.74).

OTU pe3yabTarbl TaKKe COMIACYIOTCS C TMOJYyYEHHBIMU HAaMHU JaHHBIMHU O
TEHJEHUWN K TMOBBILIEHUIO 4YacCTOThl T€T€PO- W TOMO3UTOTHBIX MYTaHTHBIX
reHotunoB nonumopduszma 308G>A rena TNF-a y 601bHBIX TOTBKO ¢ AP.

He Ob11M BBISIBIICHBI ACCOLIMATUBHBIE CBA3M MYTAHTHBIX T€HOTHUIIOB C
MOBBIIIEHHBIM ypoBHEM o011ero IgE B rpynmnax O0JIbHBIX MO MOJIOBOMY MPU3HAKY.
[IpoBenennsiii ananu3 nonumopdHoro Bapuanta 49A/G rena CTLA4 e no3Bomm
O0OHapYXUTh JOCTOBEPHYIO aCCOIMAIIMI0 MYTaHTHBIX T€HOTHUIIOB JJAHHOTO MapKepa
¢ BBICOKMM ypoBHeM obmiero IgE y GombHBIX AP (75% mpotus 67%; X*=1.5;
P=0.1; OR=1.4; 95% CI 0.798-2.734). He3HauuTeabHasi KOppEIsITUBHAS CBSI3b
MEXy MOBBIIEHHBIM YpoBHEM oO1iero IgE ¢ MyTaHTHBIMU reéHOTUIIaMU
BbIsiBJIEHA B noarpyitie 6onbHbIX ¢ KAP (72,1% npotus 64,7%). Oqnako 3tu
pasINYMs He JOCTHINIM YPOBHS CTaTUCTHUECKOi 3HaunMocTu (X*=1.2; P=0.1;



OR=1.4; 95% CI 0.774-2.567).

Paznuuus B KOppENsSTUBHOW CBSI3U TOBBIIIEHHOTO ypoBHsA oOmiero IgE B
KpPOBU C TeTepO- M TOMO3UTOTHBIMH reHoTUnamu noiaumopduszma 49A/G rena
CTLA4 B noarpymnmax My>K4H1H, >KEHIIUH U KOHTPOJIbHOW IPYIIIE TAK)KE OKa3aJl Ch
cratucTuuecku HezHayuMbiMu ( >0,05).

Takum oOpa3oM, MNOITy4YEHHBIE PE3YJIbTaThbl TaKKe MOATBEPKAAIOT HAaII
BBIBOJI O TOM, 4YTO JAHHBIA MOIUMOP(U3M SIBISETCS 3HAYMMBIM T'€HETHUECKUM
bakTopom pucka GopMUPOBAHHUS AJUIEPTUUECKOTO PUHUTA.

[Ipu mpoBeeHUH OLUEHKH KOppEIsTUBHOM cBsizu nonuMmopdusma A(—403)G
RANTES BbisiBieHO, u4TO (YHKIHMOHAJIBHO HEONAronmpuATHbIE TE€HOTHIIBI
JOCTOBEPHO Yallle BCTpedaroTcs B rpyIie 00nbHbIX ¢ KAP ¢ ymMepeHHO BBICOKUM U
BBICOKHMM ypOBHEM 0011ero ceiBoporounoro IgE (25/59) no cpaBHenuto
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KOHTPOJILHOM Tpynmnoit ¢ HU3kuM ypoBHeM ob61ero IgE B ceiBopoTke kpoBu — 2/11
(42,4% npotus 18,2%; X?=13.9; P=0.0001; OR=3.3; 95% CI 1.7-6.30). Oxnako
MpU CpaBHEHWH 4YacTOT TeHOTurnoB mommMmopdmsma A(—403)G RANTES mexmy
ce3oHHON dopmoit AP u KoHTposieM He OBUIO BBISIBIEHO 3HAUYMMBIX Paziuduil (
>0,05).

[Ipu ananuze «reHOTUI-(EHOTUII» B 3aBUCHUMOCTH OT II0jia MAIMEHTOB,
OBLJIO BBISIBIIEHO, YTO CpeAM OOIBHBIX JKEHIIUH C YMEPEHHO BBICOKUM M BBICOKUM
YpOBHEM B CBIBOpPOTKE KpoBu obmiero IgE wacTtora MyTaHTHBIX T€HOTHIIOB
HEZI0OCTOBEPHO BBIIIIE, YeM Cpeid O0IbHBIX MYyk4uH ( >0,05).

Takum oOpa3oM, BBISBICHHas accoOLMalds MEXKIY BBICOKUM YPOBHEM
obuero IgE B ChIBOpOTKE KpOBU ¢ MyTaHTHbIMU reHoTunamMu mapkepa RANTES
NOKa3bIBAET, 4YTO JAaHHBIM MapKep HIPAET BAXHYK poib B pa3sBuTuu AP
(mpeumymiectBeHHO KAP).

BrisiBnieHbI coueTaHus U3yYEeHHBIX HAMH MTOJIMMOP(HBIX MapKepoB, andosee
JIOCTOBEPHO aCCOLIMMPOBAHHBIX C BBICOKMM YPOBHEM OOIIETO CHIBOPOTOUHOTO IgE.

TakuMu okazauch KOMOMHAIMU TOJTUMOP(PHBIX BAPUAHTOB T'€HOB IUTOKUHOB U

reHoB (hepMEHTOB OMOTpaHCHOpPMALIME KCEHOOMOTHKOB,

Mpeapacloiaralone K pa3BUTHIO aJJIEPTUYECKOro pUHATA (KOMOMHAIIH
«CTLA4+RANTES+GSTMI+GSTT1» u « CTLA4+RANTES+GSTM1»).
JlocToBepHas acconuanus JaHHbIX KOMOMHAIMI T€HOTUIIOB B IOATPYyIIe
OOJNBHBIX C YMEPEHHO BHICOKMM M BBICOKUM YPOBHEM IO CPABHEHHIO C TPYIIION
OYEeHb HU3KOTO U HU3KOTO ypoBHs oOuiero IgE B cbIBOpOTKE KpOBU COCTaBHIIA —
OR=3.7 (95% CI 1.39-3.67).

Taxxke oOHapyXeHbl CTATUCTUYECKH JIOCTOBEPHBIE pa3ivuds MEXAY
JaHHBIMU OOJBHBIX AP C BBICOKMM ypOBHEM o001ero ceiBoporouHoro IgE B
pacIpeneaeHu COYeTaHN T€HOTHUIIOB 110 JPYTMM U3yYE€HHBIM I'€HAM.

Takum oOpa3oMm, m0OpH UCCICAOBAHUM MEXKICHHBIX B3aUMOJCHCTBUIA
HOIUMOP(HBIX JOKYCOB T€HOB IUTOKMHOB U (PEPMEHTOB OHOTpaHCHOpMaIiH
KceHoOnoTukoB Obutn onpeneneHsl JHK-nokyckl, B3aumoneicTBHEe KOTOPBIX



aCCOIMUPOBAHO C BICOKUM ypoBHeM IgE (>400 ME/mi1) B CBIBOPOTKE KPOBH.

I'maBa mecrasi mocsiieHa omneHke dGpekTuBHOCTH TU(HEepEHITMPOBAHHOMN
dapmakorepanuu AP, ¢ yderom aHanM3a KIMHHKO-TEHETHYECKUX Iapajuiesiei
3a00IeBaHUsl.

B pa3pabotky Obu1 BkitoueH 141 GonbHOM AP B Bo3pacte ot 16 1o 57 ner.
Cpeau Hux nui Mmy»ckoro nona osu10 57 (40,4%), sxe ckoro — 84 (59,6%), c KAP
— 69 (48,9%), CAP — 72 (51,1%). bonwubie KAP Obutu pa3zpeneHsl Ha 2
aHAJIOTMYHbIC TPYMIbI: MepByr Tpynmy coctaBwin 39 (56,5%) OonbHBIX C
YCTAHOBJICHHOW M JIEKYJISPHO-TEHETUYECKUMH UCCIICIOBAHUSIMH HACJIEICTBEHHON
NPEPacioiOKEHHOCThIO K aTONMUMU M Cpeld HHUX HHTEePMUTHpYIomas ¢dopma
3aboneBanus Owbuia B 37,5%, mepcuct pyromas — 62,5% ciuyuae. 30 (43,5%)
HACJICACTBEHHAsT TIPEIPACHONOKEHHOCTh K aTOMWH OTCYTCTBOBAJIO (BTOpas
rpynmna). Cpenu Hux wuHTepMutupyromas dopma AP Oputo y 35,1%, mepcuct
pytomias — 64,9% nanuentos. [1o aHanoruuyHOMY IPUHIUIY OBLIN
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aznenenbl 0onbHbie CAP, T.e. 31 (43,1%) 41 (56,9%) cooTBeTcTBeHHO. B mepBoit
rpynmne uHTepMUTHpYIomIel ¢opmoit Obuto 43,8%, nepcuct pyromeit — 54,2%, a
BO BTOpOil — 45,3% u 54,7% naiueHToB, COOTBETCT €HHO.
IpoLecce JICYEHUS] Mbl MPUIEPKUBAIKNCH CTYIIEHYaTOW papma oTepanuu
AP. VYV OonpHbIX TEpBOM TIpymlibl Ha HAYaJdbHOM JTale MPUACPKUBAINCH
pexoMeHayeMoil cxeMbl. B ciydae orcyTcTBu 3¢ dekra OT mpoBOIUMON Tepanuu
OPUMEHSUIM  MOAU(UUMPOBAHHYI0 HaMHU CXEMY, CYTb KOTOpPOM COCTOUT B
CJIETYIOLIEM:

1. IIpu nerkom TedeHuHn UHTEpMUTTHpYIOLEH popMbl AP Ha epBoM 3Tarne
npumensitorcst H1-6mokarop w/vuinu nuHTpaHa3aibHbl KPOMOH
CpEIHETEPANEBTUYECKHX J03aX.

[Tpu orcyrcrBun 3¢ dexra seyeHrs B TEUEHH OJJHOW HENeIH J03a OpajibHbI
H1-61oxaropoB, untpanasanbubl H1-610kaTopoB /miin MHTpaHa3adibHbI KPOMOHOB
YBEJIUYUBAETCS JO MAKCUMAIbHBIX CYyTOUHBIX 3HAYECHH.

IIpu oTcyTcTBUM 3P dheKTa peKOMEHJOBAHO TPUMEHEHHUE
CpeIHeTepaneBTHUECKUX 03 opayibHbl H1-0610KaTopoB 1 MHTpaHa3aIbHbI
KOPTUKOCTEPOUIOB.

2. Ilpn nerko teueHu mnepcuctupyromnieii dopmol AP: Ha mepBoM sTamne
IMpUMEHsIeTCS CTyleH4yartas (apmakorepanvs B KJIACCUYECKOM BapuaHTe —
opanbHbl H1-Omokatopsl, kpoMmoHbl. [lpu orcyrctBum sddexra nobdasnsem B
CXEMY JICUEHUSI UHTPAHA3aJIbHbIE KOPTUKOCTEPOUIBI.

3. [lpu cpenHen TskecTH TeueHU nepcuctupytomei Gopmel AP: Ha mepBom
JTane MPUMEHSIETCs CTyleH4yaTtas ¢apmakoTepanusi B KJIACCUYECKOM BapUAHTE —
opanbHbl H1-61mokaropsl, HHTpaHa3adbHbl KOPTUKOCTEPOUIBI.

[Ipu orcyTcTBUM 3(h(PeKkTa B TEUEHH NMEPBOM HEAEIH 3TU ITpenapar
HA3aHYalOTCsl B MAaKCUMAaJIbHO TEPANIeBTUUECKUX J]03aX U B TEUEHHUE JIByX HE/IEIb
JIUEHHE JTOTIONHSAETCS MPUMEHEHHEM KOPOTKOI0 Kypca MepopaibHbIX



KOPTUKOCTEPOUI0B (110 3-5 nHel).

4. Tspxenoe TedeHue nepcuctupytoileit popmel AP: npuMenenue B
MaKCHMAaJIbHO TEPANEeBTUYECKUX J103aX opasibHbIX H1-0110kaTopoB MHTpaHa3aIbHbI
KOPTHUKOCTEPOUJIOB.

[Ipu orcyTcTBUM 3(h(PeKTa B TEUEHHU NEPBOM HEAEIH: KOPOTKUI Kypc
HNEepOpPaATbHBIX KOPTUKOCTEPOUIOB (10 14 nHeil).

[Ipu OTCYTCTBHH yIy4dIIEHHs BO3MOXHO PaCCMOTPEHUE IPUMEHEHU

UPYPTrUYECKUX METOMIOB JICYEHUS.

[Ipu Bcex BapuanTax AP mnociie TOCTHXKEHUS KIMHHYECKOW PEMUCCUU
MOXKHO BEPHYTHCS Ha CTYIIEHb «BHHU3» M HPOJOKUTH JIEYEHHE B TedeHue |
Mecsna.

VY nmanueHToB BTOPBIX IPYII BO BCEX CIy4YasX MPUACPKUBAINCH
PEKOMEHIyEMOM cXxeMbl cTyneH4yaroi ¢papmakorepanuu AP.

Amnanu3 pesynbraros JieueHus: KAP u CAP noxkazai, 4to Hanuuue OOJIbHBIX
HACJICACTBEHHOM IPEAPACIIONOKEHHOCTH K PA3BUTHIO aTOIIUU
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HEOJIaronpusATHO OTpakaeTcss Ha pe3ylbTarax (papMaxkoTepanu JIaHHOTO
3a0oneBanus. anuune mytanuid B reHax GSTT1, GSTM1 npuBoauT kK HapyIIEHUIO
ouorpanchopmaruu U U3MEHEHUIO (hapMaKoIOoTHIECKOTO A (PeKTa MpUMEHSIEMBIX
JEKapCTBEHHbIX mnpenaparoB. C apyroil crtopoHsl mytanuu reHoB TNF-q,
RANTES, CTLA4 cnocoOCcTBYIOT 00j€e yHOPHOMY MPOSIBICHUIO KIMHUYECKHX
nposiBjieHu  3a0oneBaHus. Mcxoms W3 BBIMIEU3IOKEHHOTO, HaMHU  OBLIO
ONPENENIEHO:

- npu nerkoMm TeueHuu AP m CAP paszHuua B JOCTUTHYTBIX pe3yjbTarax
JIEUEHUS] W €ro CpeAHeM Cpoke Yy OOJIbHBIX TEpPBOM M BTOPBIX TPYIIIbI
CYyIlIeCTBeHHBIX paznuuuii He umena ( >0,01). Jlump y aByx GonbHbIXx KAP 1y
ogHoro CAP ¢ HannureM HaclIeICTBEHHON MPEIpacoNOKEeHHOCTH K aTOMUH Obliia
IpUMEHEHa MO (ULIMPOBAHHAS CXEMa JIEYEHHsI. DTO YKa3bIBAE€T HA PAaBHOLIEHHYIO
b dexTuBHOCTh Hecnienuduueckon Tepanuu AP ¢ 1erkum TeueHnem, He3aBUCUMO
OT HaJIW4YWAg WIA OTCYTCTBUS HACIEACTBEHHON MPEApACHOIOKEHHOCTH K
3a00JI€BaHUIO.

- y OOJIBHBIX €O cpenHeTskenon creneHbto kKak KAP, Tak CAP xoHeuHble
MOKAa3aTe I MOJHOTO KIMHUYECKOTO BBI3IOPOBIICHUS B CPABHUBAEMBIX IpyIIIa
CTaTUCTUYECKU JOCTOBEPHO OTIMYAIUCH ApyT oT Apyra ( <0,01). 21,4% 60nabHBIM
nepBoil rpynnsl KAP u 19,7% nepsoii rpynn CAP nis goctrxeHus
KIIMHUYECKOTO BBI3I0POBJICHUS MTOTPEO0OBANOCH MPOBEACHIE MOAU(PUIIMPOBAHHON
CXEMBI CTyIIeHYaTo! Tepanuu. Bo BTOpBIX Tpynmnax orpaHuYuBalIuCh
MPUMEHEHNEM KIIACCUUECKON CXEMBbI JICUEHUS.

- y OGoneHbIX ¢ Tskenon (opmoit KAP (N=10) mepBoil rpynmnsl MOJHOE
KJIIMHAYECKOE BBI3IOpOBIeHUE OoTMeYeHO B 60,0%, KIMHUYECKOE YIIyYIEHHE B
30,0% wu 10,0% cimydaeB CcOCTOSHHE OCTalloch 0Oe3 u3MeHeHHs Ha (oHe
Kjaccuyeckoil cxemsbl jeueHus. 40,4% ciyyasx s JOCTHXKEHUS KIMHUYECKOTO



BBI3/IOPOBJICHUS] MOTPEOOBANIOCh IMPOBEIECHUE MOAU(PUIUPOBAHHOM  CXEMBI
crynenyarou tepanuu AP. [IpogomKuTeIbHOCTE Kypca JIEUeHUs COCTABUI
35,120,4 nueii. YV Bcex OONBHBIX BTOPOUM TPYyMIbl KIMHUYECKOE BBI3JIOPOBIICHUE
JOCTUTHYTO TNPUMEHEHUEM KJIACCHYECKOM CTymeHdaroll (apmMakoTepamuu.
[TponomxuTenbHOCTh Kypca JieueHus coctaBui 26,1+0,2 queit ( <0,01).

- ipu TsKenoi popme CAP MmoauduipoBaHHasi CXeM CTyeHUaTON Tepanuu
ucnosibzoBaHa B 38.1% u BO Bcex cilydasix 3T0 ObUIH OOJIbHBIE IEPBO TPYIIIIHI.
[IponomKuTENBHOCTD Kypca JIYEHNs COCTABUWII B epBoM rpynme 25,1+0,3 nuen,
BO BrOpo# 18,9+0,4 nneii ( <0,01).

- B IEJIOM [OJIHO€ KJIMHUYECKOE  BBI3JIOPOBICHUE Yy  OONBHBIX
UHTEPMUTTUPYIOIIEH (HOPMOIN TOCTUTajJoCh paHbIIe, YEM IPU MEPCUCTUPYIOIIEH
dbopm KAP ( <0,05). Ilpu wunTepmurtupytomieii ¢opme KAP (N=29)
MOIU(UIIMPOBaHHAS CXEM CTyNeH4Yaroil Tepanuu mnpuMeHeHa 27,6%, npu
nepcuctupyromeit popme (N=40) 45,0% ciaydasx.

- kak npu KAP monudunmpoBanHasi cXxem CTyleHYaTON Tepanuu pexe
npuMeHeHa pu uarepMurtupytomieit popme CAP (23,3%), no cpaBHEHHIO
nepcuctupytomen hopmoii (38,0%).
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OONBHBIX CPAaBHUBAEMBIX T'PYIII, BKIIOYEHHBIX B Pa3pabOTKy, B TEUCHHE
JIBYX JIeT HaOIIONEHHs] UMENach J0CTOBEPHAs pa3HUIIA O CIIEIYIONUM KPUTEPHUSIM:
KOJIMYECTBO YXYIILIEHH KIuHHYeckoro teueHus KAP B rox (ocHoBHas rpynm —
4,240,4; rtpymma cpaBHenus — 2,1+0,2; <0,01); cmyuam, TpeOyrommue
MEJIMKaMEHTO3HOTro JiedeHus (OCHOBHasi rpynmna — 3,9+0,5; rpynna cpaBHEHUS —
1,6+0,2; <0,005); cpenHsisi MpOAOIKUTEILHOCTh 000CTPEHUM (OCHOBHAS Tpymma —
22,24+1,3; rpynmna cpaBHenus — 17,2+1,0; <0,01).

Tonpko MO  OOHOMY  KpUTEPUIO M3  4YeThIpeX, T.€.  CpeaHel
IPOAOJDKUTENBHOCTH 000CTpeHHnit (OCHOBHast rpymma — 22,2+1,3; rpynma
cpaBuenus — 17,2+1,0; <0,01) B mporecce HaOMOAEHUS B TEUCHHUE JBYX JIET
uMmenach JoctoBepHas pasHuna. [lo xonmuectB oboctpennit CAP B roj ciydaes,
TpeOOBaBIINX MEAUKAMEHTO3HOTO JICUCHHUSI, IO YCPETHEHHOMY TTOKa3aTe
CTETICHH TIPOSBJICHUSI CHUMIITOMOB OOOCTPEHHUSI OTHOCHUTEJIBHO HMCXOJHOTO
COCTOSIHHUS, TI0 OIIEHK CaMUX OOJIBHBIX, JOCTOBEPHOTO Pa3IMUUs HE HAOIIOIAIO0Ch.

3AK/ITIOYEHUE
BIBO/IbI:

1. Ilo panHbIM oOpamaemoctu OONbHBIX PecnyOnuKaHCKUIT Hay4dHO
CHeIMaIu3UPOBAHHBIN ajuieprojoruy ckuit nentp M3 PY3 AP sBnsierca naubosee
4acTo BCTpeyarolmuMcsl 3abojeBaHMeM. B KIMHUYECKOM NpaKTUKE YacTo He
COOMIOAIOTCS  MEXJIyHApOJHbIE CTaHJAapThl auarHocTuku AP, BbIsBIIeHa
TEHCHIIMS Ha HE a/IEKBaTHOE MCMOIb30BaHHUE CYIIECTBYIOIINX CIOCOOOB JICUCHHUS.

2. Yacrora coueranubix renotunoB GSTT1 0/0+GSTM1 0/0 mocToBepHO

BBIIIE, 0COOCHHO ¥ 6onbHBIX ¢ KAP (X?=5.6; P=0.008; OR=4.9) 110 cpaBHEHHIO C



TakoBOM B KOHTposibHOM rpymnme. HocurensctBo coueranuss GSTT1 0/0+GSTMI1
0/0 TeHOTUIIOB B ATUX T€HAX MOXET CBUAETENIbCTBOBATH O MPEIPACION0KEHHOCTH
K Takomy 3aboneBannio kak AP. Ananu3 HyneBoro renoruna reHoB GSTMI1 u
GSTT1 mo OTAENBHOCTH HE BBISIBWJI CTATUCTHUYECKH JIOCTOBEPHBIX Pa3IUYHil.
OynknuonanbHo ocnabnaenuple reHotunsl GSTM1 0/0+GSTT1 0/0 u GSTM1
0/0+GSTT1 «+/+» 6onee xapakTepHbl Jy1s 00JdbHBIX AP jkeHCKOrO moJa.

3. Iomumopdusiit mapkep 308G>A rena TNF-O BO3MOKHO acCOIMMPOBAH C
pazsutueM TONbKko ¢ CAP. HocurensctBa rerepo3urornoro G/A reHoTuna
YBEJIUYHMBACT PHUCK pa3BUTHs AaHHOW (opmbl AP B cpaBHeHHE KOHTPOJIBHOM
rpymmoii Gomee wem 3.1 pasza ( *=3.3; P=0.03; OR=3.12). OnHOBpEMEHHOE
HaJIM4YMe€ B TEHOTUIIE MAIlMEHTOB KOMOWHAIMKM MPOTUBOBOCHAIUTENbHBIX
nuTOKMHOB “TNF- v +RANTES” noctoBepHO Takke yBEIMYHUBAET PUCK PAa3BUTHUS
CAP Gonee uem 5,1 pas (*=3.9; P=0.02; OR=5.1).

4. Hannune QyHKIMOHANBHOTO ocliabiieHHoro BapuanTta reHa — RANTES
JOCTOBEPHO YBEJIWYMBaeT pHUCK pa3Butus AP, kak B oOwei rpynne, Tak u KAP
(X?=4.45; P=0.02; OR=2.26). ®yHKIMOHATEHO ocnabnenHsle reHoTunsl RANTES
OoJiee XxapakTepHbI AJIs KESHILUH.
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5. YactoTra «pyHKIIMOHAIBHO HeOmaronpustHoro» reHorumna 49A/G CTLA4
y 6onbpHBIX ¢ AP B 1.1 pa3a npeBblilana TakoByt0 KOHTpoJibHOU rpymi (74,3% u
72,9%). Ilpu »TOoM BeposTHOCTH pa3zBuTus AP cpeaum HocuTeneil MaHHOTO
TEHETHYECKOTO MapKepa OKa3ajach CTATHCTHYECKH HesHaunMmon (X*=0.036;
P=0.4; R=I1.1; 95% CI 0.51-2.28), d9ro cBUIETEILCTBYeT O OTCYTCTBHH
CaMOCTOSITEIbHOW 3HAUUMOCTH JIAHHOTO MOJUMOp(PHU3Ma, KaK TE€HETUYECKOTO
(daxTop pucka ¢popmupoBanusi AP.

6. Onpeznenensl MOIUMOP(GHBIE BApUAHThl T€HOB IUTOKUHOB U (PEPMEHTOB
onorpancopmarii  KCEHOOMOTHKOB, CaMOCTOATENIFHO WM B COYCTAHUH,
JIOCTOBEPHO Tpepachojiaraloniue K yMEPEHHO-BHICOKUM WM BBICOKHM YPOBHSIM
obmero ceiBopoTouHOTO IgE.

7. YV O6onpHbIX AP ¢ «(yHKIMOHaTBHO HEOIATONMPUSATHBIM» HAOOPOM
TCHOTHUIIA JJI TOCTYIKEHUS KIMHWUYECKOW PEMUCCHU MOTPEOOBAIOCH MPOBEACHHE
HecreneuIeckol  TUIMOCCHCUOWIM3UPYIONIEH Tepanmuu JTOCTOBEPHO Ooliee
MPOJOIKUTENHHOE BpEMs, YeM Yy TMAalUeHTOB C OTCYTCTBHEM HACJIEICTBEHHOU
NPEIPacoiOKEHHOCT K pa3BUTHUIO aronuu. Y OosibHbIX AP Kpome Toro, ajist 3Toro
HE0OX0MMMO OBLTO TTOBTOpPEHWE IBYX M Oosiee KypcoB jedeHwus. [Ipu mocTosHHOM
JTUCTIAHCEPHOM  HAOMIONEHWM W  TPOBEICHU aJICKBAaTHOW  CBOEBPEMEHHOM
Hecnenuduaeckoi Tepanuu y OOJILHBIX c HaCJIEICTBEHHOMN
NPEPacioiO)KEHHOCThIO K a/UIEpPrU4ecKuM  3a00JIeBaHUSIM B OTHAJICHHOM

nepuoje ormeudaercs HeOnmaronpusitHoe TeueHue KAP, uro He mpociexuBaercs
npu CAP.



IIpakTHYecKkne peKOMeHIAIUN:

1. Tlpu ¢dopmMupoBaHWU TPYNHI pUCKA Pa3BUTHS aJUIEPTUUCCKOTO PUHUTA
nejaecoo0pa3Ho TectupoBaHue TeHoB-kaHAumaroB TNF308 (cezonnas dopma),
RANTES (xpyrnoroguunas gopma) u GSTT1+GSTM1 (xkpymoronuunas hopma),
Kak B OTACIBHOCTH, TaKk W B codyeranu reHoTunoB. [lomumopduszm CTLA4
YMECTHO HCIOJB30BaTh TOJHKO B KOMOWHAIIMW BBIMICTICPEUYUCICHHBIMU TE€HAMH,
T.K. OH HE SIBIISITHCSI CAMOCTOSITEIHHBIM MAapPKEPOM TIOBBIINIEHHOTO PUCKA PA3BUTHS
AP.

2. pu Habmonennu 3a OonbHBIMU AP €00xomMMo y4uThIBaThH y HUX Oojee
MPOIOJDKUTENBHBINA TIEPUOT 000CTPEHUS U TSHKEI0€ KIMHUYECKOE TeUeHUE 00enx
dbopm 3aboneBaHus, OCOOEHHO TEPCUCTUPYIOIIETO TEUEHW TMPU HATUIUH
«(PYHKITMOHAJIPHO HEOIAromMpUsITHOTO» HA0Opa F€HOTUIIA B OTHOIICHUU PA3BUTHUS
aTOTINH.

3. YV OonbHBIX 00eumu (opmamu AP 171 TOCTHXKEHHUS KIMHUYECKOU
pemuccur B OOJBIIMHCTBE CcllydaeB TpeOyeTcs TNpHUMEHEHHE MpenaparoB
UCIIONIB3YEMbIX JUIS Heclenu(UYecKo THIOCEHCUOMIN3UPYIOIIeH Tepanuu B
BBICIITMX TEPANIEBTUYECKUX J]03aX C HEOAHOKPATHBIM MTOBTOPEHUEM Kypca JICUCHHUSI.

4. Tlpm KaxaoW CHOPHOM KIMHUYECKOM CHUTyalluu LEeIecoo0pa3sHo
OpPOBOIUTh  HCCIEAOBaHWE  HAa  HAIWNYHE  TEHETHYECKHX  MapKepoB,
XapakTepu3yomux (OpMUPOBAHUE aJUIEPTHUYECKON pEeaKIMH OpTraHu3Ma, YTO
CHOCOOCTBYET CBOEBPEMEHHOMY OIPENEICHUI0 OTHOCUTEIBHOTO PUCKA PA3BUTHUS
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aJUIEPTUYECKOT0 pPHWHHTA, pa3pabd0TKe W BHEIPEHUIO MEPONPHITHH IO €ero
MepBUYHON mpoduiakTuke (paruoHanbHas mTpodopueHTanus, Oe3auiepreHHast
JIMEeTa, OTPaHUYEHNE KOHTAKTa C TTOBPEXKIAOIMNUME (DaKTOpaMU BHEITHEN CPEIbI U
T.IL.).
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TubOu€r danmapu AOKTOpHM WIMHK mapaxkacura Tajnabrop AunmeBa Bacwuia

[lykpymnraeBHanuHr 14.00.36 — Ausmepronorus Ba UMMYHOJIOTHSL MXTHUCOCIIHTH

Oyiinya «Y30€KHCTOHAA aJepPruK PUHUTHUHT KIMHUK Ba MOJEKYJSIp T€HETUK
XyCyCUATIApU» MaB3yCHIArd JUCCEPTALUACUHUHI

PE3IOMECH

Tasnu cy3nap: amnepruk punut (AP), MaBcymMuid Ba iini 1aBoMUAaru

makiu, GSTT1, GSTM1, TNF-a, RANTES Ba CTLA4 rennap noamumopdusm .
Tan ot o0bexTIapu: AP Owian o puran 6emopia , 161 6emopiap Ba co jJoMm
noHopaapHunr JIHKmapu, GSTT1, GSTM1, TNF-a, RANTES Ba CTLA4
TeHJIaApH MOJTUMOP(HU3MU.

NumauHr ma caau: AP naiino OYIUITMHUHAT KIMHUK-TEHETHK



XyCYCHUSITIIApUHU, YHU MAKIUIAHUIINIA UIITHPOK ITAJAUTAH MY UM TTOTUMOPPUK
apKepJapHUHT TAbCUPUHU YpraHTraH XoJa KacaJUIMK PUBOKIIAHUIIHN XaB(
dakTopiapu Ba yupall Te3JIUrd, Y0y MaToJOTHUSHU 1aBOJIAIl KOMIUIEKCH Xam/1a
OaropaTiIalIHUAT SHTY EHAONTYBUHU UITLTA0 YU HIIL.

Tan oT MeTomJIapH: KIMHHUK-JIA00pATOpHsi, UIMMYHO(EPMEHT YCyI,
mouekyssip-redetu (ITL[P Ba 6o anap), CTaTUCTHK.

OJIMHraH HATHKAJAP Ba YJAPHUHI SIHTWIMIM: OupuHuM Mapotaba AP
HUHT KJIMHUK Ba MOJIEKYJSIp — TE€HETHUK Mapajuied YpraHwiad. ATONUSHUHT
puBoxJanumuaa My um rernap nonumopdusmu TNF-a, RANTES, CTLAA4,
GSTTI1, GSTM1 maptnu co som goHop Ba AP Ounan kacamianran Gemopriap/ia
ypranwigu. TNF-a ream 308G>A amma RANTES rean A403G
MOJIMMOPGU3MIIADUHUHT MaBCYMHU Ba w1 maBomujgard AP ra ganmuHAmmgaru
mycta w1 omusutapu anu Jtanrad. CTLA4 rean 49A/G nonmumopdusmu Ba GSTTI,
GSTMI1 HoN TeHOTHIUIapU MycCTa W Immakiaga AP maigo Oyaummgard reHeTHK
OMMJIM SMACJIUTU aHM JIAHTaH. UpUHYM MapoTada AP kenu6 um uimaa ypraHwirad
My UM TeHJIap KOMOWHAIMSACH a aMUSITH aHU JIaH]TH.

AMajuii a aMHSITH: JIMHTaH HaTHXKajap »ka oH OVinya aJyiepruk pUHUTHUHT
MOJIEKYJISIp TEHETHK MabJIYMOTIAPUHU TYIAUPUO, KACAJUIMKHU Tap aJUIIHMHU
OJIIMHU OJIUII YYYH MAaXCyC JACTypHHU MIUTA0 YU apulll Ba SipaTHILra acoc Oyiaaau.

Tarom >THII Japakach Ba M TUCOAUII caMapaOPJIUIN: UIILIA0 YU WTaH
Hatmwkanap PUMAMuaa, TMA 2-knurukacu JIOP 6ymumuna, ¥3P CCB
I'emaronorus Ba o yitnm U TU tuO6uit renetrka nadoparopusicuia yIIaHUIMO
na.

yAJIaHUII CO acu: THOOUET
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PE
muccepraumu  AnueBorn Bacunmm IlykpyinaeBHel Ha Temy: «KinmHuueckune u
MOJIEKYJISIPHO-T€HETUUECKUE ACTIEKThl aJNIEPTHUYECKOr0 PUHUTA B Y30EKHCTaHEY,
Ha COMCKAHME YYEHOW CTENEHU AOKTOpa MEIMLIMHCKMX HAyK IO CIeluall HOCTH
14.00.36 — Annepronorusi ¥ UMMYHOJIOTHSI.

KiaroueBbie caoBa: amiepruyeckuii  punutr (AP), ce3onHas
kpymioroguunas  ¢opma, mnonumopdusmsel renoB GSTTI1, GSTMI1, TNF-q,
RANTES u CTLA4.

O0bekThl HMcciaenoBanms: OonbHbie AP, 161 o6pazen JIHK GonbHbIX, a
TaKXe 370pOBBIX JTOHOpOB, nomuMmopdusmbl reHoB GSTTI, GSTMI, TNF-q,

RANTES u CTLAA4.
Heap padoThl: 3y4yuTh KIMHUKO-TEHETHUECKHE OCOOEHHOCTH IPOSBICHMUS



aJNIEPrUYeCKOro PUHUTA C YYETOM HM3yY€HHUs BIUSHUS MOJTUMOP(HBIX MapKEepOB
KJIFOYEBBIX T€HOB, YYACTBYIOUIMX B €10 (POPMUPOBAHUH, YACTOTHI BCTPEYAEMOCTH U
dakTopoB puCKa pa3BUTHS 3aboneBaHHs, pa3paboTaTh HOBBIE MOIXOJBI
KOMILIEKCHOT'O JIEUEHUS U TPOTHO3UPOBAHUS JAHHOM MAaTOJIOTUH.

MeTonbl ucc/ieq0BaHMA: KIMHUKO-Ta00paTOpHbIe, UMMYHO()EPMEHTHBIN
meTof, moJekynsipHo-renetndyeckue (I[P u 1.1.), craructuueckue. Ilosmyyennsnie
pe3yJbTaThbl M UX HOBM3HA: BIIEPBBIE OXAPAKTEPU30BAHBI KIMHUYECKUE U
MOJIEKYIsIpHO-TeHeTHueckue napamienu AP. [IpoBeaeH cpaBHUTENbHBIN aHATU3
NaTOreHEeTUYECKU 3HAYUMBbIX JUIsl POPMHUPOBAHUS aTOMMHU 110JI MOP(PHU3MOB F€HOB
TNF-a, RANTES, CTLA4, GSTT1 u GSTMI, cpeau yciaoBHO 310pOBBIX IOHOPOB
1 6osbHBIX AP paznuyHoro renesa. BriepBrie BbIsSIBI€HA JOCTOBEPHAs acCOLMAITUS
nonumoppuzma 308G>A rena TNF-a pazsutuem c cezoHHOU hopMbl AP u
nonumopduzma A403G rena RANTES pazButrem kpyrimoronnyHout gopmoit
¢dopmbl AP. YeraHoBneHa HEOCTATOUHO BhIpa)KEHHAs acCOIMAaTUBHAS CBSI3b
nonumopduszma 49A/G rena CTLA4, a Takxe HyneBbIX TeHOoTUNoB reHoB GSTT1
u GSTM1 no otaensHOCTH ¢ pazBuTHEM AP. mepBbI€ yCTAaHOBIIEHBI KIIOUEBBIE
MEKTE€HHbIE B3aUMOJEHCTBUS, JETEPMUHUPYIOLINE PUCK pa3BUTUSL AP ¢ BbICOKOM
BEpOSATHOCTHIO. [IpakTHUecKkasi 3HAYMMOCTb: OJIYYEHHBIE PE3YJIBTAThI
JOTIOMHSIOT MUPOBYIO 0a3y JaHHBIX MOJIEKYJISIpHOM reHeTnke AP, a Takxke,
ITOCITy>KaT OCHOBOM I CO3IaHUS U PEav3alvy CIIEIUAIbHbBIX
npopunaktuueckux nporpamm. CreneHb BHeAPEHUS U IKOHOMUYECKast
3((PeKTUBHOCTDB: pa3padOTaHHBIE PE3YJIbTAThl IPUMEHSIOTCS B KIIMHUYECKON
npaktuke HCALI, JIOP otnenenuu 2-xnunuku TMA u B nabopatopuu
MenuuuHckoil renetuku HUNW emaronoruu u nepenuBanusi kposu M3 PV3,

ObJs1acTh NPUMEHEHUA: MEAUIMHA.
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RESUME

Thesis of Alieva Vasila Shukrullaevna on the scientific degree competition of the
doctor of medical sciences on specialty 14.00.36 - Allergology and immunology,
subject: "Clinical and molecular-genetic aspects of allergic rhinitis in Uzbekistan".

Keywords: allergic rhinitis, seasonal and year-round form, polymorphisms,
GSTT1 genes, GSTM1, TNF-a, RANTES and CTLA4.

Sabjects of research: AR patients, 161 - DNA samples of patients, also from
healthy donors, polymorphism in GSTT1 genes, GSTM1, TNF-a, RANTES and
CTLAA.

Purpose of work: To study the clinical and genetic features of manifestation
of allergic rhinitis in view of studying the influence of the polymorphic markers of



key genes involved in its formation, the frequency of occurrence and risk factors
for disease, new approaches and forecasting of complex treatment of this disease.

Methods of research: clinical-laboratory, immunoenzyme method and
molecular genetic (PCR etc.), statistical.

The results obtained and their novelty: first described the clinical and
molecular genetic parallels AR. A comparative analysis ofpathogenetically
important for the formation of atopy gene polymorphisms TNF-o, RANTES,
CTLA4, GSTT1 and GSTM1, among apparently healthy donors and patients with
RA of various origins. For the first time revealed significant association of
polymorphisms 308G> A TNF-a gene with the development of seasonal forms of
AR and RANTES gene polymorphism A403G with the development of year-round
form of the form AR. Set associative connection is not enough pronounced
polymorphism 49A / Ggene CTLA4, and GSTT1 null genotype and GSTM1 genes
individually with the development of AR. For the first time set key intergenic
interactions that determine the risk of developing RA with high probability.

Practical value: The obtained results complement the global database of
molecular genetics of AR, as well as serve as a basis for the creation and
implementation of special prevention programs.

Degree of embed and economic effectivity: developed results are used in
clinical practice of the Republican scientific center of the specialized allergy, ENT
Department Clinic TMA-2 and in the laboratory of Medical Genetics, Research
Institute of Hematology and Blood Transfusion, Ministry of Health Uzbekistan.

Field of application: medicine.

Tanabrop
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ABTOp BBIpaXkaeT UCKPEHHIOW OnarogapHocTh nupektopy HUN
I'emaronoruu u nepenusanust Kposu M3 PY3 n.m.H., npodeccopy X.A.Kapumony
3aBeyIolIeMy J1abopaTopuei MequimHCKon renetuku 1.M.H. bo6oeBy K.T. 3a
KOHCYJIETaTUBHO-METOAUYECKYIO [TOMOILB [TPU BBIIIOJHEHUN MOJIEKYIISIPHO
IeHETUYECKON 4acTH JaHHOU padoTBhI.
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