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Cceblika

CorylacHO HacTOSIIEeH 3asBKe HCTpaIIMBAETCA MPUOPUTET MO MpeaBapuTesbHON 3asBke Ha mateHT CIIA
Ne 62/126386, momannoit 27 despainst 2015 1., KOTOpas TeEM caMbIM BKJIIOUYEHA B TAHHBIH IOKYMEHT BO BCEH CBO-
eil MOJTHOTE TTIOCPEACTBOM OTCHUIKH.

IpeamecTBYIOLHIl YPOBEHb TEXHMKH HACTOSIILIET0 H300peTeHUs

OCTpBIif TAHKPEATHT SBIIACTCS TIABHOM NMPUYMHON TOCIIHUTAIN3AIMH OONBHBIX C 3a00JICBaHUAMH JKEIy-
JOYHO-KHUIIEYHOTO TpaKTa ¥ OCHOBHEIM OpemeneM pacxoqoB B CoenuHeHHBIX LlTatax Amepuku. OCTprlii maH-
KpeaTuT JeMOHCTPHPYET YPOBEHb CMEPTHOCTH, cocTaBisromuii 10-25% y TSHKeTBIX ManueHToB, U OOIIHi ypo-
BeHb cMepTHOCTH 3-5%. Iloka ele He CyniecTByeT Tepaluy, U3MEHSIONIECH TeueHre 3a00IeBaHMs, TS TTalieH-
TOB, KOTOPBIE CTPAJAIOT OT JAHHOTO COCTOSHUSI.

CylHOCTh HACTOSIIEr0 H300peTeHUs

B oznHOM acniexTe HacTosiiee H300peTeHUst OTHOCUTCS K COSTMHEHHIO ¢ XUMHYeckuM Ha3BaHueM N-(5-(6-
xJop-2,2-nudropoenzo[d][1,3]xuokcon-5-um)mupasun-2-ui)-2-Gprop-6-MeTHIIOeH3aMI I, WIN ero (apManeBTH-
YECKH MIPUEMIIEMOH COTIH.

B npyrom acmekTe HacTosiee H300peTeHNE OTHOCUTCS K (hapMareBTHIECKON KOMITO3UITUH, COIep KaIei
COEIITHEHHE 10 HACTOSIIEMY H300pEeTeHHUIO U (hapMalleBTHYECKH MPHEMIIEMOE BCIIOMOTATEIFHOE BEIIECTRO.

Brurtouenne mocpencTBOM CChUTKH.

Bce myOnukanuy maTeHTHl M MATCHTHBIC 3asSBKH, YIIOMHHAEMBIC B JAHHOM OTHMCAHHW, BKIIOYCHHI B JIaH-
HBIH TOKYMEHT IOCPEICTBOM CCHUIKH B TOH e Mepe, Kak eciy Obl OBIIO yKa3aHO, YTO KaXKHas OTAeIbHas Iyo-
JIMKAIWsA, TTATEHT WIN NaTeHTHAas 3asBKa OblIa CHICIHANBGHO U OTACITHHO BKIIIOUEHA IMTOCPEACTBOM CCBUIKH.

B yactaoctn, PCT nyOnukanus mexxayHapoaHoi 3asBkua Ne WO 2011/139489 A2, omyGumkoBanHas 10
HOs10pst 2011 T., TEM caMBIM BKIIIOYEHA ITOCPEICTBOM CCBUIKH BO Beeil cBoeit nonnore; PCT myGnukanust Mex-
nyHapoaHo# 3asBku Ne WO 2009/035818, onybankosanHas 19 mapra 2009 r., TeM caMbIM BKJIFOYEHA ITOCPEICT-
BOM CCBUIKHM BO Bcei cBoeit monHote; PCT mybOnmkarust MmexxayHapogHoi 3asBku Ne WO 2010/025295, omy6unu-
koBaHHasA 17 muioHs 2010 r., TeM caMbIM BKJIIOYEHA MTOCPEACTBOM CCBHUIKM BO Bcell cBoeit nosHote; PCT myGnu-
Kausa MexayHapoHoi 3asBku Ne WO 2010/027875, onyosnmkoBansas 10 uronst 2010 ., TEM caMbIM BKJIIOYEHA
TTOCPEZICTBOM CCHUTKH BO Beel cBoelt monmHoTte; PCT myOnukanmst mexxayHapoaHoi 3asBku Ne WO 2011/034962,
omyoOymkoBanHas 28 wronsg 2011 1., TeM caMbIM BKITIOYEHA MTOCPECTBOM CCBIIKU BO Bcel cBoei momHote; PCT
myOnukaius MexayHapoaHoi 3asBku Ne WO 2011/139489, onybnukoBannas 26 saBaps 2012 r., TeM cambIM
BKITIOUEHA MMOCPEJICTBOM CCBHUIKH BO Bcer cBoel momHoTe; PCT myOmukarus mexmayHaponaHoi 3asBku Ne WO
2011/139765 omyb6snukoBanHas 8 mapta 2012 r., TeM caMbIM BKJIIOYEHA TIOCPEIACTBOM CCHUIKM BO BCE CBOEH
nonuore; PCT myGnukanus mexxayHaponHoi 3assku Ne WO 2012/027710, onybaukoBannast 18 mas 2012 r.,
TEM CaMbIM BKITFOYEHA MOCPEICTBOM CCBUIKH BO Bce cBoelt noHoTe; PCT myOnukarus MexxIyHapOIHOW 3asB-
ku Ne WO 2012/170931, onyonukoBanHast 21 ¢deBpanst 2013 1., TeM caMbIM BKJIIOYEHA TIOCPEICTBOM CCBUIKH BO
Bcer cBoeil nosHote; PCT myOnmukanms mexxayHapoaHoi 3asBku Ne WO 2012/170951, onybnmkoBanHas 25
anpens 2013 1., TeM caMbIM BKJIIOUEHA TIOCPEICTBOM CCHUIKM BO Bcel cBoeil nosHoTe; PCT myOnukanust mex-
nyHapoaHo# 3asBku Ne WO 2013/059666, onybnukoBanHas 25 anpesnst 2013 r., TeM caMbIM BKIIOYEHA HOCPE/I-
CTBOM CCBIJIKH BO Bce cBoeld momHoTe; PCT myOmukarus mexmyHapoaaoi 3asBku Ne WO 2013/059677, omy©6-
nmukoBaHHas 25 anpens 2013 1., TeM caMbIM BKJIIOUEHA MTOCPEICTBOM CCHUTKH BO Beel cBoelt nomHote; PCT myo6-
TUKaIs MexyHapoaHoi 3asBku Ne WO 2014/043715, omybnukoBanHas 20 maprta 2014 1., TeM caMbIM BKITIO-
YeHa TIOCPEACTBOM CCBUIKM BO Bceil cBoeid monHoTte; W PCT myOnmkanwst mexmyHapoaHoi 3asBku Ne WO
2014/059333, omybnukoBanHas 17 anpens 2014 ., TeM caMbIM BKITIOY€HA MTOCPEIACTBOM CCBUIKH BO BCel cBOEH
MOJHOTE.

Kpartkoe onucanne yepre:xei

HoBble npHu3Haky HACTOSAIIETO N300PETEHHS M3JIOKEHBI C XapaKTEPHBIMU JIETAISIMHU B ITyHKTaX Mpuiarae-
MoH (opMyisl n300peTeHwus. Jlydmiee moHNMaHue MPU3HAKOB U MPEHMYIIECTB HACTOSILETO0 H300peTeHus OyneT
JIOCTHTAThCA C YYETOM CIIETyIOLIET0 TOAPOOHOTO OMUCaHHsI, B KOTOPOM HM3JI0KEHBI MILTIOCTPATHBHBIE BAPHAHTEI
OCYIIECTBIICHUS, B KOTOPBIX UCIIOJIB3YIOTCS MTPUHIIMIIBI HACTOSIIET0 H300pETeHNUS, U MIPUIIaraeMbIX YepTexeH, B
KOTOPBIX:

Ha ¢ur. 1 A mokazaH HEKpO3 MBIIIUHBIX AIIMHAPHBIX KJIETOK mociie oopadoTku TLCS;

Ha ¢wur. 1B moka3aH HEKpO3 YEIOBEUSCKUX allMHAPHBIX KJIETOK Mocie o0pabotku TLCS;

Ha ¢ur. 2A TOKa3aHbI Pe3yNbTaThl THCTOMATOIOTHMYECKON OIICHKH HHAYIHPOBAHHOTO IEPYJICHHOM OCTpPO-
TO NAaHKPEATHTA,;

Ha ¢ur. 2B nokazaHsl pe3yiabTaThl TUCTOMATOIOTHIECKON olleHkHn HHayIupoBanHoro TLCS octporo maH-
KpeaTHTa;

Ha ¢ur. 2C pe3ysbTaThl THCTONATOIOTHYECKOH onleHku nHaynupoBanHoro FAEE ocTporo nankpearura;

Ha ¢wur. 3A mokazaHo ompenenenne ICsy gt N-(5-(6-xmop-2,2-mudropbenso[d][1,3]auokcon-5-
WI)pa3uH-2-uin)-2-prop-6-Metrinbdenzamuna ("'coequnenns 1");

Ha ¢wur. 3B mokaszano ompenenenue 1Csy i 2,6-mudrop-N-(1-(4-rugpokcn-2-(TpudropMeTi)oeH3MII)-
1H-nmupa3zon-3-mn)oenzamuna ("GSK-7975A");

Ha ¢ur. 4A MokazaHo TOTJIONICHUE KabIus B oTcyTcTBHE HHrHOnTOpa CRAC;

Ha ¢ur. 4B moka3aHo MOTJIONMEHUE Kalblysl B MpucyTcTBUM HHrnoutopa CRAC;
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Ha ¢ur. SA nokaszaH BXoj Kanblus B npucytcTBun uarnouropa CRAC, coennnenus I;

Ha ¢ur. 5B nokaszan Bxoj kaibuus B npucyrctBun uaruonropa CRAC, GSK-7975A;

Ha ¢ur. 6A MoKa3aH BXOJ KaJblus B oTcyTcTBHEe HHrHONTOpa CRAC;

Ha ¢ur. 6B mokazaHbl OTHOCHTEIHHBIE BEJIMIMHBI BXOJa KalbIHs B MpUCyTCTBHH HHTHONTOpOoB CRAC,
coenuHenus [ 1 GSK-7975A, o cpaBHEHHIO ¢ KOHTPOJIEM;

Ha ¢ur. 7 moka3aHsl 3HaueHUs 1Csy A coenrHeHns | B OTHOIIEHUH psiia IUTOKWHOB,

Ha ¢ur. §A moxa3aHbI pe3yIbTaThl THCTOMATOIOTHYECKONW OIIEHKH C PSIOM KOHIICHTPALNi coefnHeHns [

Ha ¢ur. 8B mokazaHbl KOHIEHTPAINH COSAMHEHNUS | B TIOIKETyT09HOMN jKeJie3e B 3aBUCUMOCTH OT JI03HI;

Ha ¢ur. 9A mokazaHBl YPOBHU aMUIIAa3bl B CBIBOPOTKE KPOBH Y MEIIICH 0€3 MHIYKIHUU (HOPMAIBHBIX) U Y
MBIIICH, Y KOTOPHIX HHIYIIUPOBAIN OCTPBIA TAHKPEATHT, B IPUCYTCTBUU U B 0TCyTcTBHE HHrnoOnTopa CRAC;

Ha ¢ur. 9B mokazaHBl yPOBHHU JIMIIA3bl B CHIBOPOTKE KPOBH Y MEIIICH 0e3 MHAYKIUU (HOPMAIBHBIX) U Y
MBIIICH, Y KOTOPHIX HHYIIUPOBAIIN OCTPBIA TAHKPEATHT, B IPUCYTCTBUU U B 0TCyTcTBHE HHrnoOuTopa CRAC;

Ha ¢ur. 10 moka3aHbl pe3yabTaThl TUCTOMATOIOTHYSCKON OIIEHKU MBIIICH, TOJTYIUBIINX TSPAICBTHUCCKYIO
U IPO(QUITAKTHIECKYIO 00pabOTKY MOCIEe HHAYKIMU OCTPOTO MTAHKPEATHTA;

Ha ¢wur. 11 mokazansl ypoBHU HHAYIMpoBaHHOTO TLCS Kanbuus;

Ha ¢wur. 12 moka3zaHbl YpOBHU BEICBOOOXKICHUS aMIJIa3bl allAHAPHBIMH KJICTKAMHU.

IloapoOHoe onucaHne HACTOSIIEr0 N300peTeHUs

B nmanHOM MOKyMEHTE TpEICTaBICHBI BAPHAHTHI OCYIIESCTBICHHUS, OTHOCSIIHECS K CII0OcO0aM OOJIerdeHus
CHUMIITOMOB TAaHKPEATHTa y MJICKOIIHUTAIOIIETr0, TAKOTO KaK YelIOBEK. B COOTBETCTBHH ¢ IpyrHMMHU BapHaHTaMU
OCYILIECTBIICHHS B JAHHOM JIOKYMEHTE OMMCAHBI CTIOCOOBI 00JIEeTr9eHNs] CHMIITOMOB BUPYCHON MH(EKINH Y MIIe-
KOTIMTAIOIIETO, TAKOTO KaK YeJIOBEK. B COOTBETCTBUU C AOTOTHUTEILHBIMU BapHaHTAMU OCYIICCTBICHUS B JaH-
HOM JOKYMCHTE OIHMCAHBI CIOCOOBI OONEr4eHWs CUMITOMOB HHAYIIMPOBAHHOTO KIeTKamu T-xenrepoB 17
(Th17) BocnasieHust ¥ ayTOMMMYHHBIX 3a00JICBaHUIA.

B cooTBeTCTBUU ¢ HEKOTOPHIMU BapUAHTAMHU OCYIIECTBICHHS CITOCOOBI BKIIFOYAIOT CTAIMH HUACHTHU(UKA-
[IUM YEJIOBEKA, HYKMAIOMIErocs B OOJErYeHUM CHMITOMOB MAaHKPEATHTa, M BBEICHHS YKa3aHHOMY YEJIOBEKY
MHrUOUTOpa BHYTPUKIETOYHON IEepeIayy CUTHAJIA C YYAaCTHEM KalbLHUSd B J103€, JOCTATOYHON IS 0OJerdeHus
YKa3aHHBIX CHMIITOMOB. B COOTBETCTBMH C OPYrUMH BapHaHTaMH OCYIIECTBICHHUS CHOCOOBI BKIIOYAT CTAIHH
HICHTU(QHUKAINN YeJIOBEeKa, HYKAAIOUIETOCS B OOJETYCHHH CHMITOMOB BHPYCHOTO 3a00JIeBaHMS, W BBEACHHUS
yKa3aHHOMY YeJIOBEKY MHIMOUTOpa BHYTPUKICTOUYHON Mepeaayll CUTHANA C YIaCTHEM Kalblus B TO3BI, JOCTa-
TOYHOH JJIs1 OOJIErdeHHs YKa3aHHBIX CHMIITOMOB. B COOTBETCTBUM ¢ JOTIOTHUTEIEHBIMA BapHAHTAMHU OCYIIIECTB-
JICHHSI CTIOCOOBI BKJIIOYAIOT CTAJANU HACHTH(UKAIIUHA YEJIOBEKa, HYKIAIOMIErocsi B 00JETYCHHH CHMIITOMOB HH-
nynupoBaHHEIX Thl7 3a0osieBaHwii, U BBEJCHHS YKa3aHHOMY UYCIOBEKY HMHTHOMTOpa BHYTPHUKICTOYHOW Mepe/a-
YW CHUTHAJA C YYaCTHEM KaJblWs B J103€, JOCTATOYHOW I OOJICTYCHUS YKa3aHHBIX CHMITOMOB. B cOOTBETCT-
BUU C HEKOTOPBIMH aclEKTaMU WHTHOWTOpP BHYTPHKJICTOYHOW IMEpeayd CHUTHANIA C yYacTUEM KaJbIHs IPE-
ctaBnseT co6oit marnoutop SOC kaHama. B cOOTBETCTBHU ¢ HEKOTOPBIMHU aclEKTaMH HMHTHOUTOD BHYTPHUKIIC-
TOYHOU Mepelaur CUTHANA C yJ4acTHEM Kalblus npeacraniser codoit marnoutop CRAC kanana. B cootBercT-
BUU C HEKOTOPBIMH aCIICKTaMH WHTHOUTOP BHYTPHKICTOYHOH IMEpeadydl CUTHANA C YYaCTUEM KaJIbIUs WHTUOU-
pyeTr kaHau, coaepxxamuii 6eok STIM1. B cooTBeTcTBHM ¢ HEKOTOPBHIMHU aCMeKTaMHd WHTHOUTOpP BHYTPHKIIC-
TOYHOH Tepesiaun CUTHAJA ¢ YIacTHEM KaJbITisl MHTHOUpPYET KaHal, coaepskanuii 6enok Orail. B cooTBeTCTBUH
C HEKOTOPHIMH aCHEKTaMH MHTHOUTOP BHYTPHKICTOYHOH Iepelavyr CUTHala ¢ yYacTHeM KaJbIisl HHTHOHpYeT
KaHal, coaepxamuii 6emox Orai2.

B cooTBeTCTBHM C HEKOTOPHIMU aCIEKTAMH HHTHOWTOP BHYTPHUKICTOYHOHN Mepefadyl CUTHajla ¢ yIacTHEM
KaJIbIHsI IPE/ICTABISIET COOOH COeTMHEHNE, UMEIOIIEe CTPYKTYPY:
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(cobuparenpHo, "coenmHenue A"), oM ero (apMareBTHUYCCKH MPUEMIEMYIO COJb, (DapMareBTHUICCKH
MpUEMIIEMBIN COIBBAT WK (hapMalEeBTHIECKU MIPUEMIIEMOE TIPOJIEKAapCTBO. B COOTBETCTBUH C HEKOTOPHIMHU Ba-
pHaHTaMH OCYIIECTBICHUS] HHTHOUTOP BHYTPUKIETOYHON MEpefadyn CUTHAIA C yIaCTHEM KaJIbIUs MpeaCcTaBIIs-
eT co0ol coenMHEHNE, UMEIOIee CTPYKTYPY M3 TPYINIBI COSAMHEHUS A, WIM COCTaB C €ro HaHOYaCTHIAMU, B
TOM YHCJIE CYCIIEH3UIO WIH 3MYJIbCUIO HAHOYACTHII.

B cooTBeTCTBHM C HEKOTOPHIMHU acleKTaMH MHTMOWTOP BHYTPHKIETOYHOH Hepesadl CUrHala ¢ y4acTHEM
KaJbIMsl TIpefcTaBisier coboil coeaunenne N-(5-(6-ximop-2,2-nudropbenso[d][1,3]auoxcon-5-ur)nupa3un-2-
win)-2-pTop-6-MeTHIOeH3aMuAa. B COOTBETCTBHM ¢ HEKOTOPHIMHU acleKTaMHU MHIMOUTOP BHYTPUKJICTOYHOH ITe-
pemadum  cuUrHajla € ydacTHeM  KalblMsg — TpejacTaBiseT  coboit  coemunenne  N-(5-(6-xyop-2,2-
mudTopoenso[d][1,3]auokcon-5-un)nupazun-2-ui)-2-prop-6-MeTunoOeH3aMuIa Wik ero  (hapMareBTHIECKH
HIPUEMIIEMYIO COJIb, (hapMaLeBTUIECKH IPHEMIIEMbII COIBBAT MM (PapMaIieBTHUECKH MPUEMIIEMOE MPOJIEKapCT-
BO. B coOoTBETCTBMH ¢ HEKOTOPBIMM aCIEKTAMU MHIHOMTOpP BHYTPHKJICTOYHOH Iepeadll CUTHAJIA C Y4acTHEM
KambIlusl  BbIOpaH W3 4ucna  coeAuHeHmid  N-(5-(6-3TOKCH-4-MEeTHITTUPUINH-3 - W) TUPa3UH-2-11)-2,6-
mudTopOeH3aMua, N-(5-(2-3Trn-6-metnnodenso[ dJokcaszon-5-un) mupu AuH-2-1i)-3,5-
TudTOpU3oHUKOTHHAMIIA, N-(4-(1-3Tnn-3-(trazon-2-wn)-1H-mupazon-5-wn)denmn)-2-propbensamuaa, N-(5-
(1-3Tun-3-(rpudropmerrin)- 1 H-nupaszon-5-wn)nupasun-2-mn)-2,4,6-rpud ropdbenzamuna, 4-xmop-1-merni-N-(4-
(1-metun-3-(rpudropmernin)- 1 H-nmupazoan-5-wum)pennn)- 1 H-nmupazon-5-kapookcamua, N-(4-(3-
(mudropmermn)-5-meruin-1H-nupazon-1-un)-3-proppennn)-2,6-audpropdenzamuna, N-(4-(3-(audpropmerni)-5-
metwi- 1 H-niupason-1-mm)-3-gpropdennn)-2,4,6-tpudropbenzamuna, N-(4-(3-(aupropmerrin)-1-metnn-1H-
nupason-5-un)-3-proppenmn)-2,4,6-tpudropobensamuna,  4-xaop-N-(3-dprop-4-(1-metnin-3-(tpudropmernn)-
1 H-tupazon-5-un)pennn)- 1 -metnn- 1 H-nmupazon-5-kapbokcamuaa, 3-prop-4-(1-metun-3-(tpudropmetin)-1H-
nupazod-5-mn)-N-((3-Metnnmu3ornazon-4-win)metwn)anmwimna,  N-(5-(7-xmop-2,3-auruapo-[ 1,4]amokcnno[2,3-
b JnupuanH-6-un) mupuanH-2-1n)-2,6-1udTopoenzamuna,  N-(2,6-mudropoensun)-5-(1-9Tri-3-(Tnazon-2-un)-
1 H-tupa3zon-5-un)mupuMuana-2-amMmuta,  3,5-mudrop-N-(3-¢pTop-4-(3-metmi-1-(Trazon-2-mn)-1 H-mupazon-4-
1) (heHNUI ) MI30HUKOTHHAMHUIA, 5-(1-metun-3-(tpudropmerin)- 1 H-mupazon-5-mr)-N-(2,4,6-
TpudpTOpOSH3WT)UpHANH-2-aMmuHa, N-(5-(1-3Trn-3-(tpudropmernn)- 1 H-mpazon-5-un)mupuaua-2-un)-2,4,6-
tpudTopbenzamuaa, N-(5-(5-xnop-2-mernnbenso| d]okcazon-6-mn)nupasun-2-nmn)-2,6-mudropdenzamuna, N-(5-
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(6-3TOKCH-4-METWIIHPHUINH- 3 -1iT) THAa30II-2-11)-2,3,6-TpudTopdenzamuna,  N-(5-(1-31un-3-(tpudropmernin)-
1H-impazon-5-nm)nupuaun-2-nin)-2,3,6-rpudropbeHzamuia, 2,3,6-tpudrop-N-(3-¢pTop-4-(1-metnn-3-
(tpudropmernn)-1 H-nmupazon-5-nn)pernn)denzamuna, 2,6-mudrop-N-(4-(5-metnn-2-(Tpud TOpMETHIT)OKCa30JI-
4-um)penmn)oenzamuaa win  N-(5-(6-xmop-2,2-qudTopoenszo[d][ 1,3 | anokcon-5-un)mupa3un-2-mi)-2-hrop-6-
MeTwiIOeH3aMuaa (cooupaTesbHo, "coenuHenue A") wim ux (GapManeBTHIECKH MpUeMIIEMON Coi, GapMarieB-
TUYECKH MPUEMIIEMOTO CONIbBATa WK (PapMaleBTHUECKH MPUEMIIEMOTO TPOJIEKapCcTBa. B cOOTBETCTBIHM ¢ HEKO-
TOPBIMHU ACTIEKTAMH CHMIITOMBI MIPEICTABISAIOT COOOW CHMIITOMBI OCTPOTO MaHKpeaTHuTa. B cooTBeTCTBHU C He-
KOTOPBIMH aCIIEKTAMH CHMIITOMBI BKIIFOYAIOT IO MEHBIIIEH Mepe OHO W3: BOCHAJICHHS M OTEKA IOKEITy T09HON
JKeJie3bl, 00N B BEpXHEW 4acTH KHMBOTA, UPPaAUUPYIOUIEl B CIIMHY, OOJNH B JIEBOM BEPXHEM KBaJpaHTe, Uppa-
JUHPYIOLIEH B CIHMHY, TOIIHOTHI, PBOTHI, PBOTHI, KOTOpasi yCyryOJsieTcst Ipy pHeMe MUY, MTOBBIIICHHON Yac-
TOTHI CEPJCYHBIX COKPAIICHUH, TaXUKAPIUH, MOBBIIIICHHOW YacTOTHI JBIXaHHWsS, OBBHIIICHHOTO KPOBSHOTO JaB-
JICHUsI, IOHMKEHHOTO KPOBSIHOTO IaBJIEHUs, 00€3BOKUBAHMS, OOJIE3HEHHOW YYBCTBUTEIBHOCTH JXMBOTA, JIMXO-
panku, o3H00a, IEPUTOHUTA, FEMOJIMHAMHYECKOH HECTAOMIBHOCTH U PE(IIEKTOPHOTO Mapajiiya KHIIeYHUKa. B
COOTBETCTBHH C HEKOTOPBIMHU aCIEKTaMH CHMIITOMBI IPEICTABISIIOT cOOOH CHMIITOMBI TSXKEJIOTO OCTPOTO IaH-
KpeaTtuTa. B COOTBETCTBUY ¢ HEKOTOPBIMH aCIIEKTaMH CHMITOMBI BKJTFOUAIOT I10 MEHBIIIEH Mepe OIHO H3: HEKPO-
3a TO/KEITyTOYHON JKeNe3bl M IIOBPEXKACHUS OPTaHOB 3a MpeellaMy IO KeITyI09HON xKenle3bl. B cooTBeTCTBIH
C HEKOTOPBIMU ACHEKTaMH CHMITOMBI MPEICTABISIOT COO0H CHMITOMBI XPOHHYECKOTO TaHKpeaTtuTta. B coot-
BETCTBHH C HEKOTOPHIMH aCMIEKTAMH CUMIITOMBI BKIIOYAIOT TI0 MEHBINEH Mepe OJHO H3: CTOHKOW OOJHM B KHBO-
Te, HAPYIICHUH MUIICBAPEHUS, HAPYIIICHUS BCACBIBAaHUS KXUPOB, OOIM BO BpeMs MpHEMa MUIIH, TOTEPH MacChl,
TIOBBIIICHHSI aKTUBHOCTH aMMUJIa3bl B CHIBOPOTKE KPOBH, IMOBBIIICHUS aKTHBHOCTHU JIMMA3bl B CBIBOPOTKE KPOBH,
TIOBEIIICHHUSI YPOBHS BocmanutenbHoro mapkepa CRP, mapymenus mpomykimu OukapOOHATa, MOBBIIICHHBIX
yYpOBHEH ()eKANTBHOW 31acTa3bl, MOBBIMICHHBIX YPOBHEH TPHUIICHHOTCHA B CHIBOPOTKE KPOBH, KAIbLIU(DUKAIIH
MOJDKEITYIOYHOHN JKeJe3bl, MMOBHIIICHHBIX YPOBHEH OMIMpYOMHA B CHIBOPOTKE KPOBH M TMOBBIIIEHHBIX YPOBHEH
menoyHoit Qocdarassl. B cOOTBETCTBUN ¢ HEKOTOPHIMH aCHEKTaMH CHMIITOMBI BKJIFOYAlOT MO MEHBLIEH Mepe
OJTHO U3: NOBBIIIEHHBIX ypoBHeH ESR (ckopocTh ocenannst SpuTPOLIUTOB), MOBBIIEHHBIX ypoBHeH [gG4, OBHI-
IIEHHOTO YPOBHS PEBMaTOUTHOTO (hakTopa, mpuCyTCTBHs aHTHTena ANA, IpUCYTCTBHS aHTUTENA K TIaIKUM
MBIIIIaM, TIPUYEM aHAJIH3 JIF0OOT0 U3 ATHUX MapaMeTPOB MOXKET YKa3bIBaTh HA XPOHNYECKHUN MAHKPEATHT y 4eJI0-
BeKa. B COOTBETCTBUH ¢ HEKOTOPHIMH aCIIEKTAMH CUMIITOMBI BKJIIOUAIOT TI0 MEHBIIIEH Mepe OIHO M3: CTEaTOPEH,
XAMHYECKOTO OKpamuBaHus kana CyqaHoM i peKaTbHON AKCKPELUH JKUpPa B KOJIMIECTBE, COCTABILIOMEM 7 T
nnm OoJiee, B TeUeHHe 24-4acoOBOTO TIepHoia Ha parone, coaepkamieM 100 T kupa, u mpucyTcTBUs PeKaTbHON
3JacTa3bl B 00pasiie kKaja B KOJIMYECTBE, cocTaBirtomeM MeHee 200 MKT/T. B COOTBETCTBUU ¢ HEKOTOPBHIMH ac-
MEKTaMH CUMIITOMBI BKJIFOYAIOT MO0 MEHBIIEH Mepe OJTHO U3: OOJIH B KMBOTE, MOBBIIICHHBIX YPOBHEH aMUIa3bl B
KPOBH, TIOBBHINICHHBIX YPOBHEU JIHMIA3bI B KPOBH, YBCIUYCHHOW IMOJKEIYJOYHOHN JKEJIE3bl, TOIIHOTHI, PBOTHI,
BHYTPCHHETO KPOBOTCUCHHS, MMapajiiya KUIICUYHUKA, JIUXOPATKH, KEIATYXH, MOTEPH MACCHl M TOBBIIICHHOHN Yac-
TOTBI CEP/ICUHBIX COKpAIIEHHH. B COOTBETCTBUYM ¢ HEKOTOPHIMHU aCHIEKTaMH CHMIITOMBI BKJIIOUAIOT ITOBBIIICHHBIC
YPOBHHU aMmWJIa3bl B CBIBOPOTKE KPOBH. B COOTBETCTBMM C HEKOTOPBIMH acIEKTaMH CHMIITOMBI BKJIIOYAIOT MO-
BBILIEHHBIC YPOBHU JIMIIa3bl B CHIBOPOTKE KPOBU. B COOTBETCTBHM ¢ HEKOTOPBHIMH ACHEKTaMH CHMIITOMBI BKITIO-
YaloT pe3yJbTaThl CKAHUPOBAHUS C TIOMOIIbIO KOMIbIOTepHO# ToMorpaduu (CT), CBUAETEIHCTBYIONINE O HEK-
pose. B cooTBeTCTBHH ¢ HEKOTOPHIMH aCIIEKTAMH CHMIITOMBI BKITIOYAIOT HPEXKICBPEMEHHYIO aKTHBAIHIO TIHIIIE-
BapHUTENBHBIX (pepMEHTOB. B COOTBETCTBHH ¢ HEKOTOPBIMHU acleKTaMH MPEKACBPEMEHHAS aKTHBALIUS ITHIICBA-
PHUTEIBHBIX (DEPMEHTOB IMPOUCXOIUT B MOHKETYIOTHOH jKene3e yKa3aHHOTO 4eloBeKa. B cooTBETCTBHH ¢ HEKO-
TOPBIMH acTieKTaM# (PEPMEHT COIEPIKUT TPHUIICHH.

HexoTopble BapHaHTHI OCYIIECTBICHUSI OTHOCSTCS K CIIoco0aM MpenynpekIeHUsT WIN OOJIErdeHus] CHM-
NTOMA, aCCOLMMPOBAHHOTO C HapyIICHHEM HOKENyI0UHON KeJe3bl, y YeIOBEKa C PUCKOM HapyIICHHs MOJpKe-
JyZOYHOH >Kene3bl. B COOTBETCTBHHM ¢ HEKOTOPHIMH BapHaHTaMH OCYLIECTBJIECHHS CIIOCOO BKJIIOYAET CTaJNnU
UICHTU(HUKALMY YeIoBeKa ¢ (PAKTOPOM PHCKa, aCCOLMMPOBAHHBIM C HAPYIICHHEM IOJPKEITyJOYHON >KEJIe3bl; U
BBE/ICHUS MHIMOMTOpa BHYTPHUKJICTOYHOW IEpefauyd CHUTHANA C Yy4acTHEM KalbLUs B JI03€, JTOCTaTOYHOM s
HpeAYNPEXICHNS WIK 00JerYeHnsl yKa3aHHOTO Mo0o4HOro 3¢ ¢dekra. B cOOTBETCTBHM ¢ HEKOTOPHIMHU aCIEKTa-
MU WHTHOWUTOP BHYTPHKIIETOUYHOTO KaJbIHs TpencTaniser coboit maruourop SOC kaHanma. B cooTBeTcTBUU C
HEKOTOPBIMH aClleKTaMU WHIUOUTOP BHYTPHKIJICTOUHOTO KaJbIws npenctasisier codoit marnourop CRAC kana-
7a. B cOOTBETCTBHM ¢ HEKOTOPBHIMHU acleKTaMH MHTHOWTOP BHYTPHUKICTOYHOH Iepeladyd CUTHAja C yIacTHEM
KaJbIWs MpeICcTaBisieT co0oi coennHEeHne, NMEIONIee CTPYKTYPY M3 TPYMIIBI COeNUHEeHns A, Wi ero (apma-
HEBTHYECKH NPUEMIIEMYIO COJIb, (PapMareBTHIECKH TIPHEMIICMbII COIBbBAT WITH (hapMaIleBTHICCKH IPHUEMIIEMOe
TIPOJIEKapPCTBO. B COOTBETCTBUM C HEKOTOPHIMH ACIEKTaMU MHTHOMTOP BHYTPHUKICTOYHOH Mepenadu CUrHaja ¢
y4acTHEeM KalblUs TMpencTaBisieT coboit coemmuHeHue N-(5-(6-xmop-2,2-mudropobenszo[d][1,3]anokcomn-5-
WI)IUpa3uH-2-ui)-2-pTop-6-MeTHadeH3aMuia. B cooTBeTCTBUYM C HEKOTOPHIMHU acleKTaMU HapyIIeHHUE IOJIKe-
JYZOYHOH >Kelne3bl BKJIIOYAET CUMIITOM OCTPOTO NaHKpeaTuTa. B COOTBETCTBMH C HEKOTOPHIMH aCIEKTaMH Ha-
pYLIEHHE TOKEIYA0UYHON KeJIe3bl BKIIOYaeT CUMIITOM XPOHHYECKOro IMaHKpeaTHTa. B COOTBETCTBHM C HEKO-
TOPBIMH acIlleKTaMH YeJOBEK MMEET IaHKPEaTHT B PE3yJbTaTe BO3JICHCTBHUS CXEMBI IpHEMa JIEKapCTBEHHOTO
Cpe/CTBa, BKIIOYAIONIEH BBEACHHE 110 MEHBIIEH Mepe OJHOTO U3 CTEPOU/IA, TAKOTO KaK KOPTUKOCTEPOU I, TIpel-
HU30JIOH, JIeKapcTBeHHOTO cpeactBa npotus HIV (BUY), numano3nHa, IEeHTAaMUIWHA, TUYPETHIECKOTO CPEICT-
Ba, BAJIIIPOCBOI KUCIOTHI, L-acmaparnHassl, a3aTHOTIPHHA, SCTPOTeHA, CTATHHA, TAKOTO KaK CTaTHWH, CHUKAIO-
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MU YpOBEHb XOJIECTEPHHA, aHTHTHIICPTIIMKEMUYECKOTO CPEACTBa, MET(GOPMHUHA, TIMIITHHA, TAKOTO KaK BHII-
JarJIMITUH U CUTATJIMIITHH, aTUIIMYHOTO aHTUIICHXOTHYECKOTO CPE/CTBA, KJIO3alliHa, PUCIEPHIOHA U OJlaH3a-
NMUHA. B COOTBETCTBHM C HEKOTOPHIMH aCIIEKTaMH YeJIOBeKa WACHTU(HUIMPYIOT KaK HOCUTEIS HACIIEICTBEHHON
(hopMBI TaHKpeaTuTa. B COOTBETCTBHM ¢ HEKOTOPHIMH aCHEKTAMH YEIOBEK HECET MYTaHTHBIM aJUIeb M0 MEHb-
e Mepe OJIHOTO W3 TeHa TpUIicuHa 1, koaupyromiero TpurcuHoreH, reHa SPINK 1, koaupyromniero HHruouTop
TPUIICHHA, U T€Ha PEryisaTopa TPaHCMEMOPaHHOM MPOBOANMOCTH IIPH MYKOBHCHHI03€. B COOTBETCTBUH ¢ HEKO-
TOPBIMHU aCTIEKTaMH YEJIOBEK MMEET ITAHKPEATUT B Pe3yIbTaTe TOTO, YTO CTPANACT 110 MEHBIICH Mepe OT OJIHOTO
13 BBICOKOTO YPOBHS KaJbLHS B KPOBH, THIIOTEPMHUH, BO3ACHCTBUS YHIOCKOMUYECKOW PETPOTpagHOii XOIaHTHO-
nankpeatorpaduu (ERCP), pazneneHHON MOKETyIOUHOM *KeJe3bl, BpOKASHHOTO NOPOKa Pa3BUTHS HOIKEIy-
JIOYHOMW KeJe3bl, caxapHoro nuabera 2 THIIA, 3JI0KAYECTBEHHOW OITyXOJIM IOKEIYJAOYHON Kene3bl, KaMHEH B
MPOTOKE ITOJPKEITYTOYHON JKeJe3bl, BACKYJINTA, BOCIIAJIEHHUS MaJbIX KPOBEHOCHBIX COCYJIIOB B ITOJDKEITYIOYHOM
xenese, nHpeKkun BupycoM Kokcaku u nopdupuu, Takod Kak ocTpasi HHTEPMUTTUPYIOLIas TOpHUPHUS U dpH-
TPOTO3THYECKasl MPOTONOpGHpHst. B COOTBETCTBHM ¢ HEKOTOPBHIMH aCIIEKTaMH Ha COCTOSIHHE 3/I0POBbS yKa3aH-
HOTO YeJIOBEKA 0Ka3aJlo BO3/EHCTBHUE 10 MEHBIIEH MEpe OJJHO M3: JKEIYHOTO KaMHsl, OTPABJICHUS 3TAaHOJIOM, all-
KOTOJIN3MA, TPABMBI, AMAIEMHUICCKOTO MMapOTHTa, AyTOMMMYHHOTO HapyIICHHUs, BO3ACHCTBH kKajla CKOPIIMOHA,
THMEPJINIHIEMIH, THIIOTEPMHH, THIEpHapaTHPeo3a W dHJOCKONMYECKOW PEeTPOTrpasHON XOJIAaHTHOIaHKPeaTo-
rpaduy, a3aTHONPUHA U BAIBIPOCBON KUCIOTH. B COOTBETCTBUHM ¢ HEKOTOPHIMH ACIIEKTAMH Ha COCTOSHHE 3710-
POBBS YKa3aHHOTO YeJOBEKa 0Ka3ajio BO3IEICTBHE IO MEHBIIEH Mepe oaHO mu3: Bupyca Kokcaku, iuromerano-
BUpYyCa, BHpyca rematuta B, Bupyca mpocToro repreca, SIMHAEMHAYECKOTO APOTUTA, BUPYCa BETPSIHON OCIIBI,
Oaxrepun u3 poxa Legionella, 6akrepuu u3 pona Leptospira, 6akrepun u3 poga Mycoplasma, 6akTepuu u3 pona
Salmonella, rpubka u3 pona Aspergillus, mapasura u3 pona Ascaris, KIETKH KPUITOCTIOPUIINH U KJIETKH TOKCO-
TUTa3MBI.

HexoTopble BapuaHTBI OCYIIECTBICHUSI OTHOCSTCS K CIIoco0aM MpenynpekIeHUs] WM OOJIErdeHus] CHM-
NTOMA, aCCOLMMPOBAHHOTO C BUPYCHBIM 3a00JIEBaHNEM, y YEJIOBEKa C PUCKOM BHUpPYCHOTO 3abojeBaHus. B coor-
BETCTBHH C HEKOTOPHIMH BapHaHTaMH OCYILIECTBIICHUS CIIOCOO BKIIIOYAET CTaJWK HACHTH(HUKAINYU YEeJIOBEKa C
(hakTOpOM pHCKa, aCCOIMHUPOBAHHBIM C BHPYCHBIM 3a00JIeBaHHEM; W BBEACHUS MHTHOWTOPA BHYTPUKICTOYHON
nepeaaynl CUrHaja ¢ y9aCTHeM Kalblus B A03€, JOCTaTOYHOHN IS IPERAyNPEeKACHNS WIH 00JIeTIeHUs YKa3aHHO-
ro moboyHoro 3¢dexra. HekoToprie BapHaHTHl OCYIIECTBICHHUS OTHOCATCS K KOMIIO3UIINH IS IPUMEHCHHUS B
00JIeryeHNy CUMIITOMOB BHPYCHOTO 3a00JI€BaHHUS Y YEJIOBEKa, BKIIFOYAIOIIETO CTa UM UACHTH()HUKAINN YeJI0Be-
Ka, HYXXIAIOMEerocss B OONErYeHNH CHMIITOMOB BHPYCHOTO 3a00JCBAHUS, M BBEICHHUA YKa3aHHOMY HYEIIOBEKY
MHrUOUTOpa BHYTPUKJIETOYHON IEepeayy CUTHAJIA C YYAaCTHEM KalbLHUSd B J103€, JOCTATOYHON IS 0OJerdeHus
YKa3aHHBIX CHUMIITOMOB. B COOTBETCTBMM C HEKOTOPHIMH aCHEKTaMHM MHTMOWTOP BHYTPHKJIETOYHOH mHepenadu
CHTHaJa ¢ y9acTHeM Kaublus npeacrasiser coboit marnourop CRAC kaHanma. B coOTBETCTBHM ¢ HEKOTOPBHIMH
aCIeKTaMH MHTMOWTOP BHYTPHKIIETOYHOH Iepefauyn CHrHaja ¢ y4acTHEM KaJbIWsl MHIHMOMpYeT KaHall, colep-
xammid Oenmok STIM1. B coOTBETCTBMH C HEKOTOPHIMH acleKTaMW MHIMOWTOP BHYTPUKJIETOYHOW Hepenadu
CHTHaJa C yJ4acTHeM KajblLsl MHrHOupyeT KaHai, coaepxaumii oenok Orail. B cooTBeTCTBHM C HEKOTOPBIMU
aCIeKTaMH MHIMOWTOP BHYTPHKIIETOYHOH Iepefauyn CHrHaja ¢ y4acTHEM KajbIWsl MHIHMOMpYeT KaHall, colep-
karmid 6emok Orai2. B cOOTBETCTBUHM ¢ HEKOTOPHIMHU aCTIEKTaAMH MHTHOUTOP BHYTPHKJICTOYHOH Iepenad CUT-
HaJla ¢ yJacTHEeM KalbIUs MPEICTaBIsIeT COOOH COeANHEHHEe, NMEIOIIee CTPYKTYPY W3 TPYIIIBl COSANHEHHS A,
WK ero (papMareBTHIEeCKH IPHUEMIIEMYIO COJIb, (papMaleBTHYECKH MPUEMIIEMBII COBBAT WK (apMarieBTHIC-
CKH IIpHEMJIEMOE TIPOJIEKapCTBO. B COOTBETCTBUY C HEKOTOPHIMU ACTIEKTAMU MHTHOUTOpP BHYTPUKICTOYHON IIe-
penadd  CUTHAllAa €  yY9acTHEeM  KaJblWsg TpeACTaBisgeT cobod  coemmHenune  N-(5-(6-xmop-2,2-
mudrop6enso[d][1,3]anokcon-5-mn)mmpaznH-2-mn)-2-pTop-6-MeTHIOeH3aMu1a. B cOOTBETCTBUH ¢ HEKOTOPHIMHU
aCIIeKTaMU WHTHOMTOp BHYTPUKJIETOYHOM IEpeaadyy CUTHaJIA C yJacTHEM KaJbLUs MPEeACTaBIseT co0oi coenu-
HeHue N-(5-(6-x10p-2,2-mudropbenso[d][1,3]anokcon-5-mn)nupasun-2-min)-2-hTop-6-MeTUIOCH3aMHUAAa  HIIH
ero (apManeBTHYECKH NPHEMIIEMYIO COJIb, (papMarleBTHUECKH NMPUEMJIEMBIH COJIbBAT WM (papMaleBTHUECKH
IpUeMIIEMOE MPOJIEKapcTBO. B cOOTBETCTBUY ¢ HEKOTOPBIMH aCIIEKTaMH MHTHOWUTOP BHYTPUKIETOYHOM Iepea-
YH CHTHAJIa C Y9aCTHEeM KajbLus OJIOKHPYET pa3sBUTHE BUPYCHOTO 3a00J1eBaHMs. B cOOTBETCTBUHU ¢ HEKOTOPHIMHU
acTeKTaMHi BHPYCHOE 3a00JieBaHME MPEACTABISIET cO00M BUPYC TeMOpPPAarHdecKon TUXopaaku. B cooTBeTcTBHI
C JIOTIOJTHUTENEHBIMA aCIIEKTAMH BHPYC TeMOPParndecKoi JIUXOPaIKy MPEICTaBIsAeT COO0H apeHaBupyc, (uio-
BHpPYC, OYHBSBHUPYC, (IIaBUBUPYC, PabIOBUPYC WM MX KOMOWHAINIO. B COOTBETCTBUU C JAPYTHMH IOTIOJTHU-
TEJIHHBIMU aCTIEKTaMHU BUPYC TEMOPPAruiIecKon JTMXOPpaIKy MpeCTaBiIsieT coooi Bupyc J0oia, Bupyc MapOypr,
Bupyc Jlacca, Bupyc XyHUH, poTaBupyc, Bupyc 3amamnoro Huma, Bupyc 3uka, Bupyc Kokcaku, BUpyc rematura
B, Bupyc Ommreitna-bapp, Bupyc nenre wim Bupyc Pudt-Bammu. B cooTBeTcTBHM ¢ HEKOTOPHIMH aCTIEKTaMH
CHMIITOMBI TIPEJCTaBIISIIOT OO0 JIMXOpalIKy WM TeMOopparndeckuii nuare3. B cOOTBETCTBUH C JOTOIHUTEIb-
HBIMH aCTIeKTaMH CUMIITOMBI BUPYCHOTO 3a00JIEBaHMS MPECTABISIIOT COOOH 10 MEHBIIEH Mepe OJHO U3: MpH-
JIMBa KPOBH K JIUILY, IIPWINBA KPOBH K IPYIH, NETEXUH, KAMMUIIPHONW yTEUKH, KPOBOTEUEHHSI, OITyXaHUs, OTEKa,
MOHIDKEHHOTO KPOBSIHOTO JIaBJICHHUS, IIOKA, AUCKOM(OPTA, MBIIICYHOH OO0JIH, TOJOBHON 0O0JIM, PBOTHI, AMApeH
W UX KOMOMHAIMH.

HexoTopble BapuaHTBI OCYIIECTBICHUSI OTHOCSTCS K CrIoco0aM MpenynpekIeHUs] WIN OOJICrdeHus] CHM-
NITOMa, acCCOLUMPOBAHHOTO ¢ MHIYIMpOoBaHHBIM Thl7 3a0oneBaHneM y denoBeka ¢ PUCKOM HMHIYyIHPOBAHHOTO
Th17 3aboneBanus. B COOTBETCTBHHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHS CIIOCO0 BKIIIOYAET CTAIUU
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UIeHTU(HUKALMY YeJIoBeKa ¢ (haKTOpOM PHCKa, aCCOLIMMPOBAHHBIM ¢ MHAYIHpoBaHHBIM Thl7 3a0oneBanueM; u
BBE/ICHHUS MHIMOMTOpa BHYTPUKJICTOUYHOW IEpefauyd CHUTHANA C y4acTHEM KalbLUs B J103€, JOCTaTOYHOM s
MIPEeNYyIPERACHUS WU OOJIETYCHHS YKa3aHHOTO Mo6odHOTo 3¢dekra. HekoTopsie BapuaHTHl OCYIIECTBICHHUS
OTHOCATCS] K KOMITO3UIINH [T IPUMEHEHHUS B O0JIETYCHUN CHMITOMOB MHIyIHpoBaHHOTO Thl7 3aboneBanus y
YeJl0BeKa, BKIIOYAIONIETO CTAANH MACHTH(HUKAINN YeJIOBeKa, HyKIAIOMIErocss B 00JIerYeHNH CHMITOMOB ITaH-
KpeaTuTa, M BBEJCHHS YKa3aHHOMY YEIIOBEKY HHIHOWTOpa BHYTPHUKICTOYHOH Mepeayll CHUTHAJIA C y4acTHEM
KaJbIXs B 103€, JOCTaTOYHOHN JUIs 0OJIETYCHUS YKa3aHHBIX CHMIITOMOB. B COOTBETCTBMM C HEKOTOPHIMH acIieK-
TaMH MHTHOWUTOP BHYTPUKICTOYHOW IEepeady CHTHaJIa C yJacTHEM Kalblus NpPeACTaBiseT co00i MHTHOUTOP
CRAC kanana. B cooTBeTCTBHHM C HEKOTOPHIMH aCIEKTaMH MHIMOWTOP BHYTPHKJICTOUHOH Iepeadyn CUrHaja C
y4yacTHeM KalbLUsi HHTHOupyeT KaHai, copepskamuii 6eaok STIM1. B cooTBeTCTBUYM ¢ HEKOTOPBIMHU aclieKTaMHu
MHTHOUTOP BHYTPUKIICTOUHOH Iepeiadd CHI'Hajla ¢ yJyacTHEM KaJbLUs MHIMOMPYET KaHal, CoIeprKalluid Oeok
Orail. B cOOTBETCTBHHU ¢ HEKOTOPHIMHU aCEKTaMH WHTHOUTOP BHYTPHKJICTOUHOMH Iepeayy CUr'Hala ¢ y9acTueM
KaJIbIMsI THTUOUpYeT KaHall, cofepskamuii 6enaok Orai2. B cooTBETCTBUM ¢ HEKOTOPBIMHU aclieKTaMH HHTHOUTOP
BHYTPHUKJICTOYHOH Nepeadydl CUTHANA C YYaCTHEM KaJIbIHs MIPEACTaBIsIeT CO00i coeTMHEeHNe, UMEIOIIee CTPYK-
Typy W3 TPYNITBI COCTUHEHUS A, WM €ro (hapMaIeBTHYSCKH MPHEMIIEMYIO COJb, (hapMaleBTHYECKH IpHeMIIe-
MBI COJBBAT WK (hapMaleBTHUCCKH MPHUEMIIEMOE IPOJIEKAapCTBO. B COOTBETCTBUM ¢ HEKOTOPHIMH ACTIEKTaMHU
WHTHOWUTOP BHYTPHUKICTOYHOH IEepeaauul CUTHAJIA C y9aCTHEM Kbl TPEJCTaBiIsIeT co00i coenuuenne N-(5-
(6-xmmop-2,2-nmudropoenzo[d][ 1,3 |auokcon-5-mn)nupazun-2-mn)-2-Top-6-MeTIIOeH3aMuAa. B COOTBETCTBUM C
HEKOTOPBIMHU acTeKTaMH MHTHOUTOpP BHYTPHUKIICTOYHOH Meperadr CHTHaja ¢ YYaCTHEM KalbIHs IPEICTaBIACT
coboit coeTMHEeHnE N-(5-(6-xmop-2,2-mupropodenzo[d][ 1,3 ]| muokcon-5-wmm)mupazun-2-mi)-2-Top-6-
MeTWIOEH3aMH/Ia WK €ro (papMaleBTHUECKH MPUEMIIEMYIO COJIb, ()apMalieBTUUECKH ITPUEMIIEMBIH COJIbBAT HIIH
(hapManeBTHIECKH TIPHEMIIEMOE TIPOJIEKAPCTBO. B cOOTBETCTBUY ¢ HEKOTOPHIMHU aclieKTaMi HHTHOWTOpP BHYTpPH-
KJIETOYHOW Iepefiayy CUTHalla C y4acTHeM Kanblus Onokupyet nuddepennuposky Thl7 knerok. B coorsercr-
BUM C HEKOTOPBIMH aclieKTaMH MHAyIpoBaHHoe Thl7 3a0oneBanne npencTaBisieT co00i XpOHHYECKOe BOCTIa-
JMTeNbHOE 3a00ieBaHne. B COOTBETCTBUM C JOMOSHHUTENBHBIMU acleKTaMH XPOHUYECKOE BOCTIAINTEIBHOE 3a-
OoneBaHue TpeACTaBIIET OO0 alIeprudeckuii pUHAT, IEPHUOJOHTHT, aTePOCKIIEPO3, PEBMATOUIHEBIN apTPHUT
WM 3JIOKaYECTBECHHYIO OIYXOJb. B COOTBETCTBHM ¢ APYrMMH acliekTaMu WHAynupoBanHoe Thl7 3abomeBanue
TpeICTaBIsIeT cO00H ayTOMMMYHHOE 3a00JeBaHHe. B COOTBETCTBHHU C IOTOIHUTEIHHBIMH aCIIEKTAMH ayTOUM-
MYHHOE 3a00JIeBaHHE TPEACTABIACT OO0 pEeBMAaTOMAHBIA apTPUT, BOMYAHKY, IETHAKHIO, TICOPHA3, CHHAPOM
[Terpena, peBMaTHYECKYIO TIOJUMHAITHIO, PACCETHHBIA CKIIEPO3, aHKUJIO3UPYIONINKA CIIOHAWIUT, quadet 1 Tu-
1a, 0YaroByIO aJONENNI0, BACKYJIUT MJIH BUCOYHBIN apTepuUT. B COOTBETCTBHM ¢ HEKOTOPHIMH aCTIEKTaMH CHM-
nToMbl MHAYIHpoBaHHEIX Th17 3aboneBanuii mpeacTaBisOT cO00H MO MEHBIIEH Mepe OJHO H3: JOKAJILHOTO
MIOKPAaCHEHUSI, OIyXaHusl, jkapa, 00JIM, CKOBAaHHOCTH, JINXOPAJIKH, 03HO0a, YCTAIOCTH, TOJIOBHOM OOJIM WIIU TTOTe-
pu anmetuTa. B COOTBETCTBMHM C HEKOTOPBHIMH ACHEKTaMH CHMIITOMBI BO3HHKAIOT B OpTaHM3ME YeJOBEKa, CO-
JIepKaleM TOpC, PYKH, KUCTH PYK, MAJbIBI, HOTH, CTOIBI, MAJIBIBI HOT, TOJIOBY, IIICI0, KOCTH, CYCTaBbl, FOpJIO,
nasyxu, rjla3a Wiu X KOMOHHAIHH.

HexoTopble BapHaHTBI OCYIIECTBIEHUSI OTHOCSTCS K KOMITO3UIUH, COJep)Kallell MHIMONTOp BHYTpPHUKIIC-
TOYHOU TIepeaddl CUTHANIA C YIaCTHEM KaJbIUs U 10 MEHBIIEeH Mepe OJHO JIEKAPCTBEHHOE CPEICTBO, ACCOIUH-
POBaHHOE C OTPHUIATEIHFHBIM BO3JICHCTBHEM HA aKTHBHOCTH ITO/KEITyTOYHOHN JKee3bl. B cOOTBETCTBHM C HEKO-
TOPBIMHU aCIIEKTaMH JIEKapCTBEHHOE CPEACTBO BHIOPAHO U3 MEPEYHs, COCTOSIIETO H3: CTEPONAA, TAKOTO KaK KOp-
THKOCTEPOU I, MPEIHNU30JIOH, JIeKapCcTBEHHOTO cpeacTBa nmpotuB HIV (BUY), numnano3nHa, IeHTaMHUIUHA, TAY-
PETHYIECKOTO CPEACTBA, BAIBIIPOECBOI KUCIOTHI, L-acraparnHa3spl, a3aTHOIPHHA, SCTPOTeHa, CTATHHA, TAKOTO KaK
CTaTHH, CHIDKAIOIIUH ypOBEHb XOJECTEPHHA, aHTUTHIEPIIIMKEMHYECKOTO CpeicTBa, MeT()OpMHHA, TIUNTHHA,
TaKOTO KaK BHJIAATIUITHH ¥ CUTATJMIITHH, aTHITMYHOTO aHTUIICHXOTHYECKOTO CPEJCTBA, KI03alHHa, PUCTICPH-
JIOHa, W OJIaH3alMHa, a3aTHONPHHA, U BAIBIPOEBON KUCIIOTHL. B COOTBETCTBHM ¢ HEKOTOPBIMHU aclleKTaMU HMHTH-
OWUTOp BHYTPHKJIETOYHOH MepeJayyl CUrHaJIa ¢ ydacTHeM KaJbLusl IpencTasiser coboit muarnourop SOC. B co-
OTBETCTBHM C HEKOTOPBIMH ACIIEKTaMU MHIMOMTOP BHYTPHKJIIETOYHOH Iepeladyd CUTHAJIA C YYacTHEM KalbIHs
npezacTasisier coboit uarnouTop CRAC. B cOOTBETCTBHM ¢ HEKOTOPBHIMH aCHEKTaMH MHIMOMTOp BHYTpPHUKIIE-
TOYHOU Tepelayd CHUTHAJIA C YJacTHeM KaJbLUs IPEACTaBIACT co00i coennHEeHHe, UMEIOIIee CTPYKTYpY H3
TPYIIIBI COSAMHEHUS A, WK ero (papMarneBTHIECKH MTPUEMIIEMYIO COJIb, (hapMaIleBTHICCKH PUEMIIEMBIH COJIb-
BaT WM (hapMaIeBTHICCKH IIPHEMIIEMOE TIPOJIEKapCTBO. B cOOTBETCTBHM C HEKOTOPBIMU aCIEKTaMU MHTHOUTOP
BHYTPHUKIIETOUYHOW TIepejaun CUTHAJIA C YIaCTHEM KaJIBIIUS MpeAcTaBisieT coboit coemuuenue N-(5-(6-xmop-2,2-
nmudTopoenso[d][1,3]arokcon-5-un)nupazun-2-mi)-2-Gprop-6-meTunoeH3aMuIa. B cooTBeTCTBHH ¢ HEKOTOPBIMH
ACTIeKTaMU WHTHONTOpP BHYTPUKJIETOYHON IEpesadn CHTHaja C yJacTHeM KaJbIHs IpeAcTaBiseT coboil coemn-
HeHue N-(5-(6-x10p-2,2-mudropbenszo[d][1,3]anokcon-5-mn)nupasun-2-min)-2-hTop-6-MeTUIIOCH3aMHUAa  HIIH
ero (apManeBTHYECKH NPHEMIIEMYIO COJIb, (papMarleBTHUECKH NMPUEMIIEMBIH COJIbBAT WM (papMareBTUUCCKH
MpUEMIIEMOE TIPOJIEKAPCTBO.

HexoTopble aclieKTsl OTHOCATCS K CXeMe J03UPOBaHMUsI, BKIIOYAIOIICH BBEJCHUE YEIOBEKY JIEKAPCTBEHHO-
TO CPEJCTBA, ACCOLIMUPOBAHHOTO C OTPHLATEIBEHBIM BO3/ICHCTBUEM Ha aKTHBHOCTD IIOJDKEIYAOYHOH XKeJe3bl, U
BBE/ICHHE MHIMOUTOpa BHYTPUKIICTOUHON MEpeAadyy CUrHaja ¢ y4acTHeM Kaiblsi. B cOOTBETCTBHH ¢ HEKOTO-
PBIMH aCTIEKTaMH JIEKAPCTBEHHOE CPEICTBO BHIOPAHO M3 MEPEYHs, COCTOSIIEr0 U3 CTEPOMIA, TAKOTO KaK KOPTH-
KOCTEpOUI, TIPEIHNU30JI0H, JIeKapcTBeHHOTo cpeactBa npotuB HIV (BUY), nuaano3uHa, IeHTaMHUIWHA, TAYpe-
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TUYECKOT0 CPE/CTBA, BAJIBIPOEBON KUCIOTHI, L-acmaparuHasbl, a3aTHONpPHUHA, 3CTPOTEHA, CTaTHHA, TAKOTO Kak
CTaTHH, CHWDKAIOIIUH ypOBEHb XOJECTEPHHA, aHTUTHNEPIIIMKEMHYECKOTO CpeicTBa, MeT(GOpMHHA, TJIUNTHHA,
TaKOTO KaK BIJIAATTUNTHH ¥ CUTArJIMIITHH, aTHITHYHOTO aHTUIICHXOTHYECKOTO CPEJCTBA, KI03alMHa, PUCTIEPHU-
JIOHa, U OJIaH3alMHa, a3aTHONPHHA, U BaJbIIPOEBON KUCIIOTEL. B COOTBETCTBHM C HEKOTOPBIMHU aCIICKTAMHU HHTH-
OUTOp BHYTPUKIETOYHOW Mepejaun CUTHAIA C y9acTHEM KalblHs MpeacTasisier coboit uarunoutop SOC. B co-
OTBETCTBHM C HEKOTOPBIMH aCIIEKTAMU MHTMOWTOP BHYTPUKIETOYHOM IMEpEeladyd CUTHAJIA C YYaCTHEM KalbIHs
npencrapisier coboit narnouTop CRAC. B coOoTBeTCTBHHM C HEKOTOPBHIMHU aClEKTaMH WHTHOUTOP BHYTPHKIIC-
TOYHOW Iepefadll CHUTHajda ¢ y4acTHEM KasbIUs IPEICTABIAET COOOH COEIMHEHHE, MMEIOILIEe CTPYKTYypy HU3
TPYINBI COEANHEHUS A, MM ero GapManeBTHYECKH MIPUEMIIEMYIO COJIb, (hapMalleBTHYECKH PUEMIIEMBIH COJIb-
BaT WK (hapMaleBTHIECKU IPUEMIIEMOE MIPOJIEKAPCTBO. B COOTBETCTBIM ¢ HEKOTOPHIMHU aclieKTaMi HHIHOUTOP
BHYTPHUKJICTOUHOH Nepeadyl CUTHaJIA C YYacTHEM KaJlbLMs IPeCTaBiIsIeT coboii coeannenne N-(5-(6-xmop-2,2-
mudrop6enso[d][1,3]anokcon-5-mn)mmpaznH-2-mn)-2-pTop-6-MeTHaOeH3aMu1a. B cOOTBETCTBUY ¢ HEKOTOPHIMHU
aCIeKTaMy WHTHOMTOpP BHYTPUKJIETOYHOM MEpeaadyy CUrHaJIA C y4acTHEM KaJbLUs MpeACTaBiseT co0oi coenu-
HeHue N-(5-(6-x10p-2,2-mudropbenszo[d][1,3]anokcon-5-mn)nupasun-2-min)-2-hTop-6-MeTUIOCH3aMHUAa  HIIH
ero (hapMaleBTHYECKH MPHEMIIEMYIO COJb, (papMarieBTHUECKH MPUEMIIEMBIN CONBBAT WIN (papMareBTHUECKH
MPUEMIIEMOE TIPOJIEKAPCTBO.

HexkoTopble BapHaHTBI OCYIIECTBICHUSI OTHOCSTCS K KOMITIO3UIMHU AJIsI IPUMEHEHUSI B OOJNErYeHUN CHM-
NTOMOB ITAHKPEaTHTa y YEJIOBEKa, BKIIOYAIOIIEMY CTaIUN HACHTU(HUKALNH YeJIOBEKa, Hy KIAIOIIErocst B 00Jer-
YEHUH CHMIITOMOB ITaHKPEaTHUTa, ¥ BBEACHHS yKa3aHHOMY UEJIOBEKY MWHTHOMTOpa BHYTPHUKIETOYHOM meperadu
CHTHaJa C yJacTHEM KalblLUs B 103€, JOCTATOYHON ISt OOJIETYEHHsI YKa3aHHBIX CUMIITOMOB. B cooTBeTCTBHU C
HEKOTOPBIMU aCHEKTaMH MHTHOUTOP BHYTPHKIIECTOYHOM INeperadd CUTHajla ¢ y4acTHEM KaJbLUs MPEACTaBIISeT
coboit uaruburop SOC kaHana. B cOOTBETCTBHM ¢ HEKOTOPBIMU aCIEKTaMH MHIMOMTOP BHYTPUKIETOYHOH ITe-
penauu cUrHaia ¢ y4acTHeM Kanblus npezcrasisier coboit naruourop CRAC kanana. B coorBeTcTBUM ¢ HEKO-
TOPBIMH aCHEKTaMH MHIMOWTOP BHYTPHKJICTOUHOH Iepellaun CHTHajla ¢ y9acTHeM KaJIbIUsg MHTHOWpPYET KaHall,
coneprkanuii 6eok STIM1. B cooTBeTcTBHM C HEKOTOPBIMH aCHIEKTaMH HHTMONUTOpP BHYTPUKIETOYHON Iepena-
YU CHTHAJIA C yYaCTHEM KaJIbIHS HHIHOUpYeT KaHai, coaepxamuii 6emok Orail. B cOOTBETCTBUM ¢ HEKOTOPBIMH
acTeKTaMu MHIMOWTOp BHYTPHKIETOYHON Iepefaun CHrHaja ¢ y4acTHeM KajbIWs MHIHMOMpYET KaHal, colep-
skarmid 6erok Orai2. B cOOTBETCTBUHM ¢ HEKOTOPBHIMHU ACTIEKTaAMH MHTHOMTOP BHYTPHKJICTOYHOH Iepenad CUT-
Hajla C y4acTHUEM KaJIbIUs TPEJCTaBIsAET CO00I COeANHEHNE, NMEIOIIEe CTPYKTYPY M3 TPYIIBI COSAUHEHUS A,
WK €ro (papMarieBTUYECKH MPUEMIIEMYIO COJb, (h)apMalleBTHUECKH MTPUEMJIEMBIH CONbBAT Win (papMarieBTHue-
CKH TIPHEMJIEMOE MPOJIEKAPCTBO. B COOTBETCTBHU ¢ HEKOTOPHIMHU aCIIEKTaMU MHTHOUTOP BHYTPUKIETOYHON ITe-
pemauum  cuUrHajma € ydacTHeM  KaublMsg — TpejacTaBiseT  coboit  coemuuenne  N-(5-(6-xyop-2,2-
mudrop6enso[d][1,3]anokcon-5-mn)mmpaznd-2-uin)-2-GpTop-6-MeTHIOCH3aMHU1a.

B cooTBeTCTBHM C HEKOTOPHIMH acleKTaMH MHTMOWTOP BHYTPHUKIETOYHOH Hepenaddl CUrHala ¢ y4acTHeM
KaJbI|sl TIpefcTaBisier coboil coeaunenne N-(5-(6-ximop-2,2-nudropdenso[d][1,3]auoxcon-5-un)nupasun-2-
wi)-2-pTop-6-MeTHIOCH3aMUAa WK €ro (hapMaleBTHYECKH IPHEMIIEMYIO COJlb, (hapMaleBTHYECKU MpHeMIIe-
MBII CONbBAT WM (hapMaleBTHYECKH NPUEMIIEMOE TPOJIEKapCTBO. B cOOTBETCTBUYM ¢ HEKOTOPHIMHU aCHEKTaMH
KOMITO3HIUSI JOTIOJIHUTENBHO COAEPKUT OONECYTONSIOMNI JIEKapCTBECHHBIN TpenapaT. B cooTBeTCTBHM C HEKO-
TOPBIMH aCTIEKTaMU OO0JICYTONSIOMNI JIEKapCTBEHHBIH MpEmnapar COAEPKHUT ONMHUAT. B cOOTBETCTBMU C HEKOTO-
PBIMH acTieKTaMu OO0JICYTONSAIOMNI JIEKapCTBEHHBIH Mpernapar coaepkKuT MopduH. B cooTBeTCTBHH ¢ HEKOTO-
PBIMH acIIeKTaMH CUMITOMBI PEACTABISIIOT COOOH CHMIITOMBI OCTPOTO MAHKpPEaTHTa. B cOOTBETCTBUH C HEKO-
TOPBIMH aCTIEKTAMH CHMIITOMBI BKIIFOUAIOT MO MEHBINIEH Mepe OJHO M3: BOCHAJICHUS M OTEKa ITOKEITyHAOYHON
JKeJie3bl, 00T B BEpXHEW 4acTH KHMBOTA, UPPAAUUPYIOUIEH B CIIMHY, OOJNH B JIEBOM BEPXHEM KBaJpaHTe, Uppa-
JUHPYIOLIEH B CIIMHY, TOIIHOTHI, PBOTHI, PBOTHI, KOTOpast yCyryOJsieTcst Ipy pHeMe MUY, MOBBIIICHHON Yac-
TOTBI CEp/ICUYHBIX COKPAILICHUH, TaXMKAPIUH, TOBBIIICHHON YacTOTHI AbIXaHUS, MOBBIIIEHHOTO KPOBSHOTO JIaB-
JICHUsI, IOHMKEHHOTO KPOBSIHOTO IaBJIEHUs, 00€3BOKNBAHMS, OOJIE3HEHHOW YYBCTBUTEIBHOCTH JXMBOTA, JIMXO-
panku, o3H00a, IEPUTOHUTA, FEMOJIMHAMHYECKOH HECTAOMIBHOCTH U Pe(IIEKTOPHOTO Mapajiiya KHIIeYHUKa. B
COOTBETCTBHH C HEKOTOPHIMHU aCIEKTaMH CHMITOMBI IPEICTABISIOT cOO0OH CHMIITOMBI TSKEJIOTO MaHKpPeaTHTa.
B cooTBeTCTBHH C HEKOTOPBHIMH ACTIEKTAMH CHMIITOMBI BKJIIOYAIOT [0 MEHBIIEH MEpe OJHO M3: HEKPO3a MOJIKe-
JTyZOYHOH XKeJe3bl U MOBPEKACHHU OPraHoB 3a MpeJesaMy IODKETyI0YHOH Kene3bl. B cooTBeTcTBHM C HEKO-
TOPBIMH aCHEKTaMH CUMIITOMBI TIPEACTaBISIIOT COO0I CHMITOMBI XpPOHHYECKOTO NMaHKpeaTuTa. B cooTBeTCTBHI
C HEKOTOPBIMH acCIIEKTaMHU CHMIITOMBI BKJIIOYAIOT IO MEHBIIEH Mepe OJHO M3: CTOWKOW OOJHM B )KMBOTE, Hapy-
IMICHUH THIIEBAapEHNs, HAPYIICHNS BCACBIBAHUSA XKHUPOB, 00N BO BPeMs IpHEMa MHUIIH, HOTEPH MacChl, IOBBIIIIE-
HHS aKTUBHOCTH aMMJIa3bl B CBIBOPOTKE KPOBH, MOBBIIICHHUS aKTUBHOCTH JIMMA3bl B CBIBOPOTKE KPOBH, ITOBBIIIIE-
HUS ypOBHs BocrayiutensHoro mapkepa CRP, Hapymenus npomyknum OukapOOHaTa, MOBBIMICHHBIX YPOBHEH
(bexanbHOM 31MacTasbl, MOBBIIICHHBIX YPOBHEH TPHUIICHHOTEHA B CHIBOPOTKE KPOBH, KaJIBIM(UKAINN TOIKEIY-
JIOYHOM KeJIe3bl, MOBHIMICHHBIX YPOBHEH OMIMpYyONHA B CHIBOPOTKE KPOBH M TTOBBIIICHHBIX YPOBHEH IIEIOYHOM
¢ocdarazpl. B cooTBETCTBUY C HEKOTOPBIMH ACIIEKTAMH CUMIITOMBI BKJIFOYAIOT 110 MEHbBIIEH Mepe OJTHO U3: IO-
BBIIIEHHBIX ypoBHel ESR, moseimennsix ypoBHeit Ig(G4, MOBHIIIEHHOTO YPOBHS PEeBMaTOMIHOTO (akTopa, mpu-
cytcTBUs antutena ANA, IPUCYTCTBHS aHTHTENA K TIIAJAKUM MBIIINAM, TIPHYEM aHallu3 JIo00ro M3 3THX Iapa-
METPOB MOXKET yKa3bIBaTh HA XPOHWUIECKHUI MAHKPEATHUT y YEIOBEKA. B COOTBETCTBHU ¢ HEKOTOPBIMHU ACHEKTaMH
CHMIITOMBI BKJIIOYAOT 10 MEHBIIEH Mepe OJHO U3: CTeaTOPEH, XUMUIECKOT0 OKpamuBanus kana CyganoM uin
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(hekanbpHO IKCKPEIH KUPa B KOJTMICCTBE, COCTABIIAONIEM 7 T WiH Ooliee, B TeUeHHE 24-4acOBOTO TIEpHOa Ha
pamwione, coxepxkameM 100 r xwupa, u npucyTcTBUs (HEeKaJIbHON 37acTa3bl B 00pasiie Kaja B KOJUYECTBE, CO-
crapistomeM MeHee 200 MKT/T. B COOTBETCTBHH ¢ HEKOTOPBIMH acleKTaMH CHMITTOMBI BKJIIOUAIOT MO0 MEHBIIEH
Mepe OJHO U3: 00N B JKMUBOTE, NOBBIMICHHBIX YPOBHEH aMmHia3bl B KPOBH, MOBHIIIEHHBIX YPOBHEH JHIA3bl B
KPOBH, YBEIHMUYEHHOHN MOKEITYAOTHON KeJIe3bl, TOITHOTHI, PBOTHI, BHYTPEHHETO KPOBOTEUCHUS, Tapajinda KH-
IIEYHHKA, JIMXOPAIKH, KEITYXH, TOTEPH MACCHI M TOBHIIICHHON YacTOTHI CEpACYHBIX COKpalleHni. B cooTBeT-
CTBHHM C HEKOTOPHIMH aCIEKTaMH CHMITOMBI BKJIIOYAIOT TPEXKICBPEMEHHYIO aKTHBAIMIO MHIIEBAPUTEIHHBIX
(epmeHTOB. B COOTBETCTBHHM C HEKOTOPHIMH aCIEKTaMH MPEKICBPEMEHHAs aKTHUBAIMS MHIIEBAPUTEIBHBIX
(hepMEHTOB MPOUCXOAUT B IMOJKEITYJOYHOM Kelle3e YKa3aHHOTO YeIOBeKa. B COOTBETCTBUH C HEKOTOPHIMH ac-
MeKTaM# (PEPMEHT COJICPIKUT TPUTICHH.

HekoTopbie acmeKThl OTHOCATCS K KOMIO3HIUHU U MPUMEHCHUS B MPEIYNPEKACHUU WIH OOJICrYCHUH
CHUMIITOMA, aCCOIIMMPOBAHHOTO C HAPYIICHHEM MOJPKEIYAOYHOM JKENe3bl, Y YeJOBeKa C PUCKOM HapYIICHUS
MOJDKETYAOYHOM KeJe3bl, BKIIOYAIOIIETO CTaJNU HICHTU(UKAIMHA YeJIoBeka ¢ (haKTOPOM pPHCKA, ACCOIUHPO-
BaHHBIM C HAPYIICHUEM ITO/XKEITyTOYHOM JKeJIe3bl; U BBSACHUS HHTHOUTOPA BHYTPUKICTOYHON NIepeIadll CUTHA-
Jla ¢ y9acTHEM KaJbIHi B J103€, TOCTATOYHOM IUISA MPEeIyNpeKICHNS WIH 00JerdeHus] YKa3aHHOTO IMOO0YHOTO
s¢¢dexra. B cOOTBETCTBHH ¢ HEKOTOPHIMH aCHEKTaMU MHTHOWUTOP BHYTPHKJICTOYHOTO KAJBIHS MPEIACTABIACT
coboit marn6utop SOC kaHama. B COOTBETCTBUHM C HEKOTOPHIMH ACIEKTAMH WHTHOWTOP BHYTPHUKICTOYHOTO
KaIbIusl TpeacTaBisger co6oit marnoutop CRAC kanana. B cooTBeTCTBUM ¢ HEKOTOPBHIMU aCTeKTaMH MHTHOM-
TOp BHYTPUKJIETOYHOW IIepelayd CUTHajla C Yy4acTHEM KaJblWs IPEACTaBIsIeT co0oi COequHEHHe, MMEIomee
CTPYKTYPY W3 TPYIIIBI COSAUHEHHUS A, Win ero (apMareBTHICCKH IPUEMIIEMYIO COJTb, (hapMalleBTHIECKH MPH-
EMJIEMBIN COJIbBAT WM (hapMaIlCBTHUYCCKU MPUEMIIEMOE MPOJICKAPCTBO. B COOTBETCTBHM C HEKOTOPBIMH acIeK-
TaMH WHTUOWTOP BHYTPUKICTOYHON MEpEAadyyl CUTHANA C YYACTHEM KAJBIUS MPEICTABISACT COOOM COCIMHEHHE
N-(5-(6-xm0p-2,2-nmudpropoenso[d][1,3]muokcon-5-mwn)nupasun-2-mn)-2-Pprop-6-mMetundenzamuna. B coorsercrt-
BUU C HEKOTOPBIMH aclEKTaMU WHTHOWTOpP BHYTPHKJICTOYHOW IMEpeayd CHUTHANIA C yYacTUEM KaJbIHs IPE-
cTaBiseT cobOoit coemmueHue N-(5-(6-xyop-2,2-nudropoensol[d][1,3]muokcon-5-wmn)nupa3sun-2-mn)-2-Gprop-6-
MeTHI0eH3aMHU/Ia WK ero (hapManeBTHIECKH IPUEMIIEMYIO COJIb, (hapMaIleBTHIECKH PHEMIICMBII CONbBAT MIIN
(hapMareBTHYECKH IPUEMIIEMOE TIPOJIEKapCTBO. B COOTBETCTBHU ¢ HEKOTOPBIMU ACTIEKTaMU HApYIICHHUE TOJIKE-
JyJOYHO JKeNe3bl BKIIOYaeT CHUMIITOM OCTPOTO MaHKpeaTHTa. B cOOTBETCTBHM C HEKOTOPHIMH aCHEKTaMH Ha-
PYIICHNE TOIKEITYI0OYHON KeJe3bl BKII0YAeT CHMIITOM XPOHHYECKOTO IMaHKpeaTuTa. B COOTBETCTBUH C HEKO-
TOPBIMH ACHEKTaMU YeJIOBEK IOIBEpPraeTcsl BO3ACHCTBHIO CXEMBI IIpHeMa JEKAPCTBEHHOTO CPE/ICTBA, BKIIIO-
yaroIeil BBEJCHNE M0 MEHBIIEH Mepe OJHOTO U3 CTEPOHa, TAKOTO KaK KOPTUKOCTEPOUA, TIPEIHU30JIOH, JIeKap-
cTBeHHOTO cpeactea nporus HIV (BUY), nunano3una, neHTaMHUIMHA, TUYPETHYECKOTO CPECTBA, BaJIbIIPOCBOM
KHCJIOTHI, L-aciaparuHassl, a3aTHOPHUHA, SCTPOTCHA, CTATHHA, TAKOTO KaK CTAaTHH, CHIDKAIOIINN YPOBEHB XOJIe-
CTCpUHA, aHTUTHUIICPTINKEMHYCCKOTO CPEICTBA, MET(HOPMUHA, TIIANTHHA, TAKOTO KaK BHJIATJIUNTHH U CHUTAr-
JIUITHH, AaTUITHYHOTO aHTUTICKXOTUYECKOTO CPE/ICTBA, KIIO3alKHa, PUCIICPUIOHA U OJIAH3AITMHA. B COOTBETCTBHH
C HCKOTOPBIMU aCIIEKTaMH YeJIOBEKa HICHTU(GUITMPYIOT KaK HOCUTEIS HACICICTBCHHOM (opMBI aHKpeaTuTta. B
COOTBETCTBUM C HEKOTOPHIMH aCIIEKTaMH YEJIOBEK HECET MYTaHTHBIN aJIeb MO0 MEHBIIICH Mepe OJHOTO M3 TeHA
TpuricuHa |, Kogupyrotero TpuricuHoreH, reHa SPINK 1, koaupyromero WHruOUTop TPUTICHHA, U Te€HA PETYJIs-
TOpa TpaHCMEMOPaHHOI MPOBOANMOCTH IIPU MYKOBUCIIHI03€. B COOTBETCTBHY C HEKOTOPHIMH aCIIEKTAMH YeII0-
BEK CTpajaj 1o MEHBIIEH Mepe OT OJHOTO M3 BBHICOKOTO YPOBHS KaJbIHS B KPOBH, THIIOTEPMHH, BO3ICHCTBUS
JHIOCKOMMMYECKOW peTporpannoit xonanruonankpearorpaduu (ERCP), pazneneHHON MOMKETyT0THON JKETe3bl,
BPOXIICHHOTO ITOPOKAa Pa3BHUTHUS IOKEITyIOYHON JKeJe3bl, CaxapHOTro AuadeTa 2 THIa, 3J0Ka4eCTBEHHOH Omy-
XOJIH TIOJKEITYIOYHON JKeJe3bl, KaMHEl B MPOTOKE MOJDKEITYAOYHON JKEJIe3bl, BACKYJIUTA, BOCIAJICHUS MaJbIX
KPOBEHOCHBIX COCYIOB B ITOJIKEITYyIOYHOH Kene3e, nHpekuuu BupycoMm Kokcaku u mopdupum, Takoil Kak ocT-
pas MHTCPMUTTUPYIOMIAS MOPQUPHS U IPUTPONOITHIECCKAS TPOTONOPHUPHsI. B COOTBETCTBUU ¢ HEKOTOPHIMHU
ACTIEKTaMU Ha COCTOSIHUE 3JIOPOBbsI YKa3aHHOTO YEIIOBEKA OKA3aJi0 BO3ACHCTBHE 10 MCHBIICH Mepe OJHO H3:
JKEITYHOTO KaMHsI, OTPABJICHUS TaHOJIOM, aJIKOTOJIU3Ma, TPABMBI, AHICMUICCKOTO APOTUTA, AyTOUMMYHHOTO
HApYIICHHS, BO3ICHCTBHS jKajla CKOPITHOHA, THIICPIUIHICMIH, THTIOTCPMUH, THIIEPIIAPATUPEO3a U SHIOCKOIIH-
YeCKOHM peTporpagHoi XoJlaHTHONaHKpeaTorpaduy, a3aTHONPHHA U BaJIbIIPOSBOW KUCIOTHL. B COOTBETCTBHH C
HEKOTOPBIMH aCTIeKTaMH Ha COCTOSHIE 3/I0POBhs YKa3aHHOTO YEIIOBEKa 0Ka3ajlo BO3/CHCTBHE TI0 MEHBIIEH Mepe
OITHO W3: IUTOMETAJIOBUpYyCa, BUpyca rematuta B, Bupyca mpocToro repreca, SIHUIeMHIYECKOT0 MapoTHTa, BUPY-
ca BeTpsHOW ocmbl, Oakrtepum W3 poja Legionella, OGaktepum u3 poma Leptospira, OakTepuun w3 pona
Mycoplasma, 6aktepun u3 poga Salmonella, rpubka u3 poma Aspergillus, mapasura u3 pojga Ascaris, KIETKY
KPHUITOCTIOPUANHN M KJIETKY TOKCOTIIa3MBI.

Croco0bI ¥ KOMITO3UIIUHU, PACKPHITHIC B JAHHOM JOKYMEHTE, IPUMCHSIIOT JJI1 MOIYJISIMH YPOBHS BHYTPH-
KJICTOYHOTO KAIBIUS C IEIbI0 OOJMCTYCHUS WK TPEAYIPEkKICHIs CUMIITOMOB MaHKpeaTuTa. B cooTBeTCTBUU C
HEKOTOPBIMHU aCIIEKTaMU ITAHKPEATUT TIPEACTABISCT COOOH OCTPHIi MAaHKPEATHT. B COOTBETCTBUH C HEKOTOPHIMU
ACTICKTaMU MMAaHKPEATUT MPEACTABISIET CO00 XPOHUYECKUI MaHKPEaTUT. B COOTBETCTBHU C HEKOTOPBIMHU BapH-
AHTaMU OCYIICCTBICHHUS CITIOCOOBI M KOMITO3HIIMH, PACKPBITHIC B JAHHOM JOKYMCHTE, IPUMEHSIOT JUI MOIYJIS-
UM YPOBHS BHYTPHKIICTOYHOTO KATBLUS C IEJBI0 OOJCTYCHUS WIH MPEIYNPEKACHUS CUMIITOMOB BUPYCHOTO
3a0oneBaHnsa. B cOOTBETCTBUM C HEKOTOPBHIMHU aclieKTaMH BHUPYCHOE 3a00iieBaHHE MPEICTaBIsACT co000il BUpYC
reMOpparn4eckoil TMxopaaku. B cOOTBETCTBUHM C HEKOTOPBIMHU ACTIEKTaMU BHPYC T€MOPPArHdeCcKON JTMXOPaJKH
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Ipe/ICTaBIsIET c000it apeHaBupyc, PUIOBHPYC, OYHBIBUPYC, (IaBUBHUpPYC, padIOBUPYC WM UX KoMOuHaruo. B
Ka4yecTBE HEOTPaHUUMBAIOLINX IIPUMEPOB, BUPYCHl TeMOPPAarnIecKor JINXOpaJKH BKIIIOUAIOT B cedsl BUpyc D00-
na, Bupyc MapOypr, Bupyc Jlacca, Bupyc XyHuH, poTaBupyc, Bupyc 3amangnoro Huma, Bupyc 3uka, Bupyc Kok-
cakd, BHpyc rematuta B, Bupyc OmmreiliHa-bapp u T.1. B COOTBETCTBHHM C JOMOJHUTEILHBIMH BapHaHTAMHU
OCYILECTBIICHHS CITOCOOBI I KOMITO3HIINH, PACKPBITHIE B TAHHOM JOKYMEHTE, IPUMEHSIOT IS MOIYJIALUN YPOB-
HS BHYTPHUKJICTOYHOTO KaJBIMSI C IENBI0 OOJIETYCHHS WM TMPEIyIPekACHUS CHUMITOMOB HHIYLINPOBAaHHBIX
Th17 3aboneBanuii. B COOTBETCTBUM C HEKOTOPHIMHU acniekTaMy HHAyIMpoBanHoe Th17 3aboeBanue mpeacTaB-
nseT coboit BocranuTenbHoe 3a00eBaHie. B COOTBETCTBUY C HOMOTHUTENFHBIMU aCIIEKTAMH HHIYITUPOBAHHOE
Th17 3aboneBanue npencraBiIseT co00ii ayTOMMMYHHOE HapylieHHe. B cOOTBETCTBHM ¢ HEKOTOPHIMH acIEeKTa-
MH COEIUHEHHS, MTPEACTaBICHHBIC B JAHHOM JIOKYMEHTE, MOIynupyroT aktuBHOCcTE SOC kanana. B coorBercr-
BUM C HEKOTOPBIMH acleKTaMH CHOCOOBI U COCMHEHHS, IIPECTAaBJICHHBIC B JAHHOM JOKYMEHTE, MOIYJIHPYIOT
aktTuBHOCT CRAC KaHana. B cooTBeTCTBHM ¢ elle OJJHUM acIeKTOM COCIMHEHMS, MPEACTaBICHHBIC B JaHHOM
JOKyMEHTE, MOIYJIUPYIOT akTUBHOCTH Oesika STTM. B cooTBeTCTBHM C elie OJHUM acHeKTOM CIOCOOBI U CO-
€/IMHEHUs], TPECTaBICHHbIE B JaHHOM JOKYMEHTE, MOAYJIUPYIOT aKTHBHOCTH Oeika Orai. B coorBercTBHM C
eIIe OHUM acCIeKTOM CHOCOOBI M COCIMHEHUS, IPEICTABICHHBIE B JaHHOM JOKYMEHTE, MOAYIHAPYIOT (ByHKIIHO-
HabHBIE B3anMoaeicTBusa 0enxoB STTM ¢ 6enkamu Orai. B cOOTBETCTBHH ¢ €lll€ OHUM aCIIEKTOM CIIOCOOBI U
COCIMHEHUS, TIPEACTABICHHBIC B JAHHOM JIOKYMEHTE, CHIDKAIOT 4ucio QyHKIHMoHATRHBIX SOC kaHanmoB. B co-
OTBETCTBHH C €IIe OAHUM aCIEKTOM CIOCOOBI U COCAUHEHNUS, IIPEACTaBICHHBIE B TAHHOM JOKYMEHTE, CHHKAIOT
gucio GpyakmroHabHEIX CRAC kaHamoB. B cOOTBETCTBUU ¢ HEKOTOPHIMHU ACTIEKTaMH CTIOCOOBI M COSMHCHHS,
OTIFICAaHHBIC B JAHHOM JTIOKYMEHTE, TPEACTABISIOT co00it 610katopbl SOC kaHaioB. B cOOTBETCTBUU ¢ HEKOTO-
PBIMH acleKTaMu criocoObl U COSANHEHUS, OIMCaHHBIC B JAHHOM JOKYMEHTE, IPEJICTABIAIOT CO00H OI0KaTOphI
CRAC xananoB unu moaynatopsl CRAC kananos.

Kanbimii urpaeT >KM3HEHHO BayKHYIO pojib B (DYHKIIMOHMPOBAHUM M BEDKMBAHUM KIeTKH. Hanpumep, kaib-
IUH SIBJISICTCS KITIOYEBBIM JJIEMEHTOM B IIepe/iadye CHIHAJIOB B KIETKM M BHYTpH HHMX. KieTo4yHble peakiun Ha
(baxTOpHI pocTa, HEHPOMEINATOPHI, TOPMOHBI M PSIJI IPYTUX CUTHAIBHBIX MOJIEKYJ HHUIUUPYIOTCS TIOCPENICTBOM
KaJbIINH-3aBICUMBIX IIPOLIECCOB.

[IpakTryecku Bce TUIBI KIETOK TaK WJIM MHAYE 3aBHCAT OT TCHEPHPOBAHUS CHTHAJIOB C YYACTHEM ITUTO-
mrasmarraeckoro Ca®’ uist peryssiuy (yHKIMOHMPOBAHKS KICTKH MITH JUTS 3aIyCKa CIeA(IEeCKIX PeaKIIiii.
CHUrHalnbl ¢ y4acTHeM IUTO0301bHOT0 Ca’ KOHTPOJHUPYIOT MIMPOKUH CHEKTp KIETOYHBIX (DYHKIMH, BApbUPYIO-
UX OT KPaTKOBPEMEHHBIX PEaKINil, TAKMX KaK COKpPAIICHHWE W CEKpeIws, 10 Oojee AIUTENbHON Peryssiun
KIIETOYHOTO pocTa | npoiudepamund. OOBIYHO 3TH CHUTHAIBI BKIIOYAIOT HEKYI0O KOMOWHAIMIO BHICBOOOXKICHUS
Ca’’ u3 BHYTPHKJIETOUHBIX [EIO, TAKMX KaK JHIOMIasMatmueckmii peruxyaym (ER), m mputoka Ca®’ uepes
IUIa3MaTHYECcKyI0 MeMOpaHy. B oHOM mprMepe akTHBaIys KJISTKH HAaYWHAETCS CO CBS3BIBAHUS aroHUCTA C pe-
LENITOPOM Ha MOBEPXHOCTH MeMOpaHbl, KOTOPHIH cBsizaH ¢ pocdonmnazoit C (PLC) nocpeacTBoM MexaHu3ma ¢
yuactueM G-Oenka. Axtuanust PLC npuBoauT Kk nmpoaynupoBaHuio nHo3utol-1,4,5-rpudocdara (IP;), xoro-
DBiif, B CBOKO Ouepeb, akTuBUpyeT IP; perenTop, BhI3biBas BeicBoGOXKIeHHe Ca’ n3 ER. YMeHbIIeHN e KoTHue-
ctBa Ca”" B ER 3aTeM CHrHAIM3MPYET JUIs aKTHBAIMH JETO-yIPaBIIsSeMbIX KalbIHeBbIX KaHatoB (SOC).

Jleno-ynpansiemsrid (SOC) IpUTOK KabITUS TIPEICTABISET COOO0M Mporece B KIETOYHON (PU3HOIOTHH, KO-
TOPBIM KOHTPOJIUPYIOTCS TAKHE Pa3sHOOOpa3HbIe (GYHKINH, KaK, 0e3 OrpaHHYCHUS, TIOTIOTHEHNE BHYTPUKICTOY-
ubix geno Ca’’ (Putney et al. Cell, 75, 199-201, 1993), aktusarus pepmentaruBHoii aktusroctr (Fagan et al., J.
Biol. Chem. 275:26530-26537, 2000), tpaunckpunmuus rena (Lewis, Annu. Rev. Immunol. 19:497-521, 2001),
knetouHas nponudepamnus (Nunez et al., J. Physiol. 571.1, 57-73, 2006) u BbIcBoOOXAeHHE TUTOKUHOB (Wins-
low et al., Curr. Opin. Immunol. 15:299-307, 2003). B HEeKOTOpBIX KJETKaX, HE YyBCTBHTEIBHBIX K BO30YK/e-
HHIO, HAaIlpUMeEp, KJIEeTKaX KPOBH, MMMYHHBIX KJIETKaX, TeMOIIOITHYECKHUX KIETKax, T-TuMQOIHTax U TYUHBIX
KJI€TKaX, allMHApHBIX KJIETKaxX IMoJpKeynodHoi xenes3bl (PAC), kimeTkax SmuTenust ¥ MPOTOKOB APYTUX XKeje3
(HanpuMep, CIIOHHBIX JKele3), SHAOTEJMANbHBIX KIETKaxX W SHAOTEJNANBHBIX KIEeTKaX-TNpeaeCTBeHHUKAX,
SOC npuTOK IPOMCXOMUT C MOMOIIBIO AKTUBHPYEMBIX BBHICBOOOKICHMEM KaJbLMS KalbLHEBHIX KaHAJlOB
(CRAC), tuma SOC kanamna.

MexaHu3M MPUTOKA KaIbIHS Ha3BAIX AeTo-yIpasisieMbiM BxooM Kanbius (SOCE). Benku ctpoManbHBIX
B3anMOJeHCTBYIOMUX MOJIeKy (STIM) sSBISIFOTCS HEOOXOMUMBIM KOMITOHEHTOM ISl pyHKImoHUpoBanus SOC
KaHaJa, IpUYeM OHH CITy’KaT B Ka4ECTBE CEHCOPOB /IS BRIABIICHHUS MCUCPIAHUS KAJIBIUS BO BHYTPHUKICTOYHBIX
nero n st aktuBarmn SOC KaHaos.

I'omeocTas kanbuus.

Kinetounsiil romeocTas Kaablus ABJISIETCS PE3yJIbTATOM CYMMHUPOBAHUSI BO3JIEUCTBUI PETYIATOPHBIX CUC-
TEM, BOBJICYCHHBIX B KOHTPOJIb YPOBHEH BHYTPHUKIIETOYHOTO KaJbLIUS U €To nepeaABrmkeHnid. Kiletounslit romeo-
CTa3 KaJbLUs JOCTUTAETCs, 110 MEHBIIEH Mepe 0TYACTH, TIOCPEICTBOM CBS3BIBAHUS KaJIbIIMS U TIOCPEICTBOM IIe-
peMelIeHNs Kaablys B KIETKY M M3 KJIETKH 4epe3 IUIa3MaTHYeCKyl0 MeMOpaHy ¥ BHYTPHU KIETKH ITOCPEICTBOM
HepeNBIDKEHNS KLU Yepe3 MeMOpaHbl BHYTPHKIICTOUHBIX OpraHelul, B TOM YHCIe, HapuMep, SHAOIIa3Ma-
THYECKOTO PETHKYJIyMa, CapKOIUIa3MaTHYECKOTO PETHKYIyMa, MUTOXOHAPHH M OpTaHesll, yYacTBYIOUIUX B DH-
JIOIIUTO3€, B TOM YHCIIE YHJOCOM H JIN30COM.

[lepemernienne KambIis Yepe3 KICTOYHBIE MEMOPaHBI OCYIIECTBISECTCS C TOMOIIBIO CIIEIHATN3NPOBAHHBIX
6enkoB. Hampumep, kanbnuii M3 BHEKJIETOYHOTO MPOCTPAHCTBA MOXKET BXOAWTH B KJIETKY HYepe3 paziIndHbIC
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KaJIbI[EeBbIe KaHalbl W HaTpPUil/KaJbINEBBII OOMEHHHMK, U OH aKTHBHO BBITCCHSETCS M3 KIETKH C IOMOLIBIO
KaJIBIIMEBBIX HACOCOB M HATPHI/KalbLUEBBIX OOMEHHHUKOB. KasbIMii Tak)Ke MOYKET BBICBOOOXKIATHCSI M3 BHYT-
PEHHUX JIeNO TOCPEACTBOM PEICTITOPOB HHO3UTONTpH(pOChaTa WM pHAHOAMHOBBIX PEIEITOPOB, H OH MOXKET
MOTJIOMIATHCA ATUMHU OpPTaHeIUIaMH C TIOMOIIBIO KaIBIIMEBBIX HACOCOB.

Kanpouii MOXeT BXOIUTH B KIETKH C ITOMOIIBIO JII0OOOTO M3 HECKOJNBKHAX OOIMIMX KJIACCOB KaHAJOB, B TOM
qucie, 0e3 OrpaHWYeHUs, TOTEHIIHAI-YIIPABISEMBIX KaJbIeBbIX KaHanoB (VOC), memo-ympaBisieMbIX Kaib-
rueBbIx kaHanoB (SOC) u HaTpHii/KaTbIIMEBBIX OOMEHHHKOB, padoTaloNuX B 00paTHyto cropoHy. VOC kaHaIbI
AKTUBHPYIOTCA ACTIONsIpU3anreil MeMOpaHsl M 0OHAPYKUBAIOTCS B BOCIIPUUMYHBBIX K BO30YKICHHUIO KIIETKaX,
MOAOOHBIX HEPBHBIM M MBILICYHBIM, 1 OHH B OOJIBIIMHCTBE CBOEM HE OOHApYKHMBAIOTCS B KIIETKaX, HEBOCIPH-
MMUHBBIX K BO30YKIeHMIO. B HekoTOpEIX yeoBusax Ca® Moxer BXomuTh B KiIeTkn uepes Na'-Ca®" oOMeHHHKH,
paboraromniyie B 00paTHYIO CTOPOHY.

DHIOUNTO3 MPEICTaBISET APYTOH MPOIECC, C TOMOIIBI0 KOTOPOTO KJIETKH MOTYT IOTJIONIATh KaIbIUH 3
BHEKJICTOYHOH CpeJbl MOCPEICTBOM 3HAOCOM. KpoMe Toro, HEKOTOphIe KICTKH, HalpHUMep, SK30KpPUHHBIC KIIET-
KH, MOT'YT BEICBOOOX/IaTh KaJIBILIUH IIOCPEICTBOM IK30LIUTO3A.

KonmeHTparus kanbuus B NUTO30J€ YETKO PETyIUPYETCs, IPUYEM YPOBHH B COCTOSHHH ITOKOSI OOBIYHO
OIIEHUBAIOTCA KaK cocTapisiomue npuMepHo 0,1 MKM B KJIeTKax MIIEKOTIMTAIOIINX, B TO BpeMs KaK KOHIICHTpa-
U] BHEKJIETOYHOTO KaJlbIHUs, KaK MMPAaBHUJIO, COCTABISIET MPUOMM3UTENsHO 2 MM. DTa deTkas peryysius CIo-
COOCTBYET mepeiade CHTHAJIOB B KIETKH W BHYTPH KJIETOK ITOCPEICTBOM BPEMEHHOTO MOTOKA KaNbIHUS depe3
TUTa3MaTHYECKyI0 MeMOpaHy W MeMOpaHBI BHYTPHKJIETOYHBIX OpTaHeI. B KieTkax cymecTByeT MHOKECTBO
CHCTEM JJIsl BHYTPUKJIIETOYHOTO TPAaHCIOpTa KAIBIHUSA M Oy(epHBIX cucTeM, KOTOPBIE CIyXatT i (GOpMHpPOBa-
HHSI CUTHAJIOB C YYacTHEM BHYTPUKIETOYHOTO KaJbIUS U MOJICPKaHUs HU3KOIM KOHIEHTPAIMHU IIUTOILIA3MaTH-
YEeCKOro KaJIbLIUs B COCTOSIHUM ITOKOS. B KiIeTkax B COCTOSIHMM ITOKOS TJIaBHBIMH KOMITOHEHTaMH, BOBJICUCHHBI-
MH B TojJiepkaHne 0a3albHBIX YPOBHEH KajblLius, SBISIOTCS KAJIbIMEBbIE HACOCH M IYTH yTEYKH KaK B DHIO-
TUIa3MaTHYECKOM PETUKYIyME, TaK U B IUIa3MaTHUecKoil MemOpaHe. Hapyienne ypoBHeil KanbLys B IIUTO30JIC B
COCTOSIHHH TIOKOs1 OyZIeT BO3A€HCTBOBATh Ha Nepesiady KaJblIUii-3aBUCHUMBIX CUTHAJIOB U OyJeT SBIATHCS NCTOY-
HUKOM /e(eKTOB B psfe KICTOYHBIX mporeccoB. HamprimMep, B KieTouHOM mponudepanny 3aJeiicTBOBaHa JIJIH-
TeNbHAs TOCIIeI0BATEIFHOCTh NIEpeAayl CUTHANA C yJaCTHEM KalbIs. J[pyrue KIeTouHBIe IPOLECCH, B KOTO-
PBIX 3a[eicTBOBaHA Iepeaada CUTHANA C Y9acTHEeM KajblWs, BKIIOYAIOT B ceds, 63 OrpaHu4eHHs], CEKPEIHIo,
nepeaady CHUTHaja ¢ y9aCTHEM TPaHCKPUIIIMOHHEIX (aKTOPOB U OIUIOIOTBOPEHHE.

Pemenitopbl Ha MOBEPXHOCTH KJIETKH, KOTOpbIe akTHBUPYIOT (ochomumazy C (PLC), co3aaroT muT030J1h-
Hble CHTHaiBI ¢ yaactieM Ca’’ i3 BHYTpH- M BHEKJIETOYHBIX HCTOYHHKOB. IIepBOHAYATEHOE BPEMEHHOE MOBBI-
menne [Ca”"]i (KOHIEHTpaIKs BHYTPHKIETOYHOrO KAIbIHs) SBISETCS Pe3ylbTaToM BbICBOGONIeHMS Ca®  u3
sHnoa3Marndeckoro  perukynyma (ER), kortopoe 3amyckaercs mpoxykrom PLC, wHo3mtOn-1,4,5-
tpudocdarom (IP;), otkpriBatomim IP; penentopsr B ER (Streb et al. Nature, 306, 67-69, 1983). 3arem cneny-
10T JanbHeiimas pasa muTensHOro BXoga Ca®  uepes MIa3MaTHUYECKYH0 MEMOPaHy HOCPEICTBOM CIIEIHATH3U-
POBaHHBIX JETIO-YIIPaBIIEMbIX KaJlblMeBbIX kaHaioB (SOC) (B ciyyae KJIETOK, HE BOCIIPUUMYHUBBIX K BO30YX-
JeHuto, moJooHsIXx MMMYHHEIM PAC xitetkam, SOC kaHaJbl IPEACTABISIOT cOO0OH aKTHBUPYEMBIE BBICBOOOX-
JeHHeM Kaublmsi Kanbipesbie kanansi (CRAC)) B miasmatiaeckoii Mem6pane. Jlero-ympasisemsrii Bxoq Ca®'
(SOCE) npexcrasisier coboii mporece, Ipu KOTOpoM camo omycromenue aerno Ca’” akruupyer Ca’’ kaHans! B
1a3MaTHIeckoil MeMOpane, 4ToObl ToMOYb momnosHeHuto nemno (Putney, Cell Calcium, 7, 1-12, 1986; Parekh et
al., Physiol.Rev. 757-810; 2005). SOCE He TobK0 mpocto obecreunBaer Ca’' /s OMOTHEHHS IETIO, HO H CaM
MOXET TeHEPHPOBATH [THTEIbHBIC CHIHATBI ¢ yuacTHeM Ca’', KOTOpBIE KOHTPOTHPYIOT TAKHE HEOOXOIMMbIE
(yHKIMH, KaK dKCIIPECCHsI TeHOB, KIETOYHBIH MeTabonn3M u sk3o1mTo3 (Parekh and Putney, Physiol. Rev. 85,
757-810 (2005).

B nuMm¢onmTax ¥ TyYHBIX KICTKaX aKTHBAIUs aHTHTCHOM WM Fc-perientopamMu, COOTBETCTBCHHO, BBI3HI-
BaeT BhICBOOOXK/IeHHe Ca’ U3 BHYTPUKIETOUHBIX JIEIIO, UTO, B CBOKO OYEpe/lb, IPUBOIUT K mpuToKy Ca’ uepes
CRAC xanaisl B mia3Matndeckoii MemOpasre. [locieayromniee MOBBIIICHUE KOJTUYSCTBA BHYTPUKICTOUHOTO Ca**
aKTHBUPYET KaJbIMHEBPUH, Gocdarady, KkoTopas perynupyer TpaHckpunuuoHHbeH haktop NFAT. B kierkax B
coctositnuu nokost NFAT sBisiercst hochopunmupoBaHHBIM U HAXOAWTCS B IUTOINIA3Me, HO Korna oH aedocdo-
pumupyercs kanpiuHeBpuHOM, NFAT mepememaercs B sIpo M aKTHBHPYET Pa3IMYHbIE T€HETHYECKHE MPO-
TpaMMBI B 3aBUCHMOCTH OT yCJIOBUI CTHUMYISILIUU U THIA KIETKU. B 0TBeT Ha MH(EKINN U B X0/€ PEaKIH OT-
Top>keHust Tpanciutantata NFAT paGortaeT BMecTe ¢ TpaHCKpunIMOHHBIM (haktopoM AP-1 (Fos-Jun) B simpe
"3 dexTopHbIX" T-KIETOK, TEM CaMbIM TPaHC-aKTUBUPYS T€HBI IUTOKUHOB, T€HBI, KOTOPBIE PETYIHPYIOT MPO-
mudepanuto T-KIETOK, M OpyTrHe TeHbI, KOTOPhIe YIPaBIsSIOT aKTUBHOW MMMYHHOH peaknmeid (Rao et al., Annu
Rev Immunol., 1997; 15:707-47). B ommmume ot 3TOrO, B T-KIEeTKax, pacmo3Hammmx ayroaHtureHbl, NFAT
aKTHBUpYETCs B OTCYTcTBHE AP-1 M akTHBUpYET TPaHCKPUIIIMOHHYIO NPOTpaMMYy, U3BECTHYIO KaK "MMMYHOJIO-
rHYecKasi TOJIEPaHTHOCTL'", KOTOpast IMoJIaBIsieT ayToMMMYHHbIe peakuuu (Macian et al., Transcriptional mecha-
nisms underlying lymphocyte tolerance. Cell. 2002 Jun 14; 109(6):719-31). B noxnkiacce T-KkiIeTOK, H3BECTHOM
Kak peryisTopHble T-KIeTKH, KOTOpble MOAABIAIOT ayTOMMMYHHBIE PEaKIUH, ONOCPEIOBaHHBIE ayTOpearu-
pytommmu sddexropubiMu T-knetkamu, NFAT paboTaer BMecTe ¢ TpaHCKpUNIMOHHBEIM (akTopom FOXP3,
aKTUBHPYsI TeHBI, OTBETCTBEHHBIE 3a cymnpeccopuyio ¢ynkmuio (Wu et al., Cell, 2006 Jul 28; 126(2):375-87;
Rudensky AY, Gavin M, Zheng Y. Cell. 2006 Jul 28; 126(2):253-256).
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OunpomnazMatudeckuii perukynyM (ER) ocymectsister psn nponecco. ER urpaer poss kak notpedurens
Ca’', Tak M YYBCTBUTEIBHOTO K aroHuctaMm zaerno Ca’’, KpoMe TOTO, BHYTPH €ro MONOCTH MPOUCXOIUT (BoI-
JMHT/IIPOLIECCHHT GenKoB. B mocienseM ciiydae MHoroumcieHuble Ca’ -3aBHCHMBIC GeIIKH-IIATICPOHBI 06ecTie-
YHBAIOT, YTOOBl BHOBH CHHTE3MPOBAHHBIE OCJIKH CBOPAYMBAINCH MPAaBUIBHO, M HANPABIAIOT UX K COOTBETCT-
BYIOIIIEMY MeCTy Ha3HadeHHsA. ER Takke 3a1efiCTBOBaH B TPAHCIIOPTE ITy3BIPHKOB, BEICBOOOKICHHH CTPECCOBBIX
CHTHAJIOB, PEryJISIHE MeTabo i3Ma X0eCTepiHa | aronTose. Jlis MHOTHX M3 9THX mpomeccos Tpebyercst Ca®"
BHYTpH IIOJIOCTH, U BCE M3 HETIPaBHILHOTO (oanHTa O6emnka, peaknuii Ha ER-cTpecc n anomnTosa Moryt uHIynu-
poBaThCs TPH COKparieHn: Kommdectsa Ca’' B ER B TeueHHe UTHTEIBHBIX MEPHOIO0B BpeMeHH. IT0CKOIBKY OH
COZIEPXHUT OrpaHHueHHoe KommdyectBo Ca’’, momsTHO, uTo comepxkanne Ca’” B ER I0DKHO mMajgaTh MOCHE BBI-
cBoGoxIeHns 5Toro Ca”" B xoze cTumyssumy. TeM He MeHee, s COXpaHeHHs QYHKIMOHATBHOM [eTOCTHOCTH
ER sIBIsieTCS XKU3HEHHO BaKHBIM, 4TOOBI comeprxkanue Ca’’ He Magano CIMIIKOM HH3KO I MOIEPKHBATIOCH
10 MeHbIeil Mepe Ha HH3KOM ypoBHe. Takum oGpasom, momomHenue 3amacoB Ca’” B ER sBseTcss OCHOBHBIM
TIPOLIECCOM JIIsl BCEX DYKApHOTHUECKHX KIIeToK. [TockonbKy majgenne copepxkanns Ca’ B ER akTHBHpYeT aero-
ynpasnsiemeie Ca®” kaHambl B MITa3MaTHYECKOH MeMOpaHe, OCHOBHast GYHKIMS 9TOro myTH Bxoga Ca’ , Kak Imo-
JAraioT, 3aKII0YaeTes B MoiepKanii yposHei Ca’' B ER, KOTOpbIE SBIAIOTCS HEOOXOIMMBIMH IS HAJUIEHKA-
mero cuaTe3a u (ommuara 6enka. TeM He MeHee, aeno-ympasisieMbie Ca® KaHaNBI HTPAOT APYrHe BaXKHBIE PO-
.

[Nonnmanme nemo-ympaBisieMOTro BXOAa KaJbIHS 00€CIeUnBaIOCh AMEKTPOPI3HOIOTHISCKIMU HUCCIIE0-
BAHHSIMH, B KOTOPBIX OBIIO YCTAHOBJICHO, YTO MPOIECC OMYCTOIICHHS JIeM0 akTHBHPoBan Tok Ca’’ B TydHbIX
KIIETKAX, HAa3bIBAeMBbIil aKTHBUPYeMBIM BbicBoGokneHneM Ca’’ tokom Ca’’ mwmm ICRAC. ICRAC He akTHBHpY-
eTCS TOTEHIMANIOM, SBIIACTCS BXOAIIMM BBIIPSMIISIONIMM W HEOObIYaiHO M36UpaTeTbHbIM B oTHOmEH!HH Ca’ .
OH 0BT 0OHAPYKEH B HECKOJILKAX THUIAX KJIECTOK MPEUMYIIECTBEHHO TEMOIMO3THYECKOTO MpoucxoxkacHus. 1C-
RAC He sBnsieTCS CIMHCTBEHHBIM JICMO-YMPABIACMBIM TOKOM, H B HACTOSIIEEC BPEMs OYEBUIHO, YTO JCIIO-
YIPaBISEMBIi IPUTOK OXBATHIBACT ceMeitcTBO Ca’ -IPOHMI[ACMBIX KAHATOB C PA3HBIMH CBOWCTBAMH B PA3HBIX
tunax ki1eTok. [CRAC sBisiyics epBbIM AETIO-YIIPABIIEMBIM TOKOM Ca™, KOTOPBII OBLT OTHCaH, H OH OCTaCTCs
TIOITYIIPHOM MOJIENBIO TSl M3YUCHHUS ACTIO-yTIPABIIEMOTO TIPUTOKA.

Jleno-ynpaBisieMble KalblHeBBIE KaHAIBI MOTYT aKTUBHPOBATHCA JIIO00H MpoIeaypol, KOTopas OIMyCTO-
maer gero Ca’” B ER; MO-BHIMMOMY, He BaHO, KK OIYCTOMIAIOTCS JCMO, KOHEUHBIM PE3Y/IbTATOM SBIISETCS
aKTHBAIS JIENo-yrpasisieMoro Bxoga Ca’’. B (DM3HONOrHYECKHX YCIOBHSX OIYCTOLICHHE IO BBI3BIBACTCS
MOBBINIIEHHEM ypoBHe# IP3 wim npyrux CUTHAJIOB K BBICBOOOKICHHUIO Ca’ ¢ MOCIIEAYIOIIUM BBICBOOOXKICHUEM
Ca®" 3 gmemo. TeMm He MeHee, CyIIECTBYIOT HECKOJBKO APYTHX CIIOCOGOB OIMYCTOIICHHS ACMO. DTH CIOCOBHI
BKITIOYAIOT B ce0s1 CIeIyroIee:

1) moBbIieHUe KOHICHTpanuu IP; B 1iuro30me (mMocie CTUMYISIMK PELenTopa Wid JUalu3a IUTO30M C
UCTIONE30BaHUEM caMoro IP; WM pOJCTBEHHBIX COCIMHEHHU, MOJOOHBIX HEMETaOOIHM3UPYEMOMY aHAJOTy
Ins(2,4,5)P3);

2) npumenenne Ca®* noHO(oOpa (HanmpuMep, HOHOMHIIMHA) JUTs MepMeabutu3aruy Membpansi ER;

3) IManM3 MUTOILIA3MBI C HCIIOIB30BAHMEM BBICOKHX KOHIEHTpaumii xenatopos Ca’  (mampumep, EGTA
w BAPTA), 06pa3yiomumx xenaTHbli KoMiuieke ¢ Ca’’, KOTOpBIil BBITEKAET W3 LEII0, H, CISI0BATEIBHO, IPe-
JOTBPAIIAIONINX MOIIOTHEHHE JIETIO;

4) BO3IEiiCTBHE Ha CAPKOILIA3MATHICCKUIT/YHIOMIA3MAaTHIECKHil PeTHKYIyM HHrHonTopoB Ca® -AT®daszb!
(SERCA), nogoOHBIX TalCHTapruHy, MUKIOMHAa30HOBOW KUCIOTE U AU-TPET-OyTHITHAPOXHHOHY;

5) cerncubmmm3anysi pernentopoB IP; x ypoBHsM InsP3 B cocTOsSTHHMM TOKOSI ¢ WCITOJIb30BAHUEM CPEJICTB,
MOJJOOHBIX TUMEPOCATY; U

6) 3arpy3ka MPOHUKAIOIIMX Yepe3 MEeMOpaHy XeIaTOpOB METAJUTHYEeCKOTO Ca®*, momoGubix N,N,N',N'-
terpakuc(2-mupuamnmernn)atwieHruamuny (TPEN), HenocpencTseHHO B AetIo.

Bcenencrsue neiictBust macc TPEN cHIkaeT KOHIEHTpaLUIO HECBS3aHHOTO Ca** BHYTpH IOJIOCTH, HE U3-
MeHsst obiero komudectsa Ca’’ B €TI0, B pe3ysibTaTe 4ero reHepHpyeTCs 3aBUCHMBIH OT MCUEPIAHMS JETI0
CUTHAIL

OTH c0cOoObI OMYCTONICHUS JETI0 He JIUIICHBI MOTEHIIMAIBHBIX Tpo0sieM. [ TaBHOH 0COOCHHOCTBIO JIETIO-
ynpasmsieMoro Bxoga Ca®’ siBisieTcst TO, 94TO TPHCYTCTBYeT majeHne comepxkanus Ca’ B 1emo, H HET IOCIe-
JIYIOLIEro MOBBIIICHHS KOHIEHTPAIMH HToMTa3MaTiaeckoro Ca’’, KoTopoe akTBHpyeT KaHanbl. TeM He Me-
Hee, HOHOMUIIMH U 6J10kaTtopbl Hacoca SERCA 00BIYHO BBHI3BIBAIOT MOBBIMIEHUE KOHIIEHTPAIIUN [IUTOTIA3MATH-
geckoro Ca’’ BCEJCTBHME WMCUEpIAHHS JENO, M TaKoe MOBbIIeHHe ypoBHs Ca’  Moxer oTkpbiTh Ca’'-
AKTHBHPYEMbIC KATHOHHBIC KaHAIBI, IpoHHMIaemMbie it Ca’ . OIHIM croco6oM [UIs H30exKaHHs TAKHX IIPOGIeM
SABIIACTCS [IPUMEHEHHE CPEJCTB B YCIOBHSAX, MPH KOTOPHIX IUTOIUIa3MaTudeckuii Ca®" 6bin cubHO Gydepnso-
BaH BBICOKMMU KOHLEHTPALUsAMH X€JIaTopa Ca2+, Takoro kak EGTA min BAPTA.

Jeno-ynpaBisieMblif BXOJ KaJlbLusI.

[oHneHHAsT KOHIECHTPAIWS KaJbIMsS BO BHYTPUKICTOUHBIX JIETIO KANBIUA, TAKUX KaK dHIOILUIA3MaTHYC-
CKUH PETUKYIYM, SBISIOIIASACS PE3YIBTATOM BBRICBOOOXKICHUS KANBLUA U3 HUX, 00CCIICUNBACT CUTHAI IS MIPH-
TOKa KaJIbIIMs U3 BHEKJICTOYHOH CpElbl B KJIETKY. DTOT MPUTOK KaJbIHs, KOTOPBIA JaeT JUTUTCIHFHOE TOBBIIIIC-
HHUE KOHIEHTPAIMN IUTO30JIFHOTO KAJIBITHS 0 AOCTIKEHHA "TuIaTo", OOBIYHO HE OCHOBBIBAETCS HAa MOTCHIIMAI-
3aBHCHMBIX KaHAJaX [UIa3MaTHIeCKOW MeMOpaHBI M HE BKIIOYACT aKTHBAINIO KATBIUEBBIX KAHAIOB KAJIBITHEM.
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DTOT MEXaHU3M IPUTOKA KAIbIUS HA3bIBAIOT eMKOCTHBIM BX0A0M Kanblus (CCE), akTHBUPYEMBIM BBICBOOOXK-
JICHHEM KaIbITUs, JACTIO-yIPABIIEMBIM U YIIPABIIEMBIM HCUCPIIAHUEM BXOJIOM Kaiblus. [lemo-ynpaBiseMbrii
BXOJ KaJIBIIMSI MOXKET OBITh 3aIMcaH B BUAE HOHHOTO TOKA C XapaKTEPHBIMU CBOMCTBAMH. DTOT TOK Ha3bIBACTCS
Isoc (memo-ympaBnsieMblid TOK) WIH Icrac (AKTUBHPYEMBIIA BBICBOOOKICHUEM KaJIbITHS TOK).

OnekTpopU3NONOTHIECKU aHATH3 JENO-yIPaBIAEMBIX WM aKTHBHPYEMBIX BBICBOOOXKICHHEM KaJIbIIHS
TOKOB BBISIBIWJI XapaKTepHble Onodu3ndeckue cBoiicTsa (cM., HanpumMep, Parekh and Penner (1997) Physiol. Rev.
77:901-930) sTux TokOB. Hampumep, TOK MOXET aKTHBHUPOBATHCS MPHW HCUEPIIAHUN BHYTPUKIETOUYHBIX JCTIO
KaJbIUs (HarpuMep, Mo IecTBHEM He(HU3HOIOTHUECKIX aKTHBATOPOB, TakuX Kak Tarcuraprud, CPA, noHo-
munuH 1 BAPTA, a Takke QuU3n0I0rn4eckux akTHBaTOPOB, TakuX Kak IP3), 1 OH MoeT ObITh N30HpaTeIbHBIM
B OTHOIICHUU JBYXBAJICHTHBIX KATHOHOB, TAKMX KaK KaJbIIHi, B CPABHCHUU C OJHOBAJIICHTHEIMH HOHAMH B (DU-
3HOJIOTHYECKHUX PACTBOPAaX WIIM YCIOBUAX, HA HETO MOTYT OKAa3bIBATh BIMSHUC M3MCHCHHS YPOBHEH IIMTO30JIb-
HOTO KaJIBIUS, U OH MOXET ITOKa3bIBaTh M3MCHEHHYIO CEJICKTUBHOCTh U MPOBOJUMOCTD B MPUCYTCTBUU HU3ZKHX
KOHIICHTPAIMI BHCKJICTOYHBIX JIBYXBaJICHTHBIX KaTHOHOB. TOK Takke MOXET OJIOKHPOBATHCS HIIH YCHIUBATHCS
2-APB (B 3aBHCHMOCTH OT KOHIIEHTpALHH), i oH Grnokupyercs SKF96365 u Gd** u 06bIuHO MOXeT OBITH OMH-
CaH KaK TOK KaJIBIHsI, KOTOPBIi HE SBIISETCS CTPOTO MOTEHINAII-3aBICHMBIM.

B uccnenoBannsax MeTooM (UKCAIMX IMOTEHIIMANA HA TyYHBIX KJIeTKax U T-KieTKax Jeiko3a muHnn Jur-
kat ycranoBumm mexanm3M CRAC BXoja Kak MOHHBIH KaHAI ¢ OTIMYUTEIBHBIMU OHO(DU3NIECKUMH XapaKTepH-
CTHKAMH, BKTIOYAIONINMH B Ce0s BEICOKYIO CEIEKTHBHOCT B oTHOICHHH Ca’’ COBMECTHO ¢ Upe3BBIYaiHO HU3-
KO MpOBOIUMOCTHIO. bosiee Toro, 6bu10 mokazano, 4To CRAC kaHaT yIOBIETBOPSIET CTPOTHM KPUTEPHUSAM IS
JIETIO-YIPaBISIEMbIX KaHAJIOB, KOTOPBIE 3aKIIOYAIOTCS B aKTHBALMHU MCKITIOUUTEIHHO ITOA ACUCTBHEM CHIDKCHHS
kounenTpamun Ca”" B ER, a He 1m0 JeHCTBHEM IMTO30716HOTO Kabims Ca’’ MM APYrHX MecceHmKepoB, oopa-
3yembix PLC (Prakriya et al., B Molecular and Cellular Insights into Ion Channel Biology (ed. Robert Maue)
121-140 (Elsevier Science, Amsterdam, 2004)).

Perynsnus neno-ynpapisieMoro BXo/1a KaJblUs BHYTPUKICTOYHBIMH JICTIO KaJbIIHS.

Jeno-ynpaBisieMblil BXOJ KaJbIHs PErYIHPYETCS YPOBHEM KalbIHs BO BHYTPUKJICTOYHOM JIETIO KaJbIIUs.
BryTpukieTouHBIe IEMO KaJbIUA MOTYT OBITh 0XapaKTEPU30BaHBI IO TYBCTBUTEIHHOCTH K CPEICTBAM, KOTOPHIC
MOTYT OBITh (PH3MOIIOTHYECKHMHU WIH (HapMaKOJIOTHUECKUMH, aKTHBHPYIOUINM BBICBOOOXKICHHE KaNbIUS W3
JIETI0 WM WHTHOMPYIOMIMM ITOTJIOMIEHHE KaJdblXs B JETo. PaznuyHple KISTKH HMOIBEPIIINCH MCCICIOBAHUIO C
[ENBI0 XapaKTePUCTUKN BHYTPUKICTOYHBIX JCTIO KaJdbIHA, M JACIO OBUIM 0XapaKTePHU30BAHBI KaK TyBCTBHUTEIb-
HBIE K pa3IMYHBIM CPEACTBaM, B TOM UHcie, 0e3 orpaHndeHus, K [P; u coemuHeHnsAM, KOTOPhIe OKa3bIBAIOT BO3-
nerictBue Ha IP; pemenrop, Tarncuraprudy, HOHOMHUIMHY W/win mukmmdeckoi AJ[®-pubosze (cADPR) (cm., Ha-
npumep, Berridge (1993) Nature 361:315-325; Churchill and Louis (1999) Am. J. Physiol. 276:C426-C434;
Dargie et al. (1990) Cell Regul. 1:279-290; Gerasimenko et al. (1996) Cell 84:473-480; Gromoda et al. (1995)
FEBS Lett. 360:303-306; Guse et al. (1999) Nature 398:70-73).

HaxkormieHne Kamblvs B JACMO-OPTaHEIIaX HIOIUIA3MATHYCCKOTO PETUKYIIyMa M CapKOILTa3MaTHYEeCKOTO
petukyinyma (SR; crienuanu3upoBaHHBI BapUAHT dHIOINIA3MATHYECKOTO PETUKYIyMa B MMOMEPEYHO-TI0N0CATOM
MBIIIIIE) JOCTHTACTCS ¢ TOMOIIBIO KaiubleBbIX AT®da3 capKoIia3MaTHUECKOTO-IHI0MIIa3MAaTHIECKOTO PETHKY-
nyma (SERCA), 0OBIYHO Ha3bIBAEMBIX KaJbIIMEBBIMH HacOCaMHU. B xoJie mepempaun curHana (T.e. KOTaa KaHajbl
SH/IOTIA3MATHYECKOT0 PETHKYIyMa aKTHBHPYIOTCS Ui oOecredeHus] BRICBOOOKICHUS KaJbIMs M3 DHIIOIIIA3-
MaTHYECKOTO PETHKYJIyMa B HUTOIUIA3MY) KaIbIHil B HAOIUIA3MATHYECKOM PETHKYIyMe MOIMOIHICTCS C TIOMO-
mpio Hacoca SERCA muTormiazMaTHIeckuM KajabIIeM, KOTOPBIH BOIIEN B KIETKY M3 BHEKJICTOUHOH cpensl (Yu
and Hinkle (2000) J. Biol. Chem. 275:23648-23653; Hofer et al. (1998) EMBO J. 17:1986-1995).

BrIcBOOOXKTATOMIME KATBIMIA KaHAJBI, aCCOMUMPOBAHHBIC ¢ [P; U pHaHOMMHOBEIMHE perienTopamMu, odecrie-
YUBAOT KOHTPOJIHPYEMOE BHICBOOOKICHUE KaNBIHS U3 SHIOIUIA3MATHYECKOTO M CApKOIUIA3MATHUCCKOTO PETH-
KyJlyMa B IIUTOIUIa3MYy, IPUBOJIAIICE B PE3yJbTaTe K BPEMEHHBIM MOBBIIICHUSAM KOHICHTPAIMYA KAJBIUSA B IIH-
tormna3me. [P; perenrop-omocpetoBaHHOE BEICBOOOXKICHUE KAbIUs 3amyckaercs [P3;, oOpasyromumces npu pas-
pyumernu (HochOUHO3UTHIOB TUIa3MaTHYSCKOW MeMOpaHbl moa neiictBueM ¢ochomunassl C, KOTOpas aKTHBH-
pyeTCs IPH CBSI3BIBAHUY arOHKCTA CO CBS3aHHBIM ¢ G-0EITKOM PElenTOpOM Ha ITa3MaTHYCCKOW MeMOpaHe HITH
TUPO3UHKHHA30H. OmocpenoBaHHOE PHAHOAMHOBBIM PEIENTOPOM BBICBOOOKACHHE KAJBIUS 3aIyCKaeTcs II0-
BBIIIICHUEM KOHIICHTPAIIMH KAJIBIU B IIUTOIUIa3ME M Ha3BIBACTCA KaJbIMH-MHIYIHPYEMBIM BBICBOOOKICHUEM
kanbitus (CICR). AKTHBHOCTh PHAHOAMHOBBIX PEIENTOPOB (KOTOPBIC XapaKTepu3yIoTcs ap(hUHHOCTHIO B OTHO-
MICHAW PUAHOJUHA M KOPEHHA) TaKXKE MOXKET peryaupoBaThes mukiandeckoid AJID-pubo3oit. Takum oOpazom,
YPOBHH KaJIbITUS B €TI0 U B IHUTOIIIa3Me KoJieOmroTes. Hanprumep, KOHIEHTpaIis HecBsi3aHHOTO Kanbnus B ER
MOXKET CHIDKATHCS C IuamnazoHa mpuosmsurensbHo 60-400 MxM mo mpubmusutensro 1-50 MxM, xorma Hela
KJIETKH 00pabaThIBalOT TUCTAMUHOM, arOHHCTOM cBsi3aHHBIX ¢ PLC rucramMmuHOBBIX perienropos (Miyawaki et al.
(1997) Nature 388:882-887). [emo-ynpaBisieMblii BXOJ KaJbIIUs aKTHBHPYETCS 110 MEpPE TOTO, KaK CHIKACTCS
KOHIICHTPAIUS HECBA3aHHOTO KANBIUSI BO BHYTPUKICTOYHBIX Neno. TakuM o0Opa3oM, McuUepriaHWe Kaiblus B
JICTIO, a TaKXKe OJHOBPEMEHHOE TOBBIIICHAC KOHIICHTPALWHU KaJbIMA B IUTO30JIC MOTYT PEryJIUPOBATh JCTIO-
YIpaBISIEMBIiA BXOJ KaJIbIIHS B KICTKH.

Bydepuzanus nuTomIa3MaTi4eckoro KambIlHs.

AKTHUBAIMsI arOHUCTaMH TPOIIECCOB NEpeaadn CUTHajla B KIETKaX MOJKET BKIIIOYATH PE3KHE TOBBIIICHUS
MPOHUIIAEMOCTH [UISA KaJIbIHS YHIOMIIA3MAaTHIECKOTO PETHKYIIyMa, HallpUMep, IIOCPEICTBOM OTKPBITHS KaHAJIOB,
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cBs3aHHBIX ¢ [P3; perenTopoM, W IIa3MaTHYECKOW MEMOpaHBI MOCPEACTBOM JICHO-YIIPABISEMOTO BXOIa Kalb-
s, DTH MOBBIMICHUS TPOHUAIACMOCTH JUTS KaJIBITHSI ACCOIIMUPOBAHEI C TIOBBINICHHEM KOHIICHTPAIIUN KAJIBIUS B
IIUTO30JIe, KOTOPOE MOXKHO pa3feiiiTh Ha IBa KOMIIOHEHTA: "MUK" BHICBOOOKACHHUS KaIBIVSI U3 dHIOTUIA3MATH-
YeCKOTO PETUKYJIyMa BO BpeMs akTuBanuu IP; pemenropa u ¢asza "mimaro", koTopas npeacTaBiseT coOoi mim-
TEJIbHOE TOBBIIICHUE YPOBHEH KalbIHs, SBIISIONICECS PE3yIbTaTOM BXOAA KalbIW B IIMTOIIA3My W3 BHEKJIC-
TOYHOH cpensl. [locie cTUMYNAINE KOHIICHTPAU HECBA3aHHOTO KAJIBITUS BHYTPH KJIETKU B COCTOSHUH TTOKOS,
cocrasistomas nmpuodausutenbao 100 HM, MOXeT Bo3pacTaTh, B IIejoM, 1o Oosiee yeM | MKM U BBIIIe B MHKPO-
JoMeHax KIeTKH. KileTka MoayupyeT 3TH KalbIINEeBBIC CHTHANBI C HCIIOIB30BAHUEM YHIOTEHHBIX 0ydepoB mis
KaJbIYs, BKIIOYAIOMINX B ce0s (PU3HOIOTHICCKYIO Oy(epu3aluio opraHeiulaMi, TaKUMU KaK MUTOXOHJIIPHH,
SHJIOTIA3MATHYCCKUI PETHKYIYM U ammapar [ onbmku. MUTOXOHIPHUATEHOE MOTIONICHHES KATBIUS MOCPEICT-
BOM YHHUIIOpTa BO BHYTPEHHEH MeMOpaHe MPOUCXOIUT MOJ JCHCTBUEM OOJBIIOTO OTPUIATEIHFHOTO MEMOPaHHO-
TO MOTEHIAIa MUTOXOHIPHATBHON MEMOpPaHbI, 1 HAKOTUICHHBIA KaJbIIUI MEIICHHO BHICBOOOXKIACTCS C TIOMO-
NIBI0 HATPUH-3aBUCHMBIX U HATPHH-HE3aBUCUMBIX OOMEHHUKOB ¥, B HEKOTOPBIX YCIOBHUAX, TOPHI, BBI3BIBAIOIICH
Hepexojl MUTOXOHIPHUAIbHOM MeMOpaHbl B COCTOsIHNE BBICOKOH nponutiaemoctu (PTP). Takum o6pa3om, MuTto-
XOHAPUH MOTYT AEHCTBOBATH B KadecTBe Oy(epoB IS KaJbIH, TOTJIONasi KaJbIMid BO BpeMsl MEPUOJIOB Kile-
TOYHON aKTHUBAIWU, M OHH MOTYT MEIJICHHO BEICBOOOKIATH ero mo3ke. [lornomenue KaabItis B 3HI0IUIa3MaTH-
YeCKUU PEeTUKYIYM perynupyercs kaibieBoi ATda30#l capkoIia3MaTHdecKoTo M SHIOIIa3MaTHIECKOTO pe-
tukyiayma (SERCA). Iormomenue kanpius B anmapar ['oJdbIKA omocpeayeTcsl KaabIIUi-TpaHCIIOPTHPYIOIICH
AT®azoit P-tuma (PMR/ATP2C;). Kpome Toro, CymecTByeT CBUACTEILCTBO, YTO 3HAYUTEILHOE KOJMYECTBO
KaJbIIMs, BEICBOOOXKIaeMOTro mmocie akTuBanuu IP; pernentopom, BEITECHAETCS U3 KIETKH MOJ JEHCTBUEM Kalb-
eBoil AT®a3bl mazmaTndyeckoid MeMmOpansl. Hanpumep, kanbieBbie AT®a3bl miazMaTnaeckod MeMOpaHsbl
MPEJCTABIISIIOT MPEOOIANAONINi MEXaHU3M BEIBCICHUS KaJNbIUS U3 YeOBEYECKHX T-KieTok u kieTok Jurkat,
XOTSl HATPUI/KaNbIUCBBI OOMEH TaKXKe y4acTBYET B BHIBCICHUH KANbIUS U3 YeloBedeckux T-kieTok. B 3ama-
CaIOIIMX KAJBIIUI OpraHeiuIax MOHBI KAJBIUs MOTYT OBITh CBSI3aHBI CO CIICIMATU3UPOBAHHBIME Oydepr3yromniu-
MU KaJbIMi OeNKaMH, TAKUMHU KaK, HaIpUMEpP, KaJbCEKBCCTPHUHBI, KAIbPCTUKYIMHBI U KalbHEKCHHBI. Kpome
TOTO, B LUTO30JIC MPHUCYTCTBYIOT OyhepHsyromue KaubIMid OeNKH, KOTOPhIE MOAYIUPYIOT ITHKOBBIE YPOBHH
KaJbIXs U TIOMOTAIOT B IIEpepaclpeie]IecHHH HOHOB Kaiublus. TakuM oOpa3oM, OEIKH U IpyTue MOJIEKYIbI, IPH-
HUMAIOIIUE YYacTHe B TFOOOM M3 3THX M IPYTUX MEXaHU3MOB, IOCPEACTBOM KOTOPBIX MOTYT CHHKAThCS YPOBHU
IIUTO30JILHOTO KaJBIIHS, PEICTABISAIOT CO00H Oenku, 3a/1elicTBOBaHHbIE B OyQepru3aiuu IUTOTUIA3MaTHIECKOTO
KaJbITUsl, YIaCTBYIOIINE B HEW W/win oOecrieunBatoniue ee. TakuM oOpazom, Oydepusamus mUTOIIIa3MaTHIC-
CKOTO KaNbIUs TIOMOTAET Peryanposath yposar Ca’’ B IUTOIIa3Me BO BPEMs [EPHONOB UTHTENHHONO BXONA
kaipius yepe3 SOC kaHAJIBI WM UMITYJIECOB BRICBOOOKICHUS Ca®". BosbIne MOBBIMICHHS ypOBHeH Ca®" B -
TOIUIa3Me WJIHU nonoJyiHeHue aemno aeaktusupyoT SOCE.

[Mocnenyronue cOOBITHS, OTIOCPEIYEMBIC BXOIOM KaJIbIIHS.

B nomonmHeHre K M3MEHEHUSM BO BHYTPUKICTOYHBIX JICMO KaJbIHs JCTO-YIPABISIEMBIA BXOJA KaJbIIHS
BO3JCUCTBYET Ha MHOXECTBO COOBITHI, KOTOPBIC CICAYIOT 3a JIEHO-YIPaBISICMBIMA U3MEHCHHUSIMHU HIIU JIOTIOJ-
usoT ux. Hanpumep, nputok Ca®’ mpHMBOAMT B pesymbTaTe K AKTHBALMH OONBIIOTO YHCIA KATbMOIYITHH-
3aBUCUMBIX (DEpMEHTOB, B TOM YHCIIE CEPHHOBOH (ocdaraspl - KambIMHEBpPUHA. AKTHBAIUS KaJbIMHEBPHHA
MOJ ICHCTBHEM TIOBBIIICHUS! YPOBHS BHYTPHUKIETOYHOT'O KANBIUS MPUBOANT B PE3yIbTaTe K PE3KUM CEKPETOp-
HBIM TIpOIeccaM, TaKUM KakK JETPaHyJIIIHSA TYYHBIX KIETOK. AKTHBUPOBAHHbBIC TYYHbIC KJIETKH BHICBOOOKAAIOT
npeBapUTEeILHO 00pa30BaHHBIC TPAHYIIBI, COJICpKAIUE THCTaMuH, renapuH, TNFo u ¢epMeHTsI, Takue Kak [3-
rexco3aMuHmuna3a. HexoTopsle Ki1eTogHble COOBITHS, Takue Kak mponudeparys B- n T-xieTok, TpeOyoT am-
TENBHOW TIepeladyd CHUTHATAa C YJYacTHEM KaJBIMHEBPHHA, [UII KOTOPOW TpeOyeTcs ATUTEIbHOE MOBBHIIICHHE
YPOBHSI BHYTPHUKJIETOYHOTO KaNbIU. PAx TpaHCKPHIIIHOHHBIX (PaKTOPOB PETYIHPYIOTCS KaNbIUHEBPHHOM, B
toMm uuciie NFAT (saepHbiii haktop aktuBupoBaHHBIX T-kietok), MEF, u NFkB. TpanckpunuuoHHble GakTo-
pet NFAT wurparor BaKHbIC POJM B MHOTHX THIAX KJIETOK, B TOM YHCIIC B UMMYHHBIX KJICTKaX. B UMMYHHBIX
kinetkax NFAT omocpenyet TpaHCKPHUIIIUIO OOJBIIOTO YUCIA MOJICKYJI, B TOM YHCJIC [IUTOKHHOB, XEMOKHHOB U
PelenTopOB KIETOYHOH moBepXHOCTH. TpaHckpunuonHeie 31eMeHTH 11 NFAT Obutn 00Hapy»KEHBI B IPOMO-
TOpaxX MUTOKWHOB, Takux Kak 1L-2, IL-3, IL-4, IL-5, IL-8, IL-13, a Taxxke (akropa Hekpo3a Omyxojei anbda
(TNFa), rpanymonurapHoro kKoJoHuectumynupytomiero ¢akropa (G-CSF) u ramma-uatepdepona (y-IFN).

AxrtuHocTh OesikoB NFAT perynupyercst ypoBHeM ux (ochopHIMpOoBaHus, KOTOPHIH, B CBOIO OYepesb,
perynupyercs Kak KambIuHeBpUHOM, Tak U NFAT kuHazamMu. AKTUBaIUs KaJbIUHEBPUHA MPH IMOBBIIICHUU
YpOBHEW BHYTPHKICTOYHOTO KalbIMs MPUBOIUT B pe3yibrare k nedochopmmmpoBanno NFAT u ero mpoHHK-
HOBeHHIO B s7po. [ToBTOpHOE (hochopunmupoBanre NFAT mMackupyeT mociieoBaTeIbHOCTD SIEPHOM JIOKaTN3a-
uu B NFAT u npefoTBpaimaer ero nonaganue B sapo. [IoCKONBKY CyIIecTBYeT CHIbHAS 3aBUCHIMOCTB OT OTIO-
CPEIOBAaHHOTO KaJbIIMHEBPHHOM JAehochOoprinpoBaHus A JoKamn3auuu U akTuBHOCTH, NFAT sBisercs qyB-
CTBHUTEIBHBIM HHANKATOPOM YPOBHEH HECBS3aHHOTO KaJIbIINS BHYTPH KICTKH.

WHrunbuTOpH! KaabIIMeBbIX KaHAJIOB.

B naHHOM JOKYMEHTE PAacKpBIT Psill MHTHOWTOPOB KaJbIIMEBHIX KaHAJIOB, COOTBETCTBYIOIIMX cHoco0am,
KOMITO3HUITUSIM, CXEMaM BBEJICHUS M KOMIIO3HUIUAM JIJIsl IPUMEHEHHUSI, PACKPBITHIM B JAHHOM JIOKYMEHTE. B coot-
BETCTBHU C HCKOTOPHIMH BapHAaHTAMH OCYIIIECTBICHUS WHTHOWTOP KAJBIMCBBIX KAHAJIOB IPEACTABISCT COOOM
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uaruourop SOC. B COOTBETCTBUHM ¢ HEKOTOPHIMU BapHAHTAMHU OCYIICCTBICHUS MHIHOUTOP KaJbIIMEBHIX KaHAa-
noB npenactaBisieT coboit marnouTop CRAC. B cOOTBETCTBUU ¢ HEKOTOPHIMH BapUaHTAMHU OCYIICCTBIICHUS WH-
THOWTOP KAJIBIMEBHIX KaHAIOB MHTHOUPYET KaHal, coaepxamuii 6esok STIM1. B cooTBeTcTBHM ¢ HEKOTOPBIMH
BapHaHTAMH OCYIIECTBIICHNSI WHTHOUTOP KaJbIMEBBIX KaHAJIOB MHTHOMPYET KaHal, coAeprxkammid 6emok Orail.
B cOOTBETCTBUM C HEKOTOPHIMH BapHUaHTAMHU OCYIICCTBICHUS MHTMOUTOP KaJbI[MEBBIX KAHAJIOB WHTHOUpYET
KaHal, coaepxamuii 6emox Orai2.

B COOTBETCTBHHU C HEKOTOPHIMU BapHaHTAaMH OCYIIECTBJICHHUS COSIMHEHHUE TPECTABISIET CO00 coemuHe-
HHE, UMEIOIIEee CTPYKTYPY:

\/o\\

N A~

I=

/
A

WIN ero (apMaleBTHIECKH PUEMIIEMYIO COJIb, (hapMalleBTUYECKH NPUEMIIEMBIH COJIbBAT WM (apMareB-
THUYECKH PUEMIIEMOE TIPOJIEKAPCTBO.

B cooTBeTCTBUYM C HEKOTOPBIMH BapHAaHTaMH OCYIIECTBICHUS COEIMHEHHE BEIOPAHO M3 MEpeyHs CoeTUHe-
HUH, coJIeprKaIero: N-(5-(6-xmop-2,2-mupropdenzo[d][ 1,3 ] muokcon-5-wmn)nmupazun-2-wmi)-2-pTop-6-
MeTHI0eH3aMuA. B cOOTBETCTBIM C HEKOTOPHIMHU ACTIEKTaMH HHIHOUTOP BHYTPHKIIETOYHOH IIepejady CUTHaJa C
y4acTHeM KaJbIlus TpeAcTaBisieT coboit coeamaenne N-(5-(6-xmop-2,2-mudTopoenso[d][1,3]anokcon-5-
W)MpasuH-2-mi)-2-hTop-6-MeTmideH3aMuIa Wi ero (GapMaleBTHIeCKH MPUEMIIEMYIO COJlb, (papMarieBTHYIe-
CKH IIPUEMJICMBIH COJIbBAT WM (hapMalleBTHYECKH ITPUEMIIEMOE ITPOJIEKapCTBO. B COOTBETCTBHH C HEKOTOPHIMH
acIleKTaMH MHTHOMTOP BHYTPHKICTOYHOH Iepefadd CHIHala ¢ yYacTHeM KaJIbIWs BBIOpaH M3 YHCIIA COCAUHe-
HUH N-(5-(6-3TOKCH-4-METHITTUPUIH-3 -IT)TUPA3UH-2-11)-2,6-1udTopOeH3aMH 1A, N-(5-(2-3TH11-6-
MeTmioen3o[d|okcazon-S-mn)mupuanH-2-un)-3,5-audropuzonnkornHamuna, N-(4-(1-stun-3-(tnaszon-2-w)-1H-
npason-5-un)pennn)-2-gropdensamuna, N-(5-(1-atmn-3-(tpudropmerin)-1 H-nupazon-5-un)nupasun-2-mm)-
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2,4,6-tpudropbensamuna,  4-xmnop-1-metni-N-(4-(1-metmn-3-(tpudropmerun)-1 H-mmpazon-5-nm)penwmn)-1H-

HMpa3o-5-kapOooKcamua, N-(4-(3-(aupropmernin)-5-metun-1 H-mmpazon-1-nn)-3-dpropdenun)-2,6-
nmudTopOeH3aMuUa, N-(4-(3-(audpTopmeTrn)-5-metwn-1 H-mupazon-1-mm)-3-dpropdennn)-2,4,6-
TpudTOpOCH3aMH 1A, N-(4-(3-(audpTopmeTnn)- 1 -metwn-1 H-mupazon-5-mn)-3-dpropdennn)-2,4,6-

TpudTopobeHzamuna, 4-xiaop-N-(3-drop-4-(1-metnn-3-(tpudropmerin)- 1 H-mupazon-5-wmn)penwmn)- 1 -metmn-1H-
nupasof-5-kapbokcamuna, 3-¢prop-4-(1-metnin-3-(tpudropmetin)- 1 H-upazon-5-mm)-N-((3-MeTruaIm30THa3o-
4-wIm)MeTHIT)aHIITNHA, N-(5-(7-xmn0p-2,3-muruapo-[ 1,4 mmokcuHo| 2,3 -b [mupuauH-6-ui1)MupuauH-2-1i)-2,6-
mudTopoenzamuaa, N-(2,6-nmudTopoensmn)-5-(1-o1un-3-(tnazon-2-wmn)- 1 H-mupason-5-wn) mupuMunH-2 -aMiuHa,
3,5-mudpTop-N-(3-prop-4-(3-meTmi-1-(tuazon-2-un)- 1 H-nmupazon-4-wn)penmn)nzonnkornHamuna, S-(1-meru-
3-(rpudropmernin)-1H-nupazon-5-mm)-N-(2,4,6-tpudTopOeH3 M) IUPUIUH-2 -aMHHa, N-(5-(1-3Tmn-3-
(rpudropmernin)-1H-nupaszon-5-wn)mupuann-2-un)-2,4,6-rpudropdbenzamua, N-(5-(5-xnop-2-
MeTmi6en30[d|okca3omn-6-mn)nupazuH-2-un)-2,6-1udpTopoeH3amuaa, N-(5-(6-3TOKCH-4-METUNTTUPUIUH-3 -
W) THa301-2-1)-2,3,6-Tpud ropdeHsamua, N-(5-(1-atun-3-(rpudropmerin)- 1 H-nmupazon-5-mm) mmpuans-2-
win)-2,3,6-tpudropdbensamua, 2,3,6-tpudrop-N-(3-¢pTop-4-(1-metni-3-(tpudropmernin)- 1 H-nupazon-5-
nn)ennn)oenzamuna, 2,6-mudTop-N-(4-(5-MeTmi-2-(tpudropmernin)okcazon-4-mi)dpennn)oeH3amuaa uian N-
(5-(6-xmop-2,2-muropoenszo[d][ 1,3 |auokcon-5-um)nupasun-2-un)-2-pTop-6-MeTHIIOCH3aMuIa WK UX (apma-
HEBTHYECKN TPHUEMIIEMON COJIH, (hapMaIleBTHYECKH IMPUEMIIEMOTO COJIbBaTa MM (papMameBTHUECKH MpHeMIIe-
MOTO TIPOJIEKapCTBA.

[lepenada curaana ¢ yqyacTueM KaJbIUsA U 3T0POBBE MTOKEITYJOUHOM JKEeIIe3bl.

Ilepenaya curHana ¢ yyacTheM KajbIUsl SBJISETCS OCHOBHOM JII aKTUBHOCTH 3/I0POBOM MOKEITYA0UYHOM
xkenesbl. [Inma crumynupyer BeicBoOOXkIeHne anetwixoinHa (ACh) m xoneumcroxunnHa (CCK), kortopsie
B3aUMOJICHCTBYIOT coO cBs3aHHBIMHU ¢ (ocdonumnazoit C (PLC) peuenropaMn Ha alMHAapHBIX KJIETKaX ITOJKEIy-
nmounoit skene3sl (PAC). B 3mopoBeix PAC ACh mwnu CCK penenrtopsl 3amyckaroT odpaszoBanue I1P;, 1,4,5-
uHosurontpudocdara, koropsiit quddyHIMPYEeT B anukanbHylo obsacte M cTUMyiupyer IP; pernenTopsr Ha
sujonnasMatudeckom perukymyme (ER) k BeicBoGOxIeHM0 Ca®’ KOHTPOIHpPYEMBIM HMITY/IECHBIM CIIOCOOOM.
Konebanus yposHsi Ca’’ cTHMYIHPYIOT BBICBOGOKICHHE 3HMOTCHOB (IIPO(GEPMEHTOB) B IPOTOK MOKETY04-
HOit xkernesst. Co BpeMeHeM HeoGxomumo momoiaerne Ca’’ B ER, KOTOpOE OCYIIECTBISIETCS TOCPEACTBOM Clia-
6oii aktuBanmu CRAC kaHasnoB B 0azonarepaibHO#M 00J1aCcTH KISTKH.

B ompeneneHHBIX CUTyaluIX (HAIpUMep, IIPH AJIKOTOJIN3ME T HEYMEPEHHOM YIIOTPEOJICHNUH aJKOT O,
JKETYHBIX KaMHSX | T.J.) STHIIOBBIE CI0XHBIE dGupbl )kupHBIX KUCIOT (FAEE), o0pasyromuecs: U3 aKorois Win
JKEITYHBIC KUCIIOTHI, KOTOPBIE HaKAIUTMBAIOTCS BCJIEACTBHE 00pa30BaHUS >KETYHBIX KaMHeH, muddyHaupyoT B
PAC. Buytpu PAC FAEE u KeluHble KHCIOTBI BBI3BIBAIOT MAacCHPOBAHHOE BhICBOGOXkIeHHe Ca” u3 ER mo0-
cpeactBoM aktuBanuu IP; penenropos. I'mnepcrumyisinmss CCK penenTopoB Takke MOXET BBI3BaTh CHIIBHOE
BhIcBOGOXKaeHHe Ca’" 3 neno B ER. Omycromenue nero Ca®” npusoaut k runepaktusamuin CRAC kaHasos,
BBI3BIBAIONICH W30BITOYHEIN MPHUTOK Ca®". Bompmioit TIPUTOK Ca®" BEI3BIBAET BBHICBOOOYXK/ICHHE (epMeHTOB U3
3MMOTCHHBIX TPaHyJ U HEYMECTHYIO aKTHBALIUIO BHYTPHUKIETOYHOTO TPUIICUHA, KOTOPBIA caM 3aTeM aKTHBUPYET
Jpyrue MUIIeBapUTeNbHble (EPMEHTHI MODKEITYIOYHOM JKeNe3bl ¥ MHUIMHAPYET aBTOJIH3 M HEKPO3 IOKeIy-
JIOYHOM KeTe3bl, KOTOpbIe MOTYT OJokupoBaThest nHrHONTOpoM CRAC kanana, Takum kak coequHenue I, GSK-
1915A, N-(5-(2,5-mumerunoenso[d]okcazon-6-min)Trazon-2-un)-2,3,6-tpudropdensamuy ("coenuuenune I1"),
nwm 2,3,6-tpudtop-N-(3-pTop-4-(1-metun-3-(tpudropmern)- 1 H-mupazon-5-mr)dhennn)oenzamun ("coeamne-
aue [11").

IIpu otcyTcTBUHM pemieHHs NMPOoOIEeMBI HEYMECTHOE BBICBOOOXKICHHWE M AKTHBALUS ITHIICBAPUTEIHHBIX
(hepMEeHTOB, TaKUX KaK TPUIICHH U3 3UMOTEHHBIX I'PaHyJ, MOKET IPUBOANUTD K aBTOJIM3Y KIETOK IO/KETYH0U-
HOH JKeJie3bl, IPUBOSIIEMY K MaHKpeaTHTy. Kak yrmoMuHAaI0Ch BBIIIE, OCTPBIA MM XPOHHYECKHUH MMaHKpEaTUT
MOXET OKa3bIBaTh 3HAYUTEIEHOE OTPULATETIHFHOE BO3JICHCTBHE Ha 30POBhE UEIOBEKA.

CHMITOMBI ¥ IPUYHHBI TAHKPEATUTA.

[TasKpeaTHT, OCTPBIH MM XPOHUYECKHUH, aCCOMUPOBAH C CHIILHOM *rydell 00JbI0 B BEpXHEH 4acTH K-
BOTa WM JICBOM BEPXHEM KBaJpaHTEe, NPPaIUHUPYIOIIEH B CIIMHY, TOIIHOTOW M PBOTOH, KOTOpas ycyryoisercs
IpY TIpHeMe MUIMH. B 3aBUCHIMOCTH OT TSDKECTH COCTOSHHS MOXKET MMETh MECTO BHYTPEHHEE KPOBOTCUCHHE.
KpossiHOe maBieHHe, YacTOTa CEpICYHBIX COKPAIIEHHH M 9acTOTa ABIXaHHUS YaCTO SIBIISIOTCS MOBHIIICHHBIMH,
XOTSI 00€3BOKMBAHIE MOXKET MPUBOIUTH K CHIDKEHHIO, a HE K IMOBBIIICHUIO KPOBSHOTO JaBJIeHUSA. YacTo mposiB-
nsietrcst O0NIe3HEHHAsT YyBCTBUTENBHOCTD JKUBOTA, HO OOJIE3HEHHOCTh MEHBIIE, YeM OO0JIb B CaMOH TOKETyJ0U-
HOH xene3e. PedrnekTopHbII mapannd KHWIIeYHHKa 9acTO HAONMIOaeTcs B CIIydasx IMaHKpeaTuTa, W JIMXOpaiaKa
WM JKENTyXa He SBIAIOTCS penkuMu. OOIIie CUMIITOMBI U IPU3HAKK MTAaHKPEaTUTa BKIIOYAIOT B ceOs: OCTPYIO
SMUTacTPAIBHYIO 00JIb (00N B BEpXHEH 4acTH JKUBOTA), UPPATUUPYIOUIYIO B CIIMHY, TOIIHOTY, PBOTY, MOTEPIO
amIneTHTa, JIMXOPaaKy, 03HOO (IPOKb), FEMOJIMHAMHYECKYIO HECTAOMIHLHOCTh (KOTOpas BKJIIOYAET B ceOs IIOK),
TaxXUKapAnIo (yJalleHHOE cepaneOneHne), HapyIIeHHe AbIXaHus U IIEPUTOHHT.

MeHee yacTto HaOJIOgaeMble CUMITOMBI, YKa3bIBaIOIIUE Ha TsHKEJIoe 3a00JieBaHUE, BKIIIOYAIOT B ceOs psij
MEIUIMHCKUX "CHMNTOMOB'", YKa3blBaIOIIMX Ha TSDKENOE HapylIeHHe B OOJIaCTH J>KMBOTAa: CUMNTOM ['pes-
Tepnepa (remopparuueckoe U3MEHEHHE [BeTa O0KOB), cuMnToM KaiteHa (reMopparnieckoe n3MeHEHHE IBETa
00acT MymKa), IIeBPaIbHBIN BRIIOT (KUIKOCTH B OCHOBAaHUH IUIEBPAJIHHOM MOJOCTH), CUMIITOM | proHBajbaa
(BO3HHKHOBEHHE IKXMMO03a, KPYITHOM reMaTOMBI, BOKPYT O0JIACTH ITyTIKa BCIEICTBUE JIOKAIFHOTO TOKCHYECKOTO
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MOBpEXICHUs cocyoB), cuMnToM Kepre (001b MM pe3NCTEHTHOCTH B 30HE, I/l pacliojaraeTcs roJIoBKa I10/I-
JKEITYZOYHOH JKeJe3bl (B AIUTAacTpHH, B 6-7 ¢M BbIIIE o0sacTh mynka)), cumnroM Kamenunka (0oib npu Hajias-
JUBAaHUU TI0J] MEYEBUIHBIM OTPOCTKOM), CHMITTOM Meiio-PoOcona (601 Tipy HaJaBIMBAHUK HA BEPXHIOIO 9acTh
yria cOOKy OT MBIIII-pa3rudareseil MO3BOHOYHUKA M HIDKE JieBoro 12-ro pebpa (y1eBblii pedpo-1mo3BOHOYHBIN
yron (CVA)), kak HanpuMmep, B Touke Meiio-PoOcona (Touka Ha TpaHuIle BHyTpeHHUX 2/3 ¢ HapyxHOH 1/3 nm-
HHUH, KOTOpas JEIHUT IOMOoJaM JIEBBII BEPXHHUI KBaIpaHT JKWBOTA, II€ MPUCYTCTBYET OONC3HEHHAs YYBCTBH-
TENBHOCTH IIPH HAJABINBAHUH B CIIydae 3a00JCBaHUS ITOKEITyTOYHON Kelle3bl. B 3Toil ToUke XBOCT MOKeITy-
JTIOYHOM KeJe3bI MPOSIUPYETCS Ha CTEHKY OPIONTHOM MOJIOCTH).

Yenosek, cTpafalomunii OT MaHKPEaTHTa, MOXKET JIEMOHCTPUPOBATh HEKOTOPEIE, BCE MM HEMHOTHE BBIIIE-
YIIOMSIHYTBIE CHMITOMBI HJIM HE JIEMOHCTPHPOBATh HU OAMH U3 HUX. B HEKOTOPHIX Cirydasx 00JIb B )KHUBOTE MO-
JKET OBITh €IMHCTBEHHBIM CHMIITOMOM COCTOSTHHS.

XpOHHYECKUIT MaHKPEaTHT MOXKET IPUBECTH K ITUa0eTy WM 3JI0KAYECTBEHHOH OITyXOJIH ITOJUKEITyI0YHOM
xKene3bl. JleeKThl B T0CTaBKE MHIIEBAPUTEIBHBIX (PEPMEHTOB, TAKMX KaK TPUIICHH, MOTYT MPUBOJUTH K Hapy-
IICHHOMY ITUILEBAPEHUIO, BEAYIIEMY K TOTEPE MACCHI.

BmiioTe 10 BOCBMHIECSTH MPOIEHTOB CITyYaeB MaHKPEAaTHTa BHI3BAHBI aJIKOTOJIEM U JKETIHBIMH KaMHSIMH.
JKendHble KaMHU SIBISIFOTCS €IMHCTBEHHOW HamOoJiee pacrpoCTPaHEHHOW JTHOJIOTHEH OCTPOTO MaHKpEaTHTA.
AJKOTOJb ABISETCA €ANHCTBECHHONM Hambolee pacTipoCTpaHEeHHOM STHONOTHEH XpOHHYECKOTO TAaHKpEaTHTa.

Tem HEe MeHee, TOMHUMO ANKOTOJIS M JKETYHBIX KaMHEH, CYIIEeCTBYET s MOTOJHUTEIBHBIX MPUINH aH-
KpeaTtuTa. JledeHne HEKOTOPHIMH JICKAPCTBEHHBIMH TperapaTaMH MOXET OBITh acCCOIMHPOBAHO C MaHKpEaTH-
ToM. IIpuMepsI TeKapCTBEHHBIX MPEMapaToB, aCCOMMPOBAHHBIX C MAHKPEATHTOM, BKIIOYAIOT B c€0sI KOPTHUKO-
CTEpOMIIbI, TAKHE KaK IPEIHU30JIO0H, JIeKapcTBeHHbIe cpenactBa nmporuB HIV (BUY), takme kak OUIaHO3WH H
NEHTaMU/IMH, ANYPETUKH, TIPOTHBOCYIOPOXKHBIE CPEICTBA, TAKHE KaK BAIBIPOEBAsl KUCIIOTA, XUMHOTEPAICBTHU-
YecKue Cpe/ICTBa, Takhe Kak L-acraparmHasza W a3aTHONPHH, 3CTPOTEH, JIEKapCTBEHHBIC MpENaparhl, KOTOPBIC
MOBBIIIAIOT YPOBEHb TPUTJIMLIEPUIOB B KPOBH, CTATHUHBI, TAKHE KaK CTATHHBI, CHI)KAIOIINE YPOBEHb XOJIECTEPH-
Ha, aHTHTHIIEPIIIMKEMUYECKHE CPEICTBA, MOJOOHBIE MET(OPMHUHY, U TJIMITUHBI, TAKWE KaK BWIAATJIUITHH, CH-
TarJHUITHH, CAKCATJIMOTHH W JUHATJIMITHH, TEPAIUKINH, CYIb(pOoHAMHIB], a3aTHONPHH, MEPKAaNTONYPHH, MIEH-
TaMHUINH, TPUMETONPHUM-CYIIb()aMeTOKCa30JI U CATUIIIIATEL. B HEKOTOPHIX Cirydasx JICKApCTBEHHBIE CPEICTBA,
KOTOpBIE MPUMEHSIOT IS JICYCHUSI COCTOSIHUH, aCCOIMNUPOBAHHBIX C MOBHIIICHHOH BEPOSTHOCTHIO MAHKPEATHTA,
TaKXKe MOTYT OBITh CITy9alfHO CBA3aHBI C MTAHKPEATUTOM. [IpuMepsl BKIIIOYAIOT B ce0sl CTATUHBI TP TUCITUIIHIC-
MHUH ¥ TIMOTHHBL Ipu 1uabdete. Kpome TOro, HEKOTOphIE aTHITMYHBIE AaHTUIICHXOTHYECKHE CPENICTBA, TAKHE KaK
KJIO3aITiH, PUCIICPHUIIOH W OJIAaH3aIMH, TAK)Ke MOTYT OBITH OTBETCTBEHHBIMH 3a MMOSBICHHE MAHKpPEaTHTa. JTOT
MepeyeHb HE SIBJISICTCS] HCUEPIIBIBAIOIINM.

Taxoke N3BECTHBI IPUYHMHBI ITAHKPEATHTa, HE CBS3aHHbBIE ¢ (papMaleBTHYeCKUMH cpeacTBaMu. Hampumep,
M3BECTHBI HACJIEJICTBEHHBIE ()OPMBI TTAHKPEATHTa, Pe3yJIbTaTOM KOTOPHIX SBISIETCS aKTHBALMS TPUIICHHOTEHA B
MOJDKENTYZIOYHON JKeJie3e, NMPUBOJSMIAas K aBTOJMM3Y. | eHbI, BOBJIEUCHHBIE B HACJEICTBEHHOM NaHKpEaTHTE,
BKJIIOYAIOT B ce0st TeH TPHUIICHHA 1, KOTOpPBIH KonupyeT TpunicuHoreH, red SPINK1, koTopblil kogupyeT nHruou-
TOP TPHUIICHHA, ¥ T€H peTyJsiTopa TpaHCMEMOPaHHOM IPOBOANMOCTH IIPH MYKOBHCIIHIO3E.

Hpyrue pacmnpocTpaHeHHBIE IPHYUHBI NTAHKPEATHTa, HE CBA3aHHBIE ¢ (papMaleBTUIECKUMHU CPEICTBAMH,
BKITIOYAIOT B ce0s TpaBMYy, SIHIEMHYECKII TapOTUT, ayTOUMMYHHOE 3a00JIeBaHIe, BRICOKHH YPOBEHD KaJIbIIUSI
B KPOBH, THUIIOTEPMHUIO M BO3JIEHCTBUE DHAOCKOMUYECKOW peTporpamHoi xomanruonankpearorpaduu (ERCP).
Paznenennas mo pkenyodHas XKeje3a MPEACTaBIsAeT COO0M pacpoCTpaHEeHHBIH BPOXKIACHHBINH TTOPOK Pa3BUTHS
MO/DKETYAOYHOM JKelle3bl, KOTOPBIH MOXKET JIeXKaTh B OCHOBE HEKOTOPHIX MOBTOPSIOMMXCS ciydaeB. [lenerpu-
pylomue s3BbI TAKXKE aCCOLMMPOBAHBI ¢ MaHKpeaTnToM. CaxapHblil 1uaber 2 THIa accolMUpoBaH ¢ 2,8-KpaTHO
MOBBIIIEHHBIM PUCKOM Pa3BUTHUSI CUMIITOMOB ITaHKpeaTHTa. J{OMOIHUTEBHBIE COCTOSIHUS, aCCOLIMUPOBAHHBIE C
MaHKPEaTHUTOM, BKJIOYAIOT B CE0sl 3JI0KaYECTBCHHYIO OIMYXOJb MOKEIYIOYHOW >KeJe3bl, KAMHH B IMPOTOKE
MO/KEITYIOYHOHN KeJIe3bl, BACKYJIUT (BOCIIAJICHHE HEOOJBIINX KPOBEHOCHBIX COCYAOB B IODKEIYIOYHOI KKere-
3e), nHpuIUpoBaHne BUpycoM Kokcaku u mopdupuio, B 0COOEHHOCTH, OCTPYI0 HHTEPMHUTTHPYIOILYIO MOpdu-
PHIO ¥ 3PUTPONOATHYECKYIO TpoTonopdupuio. B HEKOTOPBIX cirydasx OEpeMEHHOCTH SIBISETCS acCOLMMPOBaH-
HOW C AaHKpeaTHTOM. MHOTOKpAaTHBIN Oer Ha MapaOHCKYIO JUCTAHIMIO, AHOPEKCUS U OYJIUMUS, a TaKXKe KH-
POBOIT HEKPO3, MYKOBUCIIHIO03 U BO3/ICHCTBHE 512 CKOPIIHOHA BOBJICUCHEI B HEKOTOPHIC CITydan IMaHKpeaTuTa.

Psan mHGEKINOHHBIX areHTOB BOBJICUEHB! B MaHKpEaTHT. [IpuMepsl BKITIOYAIOT B ces BUPYCHYIO MH(]EK-
IIUIO TAaKUMH BHPYCaMH, KaK IIUTOMETaJIOBUPYC, BUPYC TelmaTuTa B, BUpyC MpoCTOro repreca, BUPYC SHICMH-
YeCKOTO MapoTuTa u3 pojga Rubulavirus, BUpyC BETpsiHOHM OCHBI; OaKTepHANTbHYI0 MH(EKIINIO, KaK HampuMmep,
baxrepusmu u3 pona Legionella, Leptospira, Mycoplasma mnu Salmonella; rpu6koByro nH(pEKIHIO, KaK HATpH-
Mmep, rpubkamu u3 poga Aspergillus; mim napasutapHyto HHQEKIMIO HEeMaToAaMH U3 poaa Ascaris WM aluKoM-
TUIEKCaMU M3 TPYIIIEI anbBeossT u3 poaa Cryptosporidium u Toxoplasma; cpeau nmpoymx.

Muemonnueckuit kog "GETSMASHED" uacto ucnonezyeTcs CTyJeHTaMU-MEAMKAMU Ui 3alIOMUHAHUSA
HEKOTOPBIX paclpoCTpaHEHHBIX NpUUYMH NaHkpearura: G - sxemunsle kamuy; E - atanon, T - TpaBma; S - cre-
pouasl; M - snuaeMudeckuid mapoTUT; A - ayTOMMMYHHBIM MAHKPEATUT; S - BO3AEHCTBHE XkKajla ckopnuoHa; H -
THIEPJIMIUIEMUS], THIIOTEPMHUS, THHeprapaTipeos3; E - sHIOCKONMYecKas peTporpaHas XoJlaHTHOIaHKpeaTo-
rpa¢us; D - nekapcTBEHHBIE CPEICTBA, OOBIYHO a3aTHONPHH, BAIBIIPOEBasi KICIIOTA.

[TaHKpeaTHT TakXe MOXKET OBITh HAMONATHICCKUM, B 3TOM CIIydae MPUYNHA HE HACHTUDUITPYETCS.
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Knaccudukarus mankpeatura.

[TankpeaTt, B 0COOCHHOCTH, OCTPBIH MAHKPEATHUT, YaCTO KIACCU(PHUIMPYIOT Kak "JIerkuid", "yMepeHHbIH"
WK "TsoKENBIR" B 3aBUCHMOCTH OT TIPEUMYIIIECTBEHHOM peakiiiy Ha TIOBpEXIeHNE KIIETOK. Bee aTh kareropuu
XapaKTepU3yIOTCA HEMPAaBUIBHON aKTHBAIMEH 3MMOTEHOB ITOKEITYIOYHON JKeNle3bl, TAKUX KaK TPUIICHHOTEH,
BHYTPH TIOKETYIOUHOM sKeJe3bl, 9acTo 00yCIOBICHHON COBMECTHOH JIOKamu3anuei ¢ "MaTypa3oil" TpUncuHo-
TeHa KaTeIICHHOM, KOTOPBI aKTUBUPYET TPUIICHHOTEH B TPHUIICHH. Bce Tpu KaTeropuu xapakTepu3yITCsS BOC-
MajJeHUEM U OTEKOM IIOJ[KEITYJOUHOM JKelle3bl. YMEPEHHBIN U TSAXKEJbId MaHKPEaTUT TaKXKe XapaKTepU3yeTcs
HEKPO30M ITO/KEITyTOYHON KeJle3bl M BTOPUIHBIM HOBPEKICHUEM OPTaHOB 3a MpeAeTIaMH IO HKETyJOYHOI ke-
JIe3Bl, PUYEM MAIUCHTHI C YMEPEHHBIM OCTPBIM IAHKPEATHTOM CTPAJAIOT BpeMeHHOH (< 48 4) QyHKIMOHAIB-
HOW HETOCTATOYHOCTHIO OpraHa, B TO BPeMs KaK Y MAIIMCHTOB C TSHKEJIBIM OCTPBIM MAHKPEATHTOM MPHUCYTCTBYET
cToiiKas (> 48 4) pyHKIMOHAIbHAS HEOCTATOYHOCTh OpraHa.

B oTBeT Ha BHIICYITOMSIHYTHIC MPOOJIEMBI TTOKEITYIOUHAS JKeJie3a MOXKET HEMOCPEIACTBEHHO CHHTE3UPO-
BaTh BOCHAJIUTENIbHbIE MeanaTophl, Takue kKak TNF-a u [L-1, acconmupoBaHHbie ¢ BOCMIATUTENBHON peakiue u
MPUBJICYCHHEM HEUTPO(IIOB B MMOKEITYIOYHYIO JKEJIe3y, WIH BCICACTBUC HEKPO3a M YTCUKH KICTOYHBIX KOM-
MOHEHTOB WHBEIM 00pa3oM aKTUBUPYET MMMYHHYIO CHUCTeMy. BocmanmurenbpHas peakinus MOXET MPHUBOAUTH K
BTOPUYHBIM MPOSBICHUSAM MMAaHKPEATUTA, TAKAM KaK THIIOBOJIEMHS B PE3yNbTaTe MPOHHIIAEMOCTH KalMUIIPOB,
OCTpBIl peCITUPATOPHBIA AUCTPECC-CHHAPOM, AUCCEMHUHUPOBAHHOE BHYTPHCOCYINCTOE CBEPTHIBAHHE, TOYCTHAS
HEIOCTaTOYHOCTb, CEPACTHO-COCYANCTAsI HEAOCTATOYHOCTD M JKEITyIOYHO-KUIIIEIHOE KPOBOTEUCHHE.

OcTpblii MaHKPEATUT (OCTPBIN reMOppParnIecKuil HEKPO3 MO KEITYA0THON JKeNe3bl) MOXKET JTOTOTHUTEIb-
HO XapaKTepHU30BaThCS OCTPHIM BOCHAJICHHEM W HEKPO30M MapeHXUMBI IOKEITyI0YHON Kee3bl, (poKalbHBIH
HEKpPO3 KUPOBOW TKAHMU IIO/KEITyTOYHOMN JKeJIe3bl o AecTBHEM (HepPMEHTOB M HEKPO3 COCYAOB (KPOBOM3IHS-
HUE), SBIIONICECS PE3YIbTATOM aKTHBAUHU ()EPMEHTOB IO KEITYIOYHON JKEJIe3bl BHYTPH CaMOI MOKEITYH0Y-
HOW JKeNe3bl. AKTHBAIUS JIMIIA3bl MOXKET MPUBOANTH K HEKPO3y JKUPOBOW TKAHU B MHTCPCTHIMAILHOW TKaHU
MOJDKETYA0YHOM JKeJIe3bl U MePUITaHKPEaTHISCKOM MPOCTPAHCTBE, a TAKXKE K MOBPEKICHUIO COCyIoB. Pacmien-
JICHHE CTEHOK COCYJIOB IIPUBOJUT B PE3yJbTaTe K TPOMOO3y M KPOBOMIHSHUIO. BocmaauTenbHbI HHQUIBTPAT
SBIISICTCSL OOTaThIM HeWTpodmiaMu. BeneacTBrue TOro, 4To MoIKeTy I0uHas JKeje3a JIUIIeHa KalcyJbl, BOocHae-
HHUE U HEKPO3 MOTYT PacHpOCTPAHATHCS, BKIOYAs (hacIlHATbHBIC CIIOM B HEMOCPEACTBCHHOMN OJIM30CTH OT IOJ-
JKETy IOYHOM JKele3bl.

XPpOHUYECKUH TTaHKPEATUT MPEICTABISIET COOON UTUTEIHLHOE BOCIIAJICHHE TIOKEITy IOYHOH Kelle3bl, KOTO-
poe M3MEHSET HOPMAaJbHYIO CTPYKTYPY U (pyHKIHOHHpoBaHHEe opraHa. OH MOXeT OBITh aCCOLMHUPOBAHHBIM C
SMHU30JaMH OCTPOTO TAaHKpPEaTHTa WIH C HETPOXOIIIei O0NBI0 B KUBOTE MM HAPYIICHUSMH NHIICBAPEHIUS.
Jlronu, cTpanaroniie XpOHUIECKUM MAHKPEATUTOM, OOBIYHO JEMOHCTPHPYIOT HEIPOXOAANIYI0 OOJIb B JKHBOTE
WM HapyIICHWE BCACHIBAaHMA XHPOB B IHUIIE. TakKe pacpoCTpaHEHHOH SBIsAETCS OOJb MPH MpHEMe MHIIH, B
0COOCHHOCTH, MIPH MIPUEME JKUPHOH uiu Ooratoii OenkoM muny. [loTeps Macchl BCISICTBHE HAPYILICHHS BCACHI-
BaHU MOTJIONIACMON THIIM WM BCICICTBHE YMEHBIICHUS KOJMYCCTBA MPUHUMACMON MUIIH, 00YCIOBICHHOTO
JTUCKOM(MOPTOM, TaKXKE SBISCTCS PACIPOCTPAHCHHOU.

PacnipocTpaHeHHBIM OCIIOKHEHHEM XPOHUYECKOTO MTAaHKPEATUTA SBJSICTCS AUA0ET.

Anxoronus3m, yrnorpe0ieHrue Tabaka, HEMPAaBWIBHOE MUTAHUE, TPAaBMa, THIICPKATBIICMHUS, KATbIIU(QUIIAPO-
BaHHBIE KaMHH, MYKOBHCUMIO3 W HACJICICTBCHHBIC IC(PEKTHl NMPOILECCHHTa W CTa0MIBHOCTH TPHUIICHHOTECHA
0OBIYHO SABIIAIOTCS ACCOIMUPOBAHHBIME C XPOHHUECKUM ITaHKPEATUTOM.

XPpOHHYECKUI TMaHKPEaTUT, KaK MPaBWIO, AWATHOCTUPYIOT Ha OCHOBAaHHH HCCIECIOBAHUN CTPYKTYpPHI H
(YHKIMK TOKETYIOYHON KeJe3bl. B cirydasx XpOHHYECKOro MaHKpeaTHTa YPOBHU aMIJIa3bl M JIHUIA3El B ChI-
BOPOTKE KPOBH MOTYT HE OBITh IOBBIIICHHBIMH, WJIA OHH MOTYT OBITH YMEPEHHO IMOBHIIICHHBIMHU BCIEICTBHE
HEOIIpeeNICHHBIX YPOBHEH MOBPEXKICHUS IPOIYIHPYIOMHNX KIeTOK. V3 3TuX IByX (hepMeHTOB Ooiiee BEPOSTHO
0OHAPYKUTh MOBBINICHHBIA YPOBEHH JIUIMAa3bl. [IOBBIIICHHBIA YPOBEHh aMUIIA3bl U JIMIA3EI IOYTH BCerma OOHa-
PYKUBAETCs TPU OCTPOM COCTOSIHUM BMECTE C TIOBBHIIICHHBIM YPOBHEM BocmanutensHoro mMapkepa CRP, koto-
I TPUOTU3UTETHHO COOTBETCTBYET TSKECTH COCTOSHHS.

TecT co CTUMYISAIUCH CCKPETUHOM, MPEIIONI0KUTENBHO, IBISICTCS HanOO0JIee TOYHBIM (DYHKIIMOHATBHBIM
TECTOM JIJIsl TUATHOCTUKU XPOHUYCCKOTO MaHKpeatuTa. HapyimieHue mpoayKiuu OukapOOHaTa Ha PaHHUX CTa -
X XPOHHYECKOTO MAaHKPEATUTa HCIONB3YeTCs s WACHTU(DUKAIMY JIIOJCH Ha PaHHUX CTAIHsIX 3a00JCBaHHS
(ayBcTBHTENBHOCTE 95%). [lOTIOTHUTEIBHBIMH MCCIEIOBAHUAMHE, UCTIONB3YEMBIMH UIS ONIPEAeTICHUsT XpOHNYIE-
CKOTO TIaHKpEAaTHTa, SBILIIOTCS M3MEPEHHs YPOBHS (DeKalIbHOM 3J1acTa3bl B Kayie, TPUIICHHOTEHA B CHIBOPOTKE
KpoBH, kKommbioTepHast Tomorpadus (CT), ynprpazBykoBoe uccienoBanue, EUS (sHmockonmuaeckoe yiabTpas3By-
KoBoe uccienoanue), MRI (MarautHO-pe3oHancHass tomorpadus), ERCP (sHmockonmmdeckass perporpamHas
xonanruonankpearorpadus) 1 MRCP (MarHUTHO-pe30HaHCHas! XoJlaHTHonankpeaTorpadus). Kanpuudukarmio
MOJDKETYAOYHOM JKeJe3bl MOXKHO YBHJICTh HA PCHTTCHOTPAMME OPraHOB OPIONIHOMW IOJIOCTH, a TAKXKE CKaHO-
rpammax, nonydeHHbIX ¢ nomomsio CT. Tem He Menee, npumeuarenbro, ERCP u penTreHorpagus moryT 3a-
MyCKaTh OCTPBIA TAHKPEATHT.

Jlns aHanmu3a Ha XPOHUYECKHUI MAHKPEATUT OCTYIICH Pl TOTIOJHUTEIBHBIX UCCIICAOBaHMiA. [0BBINICHHEIC
YpOBHH OHUITHPYOHHA U IIEIOYHOM (ocdaTasbl B CHIBOPOTKE KPOBH MOTYT YKa3bIBaTh HA XPOHUYCCKUN MTaHKpea-
THUT, B HCKOTOPBIX CITy4yasX YKa3bIBas Ha 0Opa30BaHUEC CTPUKTYP B OOIIEM JKEITYCBBIHOCAIIEM MPOTOKE BCIICICT-
BHE OTeKa, (nUOpo3a MM 37I0KAUeCTBEHHOW OIMYXOJH. XPOHUISCKUH TAHKPEATUT, CBSI3aHHBIA C ayTOUMMYHHBI-
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MH pPEaKLUsIMU, MOKET CONPOBOXKIATHCS MOBHIIeHUsIMH ypoBHel ESR, IgG4, peBmaTonnHoro dakropa, ANA u
AHTHTENA K TIIaJKUM MBIIINAM, TIPUYeM aHalu3 JI00T0 M3 ITHX MapaMeTPOB MOXKET YKa3bIBaTh Ha XPOHHYC-
CKUH MMaHKpeaTuT y denoBeka. KilacCHuecKuii CHMIITOM XpOHHYECKOTO TAaHKPEaTHTa, CTeaTopes WM HapylIeHne
BCACBHIBAHMS ITHINH, MOXKET OBITh JMATrHOCTHPOBAH C MOMOIIBIO IBYX Pa3NMYHBIX HCCIECIOBAHUHN: XHMHUIECKOTO
okpammBaHus Kajga CymaHoMm unn (pekambHON SKCKPEHH KHUpa B KOJIMYECTBE, COCTABIIONEM 7 T win Ooiee B
TedeHune 24-4acoBOro mepruojaa Ha pamuoHe, conepsxamiem 100 r xwupa. JJ1s IpoBEpKH B OTHOIICHUN YK30KPHH-
HOW TUCHYHKITUU TIOHKEITyIOTHOH JKeJe3bl WITFOCTPATUBHBIN YyBCTBUTEIBHBIA H CIIETU(DUISCKUN TECT Mpe-
CTaBISET COOOW M3MEpeHHne YpOBHS (DeKaJbHOM 351acTa3bl, KOTOPOE MOKET BBINMOJHATHCS C OJHUM 00pa3mom
KaJsa, 1 3HaYeHue, cocranisitomiee MeHee 200 MKI/T, yKa3bIBaeT HAa HEAOCTATOYHOCTD MOKENYI0UHON JKEJIE3bI.

W3BecteH psi ciocOO0B OIEHKU TSHKECTH NMaHKpEaTHuTa y YesioBeKa. PacnpocTpaHeHHbIE TECThI BKIIOYAIOT
B cebs1 BISAP, Ranson, APACHE-II u CTSI. Harmpumep, Tect BISAP ocHOBBIBaeTCS Ha cleaylomux KpUTEpH-
X, OLICHNBAEMBIX B MEpBbIC 24 4 MOCJIC TOCHHUTAIN3AINHU: a30T MOYEBUHBI KpOBU > 25 mr/mia (8,92 Mmounb/n);
HapylIeHHE MCUXMYECKOTO COCTOSHHMS, OINpEAeIsseMoe Kak: Ae30pHUEHTAlus, 3aTOPMOKEHHOCTb, COHJIMBOCTB,
KOMa HJIH CTYIOp; > 2 KPUTEPHUEB CHHAPOMAa CHCTEMHOW BOCHAIUTEIHHON peakunu; Bo3pacT > 60; u mpucyTcT-
BHE IUIEBPAIBHOTO BhINOTA. [T00KNTEIbHAS OLIEHKA 10 JII00OMY U3 3TUX KPUTEpPHEB JaeT B pe3yibTare "3Haue-
HUe" B BHIIE UTOTOBOK CyMMBI 0ayutoB B auama3oHe ot 0 10 5. B HEKOTOPBIX MPUMEHEHHUSIX TECTa MOKa3aTeln
CMEpPTHOCTH HAXOAWINCh B JUAma3oHe OT MeHee 4eM 1% B rpymme ¢ caMbIM HU3KHM pUCKOM 1o Ooxee gem 20%
B TPYIITIE C CAMBIM BBICOKHM PHUCKOM.

B psne ncToYHMKOB 00CYKAAIOTCSA TECTHI B OTHOLICHHWH TSDKECTH IMaHKpPEaTHTa, MpHYeM KaKIBIH U3 HC-
TOYHHUKOB BKIJIIOUEH B JaHHBIM JOKYMEHT mocpeacTtBoM cchUiki: Wu BU, Johannes RS, Sun X, Tabak Y, Con-
well DL, Banks PA. The early prediction of mortality in acute pancreatitis: a large population-based study. Gut.
2008 Dec; 57(12):1698-703. doi: 10.1136/gut.2008.152702. Epub 2008 Jun 2. PubMed PMID: 18519429; Pa-
pachristou GI, Muddana V, Yadav D, O'Connell M, Sanders MK, Slivka A, Whitcomb DC. Comparison of
BISAP, Ranson's, APACHE-II, and CTSI scores in predicting organ failure, complications, and mortality in
acute pancreatitis. Am J Gastroenterol. 2010 Feb; 105(2):435-41; quiz 442. doi: 10.1038/aj2.2009.622. Epub
2009 Oct27. PubMed PMID: 19861954; u Gompertz M, Fernandez L, Lara I, Miranda JP, Mancilla C, Berger Z.
[Bedside index for severity in acute pancreatitis (BISAP) score as predictor of clinical outcome in acute pan-
creatitis: retrospective review of 128 patients]. Rev Med Chil. 2012 Aug; 140(8):977-83. doi: 10.1590/S0034-
98872012000800002. Spanish. PubMed PMID: 23282769.

TepaneBTHyeckoe oberyeHre NaHKpEaTHTa.

B manHOM MOKYyMEHTE pacKphITH KOMITO3UIIMU M CIIOCOOBI ISl TEPAIIeBTHICCKOTO OOJIETYeHHSI TaHKpeaTH-
Ta U €r0 CHMITOMOB, KaK HampHUMep, NOCPEICTBOM BBEICHHS MHIHMOMUTOPA KABIIUEBBIX KaHAJIOB, TAKOTO KakK
uarnourop CRAC. B COOTBETCTBHM ¢ HEKOTOPHIMH BapHaHTaMH OCYIIECTBICHHS MaHKPEATHT MPEACTaBISIET
co00i1 ocTphIii MaHKpeaTHT. B COOTBETCTBHM C HEKOTOPHIMHM BapHaHTaMH OCYIIECTBJICHHUS MAHKPEATHT IIpen-
CTaBJIsIeT cOOOH XPOHMYECKHH MaHKpeaTHT. B COOTBETCTBUM C HEKOTOPHIMHM BapHaHTaMU OCYILECTBJIECHUS pac-
KPBIT CHIOCO0 0OJIErYyeHns] CHMIITOMOB NaHKpPEaTUTa y YeJoBeKa. B COOTBETCTBUM ¢ HEKOTOPHIMH BapHaHTAMH
OCYIIECTBIICHHSI PACKPHIT CIIOCO0 OOJIErdyeHus] CHMITOMOB IAHKPEATHTA y YEIOBEKa, BKIIOYAIONIMH CTaluu
UIeHTU(HUKALMK YeJIOBeKa, Hy KJaloUerocsi B 00JIErYeHN CUMIITOMOB ITAHKPEaTHTa, U BBEJCHUS YKa3aHHOMY
YeJIOBeKY MHTHOWTOpa BHYTPHUKICTOYHOHN IMepeladd CHrHajlla ¢ y4acTHeM KallbIUs B J[03€, JHOCTaTOYHOH I
oOerdyeHms yka3aHHBIX CHMIITOMOB.

UYenoBek MOXeET OBITH MACHTU(HUIMPOBAH C MPUMEHEHHEM, HAllpUMeEp, OOLICTIPHHATOTO TecTa Il CHM-
TITOMOB NMaHKpeaTuTa, Takoro kak BISAP, Ranson, APACHE-II u CTSI. Tect MmoxeT npeactaBisaTh coboit BIS-
AP. Tect MoxeT mpencTaBisaTh coboit Ranson. Tect moxer mpexactaBisate coboit APACHE II. Tect moxer
npenctaBisaTh coboit CTSI. B coOTBETCTBHY ¢ HEKOTOPHIMU BapHaHTAMH OCYIIECTBIICHHUS YeIOBEKa UACHTH(DH-
IUPYIOT KaK YeJIOBEeKa, HYXXIAIOIIErocs B OOJErYCHHUHM CHMIITOMOB INAHKPEaTUTa, €CIM OH UMEET OLEHKY IO
BISAP, cocrarmsrornyto 5, 4, 3, 2 wim 1 0amn. B cooTBeTCTBHM ¢ HEKOTOPBIME BapHUAHTAMHU OCYIIECTBICHHS
YeJIoBeKa MJICHTUPHUIMPYIOT Kak nMmeronero oueHky mo BISAP, cocrasnstomyto 2 6amna. B cootBercTBuu c
HEKOTOPHIMU BapHaHTaM{ OCYILECTBICHHS YeJIOBEKa HACHTH(UIMPYIOT KaK MMeIoIIero oueHky rno BISAP, co-
cTaBisomyto 3 6amra. B cOOTBETCTBMM C HEKOTOPHIMH BapHaHTaMH OCYIIECTBJICHUS UYeJOBEKa WACHTH(UIN-
PYIOT Kak uMmeromiero oueHky 1o BISAP, cocrasmstomyro 4 6anna. B cooTBEeTCTBHM ¢ HEKOTOPBIMH BapHaHTaMU
OCYIIIECTBIICHHUS YeJIOBeKa WACHTUOHUIMPYIOT KaKk UMeromiero oneHky nmo BISAP, cocrasisttomnryro 5 6amnos. B
COOTBETCTBHH C HEKOTOPHIMH BapHaHTAMM OCYIICCTBICHHS YeJIOBEKa HACHTH(PHUIMPYIOT KaK MMEIOIIETO II0
MeHbIe mepe 1, 2, 3,4, 5,6, 7, 8, 9 unu Gosree 9eM 9 cUMITOMOB TIAaHKPEATHTA, TAKUX KaK CUMIITOMBI TTaH-
KpeaTuTa, pacKphIThle B JAaHHOM JOKYMEHTE. B COOTBETCTBHM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHUS
CyOBEKT IpeCcTaBisieT CO00H OTIMYHOE OT YeIOBEKa MIICKOITUTAIONIEE, a He YeIOBeKa.

B cooTBeTcTBUM C HEKOTOPBIMH BapHAHTAMH OCYIECTBICHHUS CUMIITOMBI IPECTABIISIOT COO0H CHMIITOMEI
OCTpOTO MaHKpeaTuTa. B cOOTBETCTBMH C HEKOTOPHIMHU BapHaHTAMHU OCYLIECTBIICHHS CUMIITOMBI ITPEACTABISIOT
c000i1 CUMITTOMBI XPOHUYECKOTO TTAaHKPEaTUTa.

CHMITOMBI MOTYT BKJIIOYaTh [0 MEHBIIEH Mepe 0JHO M3: 00NN B JKMBOTE, MOBHIIICHHBIX YPOBHEH aMuia-
361 B KPOBH, TIOBBIIICHHBIX YPOBHEH JIMNA3bl B KPOBH, YBEJIIMUCHHON TIO/KETYAOUYHOH >Kele3bl, TOLITHOTHI, PBOTHI,
BHYTPCHHETO KPOBOTCUCHHS, Mapajiiya KUIICUYHUKA, JIUXOPATIKH, KEIATYXH, MOTEPH MACCHI M TOBBIICHHOHN Yac-
TOTBHI CepACYHBIX COKpameHniH. CUMITOMBI MOTYT BKIIIOYATh NMPEKACBPEMECHHYIO aKTHBAIWIO ITHIICBAPUTEIIH-
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HBIX (QepMeHTOB. [IpekaeBpeMeHHAs aKTUBAIMS MUIICBAPUTEIBHBIX ()CPMEHTOB MOXKET IPOUCXOIUTH, HAIIPH-
Mep, B MOAXKEITYJOUHOH XKeJle3e yKa3aHHOTO 4elIoBeKa. B cOOTBETCTBHU ¢ HEKOTOPHIMH BapUaHTaMU OCYILECTB-
JeHns1 PEePMEHT COICPKUT TPUTICHH.

B cooTBeTcTBHM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHUS WHTHOWTOP BHYTPHKIICTOYHOH Nepenadn
CHUTHAJIa C yJacTHeM KaJlbllys mpeacTaBisieT coboit marubutop SOC kaHanma. B COOTBETCTBHM ¢ HEKOTOPHIMHU
BapHaHTaMH OCYIIECTBICHNS HHIHOUTOP BHYTPUKICTOYHON Iepeiadyl CHTHANIA ¢ YIaCTHEM KalbIHs MPEICTaB-
nsieT coboit marudutop CRAC kananma. B COOTBETCTBHHM ¢ HEKOTOPHIMH BapHUaHTaMHU OCYIIECTBICHUS WHTHAOH-
top CRAC kanana comepxut coeauHeHne [. B cooTBeTCTBHM ¢ HEKOTOPHIMU BapHaHTAMH OCYILECTBIICHUS WH-
ruourop CRAC kanana conepxxur GSK-7975A. B cooTBEeTCTBUM C HEKOTOPBHIMH BapHaHTaMU OCYIIECTBIICHUS
uaruourop CRAC kanana comepxut coequneHue 11. B coOTBeTCTBHM ¢ HEKOTOPBIMH BapUaHTAMH OCYIICCTBIIC-
uus uaruoutop CRAC kanana conepxur coenunenue 111. B coOTBETCTBHH ¢ HEKOTOPHIMU BapHaHTaMH OCYIIIC-
CTBJICHHUS OOJIETYEHHE CHUMIITOMOB IaHKPEATHTA JIOTIOJHHUTEILHO BKIIOYAET BBEACHHE 0OJICYTOSIONMIETo JIieKap-
CTBEHHOTO IIperapaTa. B cooTBETCTBHM C HEKOTOPHIMH BapHaHTaMH OCYIIECTBIICHHUS OOJIETYEHHE CUMIITOMOB
MaHKpeaTHTa JIOTOJHUTEIHHO BKIIIOUAEeT BBEICHHE OOJICYTOISIOIETO JEKAaPCTBEHHOTO TpernapaTa, npudeM 0o-
JICYTOJISIIOINMH JIEKapCTBEHHBIN IpemnapaT CONEPKUT ONHAaT. B COOTBETCTBHM ¢ HEKOTOPHIMH BapHaHTAMH OCY-
IIECTBJICHUS OOJIETYCHNE CUMIITOMOB MAaHKPEATHTa JOTOIHUATENFHO BKIIOYAET BBEICHUE OOJICYTOISIONIETO JIe-
KapCTBEHHOTO TIperapara, MpudeM O0JICyTOJISIONINA JIEKapCTBEHHBIH MpenapaTt conepKuT MoppuH. B cooTBeT-
CTBHHM C HEKOTOPBHIMH BapHaHTAMHU OCYIIECTBICHHS OOJETYCHHE CHUMITOMOB IMAHKPEAaTHUTa IOMOIHUTEIHHO
BKITIOYAET BBEACHUE OOJICYTOISIOMIETO JEKapCTBEHHOTO Ipenapara, mpudeM OO0JICyTONSIOMNN JTeKapCTBEHHBIN
mpernapaT CoIepXuT (eHTaHWI. B COOTBETCTBHH ¢ HEKOTOPHIMH BapHAHTAMH OCYIIECTBICHUS 0OJICTYCHUE CHM-
NTOMOB ITAHKpEaTHTa JOTOJHUTEIHLHO BKIIIOYAET BBEICHHE OOJICYTONSIONIETrO JIEKApCTBEHHOT O TIpenapaTta, npu-
4yeM 00JIeyTOJSIOLINH JIEKapCTBEHHBIN IpenapaT COAEPKUT TpaManoi. B cOOTBETCTBHM ¢ HEKOTOPHIMHU BapHaH-
TaMM OCYILECTBJICHHS OOJIETYeHHE CHUMIITOMOB IaHKpEaTHUTa JOMOJHUTEIBHO BKJIIOYAET BBEJICHHE OOJICYTO-
JISTFOLIETO JIEKAapCTBEHHOTO Ipernapara, pudeM OO0JIeyTOJISIOIUH JIeKapCTBEHHBIH MperapaT COAEpKUT MeTepH-
JTAH.

B cooTBeTcTBHM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHS WHTHOWTOP BHYTPHKJICTOYHOH Nepenadn
CUTHAJIA C Y9aCTHEM KaJbLHS JTOCTABIAIOT 10 AOCTHKCHHSA YPOBHS KOHIICHTPALWHU B TKaHM, KOTOPHIH SABISACTCS
PaBHBIM, MPUOIUZUTETHHO PAaBHBIM WA 0OJIBITHM, YeM 3HaueHue 1Csy, onpeneseHHoe in vitro Juisi COSIMHECHHS.
B cooTBeTcTBUH C HEKOTOPHIMH BapHaHTaMH OCYIIECTBICHUS WHTHOUTOP Iepeadn CUTHANA C YIacTHEM Kajlb-
UL TOCTaBIISIOT IO JOCTHYKCHHS YPOBHSI KOHIICHTPAIIMU B TKaHH, KOTOPBIX 1,5-kpaTHO, 2-KpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHo, 6-KpaTHO, 7-KpaTHO, 8-KpaTHO, 9-kpaTHO, 10-kpatHO, 11-kpaTHO, 12-KparHO, 13-KpatHO, 14-
KpaTtHO, 15-kpatHO, 16-kpaTHO, 17-kpaTtHO, 18-KpaTtHO, 19-KpaTHO, 20-KkpaTHO, 21-kpaTHO, 22-KpaTHO, 23-
KpaTHO, 24-KkpaTHO, 25-KpaTHO, 26-kpaTHO, 27-kpaTHO, 28-kpaTHO, 29-kpaTHO, 30-kpaTHO, 31-kpaTtHO, 32-
KpaTtHO, 33-kpatHO, 34-kpaTHO, 35-kpaTHO, 36-kpaTHO, 37-KpatHO, 38-kpaTHO, 39-kpaTHO, 40-KpaTHO, 41-
KpaTHO, 42-kpatHO, 43-kpaTHO, 44-xkpaTHO, 45-KkpaTHO, 46-KpaTHO, 47-kpaTHO, 48-kpaTHO, 49-kpatHO, 50-
KpaTtHO, 51-kpatHO, 52-kpaTHO, 53-kpaTHO, 54-kpaTHO, 55-KpaTHO, 56-KkpaTHO, 57-kpaTHO, 58-kpaTHO, 59-
kpatHO, 60-kpaTHO, 61-kpaTHO, 62-kpaTHO, 63-KpaTHO, 64-KpaTHO, 65-kpaTHO, 66-kpaTHO, 67-KpaTHO, 68-
KpaTHo, 69-kpatHO, 70-kpaTHO, 71-KpaTHO, 72-KpaTHO, 73-KpaTHO, 74-KpaTHO, 75-KpaTHO, 76-KpaTtHO, 77-
KpaTHO, 78-kpaTHO, 79-kpaTtHO, 80-kpaTHO, 81-KpaTHO, 82-KpaTHO, 83-KpaTHO, 84-KpaTHO, 85-KpaTHO, 86-
KpaTHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTHO, 90-KpaTHO, 91-KpaTHO, 92-KpaTHO, 93-KpaTHO, 94-KpaTHO, 95-
KpaTHo, 96-kpaTHO, 97-KpaTHO, 98-KpaTHO, 99-KpaTHO, 100-KpaTHO TpeBbImaeT 3HadeHue [Csy, onpeneneHnoe
in vitro s COeIMHEHUS, WK OOJIBIIE ATOTO 3HAYEHUS B JIF0O0OE OTIMYHOE OT LEJOr0 KPaTHOE YHUCIIO pas3, HaXxo-
Jsiieecs B quana3one oT 1-kpatHoro 10 100-KpaTHOTO MpeBBILIEHUS.

B cooTBeTcTBMM C HEKOTOPHIMH BapHaHTaMH OCYILECTBICHHSI WHTHOUTOp Tepeaady CUrHajla ¢ y4acTHeM
KaJbIUs JTOCTABJSIFOT A0 JOCTH)KCHUS YPOBHSI KOHIICHTPAIIMH B TKAHU, KOTOPBIH HAXOMUTCS B JAUAIa30HE OT -
kpatHoro 1o 100-kpatHoro, 2-kpatHoro g0 80-kpaTHoro, oT 3-kpaTHOro Ao 60-kpaTHOro, oT 4-kpatHoro 1o 50-
KpaTHOTO, OT 5-KpaTHOro 10 45-KpaTHOTo, OT 6-KpaTHOTO 10 44-KpaTHOro, OT 7-KpaTHOro A0 43-KpaTHOro, OT 8-
KpaTHOro 10 43-KkpaTHOro, oT 9-kpatHoro a0 41-kpatHoro unu oT 10-kpatHoro o 40-KpaTHOrO MPEBBINICHUS
3HaueHus 1Csy, ompesesieHHoro in vitro Ui COeAMHEHHS, WM OOJIbIIE 3TOTO 3HAYEHUS B JIO00E OTIUYHOE OT
IEJIOTO YHCIIO Pa3, HaXOoAIIeecs B yKa3aHHOM JHaIa30He.

B cooTBeTcTBHEM ¢ HEKOTOPHIMH BapHaHTaMH OCYIIECTBICHHS WHTHOWTOP TEpeladyy CUTHANIA C YIacTHEM
KaJIBITUs JOCTABJISIOT A0 JOCTHKCHHsI YPOBHS KOHIICHTPAIIMK B TKaHH, KOTOPBIi cocTaiuseT 1, 2, 3,4, 5,6, 7, 8,
9,10, 11, 12mMxM, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37,
38, 39,40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67,
68, 69, 70,71, 72,73, 74,75, 76,717, 78,79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97,
98, 99, 100 MkM wiu m0060E KPaTHOE YHCIO, OTIIMYHOE OT IIEJIOT0, HAXOJAIIEeCs B TUATa30HE OT MPHUOIH3H-
tensHO 1 MKM 1o npubmmsutensao 100 MxM.

B cooTBeTCcTBMM C HEKOTOPHIMH BapHaHTaMH OCYILECTBICHHSI MHTHOUTOP Tepeaady CUrHajla ¢ y4acTueM
KaJbIUs JOCTABISIOT IO JOCTHKCHUS YPOBHS KOHIICHTPAIWU B TKAHW, KOTOPBIA HAXOJUTCS B JAHMANa3oHe OT 1
1o 100 MxM, ot 2 10 90 MM, ot 3 o 80 MkM, ot 4 g0 70 MkM, ot 5 o 60 MxM, ot 6 10 50 MxM, ot 7 no 40
MKM, ot 8 1o 30 MxM, ot 9 10 20 MxM wmiu ot 10 10 40 MKM, MK COCTABIIAET JIFOOOE LIEJI0€ YKCIIO MIIM YHUCJIO,
OTIMYHOE OT HEJBIX, B TIpeIeiax YKa3aHHOTO AUana30Ha.
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B coOTBETCTBUH ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TIEPENavYl CUTHANA C YYaCTHEM
KaJbIUs JOCTABIIAIOT JO JOCTIKCHUS YPOBHS KOHIICHTPAIIUHM B TKAHH, KOTOPBIH HAXOIUTCS B IMANa30He OT 9,5
1o 10,5 MmxM, ot 9 1o 11 MxM, ot 8 10 12 MxM, ot 7 o 13 MkM, ot 5 10 15 MxM, ot 2 10 20 MxkM wuiu ot 1 10
50 MKkM, uu cocTaBIsIeT II000€ MeI0e YHUCIIO MIIM YHCIIO0, OTIIMYHOE OT IEJIBIX, B Mpeenax YKa3aHHOTO Juara-
30Ha.

B cooTBeTcTBHM C HEKOTOPHIMH BapHaHTaMHU OCYIIECTBIICHHS OOJIETUCHNE MAaHKPEaTHTa BKIIOYAET CHIDKE-
HHUE TSDKECTH M0 MEHBIIEH Mepe OIHOTO CHMIITOMa IMaHKpeaTHTa. B COOTBETCTBUH ¢ HEKOTOPHIMH BapHaHTAMU
OCYILIECTBIICHHS OOJIeTYeHNe TaHKpeaTuTa BKIIFOYAET CHIKCHHE TSHKECTH MO MEHBIICH Mepe OJHOT0 CHMIITOMA
MAHKPEATHTa, B PE3yJIbTaTe Yer0 YKa3aHHBIA CUMIITOM OOJIBIIIEC HE OKA3hIBACT BO3JCHCTBHE HA MOPAKCHHOTO UM
paHee 4eloBeKa. B COOTBETCTBHUU ¢ HEKOTOPHIMU BapHAHTAMH OCYIICCTBICHHS OOJCTYCHUE BKITIOYAET COKpa-
IICHUE [0 MCHBIICH Mepe OJHOTO CHMIITOMA JUJIsl TOTO, YTOOBI OH HE OKa3bIBajl BIHMSHUC Ha YelOBeKa. B coot-
BETCTBHUHU C HEKOTOPHIMH BapHaHTaMH OCYIIECTBICHHUs ocnadienue Bkiarouaet 10, 20, 30, 40, 40, 50, 60, 70, 80,
90, 95 unu 100% cHIKEeHHE YKa3aHHOTO CUMIITOMAa. B COOTBETCTBHM C HEKOTOPHIMU BapUaHTaMU OCYLIECTBIIE-
HUS ocia0JIecHUe BKIIFOYACT CHIDKCHHE TSKECTH HECKOJIBKUX M3 CHMIITOMOB, Kak Hampumep, 2, 3,4, 5,6, 7, 8,9
nnu 6oJiee 4eM 9 CHMITTOMOB, BKJTIOYAsi BCE CUMIITOMBI, IPHYEM YKa3aHHOe CHIbKeHne Bkimodaet 10, 20, 30, 40,
40, 50, 60, 70, 80, 90, 95 umu 100% cHWKEHHE YKAa3aHHBIX CHMIITOMOB.

B cooTBeTCTBHM C HEKOTOPHIMU BapHaHTAMH OCYIIECTBICHHS 0OJIETYCHNE BKIIFOYAET OCTAHOBKY IpOTrpec-
CHpPOBAHHUS MAaHKPEAaTHUTa, TAKOTO KaK OCTPHIN MaHKPEaTHT WM XPOHWYECKHH MaHKpeaTHUT. B cooTBeTcTBHU C
HEKOTOPBIMH BapHaHTAMH OCYIIECTBICHHUS OOJIErdYeHIE BKIIOUAET OCTAaHOBKY IPOTPECCUPOBAHMS MAaHKPEATHTA,
TAKOTO KaK OCTPHIA MaHKPEaTHT WM XPOHUYECKUH MaHKPEaTHT, TAKUM 00pa3oM, 4TOOBI Ooiee TSDKENbIe CHM-
NTOMBI, TAKHE KaK ()YHKIIMOHAbHAS HEIOCTATOYHOCTh OpraHa, HEKPO3 ITOKEITy TOYHOH JKeJIe3bl I CMEPTh, HE
BO3HHUKAJIH.

[po¢mnaktudeckoe 00JIETIEHUE OCTPOrO U XPOHHMIECKOTO ITAHKPEATHTA.

B naHHOM JHOKYMEHTE PacKpBITHI KOMITO3UIMH U CIIOCOOBI T MPO(IIAKTHICCKOTO OOJIETYCHUS OCTPOTO
MAHKPEATHTa U €r0 CHMIITOMOB, KaK HaIpUMeEp, MOCPEICTBOM BBEIICHHS HHIHOUTOPA KANBIUCBBIX KAHAIIOB, Ta-
koro kak mHruoutop CRAC. B COOTBETCTBHHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBIICHUS PACKPHIT CIIOCOO
o0JerdeHus: CHMITOMOB MTaHKPEAaTHTa y YeJIOBeKa. B COOTBETCTBUH ¢ HEKOTOPBIMU BapHaHTAMHU OCYIIECTBICHUS
PacKpHIT crtoco® OOJerdeHnsi CHMITOMOB MAaHKPEAaTHTa Yy YeJOBEKa, BKIIOYAIONINH CTaIuH HICHTU(UKAIIH
YeNloBeKa, HyKIAIOWIEeToCs B MPOQIIaKTHIECKOM OOJIETICHHH CUMIITOMOB MTAHKPEATHTa, M BBEACHUS yKa3aHHO-
My YeJIOBEKY HHTHONTOpa BHYTPUKICTOYHOW IEepeladd CUTHANA C YIaCTHEeM KalbLHs B 03¢, JOCTaTOYHOH s
MPOPUIAKTHIECKOTO 00JIeTIeHNs YKa3aHHBIX CHMIITOMOB.

B cooTBeTCTBHM C HEKOTOPHIMH BapHaHTAMH OCYIICCTBICHUS WHTHOWTOP BHYTPHUKIICTOYHON Nepenavu
CUTHAJIA C YYACTHEM KaJbIlHs MpencTaBiseT coboi maruoutop SOC kaHama. B cOOTBETCTBHM C HEKOTOPHIMU
BapHaHTaMH OCYUICCTBJICHUS HHTMOUTOP BHYTPUKICTOYHOW TIepeIayd CHTHANIA C YYaCTHEM KaNbIUs MPEICTaB-
nset coboit marnouTop CRAC kaHama. B cOOTBETCTBHU C HEKOTOPHIMH BapHaHTAMH OCYIICCTBICHUS WHTHOU-
top CRAC xaHnana coxepxut coenuHenue [. B cooTBeTcTBUM ¢ HEKOTOPHIMHM BapUaHTAMK OCYUIECTBIICHUSI UH-
ruourop CRAC kanana conepxxur GSK-7975A. B coOTBEeTCTBUM C HEKOTOPBHIMH BapHaHTaMU OCYIIECTBIICHUS
naruouTop CRAC kanana comepxut coequaenue 1. B cooTBeTcTBHM ¢ HEKOTOPHIMH BapHUaHTaMU OCYIIECTRIIC-
aus uaruourop CRAC kanana coxepxur coeauaenne I11. B cooTBeTcTBUM ¢ HEKOTOPHIMU BapHaHTAMM OCYIIIE-
CTBJICHUS OOJIETYeHNE CHMIITOMOB MTAHKPEATHTa OTIOJHUTEIHHO BKIIIOYAET BBEICHHE OO0JICYTOISIONIETO JIeKap-
CTBEHHOTO TIpenapaTa, TaKoTro Kak ornuaT. Mop(huH ABISIETCS HIUTIOCTPATHBHBIM OOJIEYTONSIONINM CPEICTBOM B
COOTBETCTBHH C HEKOTOPHIMU BapHaHTAMH OCYIIIECTBICHUS.

B coOTBeTCTBHM C HEKOTOPHIMH BapHaHTAMH OCYIICCTBICHUS WHTHOWTOP BHYTPHUKIICTOYHON Tepenavn
CUTHAJIA C YYaCTHEM KAJIbIHUS TOCTABJISIOT IO JOCTHXKCHHS YPOBHS KOHIICHTPALMU B TKaHU, KOTOPBIN SBISACTCS
PaBHBIM, TPUOITM3UTEIHHO PABHBIM HITH O0JBIINM, YeM 3HaueHue [Cs,, ompeaeieHHoe in vitro Juis COSTUHECHUS.
B coOTBeTCTBUY ¢ HEKOTOPHIME BapUaHTAMHU OCYIICCTBICHUS HHTHOUTOP Tepeadr CUTHANIA C YYaCTUEM Kallb-
1Sl JOCTABISIOT IO AOCTHXKEHUS YPOBHSI KOHIICHTPAIMU B TKaHU, KOTOPBIN 1,5-kpaTHO, 2-KpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, 6-KpaTHO, 7-KpaTHO, §-KpaTHO, 9-kpatHO, 10-kpaTHO, 11-kpaTHO, 12-KpaTHO, 13-KpaTHO, 14-
KpaTHO, 15-kpaTtHO, 16-kpaTHO, 17-kpaTHO, 18-KpaTHO, 19-KpaTHO, 20-KpaTHO, 21-KpaTHO, 22-KpaTHO, 23-
KpaTHO, 24-kpaTHO, 25-kpaTHO, 26-kpaTHO, 27-KpaTHO, 28-kpaTHO, 29-kpaTtHO, 30-KpaTHO, 31-KpaTtHO, 32-
KpaTHO, 33-kpaTHO, 34-kpaTHO, 35-kpaTHO, 36-kpaTHO, 37-KpaTHO, 38-KpaTHO, 39-KpaTHO, 40-KpaTHO, 41-
KpaTHO, 42-kpaTHO, 43-kpaTHO, 44-kpaTHO, 45-kpaTHO, 46-KpaTHO, 47-KpaTHO, 48-KpaTHO, 49-KpaTHO, 50-
KpaTHO, 51-kpaTHO, 52-kpaTHO, 53-KpaTHO, 54-KpaTHO, 55-KpaTHO, 56-KpaTHO, 57-KpaTHO, 58-KpaTHO, 59-
KpaTHO, 60-kpaTHO, 61-kpaTHO, 62-KpaTHO, 63-KpaTHO, 64-KpaTHO, 65-KpaTHO, 66-KpaTHO, 67-KpaTHO, 68-
KpaTtHO, 69-kpatHO, 70-kpaTHO, 71-kpaTHO, 72-KpaTHO, 73-KpaTHO, 74-KkpaTHO, 75-kpaTHO, 76-KpaTHO, 77-
KpaTtHO, 78-kpaTHO, 79-kpaTHO, 80-kpaTHO, 81-KpaTHO, 82-KpaTHO, 83-KkpaTHO, 84-kpaTHO, 85-KpaTHO, §6-
KpaTHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTtHO, 90-KpaTHO, 91-KpaTHO, 92-KkpaTHO, 93-kpaTHO, 94-KpaTHO, 95-
KpaTHO, 96-kpaTHO, 97-kpaTHO, 98-KpaTHO, 99-KpaTHO, 100-KpaTHO HpeBbIIIaeT 3HaueHue 1Csy, onpeneneHHoe
in vitro JJis COeIMHEHUS, WK OOJBIIIE 3TOTO 3HAYCHUS B JIFO00C OTIUYHOE OT IIEJIOr0 KPaTHOE YUCIIO pa3, HaXxo-
Jsinieecs B quana3one oT 1-kpatHoro a0 100-kpaTHOTO MpeBBILIEHUS.

B cooTBeTcTBHE ¢ HEKOTOPHIMH BapHaHTaMHU OCYIIECTBICHHS WHTHOWTOP TEpeladyd CUTHANA C YIaCTHEM
KaJbIXs TOCTABISIIOT A0 JOCTIDKEHHUS YPOBHS KOHIIEHTPAIIMH B TKaHU, KOTOPHII HAXOIWUTCS B AWama3oHe OT -
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kpatHoro 10 100-kpatHoro, 2-kpatHoro g0 80-kpaTHoro, oT 3-kpaTHOro Ao 60-kpaTHOro, OT 4-KpaTtHOoTro 10 50-
KpaTHOTO, OT 5-KpaTHOro J0 45-KpaTHOTo, OT 6-KpaTHOTO 10 44-KpaTHOro, OT 7-KpaTHOro A0 43-KpaTHOro, OT 8-
KpaTHOTO 10 43-KkpaTHOTro, OT 9-KpaTHOTO 10 41-KpaTHOTO MU OT 10-KpaTHOTO MO 40-KPaTHOTO MPEBBIMICHUS
3HaueHus 1Csy, ompesesIeHHoTo in vitro Ui COeAMHEHHS, WM OOJIbIIE 3TOTO 3HAYEHUS B JIO00E OTIUYHOE OT
IIEJIOTO YHCIIO pa3, HaXOAsIIeecs B yKa3aHHOM JTHana3oHe.

B cooTBeTCTBHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBJICHHSI HHTHOWTOP TEepeadu CUTHAIA ¢ y9acTHEM
KaJIBITUS JOCTABJISIOT A0 JOCTHKCHHSI YPOBHS KOHIIGHTPAIMK B TKaHH, KOTOPBIi cocTasiseT 1, 2, 3,4, 5,6, 7, 8,
9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38,
39,40, 41,42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68,
69, 70,71, 72, 73, 74,75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98,
99, 100 MkM wmm mr000€ KPaTHOE YUCIIO, OTIUYHOE OT IIEJI0r0, HAXOAIIeeCs B AUANA30He OT MPUOIHU3UTECIHHO
1 MkM no npubnusutensHo 100 MKM.

B coOTBETCTBUHM ¢ HEKOTOPHIMH BapUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TIEPEIavyl CUTHANA C YYaCTHEM
KaJbIUs JOCTABISIOT IO JOCTHKCHUS YPOBHSI KOHIICHTPALWU B TKAHU, KOTOPBIA HAXOJUTCS B JAHMANa3oHe OT 1
1o 100 MxM, ot 2 10 90 MmxM, ot 3 10 80 MkM, ot 4 10 70 MxM, ot 5 10 60 MKkM, ot 6 10 50 MxM, ot 7 10 40
MKM, ot 8 10 30 MkM, oT 9 10 20 MKM mnmu ot 10 70 40 MKM HIJIM COCTABIISIET JIFO00€ I[E€TI0€ YHCIIO MIIM YHUCJIO,
OTIIMYHOE OT IEJIBIX, B TIpeieax yKa3aHHOTO Tuana3oHa.

B cooTBeTCTBHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBJICHHSI HHTHOWTOP IEpeadu CUTHAIA ¢ y9acTHEM
KaJIBITUS TOCTABIISIOT IO JOCTH)KCHUS YPOBHS KOHIICHTPAIIMHM B TKaHH, KOTOPBIN HAXOAWTCS B AHAma3oHe oT 9,5
1o 10,5 MmxM, ot 9 1o 11 MxM, ot 8 10 12 MxM, ot 7 1o 13 MkM, ot 5 10 15 MxM, ot 2 10 20 MxkM wuiu ot 1 10
50 MKM, WM COCTaBISET JIFO00E LEIOE YUCIIO WU YHCII0, OTIIMYHOE OT LENBIX, B MPeesiaX YKa3aHHOTO JHara-
30Ha.

B cooTBeTCTBHM C HEKOTOPHIMU BapHAaHTAMHU OCYIIECTBIICHHUS CIIOCO0 BKJIOYACT MPO(HIakTHIECKOe 00-
JIETYEHUE CUMIITOMa OCTPOro MaHKpeaTuTa. B cOOTBETCTBUM C HEKOTOPHIMHU BapUaHTaMHU OCYILLECTBJICHHS CIO-
co0 BKJIFOYACT MPOQPUIAKTHUCCKOE 00JIErIeHUE CUMIITOMA XPOHHUIECKOTO MTAHKPEATUTA.

[IpodunakTraeckoe oONEr4eHHe CUMIITOMA TTAHKPEAaTHTa MOYKET BKJIIOYATh CHIDKEHHE TSKECTH, BEPOST-
HOCTH BO3HHUKHOBEHUS WJIM JJIUTEIBHOCTH MO MEHBIIIEH Mepe OJHOT0 CUMIITOMA MaHkpeaTuTa. [Ipodunakrude-
CKoe O0JIeTYeHHe CUMIITOMA TMTaHKPEeaTHTa MOXKET BKJIIOYATh CHIDKCHHE TSDKECTH, BEPOSTHOCTH BO3HUKHOBEHUS
WIH JUTATETHHOCTH 110 MEHBIIIEH Mepe OJHOTO CHMIITOMA MaHKpeaTUTa 10 MOMEHTA, KOT/Ia ATOT YKa3aHHBIH 110
MEHBIIIEH Mepe OJUH CUMIITOM HE BO3HHKAET y YeJOBEKa. B COOTBETCTBUH C HEKOTOPHIMH BapHaHTAMH OCYIIIe-
CTBJICHHS TIPOPHITAKTHUECKOE 00JIeTYeHIE CUMITTOMA TTAHKPEaTHTa MOXKET BKITIOYATh CHIDKEHUE TSHKECTH, BEPO-
STHOCTH BO3HHKHOBCHHS WJIH JUTATENBHOCTH 2, 3, 4, 5, 6, 7, 8, 9 wiu Gonee 4yeM 9 CHMIITOMOB ITaHKpEAaTUTA,
BKITIOYAsl CHIDKEHHE TSDKECTH, BEPOSTHOCTH BOSHUKHOBEHHUSI WIH JITUTSIHHOCTH BCEX CUMIITOMOB TTAHKPEATHTA Y
YEIIOBEeKA, TAKAX KaK CUMIITOMBI TAHKPEATHTA, PACKPHITHIC B JAHHOM JIOKyMEHTe. B COOTBETCTBHH C HEKOTOPHI-
MU BapHaHTaMHU OCYIICCTBICHHS CyOBEKT MPEICTABISACT COOOH OTIMYHOE OT YSIOBEKA MIICKOIHTAIOIIEE, a HE
YeJIOBEKA.

B cooTBeTCTBUHM ¢ HEKOTOPHIMHU BapHaHTaMH OCYILECTBICHUS y YeJIOBEKa IUArHOCTUPOBAHO MPHUCYTCTBUE
JKETYHOTO KaMHS. B COOTBETCTBHY ¢ HEKOTOPHIMH BapHAHTAMH OCYIIECTBIICHUS Y YEJIOBEKa MPOSBISIOTCS CHM-
TITOMBI HAIMYIUS )KEITTHOTO KaMHsI, TAKHe KaK 00JIb, HAPUMED, CHITbHASI 00JIb B BEpXHEH MPaBoil CTOPOHE KHBO-
Ta, W/UJM TOIITHOTA ¥ PBOTA, KOTOPAsi MOKET IMOCTETICHHO YCHJIMBATHCS, TIPOJIOIDKASACH OT MpuMepHo 30 MUH 10
HECKOJIbKUX 4acoB. [1alieHT Takke MOXKET UCTIBITHIBATh PETIEPKYCCHOHHYIO 0OJTh MEXAY JIOTIATKAMY WIJIH HIDKE
MPaBoTro IjIeya.

B cooTBeTCTBUM C HEKOTOPHIMU BapUaHTaMH OCYIIECTBIICHUS YEJIOBEK CTpaZaeT OT ajJKoroiusma. B coot-
BETCTBHU C HEKOTOPBIMH BapHAaHTAMH OCYILIECTBIICHHS YEIOBEK CTPAJacT OT XPOHUUCCKOTO YIIOTPEOICHUS -
KOroJjisi. B coOTBETCTBUU C HEKOTOPBIMU BapHaHTAMM OCYILECTBJICHHS YEJIOBEK CTpajall Mo MEeHbIIeH Mepe OT
OJIHOTO Cllyyasi OCTPOTO alIKOTOJIbHOTO OTPABJICHHUS.

B cooTBeTCTBUM ¢ HEKOTOPHIMHU BapHaHTaMU OCYLIECTBICHUS YEIOBEK MOABEPraeTcsl BO3JEHCTBUIO CXEMBI
MpHreMa JIEKapCTBEHHOT'O CPeICTBa, BKIIIOYAIOLIEH BBEJACHHE 110 MEHbILEH Mepe OJHOrO U3 CTEPOUJIA, TAKOIO KaK
KOPTHKOCTEPOUJI, MPEITHU30JIOH, JIeKapCTBeHHOTO cpeactBa nmpotuB HIV (BUY), nunaHo3wHa, MEHTaMHIWHA,
JINYPETHIECKOTO CPEACTBA, BALIPOECBOIN KHUCIOTHI, L-acriaparnHassl, a3aTHONIPHHA, CTPOTeHA, CTATHHA, TAKOTO
KaK CTaTWH, CHIDKAIONINI YPOBEHb XOJECTePUHA, aHTUTHUIICPTINKEMUYIECKOTO CPEACTBA, METGOPMHUHA, TIIHIITH-
Ha, TAKOTO KaK BWJINATJIUNITAH U CUTATJIUITHH, aTUITHIHOTO aHTUTICUXOTHYECKOTO CPECTBA, KII03aNWHa, PUCTIC-
pHUIOHA M OJTaH3aIIMHA.

B cooTBeTCTBHM ¢ HEKOTOPBIMH BapHAHTAMH OCYIICCTBJICHUS YeJIOBEKa HACHTH(DHUIMPYIOT KaK HOCUTEIS
HACIICJICTBEHHO!N (hOPMBI AHKpeaTuTa. B COOTBETCTBHM ¢ HEKOTOPHIMH BapUAHTAMU OCYIICCTBIICHHS UYCIOBEK
HECEeT MYTAHTHBIN aJliellb TeHa TPUIICHHA 1, aCCOIMUPOBAHHEIN C HACIICACTBEHHBIM MAaHKPEATUTOM. B cooTBeT-
CTBHH C HEKOTOPBIMH BapHaHTaMH OCYIICCTBICHHUS YEJIOBEK HECET BapUAHT (hepMEHTa TPUIICHHOTCHA, aCCOIIHH-
POBaHHBIN C MAHKPEaTUTOM. B COOTBETCTBUMU C HEKOTOPHIMU BapUaHTAMM OCYILECTBJICHUS YEJIOBEK HECET MY-
TaHTHBIN ajutens reHa SPINK 1, accouunpoBaHHbIN ¢ HACIEICTBEHHBIM MMAHKPEATUTOM. B COOTBETCTBHM € HEKO-
TOPBIMU BapUaHTAMHU OCYIICCTBICHHS YEIIOBEK HECET MYTAHTHBIN aJUIeNb TeHAa PErylsaTopa TPaHCMEMOPaHHOM
MPOBOAMMOCTH TP MYKOBHCIIHIIO3€, ACCOITMUPOBAHHBIN C HACIEACTBCHHBIM ITAHKPEATUTOM.

B cooTBeTCTBUY ¢ HEKOTOPHIMH BapHaHTaMHU OCYIIECTBICHHS YEIOBEK CTPAJial MO0 MEHBIIEH Mepe OT OJI-
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HOTO M3 BBICOKOT'O YPOBHS KaJIbLIUSl B KPOBH, TMIIOTEPMHH, BO3AECHCTBUS SHIOCKOIIMYECKOW PEeTpOrpagHoil Xo-
nanrunonankpearorpagun (ERCP), pazneneHHON moJDKeTyTOYHOM »Keje3bl, BPOXKAEHHOTO ITOPOKA pPa3BUTHS
MO/DKETYAOYHOM JKelle3bl, caXapHoro auabera 2 TWIa, 3JI0KAYECTBEHHOW OITyXONH IIO/KEITyTOYHOU >KeJe3Hl,
KaMHEH B IPOTOKE ITO/KEITyTOYHON JKEeNIe3bl, BACKYJINTA, BOCIIAIICHUS MaJIbIX KPOBEHOCHBIX COCYIOB B IOJIKE-
JMyOOYHOI xene3e, nHpeknun BupycoM Kokcakn n mopdupmm, Takoil Kak ocTpas HHTEPMUTTHPYIOMIast TOpQH-
PHSL 1 SPUTPOIIOITHIECKAS TIPOTOTOPPHUPHSL.

B cooTBeTcTBHHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIISCTBIICHHS Ha COCTOSHHE 3I0POBHS YKa3aHHOTO Yeyo-
BEKa OKa3aJI0 BO3JEHCTBHE IO MEHBIIEH Mepe OJHO M3: KETYHOTO KaMHs, OTPABJICHUS ITAHOJIOM, aIKOTOJIN3MA,
TPaBMBI, SITUAEMHIECKOTO NMAPOTUTA, Ay TOMMMYHHOT'O HapyIIEH!s, BO3ACHCTBU jkajla CKOPIHOHA, TUIIEPIIHUIIN-
JIEMUH, THIIOTEPMHH, THUIIEpIapaTHpeo3a M dHJOCKOITMYECKON peTporpanHoil XxoraHrnonaHkpearorpaduu, asa-
THONPUHA ¥ BAILIIPOEBON KUCIIOTHI.

B cooTBeTcTBHM C HEKOTOPHIMH BapHaHTaMHU OCYIIECTBJICHHUS Ha COCTOSHHE 370pOBbS yKa3aHHOTO YeJIo-
BEKa OKa3aylo BO3JCHCTBHE MO MEHbBLIEH Mepe OfHO u3: BUpyca Kokcaku, muroMeranoBupyca, BUpyca rernaTura
B, Bupyca mpocrtoro repmeca, 3IHIEMHYECKOTO IApOTUTA, BHPYyca BETPSHOH oOCHBI, OakTepuu W3 poja
Legionella, 6akrepuu u3 pona Leptospira, 6akrepun u3 poaa Mycoplasma, 6akrepuu u3 pona Salmonella, Tpu6-
Ka u3 pona Aspergillus, mapaszura u3 poga Ascaris, KIETKH KPUTITOCTIOPUIUHN ¥ KIIETKH TOKCOTIIA3MEI.

KomOnHupoBaHHOE BBEACHUE C JIEKAPCTBEHHBIM CPEACTBOM HIIH JICKAPCTBEHHBIMH CPEICTBAMH, aCCOLIHH-
POBaHHBIMH C TAHKPEATHTOM.

B nmaHHOM OKyMEHTE pacKpHITHl KOMIO3HINK U CXEMBI BBEJCHHUS 151 KOMOWHIMPOBAHHOTO BBEACHUS WH-
THONTOpa KaJTbIUEBBIX KAHAIOB M JIEKAPCTBEHHOTO CPE/ICTBA, ACCOIIMMPOBAHHOTO C MaHKpeaTHuTOM. B cooTBeT-
CTBHHM C HEKOTOPHIMH BapHaHTaMH OCYIIECTBJIICHHMS CXEMa BBEJICHHS BKIIOYAECT BBEJCHHE YEIOBEKY JIEKapCT-
BEHHOTO CPEJ/ICTBA, aCCOLMMPOBAHHOTO C OTPHLATEIBHBIM BO3JICHCTBHEM Ha aKTHBHOCTD IOJKEITy JOYHON JKeJre-
3bl, ¥ BBEZICHNE UHIMONTOpa BHYTPUKIIETOYHON Mepeadyl CUTHaJa C y9aCTHEM KallbIIHs.

B cooTBeTcTBMM C HEKOTOPBHIMH BapHaHTaMHU OCYIIECTBIICHUS JIEKAPCTBEHHOE CPEJICTBO, ACCOIIMUPOBAHHOE
C OTPHLATEIbHBIM BO3JICHCTBHEM Ha aKTUBHOCTB IT0JUKEITYI0OYHOM XKeJe3bl, IpeICTaBiIsIeT co00l JIeKapCTBEHHOE
CPEICTBO, BEIOPAHHOE U3 MEPEUHS, COCTOSIIETO U3: CTEPONIa, TAKOTO KaK KOPTHKOCTSPOU, PEIHU30JIOH, Je-
KapcTBeHHOTO cpenctBa npotuB HIV (BUY), nunaHo3wHa, EHTAMHUIWHA, THYPETUIECKOTO CPENICTBA, BAIIBII-
poeBoif KucnoThl, L-acmaparnnasbl, a3aTHOIIPHUHA, CTPOTEHA, CTATHHA, TAKOTO KAaK CTATHH, CHIDKAIOLIMHA ypo-
BEHb XOJIECTEPHHA, AHTUT UIIEPTITUKEMIYECKOTO CPEACTBA, MeT(pOpMUHA, TTUITHHA, TAKOTO KaK BIIAATIAITHH U
CUTArJIMOTHH, aTUIIHYHOTO aHTUIICHXOTHYECKOTO CPEeACTBA, KIO3alMHA, PUCIIEPHUIOHA, W OJaH3aIllMHA, a3aTHO-
MIPYHA, U BAJIBIIPOECBOI KUCIIOTHL.

B cooTBeTcTBMM € HEKOTOPHIMH BapHaHTaMH OCYLIECTBIICHHS WHIHOMTOP BHYTPHKJIETOUHOW Iepenadu
CHTHaJa C yJyacTHEeM KasbIus npenacTasiseT coboi marnoutop SOC. B cOOTBETCTBHM C HEKOTOPHIMU BapHaH-
TaMH OCYILICCTBJICHHS WHTHOUTOpP BHYTPUKJICTOUYHON IepeNaydl CHUTHAJIA C Y4acTHeM KaJlbLUsS IPENCTaBIIET
coboit marnourop CRAC. Ummoctparusnsiii muarnoutop CRAC comepxkur coequnenne . MmmoctpaTUBHBIH
uaruourop CRAC conmepxur GSK-7975A. WnmoctparuBabiit narnoutop CRAC conepxur coenunenue 1.
WnnroctpatuBaeiii narnontop CRAC conepxut coequnenne I11.

B cooTBeTCTBHM ¢ HEKOTOPHIMHU BapHaHTaMHU OCYIIECTBIICHHUS CXeMa BBEJCHHS BKIIOYACT BBEJICHUE MHTH-
OuTOpa KaIbIIMEBBIX KaHAIOB, Takoro kKak HHruouTop CRAC, kak Hampumep, 10 MEHBIIIEH Mepe OJTHOTO U3 CO-
equaenns [, GSK 7975A, coenunenwst 11 u coequnaenus 11, coBMecTHO ¢ JIeKapCTBEHHBIM CPEACTBOM, aCCOIIMU-
POBaHHBIM C OTPHIIATEIIEHBIM BO3EHCTBHEM Ha aKTHMBHOCTD ITOJDKEITyIOYHOH *KeJe3sl. B cooTBeTCTBHHU ¢ HEKO-
TOPBIMU BapHaHTaMH OCYIIECTBICHHUS HHIHONUTOP KaJIbIMEBBIX KaHANOB, Takol kak nHruomrop CRAC, kak Ha-
npuMep, o MeHblIel Mepe oqHo u3: coenuHenus I, GSK 7975A, coeaunenus 11 u coenunenus 111, BBogsT B TOT
K€ JEHb, YTO U JICKapCTBEHHOE CPEACTBO, aCCOLMUPOBAHHOE C OTPUIATEILHBIM BO3/ICHCTBUEM Ha aKTHBHOCTD
HOJKEITYIOYHOHN Keje3bl. B COOTBETCTBMM C HEKOTOPHIMH BapHaHTaMH OCYIIECTBIICHUS MHIMOMTOP KalbIiHe-
BBIX KaHaJIOB, Takoi kak mHruourop CRAC, xak Hanmpumep, 1o MeHslueii Mepe oo u3: coexunenus I, GSK
7975A, coequnenus 11 u coenunenus 111, BBOOAT B Ty e HEAENIO, YTO U JIEKAPCTBEHHOE CPEACTBO, ACCOLIUUPO-
BAaHHOE C OTPHLATEIILHBIM BO3JICHCTBHEM Ha aKTHBHOCTH ITOJDKEITYJOYHOM jKeJie3bl. B COOTBETCTBHM C HEKOTO-
pHIMH BapHaHTaMH OCYIIECTBICHUS WHTHOUTOP KAbIMEBBIX KaHAIOB, Takon kak mHruoutop CRAC, xak Ha-
IpuMep, 1o MeHbIIe Mepe oaHo u3: coenuaenus I, GSK 7975A, coequnenus 11 u coequnenwns 111, BBoasT o-
HOBPEMEHHO C Ka)XIbIM BBEJCHHEM JIEKAPCTBEHHOTO CPEICTBA, ACCOIMHUPOBAHHOTO C OTPHUIIATEILHBIM BO3ZICH-
CTBHEM Ha aKTHBHOCTH ITOJDKEITYJOYHOH XKeJe3bl. B COOTBETCTBIM C HEKOTOPHIMU BapHaHTAMH OCYIIECTBICHUS
WHTHOWTOP KaJIbIIMEBBIX KaHAJIOB, Takoh kak mHruOuTop CRAC, Kak Hampumep, 1Mo MEHBIIEH Mepe OJHO H3:
coenuuenus I, GSK 7975A, coequnenns 11 u coenunenus 11, BBOOAT 1Mo cxeme BBENEHUS B PEXKUME, KOTOPBIH
SBJISIETCS HE3aBUCHMBIM OT PEXHMa BBEICHHS JUIS JICKAPCTBEHHOTO CPE/ICTBA, aCCOIMHMPOBAHHOTO C OTpHIA-
TENBHBIM BO3ZIEHCTBHEM Ha aKTHBHOCTH HOKEIYZOYHOHN XKejle3bl. B COOTBETCTBHM ¢ HEKOTOPHIMU BapHaHTaMHU
OCYILICCTBIICHHSI HHTHOUTOP KalbIIUEBBIX KaHAJOB, Takoi kak mHruOuTop CRAC, kak HampuMmep, IO MCHBIICH
Mepe oaHo u3: coeauHenus I, GSK 7975A, coenunenus Il u coenunenus III, BBoAAT mocpeacTBOM TOTO ke My-
TH JJOCTAaBKH, KaK HallpuMep, IepopabHO WM BHYTPUBEHHO, YTO U JIEKAPCTBEHHOE CPE/ICTBO, aCCOLMUPOBAHHOE
C OTPHUIATENIFHBIM BO3JICHCTBHEM Ha aKTUBHOCTH IOJKENTYyJOYHOMN KeJle3bl. B cOOTBETCTBMM ¢ HEKOTOPHIMHU Ba-
pUAHTaMH OCYITIECTBICHUSI HHTUOUTOP KaJbIIMEBBIX KaHAIoB, Takoi kak naruoutop CRAC, kak Hampumep, 1o
MeHbIe Mepe omHo u3: coeamnenus I, GSK 7975A, coequnenus 11 u coenunenus I, BBOAAT mocpencTBoM
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OTIIEIBHOIO MyTH JOCTABKHU IO CPABHEHUIO C JIEKAPCTBEHHBIM CPEACTBOM, ACCOLIMUPOBAHHBIM C OTPULIATEIbHBIM
BO3JICHICTBIEM Ha aKTUBHOCTbH TOJ[KENTyI0UHOM jkeJie3bl. B cCOOTBETCTBUM ¢ HEKOTOPHIMH BapUaHTaMHU OCYIIECT-
BIICHUS] MHTHOUTOP KaJNBIIMEBBIX KaHAJOB, Takol kak MHruOuTOop CRAC, Kak Hampumep, 10 MEHBIIEH Mepe oJI-
Ho m3: coequHenws [, GSK 7975A, coenunenus I1 u coenunenus 111, BBOAST 4emoBeKy, MOTyJaronieMy JeKapcT-
BEHHOE CPE/ICTBO, ACCOIIMUPOBAHHOE C OTPUIIATEILHBIM BO3ICHCTBIEM Ha aKTHUBHOCTH TIOKEITYAOTHOM KeJe3bl,
TOJBKO TIOCJIE TOTO, KaK y YKa3aHHOTO YEIOBEKa MPOSBIIIETCS IO MEHBIIEH Mepe OIUH NMPH3HAK BO3ICHCTBHA
YKa3aHHOTO JIEKAPCTBEHHOT'O CPEJCTBAa Ha aKTMBHOCTD ITOJKEIYIOYHOH JKele3bl, HallpuMep, B Pe3yibTaTe I0-
BBIIIICHUS aKTUBHOCTH aMMJIa3bl B KPOBU WIIM aKTHBHOCTH JIMIIA3bl B KPOBHU HIJIM B PE3yNIbTaTe MPOSBICHUS IO
MEHBIIeH Mepe OJHOr0 CUMIITOMA MaHKpeaTUTa, KOTOPhIE PAcKpPHITHL B JaHHOM JOKyMeHTe. B cooTBeTcTBHM C
HEKOTOPBIMU BapHaHTAMHU OCYIICCTBIICHUS HHIHOUTOP KAIBIIUEBBIX KaHATOB, Takoi kak nHruoutop CRAC, xak
HampuMep, Mo MeHblue Mepe ogHo u3: coeaunenus I, GSK 7975A, coequnenus 11 u coenunenus 111, BBoasr
YeJIOBEKY, MOJIyYalolleMy JIEKApCTBEHHOE CPEJCTBO, ACCOLMUPOBAHHOE C OTPHUIATENBbHBIM BO3ACHCTBUEM Ha
AKTUBHOCTH MOJDKEITYAOYHOM KeJe3bl, B OTCYTCTBHE KAKOTO-TH0O JTOKAa3aTeIbCTBA Y YKA3aHHOTO YEIIOBEKA WA
CBHUJICTEIILCTBA OT HEr0, KOTOPOE CBS3aHO C JIOOBIM TPU3HAKOM BO3JCHCTBHS YKAa3aHHOTO JICKApPCTBEHHOTO
CpeICTBa HAa aKTUBHOCTH IOJDKEIYOYHOH JKeJe3bl, HallpuMep, B pe3yIbTaTe MOBHIIICHIS aKTHBHOCTH aMUJIa3bl
B KPOBH IJIM aKTUBHOCTH JIUTIa3bl B KPOBU WIIM B pE3yNbTaTe MPOSBICHUS IO MEHBIIEH Mepe OJHOTO CUMIITOMA
MaHKPEaTHTa, KOTOPBIE PACKPHITHI B TAHHOM TOKYMEHTE.

B cooTBeTCTBIH ¢ HEKOTOPHIMH BapHaHTAMHU OCYIIECTBIICHHSI HHTHONTOP KaJIbIIMEBBIX KaHAJIOB, TAKON KaK
naruouTop CRAC, xak Hampumep, 1Mo MeHbIneld Mepe ogHo u3: coenuaenus I, GSK 7975A, coenunenus I u
coeauHenus 111, BBomAT B 04HOW KOMITO3UIIMH C JIEKAPCTBEHHBIM CPEACTBOM, ACCOIMMPOBAHHBIM C OTPHUIATEb-
HBIM BO3JEHUCTBHEM Ha aKTUBHOCTH MOKETYI0UYHOM skene3bl. COOTBETCTBEHHO, HEKOTOPbIE BapHAHTHI OCYILEe-
CTBIICHUS, PACKPBITHIC B TAHHOM JIOKYMEHTE, OTHOCATCS K KOMIIO3HITUH, COJEpPKAIICH HHIHOUTOP BHYTPHUKIIC-
TOYHOM Mepenayyl CUTHaja ¢ y4acTHEM KaJIbLIUA U M0 MEHbIIEeH Mepe OJHO JIEKapCTBEHHOE CPEACTBO, aCCOIMHU-
POBaHHOE C OTPULIATEIbHBIM BO3ACHCTBUEM HAa aKTUBHOCTBH IOJHKENYIOYHOM Keje3bl. B COOTBETCTBUM ¢ HEKO-
TOPBIMU BapHaHTaMH OCYILECTBICHHS MO MCHBIIICH Mepe OHO JICKAPCTBEHHOE CPEICTBO BBIOPAHO M3 MEPEUHS,
COCTOSIIETO U3: CTEPOHIA, TAKOTO KaK KOPTUKOCTEPOH I, TPETHU30JI0H, JIEKapCTBEHHOTO cpencTBa npotus HIV
(BWY), nunano3wHa, TIEHTaMUINHA, TAYPETHIECKOTO CPEACTBA, BABIPOEBOM KUCIIOTHI, L-acmaparunHaspl, a3a-
THOIIPHHA, 3CTPOTEHA, CTATHHA, TAKOT'O KaK CTATHH, CHIDKAIOIINK YPOBEHb X0JIECTepUHA, aHTUTUICPTIINKEMITYe-
CKOTO CpeacTBa, MeT(HOPMHUHA, TIIUITHHA, TAKOTO KaK BUJINATIUNTHH W CHUTATTUOTHH, aTUIIMYHOTO aHTHUIICHXO-
THYECKOTO CPEICTBa, KI03aliHa, PUCIICPUIOHA, M OJIAH3AIIIHA, a3aTHONIPUHA, M BaJbIIPOCBOHN KUCIOTHI.

B cooTBeTcTBHM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHS WHTHOWTOP BHYTPHKJICTOYHOH Mepenadu
CUTHAJIA C YYaCTHEM KaJlbIHs B YKa3aHHOW KOMIIO3UIUH MpencTaBiseT codoit naruourop SOC. B cooTBeTcTBHM
C HEKOTOPHIMHM BapHaHTAMH OCYIICCTBICHHS WHTHOWTOpP BHYTPUKJICTOYHOW Mepeladyll CUTHANIA C YYaCTHEM
KaJblys npeactapisier coooit marnoutop CRAC. B coOTBETCTBHU ¢ HEKOTOPHIMH BapHAHTAMH OCYIICCTBICHUS
ykazauHbii nHrHOUTOp CRAC comepxut coenunenue [. B cOOTBETCTBUYU ¢ HEKOTOPHIMU BapHAaHTAMHU OCYILECT-
BiieHusa ykazaHHbIH mHruOuTop CRAC comepxur GSK-7975A. B coOTBETCTBHM C HEKOTOPHIMU BapHaHTAMH
ocyiecTBieHus ykazanHbli HHrHOUTOp CRAC conepxkut coequnenue 1. B cooTBeTCTBUYM ¢ HEKOTOPHIMH BapH-
aHTaMH OCyIecTBICHHs yka3aHHbIi nHruouTop CRAC comepxut coenunenue I11.

B cooTBeTcTBHM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHS WHTHOWTOP BHYTPHKJICTOYHOH Nepenadn
CUTHAJIA C Y9aCTHEM KaJbLHS TOCTABIAIOT 10 AOCTHKCHHS YPOBHS KOHIICHTPALWHU B TKaHU, KOTOPHIH SABISACTCS
PaBHBIM, MPUOIUZUTETHHO PABHBIM WA 0OJIBITHM, YeM 3HaueHue 1Csy, onpeneseHHoe in vitro Juisi COSIMHECHHMS.
B cooTBeTcTBHH C HEKOTOPHIMH BapHaHTaMHU OCYIIECTBICHUS MHTHOUTOP Iepeadn CUTHANA C YIacTHEM Kajlb-
1Sl JOCTaBISIOT 10 AOCTHXKEHUS YPOBHSI KOHIICHTPAIMU B TKaHH, KOTOPBIN 1,5-kpaTHO, 2-KpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, 6-KpaTHO, 7-KpaTHO, §-KpaTHO, 9-kpatHO, 10-kpaTHO, 11-kpaTHO, 12-KpaTHO, 13-KpaTHO, 14-
KpaTtHO, 15-kpatHO, 16-kpaTHO, 17-kpaTHO, 18-KpaTthHO, 19-KpaTHO, 20-KkpaTHO, 21-kpaTHO, 22-KpaTHO, 23-
KpaTHO, 24-KkpaTHO, 25-KpaTHO, 26-kpaTHO, 27-kpaTHO, 28-kpaTHO, 29-kpatHO, 30-kpaTHO, 31-KkpaTHO, 32-
KpaTtHO, 33-kpatHO, 34-kpaTHO, 35-kpaTHO, 36-kpaTHO, 37-KpaTHO, 38-kpaTHO, 39-kpaTHO, 40-KpaTHO, 41-
KpaTHO, 42-kpatHO, 43-kpaTHO, 44-kpaTHO, 45-KpaTHO, 46-KpaTHO, 47-kpaTHO, 48-kpaTHO, 49-KkpaTtHO, 50-
KpaTHO, 51-kpaTHO, 52-kpaTHO, 53-KpaTHO, 54-KpaTHO, 55-KpaTHO, 56-KpaTHO, 57-KpaTHO, 58-KpaTHO, 59-
KpaTHO, 60-kpaTHO, 61-kpaTHO, 62-KpaTHO, 63-KpaTHO, 64-KpaTHO, 65-KpaTHO, 66-KpaTHO, 67-KpaTHO, 68-
KpaTHO, 69-kpatHO, 70-kpaTHO, 71-KpaTHO, 72-KpaTHO, 73-KpaTHO, 74-KpaTHO, 75-KpaTHO, 76-KpaTtHO, 77-
KpaTHO, 78-kpaTHO, 79-kpaTtHO, 80-kpaTHO, 81-KpaTHO, 82-KpaTHO, 83-KpaTHO, 84-KpaTHO, 85-KpaTHO, 86-
KpaTHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTHO, 90-KpaTHO, 91-KpaTHO, 92-KpaTHO, 93-KpaTHO, 94-KpaTHO, 95-
KpaTHoO, 96-kpaTHO, 97-KpaTHO, 98-KpaTHO, 99-KpaTHO, 100-KpaTHO TpeBbImaeT 3HadeHue [Csy, onpeneneHnoe
in vitro JJis COeIMHEHUS, WK OOJBIIIE 3TOTO 3HAYCHUS B JIFO00C OTIUYHOE OT IIEJIOr0 KPaTHOE YUCIIO pa3, HaXxo-
Jsinieecs B quana3oHe oT 1-kpatHoro a0 100-kpaTHOTO MpeBBILIEHUS.

B coOTBETCTBHHM ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TIEPEIavYl CUTHANA C YYaCTHEM
KaJbIUs TOCTABJSIFOT A0 JOCTH)KCHUS YPOBHSI KOHIICHTPAIIMH B TKAHU, KOTOPBIH HAXOMUTCS B JAUANa3oHE OT -
kpatHoro 10 100-kpatHoro, 2-kpatHoro a0 80-kpaTHoro, oT 3-kpaTHOro Ao 60-kpaTHoro, oT 4-kpatHoro 1o 50-
KpaTHOTO, OT 5-KpaTHOro 10 45-KpaTHOTo, OT 6-KpaTHOTO 10 44-KpaTHOro, OT 7-KpaTHOro A0 43-KpaTHOro, OT 8-
KpaTHOTO 10 43-KkpaTHOro, OT 9-kpaTHOTO 10 41-KpaTHOTO MU OT 10-KpaTHOTO MO 40-KPaTHOTO MPEBBIMICHUS
3HaueHus 1Csy, ompeesIeHHoTo in vitro Ui COeAMHEHHS, WM OOJIbIIE 3TOTO 3HAYEHUS B JFOO0E OTIUYHOE OT
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[ENIOTO YHCIIO Pa3, HaXOIAIIeecs B YKa3aHHOM JIHara3oHe.

B coOTBETCTBHH ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TEPElavyl CUTHANA C YYaCTHEM
KaJIBITUS JOCTABJISIOT A0 JOCTHKCHHsI YPOBHS KOHIIGHTPAIMK B TKaHH, KOTOPBIi cocTasiseT 1, 2, 3,4, 5,6, 7, 8,
9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38,
39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68,
69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98,
99, 100 MkM win Tr000€ KpaTHOE YHCII0, OTIIMIHOE OT IENOTr0, HaXo dIIeecs B AUana3one OT MPUOIN3UTEIBHO
1 MM no mpubnuzurenpHo 100 MKM.

B coOTBETCTBUHM ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHS WHTHOWTOP TIEPENavyy CUTHANIA C YYaCTHEM
KaJbIUs JOCTABISIOT IO JOCTHKCHUS YPOBHS KOHIICHTPAIWU B TKaHW, KOTOPBIA HAXOJUTCS B JAHMANa3oHe OT 1
MKM 10 100 MxM, ot 2 MkM 10 90 MmxM, ot 3 MxM 10 80 MkM, ot 4 MKkM 10 70 MkM, ot 5 MKkM no 60 MKM,
ot 6 MkM 110 50 MxM, ot 7 MkM 10 40 MxM, ot 8 MKkM no 30 MxM, ot 9 MKkM 1o 20 MkM unu ot 10 MkM 10
40 MKM WM cOCTaBIIACT JFO0O0E IENI0e YUCIIO WK YHCIIO0, OTIUYHOE OT IENBIX, B MpeesiaX YKa3aHHOTO JHara-
30Ha.

B cooTBeTcTBHHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHUS WHTHOWTOP MEpeladyl CUTHANIA C YIaCTHEM
KaJbIXs JOCTABIIIOT 0 JOCTIKEHHS YPOBHS KOHIIGHTPAIMH B TKaHH, KOTOPBIH HAXOIUTCA B IHWANa3oHe oT 9,5
MKM 10 10,5 MxM, ot 9 MKkM 1o 11 MxM, ot 8 MKM 1o 12 MxkM, ot 7 MKM 10 13 MxkM, ot 5 MKM 1o 15 MxkM,
oT 2 MKM 10 20 MKkM unu ot 1 MKM 10 50 MKM, MM COCTABISIET JIFOOOE IIE€JIO€ YHCIIO WIIM YMCIIO, OTIMYHOE OT
IENBIX, B TIpeZiesiaX yKa3aHHOTO HaIra3oHa.

B cooTBeTCTBHE C HEKOTOPHIMH BapHaHTAMHU OCYIICCTBICHUS KOMITO3HUINS JOTIOHUTEIBFHO COAEPIKUT I10
MEHBIIICH Mepe OJTHO M3: BCIIOMOTATEIBHOTO BEIIECTBA, COMFOOMIN3aTOPa, IIOBEPXHOCTHO-AKTUBHOTO BEIICCTBA,
paspeixiuTens u Oydepa. B cOOTBETCTBUHM ¢ HEKOTOPBIMU BapHaHTAMHK OCYIIIECTBICHUS KOMIIO3UITHS TPEACTaB-
JSeT CO00M KUIKOCTh WIIH SMYJIBCHIO. B COOTBETCTBUM ¢ HEKOTOPHIMU BapHaHTAMH OCYIICCTBICHHUS KOMITO3U-
IUS PEACTaBISIeT OO0 JKUIAKOCTh, HAHOYACTHILY, CYCIICH3HIO HAHOYACTHI[ WM MYIBCHUIO HAaHOYACTHIL. B co-
OTBETCTBHH C HEKOTOPBIMH BapHAHTAMHM OCYIIECTBICHHS KOMIIO3HITUS MPEICTABISET COO0M TabIeTKY.

[lepenaya curaana ¢ yqacTueM KaJbIs U BUPYCHBIEC 3a00JI€BaHUS

BupycHoe 3a0o0sieBaHIEe BO3HHKAET, KOTZIa B OPraHW3M (XO3SMH) IPOHUKAIOT MMAaTOTeHHbIC BUPYCH. WH-
(hexIIMOHHBIE BUPYCHBIE YaCTHUIIBI, Ha3bIBACMbIC BUPHOHAMH, IPUKPEIIIIIOTCS K TyYBCTBUTEIHHBIM KIIETKAM XO-
3siMHA W IPOHUKAIOT B HUX. [lepenada curaana ¢ yqyacTueM KalbLUs MOIYIHPYET MPOHUKHOBEHHUE, IIPOTYKIIHIO
U Tiepeqiady BHpyca B KIETKe-XO035SMHE, TEM CaMBIM paclpoCTpaHss BUpycHoe 3aboneBanne. Hampumep, B KieT-
Ke-XO35MHE Iepeiadya CUTHAA C YIacTHEeM KaJIbIINS 3aIlyCKaeTCsl BUPYCHBIM 3a00JIeBaHUEM TIOCPEICTBOM aKTH-
Batmu ornocpeayemoro STIMI u Orai npuToka Kajblys, YTO TaKXKe ITO3BOJISIET BUPYCY Pa3BUBATHCS M Pa3MHO-
JKAThCS B KIICTKE-XO35UHE.

BupycHrie 3a005eBaHus SIBISIOTCS Pa3HOOOPA3HBIMH U KIACCU(QHUIMPYIOTCS Ha OCHOBAHUHM CTPYKTYPHBIX
XapaKTEPUCTHK, TAKAX KaK THUI reHOMa, (popMa BHPHOHA, CAUT PEIUIMKAIIMY U T.J. B kKauecTBe KOHKPETHOTO He-
OTPAaHUYUBAIONICTO MPUMEpa BHPYCHOE 3a00JICBaHME BKIIOYACT BHPYC TE€MOpPPArudeckoi muxopaaku. B coot-
BETCTBHH C HEKOTOPBHIMHU aCIIEKTAMH BHPYC T'€MOPPATHUYCCKON JIMXOPATKU TPEACTABIICT COOOU apeHaBHPYC,
¢dunoBupyc, OyHbABHpYC, (HIaBUBHUPYC, pabJOBUPYC WIH WX KOMOWHAINIO. BUpYCHl TreMopparudeckon JIMXO-
paIKu BKJIIOYAIOT B cebs, B KaueCTBE HEOTPAHUYMBAIOIIMX MPUMEPOB, BUpyC DOona, Bupyc MapOypr, BUpYC
Jlacca, Bupyc XyHuH, poraBupyc, Bupyc 3amaanoro Hwa, Bupyc 3uka, Bupyc Kokcaku, Bupyc rematuta B,
BHUpyc DmmteitHa-bapp, Bupyc nenre, Bupyc Pudr-Bammu u 1.1

B manHOM MOKYyMEHTE pacCKpPHITH KOMITO3UIIMU M CIIOCOOBI ISl IPOQIIaKTHIECKOTO 00JIeTIeHNST BUPYCHO-
ro 3a00JICBaHUS M €r0 CUMIITOMOB, KaK HallpUMEp, TOCPEJCTBOM BBEIICHHS WHTHOMTOpA KAJBIIMEBBIX KAaHAIOB,
takoro kak uHruOuTOop CRAC. B COOTBETCTBUM ¢ HEKOTOPHIMU BapHUAHTaMHU OCYIICCTBICHHS PACKPBIT CIIOCO0
o0JierdyeHusl CHMIITOMOB BUPYCHOTO 3a00JICBaHUS Yy YelOBeKa. B COOTBETCTBHM C HEKOTOPHIMH BapHaHTAMU
OCYILIECTBIICHUS PACKPBIT CIIOCOO OOJETYeHUs] CHMITOMOB BUPYCHOTO 3a00JICBaHMSI y YESIOBEKA, BKIFOUAIOIIH
CTaIu¥ WACHTU(PUKAIIMH YCIOBEKa, HYKAAOMIETOCS B MPOPHIAKTHICCKOM OOJIETYCHHH CHMIITOMOB BUPYCHOTO
3a00JICBaHMs, ¥ BBEICHUS YKa3aHHOMY UYCJIOBEKY MHTHOMTOpA BHYTPUKICTOUYHOM MEpejadyi CUTHANA C YIaCTHEM
KaJbIXS B 103€, JOCTATOYHON IS MPOPHIAKTHYECKOTO 00IerdeH s YKa3aHHBIX CHMIITOMOB.

B cooTBeTCTBHM C HEKOTOPHIMH BapHaHTAMH OCYIIECTBICHHS OOIINE CHUMIITOMBI BUPYCHOTO 3a00JICBaHHS
BKITIOYAIOT JINXOPAJKy MIIM TeMOPparndeckuil auaTe3. B COOTBETCTBHM C JOMOTHUTEIHHBIMEA BapHaHTaMU OCY-
IIECTBJICHUSI CUMIITOMBI BHPYCHOTO 3a00JIeBaHMS BKJIIOYAIOT MPHUJIMB KPOBH K JIMILY, IPWJINB KPOBH K TPYAH,
METEeXHH, KalMUIAPHYIO yTEUKY, KPOBOTECUECHHUE, OIyXaHHE, OTEK, IIOHIKEHHOE KPOBSIHOE TAaBJICHUE, IIOK HITH MX
KoMOnWHanuy. B cOOTBETCTBUU ¢ APYTHMH JOTOJTHATEIFHBIMUA BApHAHTAMH OCYIIECTBICHUS CHMITOMBI BUPYC-
HOTO 3200JICBaHHS BKJIFOYAIOT AUCKOM(OPT, MBIIICUYHYIO 0O0Jb, TOJOBHYIO 00Jb, PBOTY, JHAPCIO WU UX KOMOH-
HAIIWH.

B cooTBeTCTBHM C HEKOTOPHIMH BapHaHTAMH OCYIICCTBICHUS WHTHOWTOP BHYTPHUKIICTOYHON Tepenavn
CUTHAJIA C YYaCTHEM KaJbllHs MpencTaBiseT coboi marnoutop SOC kaHama. B cOOTBETCTBHM C HEKOTOPHIMU
BapHaHTaMH OCYIICCTBJICHUS HHIMOUTOP BHYTPUKICTOYHOW TIepeIayn CHTHANIA C YYaCTHEM KaNbIUsS MPEICTaB-
nset coboi marnouTop CRAC kaHama. B cOOTBETCTBHU C HEKOTOPBIMH BapHaHTAMH OCYIICCTBICHUS WHTHOU-
Top CRAC kanana conmepxut coeauHeHne [. B cooTBeTCTBHM ¢ HEKOTOPHIMU BapHaHTAMH OCYILECTBIICHUS WH-
ruourop CRAC kanana comepxut GSK-7975A. B cooTBeTCTBUM ¢ HEKOTOPHIMU BapUaHTAMH OCYIIECTBICHUS
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uaruourop CRAC kanana comepxut coequneHue 11. B cOOTBeTCTBHH ¢ HEKOTOPBIMH BapUaHTAMH OCYIIECTBIIC-
uus uaruoutop CRAC kanana conepxut coenunenue 111. B coOTBETCTBHUH ¢ HEKOTOPHIMU BapHaHTaMH OCYIIIC-
CTBJICHHS OOJIeTYeHHEe CUMIITOMOB BHPYCHOTO 3a00JICBAHUS JTOTIOTHUTEIHHO BKIFOYACT BBEIEHHE MPOTHBOBHU-
PYCHOTO JICKApCTBEHHOTO MpeTapara Wik BaKIHBI.

B COOTBETCTBMHM C HEKOTOPHIMH BapHaHTAaMU OCYIIECTBJICHHUS WHTHOWTOP BHYTPUKICTOUHOM Iepemadn
CHUTHAJIa C YJaCTHEM KaJbIUs TOCTABIISIOT 0 ITOCTHXKEHHUS YPOBHS KOHIIEHTPAIIMU B TKAHU, KOTOPBIN SBIISETCS
PaBHBIM, MPUOIU3UTETHHO PABHBIM WA OOJIBITHM, YeM 3HaueHue 1Csy, onpeneseHHoe in vitro Juisi COSIMHECHHS.
B cooTBeTCcTBHU C HEKOTOPHIMH BapHaHTAMHM OCYIIICCTBIICHUSI MHTHOUTOP TMepeladll CUTHANIA C YIaCTHEM KaJlb-
1Sl JOCTABISIOT IO AOCTHXKEHUS YPOBHSI KOHIICHTPAIMU B TKaHH, KOTOPbIN 1,5-kpaTHO, 2-KpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, 6-KpaTHO, 7-KpaTHO, §-KpaTHO, 9-kpatHO, 10-kpaTHO, 11-kpaTHO, 12-KpaTHO, 13-KpaTHO, 14-
KpatHO, 15-kpatHO, 16-kpaTHO, 17-kpaTHO, 18-KpaTtHO, 19-KpaTHO, 20-KkpaTHO, 21-kpaTHO, 22-KpaTHO, 23-
KpaTHO, 24-KkpaTHO, 25-KpaTHO, 26-kpaTHO, 27-kpaTHO, 28-kpaTHO, 29-kpaTHO, 30-kpaTHO, 31-kpaTHO, 32-
KpaTtHO, 33-kpatHO, 34-kpaTHO, 35-kpaTHO, 36-kpaTHO, 37-KpaTHO, 38-kpaTHO, 39-kpaTHO, 40-KpaTHO, 41-
KpaTHO, 42-kpatHO, 43-kpaTHO, 44-xpaTHO, 45-KpaTHO, 46-KpaTHO, 47-kpaTHO, 48-kpaTHO, 49-kpaTtHO, 50-
KpaTHO, 51-kpaTHO, 52-kpaTHO, 53-kpaTHO, 54-KpaTHO, 55-KpaTHO, 56-KpaTHO, 57-KpaTHO, 58-KpaTHO, 59-
KpatHO, 60-kpaTHO, 61-kpaTHO, 62-KpaTHO, 63-KpaTHO, 64-KpaTHO, 65-KpaTHO, 66-KpaTHO, 67-KpaTHO, 68-
KpaTHO, 69-kpatHO, 70-kpaTHO, 71-KpaTHO, 72-KpaTHO, 73-KpaTHO, 74-KpaTHO, 75-KpaTHO, 76-KpaTtHO, 77-
KpaTHO, 78-kpaTHO, 79-kpaTtHO, 80-kpaTHO, 81-KpaTHO, 82-KpaTHO, 83-KpaTHO, 84-KpaTHO, 85-KpaTHO, 86-
KpaTHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTHO, 90-KpaTHO, 91-KpaTHO, 92-KpaTHO, 93-KpaTHO, 94-KpaTHO, 95-
KpaTHo, 96-kpaTHO, 97-KpaTHO, 98-KpaTHO, 99-KpaTHO, 100-KpaTHO TpeBbImaeT 3HadeHue [Csy, onpeneneHnoe
in vitro JJis1 COeIMHEHUS, WK OOJBIIIE 3TOTO 3HAYCHUS B JIFO00C OTIUYHOE OT IIEJIOr0 KPaTHOE YUCIIO pa3, HaXxo-
Jsiieecs B quana3one oT 1-kpatHoro 10 100-KpaTHOTO MpeBBILIEHUS.

B coOTBETCTBUH ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TIEPENavYl CUTHANA C YYaCTHEM
KaJbIUs JTOCTABJSIFOT A0 JOCTH)KCHUS YPOBHSI KOHIICHTPAIIUH B TKaHU, KOTOPBIH HAXOMWUTCS B JAUAIa3oHE OT -
kpatHoro 1o 100-kpatHoro, 2-kpatHoro g0 80-kpaTHoro, oT 3-kpaTHOro A0 60-kpaTHOro, OT 4-KpaTtHOoro 10 50-
KpaTHOTO, OT 5-KPaTHOTO JI0 45-KpaTHOTO, OT 6-KpaTHOTO 10 44-KpaTHOTO, OT 7-KpaTHOTO 10 43-KpaTHOTO, OT 8-
KpaTHOTO 10 43-KkpaTHOTro, OT 9-KpaTHOTO N0 41-KpaTtHOTO MU OT 10-KpaTHOTO MO 40-KPaTHOTO MPEBBIMICHUS
3HaueHus 1Csy, ompeaesieHHoro in vitro Ui COeAMHEeHHS, WM OOJIbIIE 3TOTO 3HAYEHUS B JIOO0E OTIUYHOE OT
IIEJIOTO YHCIIO pa3, HaXOASIIeecs B yKa3aHHOM JTHana3oHe.

B cooTBeTCTBHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBJICHHSI HHTHOWTOP Tepeladu CUTHAlIA ¢ y9acTHEM
KaJIBITUS JOCTABJISIOT 10 JOCTHKCHHSI YPOBHS KOHIIGHTPAIMK B TKaHH, KOTOPBIi coctasiuseT 1, 2, 3,4, 5,6, 7, 8,
9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38,
39,40, 41,42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68,
69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98,
99, 100 MkM wmm mr000€ KPaTHOE YUCIIO, OTIUYHOE OT IIEJI0r0, HAXOIAIIeeCs B UANA30He OT MPUOIHU3UTECIHHO
1 MkM no npubnusutensHo 100 MKM.

B coOTBETCTBUHM ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHS WHTHOWTOP TIEPEIavyl CUTHANIA C YYaCTHEM
KaJIBITUSl JOCTABJISIIOT JI0 JIOCTH)KCHHS YPOBHS KOHIICHTpPAIlMW B TKaHW, KOTOPBIH HAXOAMTCSA B qUamna3oHe oT 1
MKM 10 100 MxM, ot 2 MkM 10 90 MxM, ot 3 MxM 10 80 MKkM, ot 4 MKkM 10 70 MkM, ot 5 MKkM 1o 60 MkM,
ot 6 MkM 1o 50 MxM, ot 7 MkM 1o 40 MxM, ot 8 MKkM 10 30 MKM, ot 9 MKM 10 20 MKkM uiau ot 10 MM 10
40 MkM w1 cocTaBisieT Jro0oe 1eoe YNCIIO0 WK YUCIIO, OTIUIHOE OT LEJBIX, B MpeAeiiaX yKa3aHHOTO Juara-
30Ha.

B coOTBETCTBUH ¢ HEKOTOPHIMH BapUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TIEPEIavyl CUTHANA C YIaCTHEM
KaJIbIUsl JOCTABJISIOT IO JOCTHXKEHUS YPOBHSI KOHIIEHTPAIMM B TKaHU, KOTOPBII HAXOAUTCA B AUana3oHe oT 9,5
MKM 10 10,5 MkM, ot 9 MxM 10 11 MxM, ot 8 MkM 10 12 MkM, ot 7 MM 10 13 MkM, oT 5 MKkM n0 15 MkM,
oT 2 MKM 110 20 MkM wuiu oT 1 MKkM 10 50 MKM, MU COCTaBISET JH000€ I[EI0€ YUCI0 HIIH YHCIIO, OTIUYHOE OT
LENbIX, B MIpe/ieyaX yKa3aHHOTO JAhana3oHa.

B cooTBeTCTBHM C HEKOTOPHIMU BapHAaHTAMHU OCYIIECTBIICHHUS CIIOCOO BKJIFOYACT MPO(HIaKTHYECKOe 00-
JIETYEHUE CUMIITOMa OCTPOTO BUPYCHOTO 3a00yieBaHUs. B COOTBETCTBUH C HEKOTOPHIMH BapHaHTaMH OCYITICCTB-
JIeHUS cTI0co0 BKITIOYAET MPOPMIAKTHIECKOE 00JIETIeHHE CUMIITOMA XPOHIHYECKOTO BUPYCHOTO 3a00JICBaHMSL.

[IpodunakTraeckoe oberdieHne CUMIITOMa BUPYCHOTO 3a00JIeBaHNS BKIIIOYAE€T CHIKEHHE TSDKECTH, BEPO-
STHOCTH BO3HHKHOBEHHS WJIH JJIUTEIHLHOCTH IO MEHBIIEH Mepe OJHOTO CHMIITOMAa BHUPYCHOTO 3a00JICBaHMS.
IIpodunakTrnaeckoe 0bIeTYeHUE CHMIITOMA BUPYCHOTO 3a00JIEBaHHS BKIIIOYAET CHUKEHHUE TSKECTH, BEPOSTHO-
CTH BO3HWKHOBEHWSI MJIM JJIUTEILHOCTH MO0 MEHBIIEH Mepe OJHOTO0 CHMIITOMa BHPYCHOTO 3a00JIEBAaHUS JIO MO-
MEHTa, KOTJla 3TOT YKa3aHHBIM M0 MEHBIIEH Mepe OJIMH CUMIITOM HE BO3HUKAET y 4YeloBeKa. B COOTBETCTBHUM C
HEKOTOPBIMU BapHaHTaMH OCYIICCTBICHUS MPO(MIAKTHISCKOE O0JIErYeHIEe CUMIITOMA BUPYCHOTO 3a00JICBaHUS
BKITIOYACT CHIDKCHHE TSXKECTH, BEPOSTHOCTA BOZHUKHOBEHUS WU JUIUTENBLHOCTH 2, 3,4, 5, 6, 7, 8, 9 wnu Gonee
4yeM 9 CHMITOMOB BHPYCHOTO 3a00JICBaHUS, BKIIOYAs CHIKCHUE TSKECTH, BEPOSITHOCTH BO3HUKHOBCHUS WM
JUTUTEIIFHOCTH BCEX CUMIITOMOB BUPYCHOTO 3a00JICBaHUS Y YCIIOBEKA, TAKUX KaK CHMIITOMEI BUPYCHOTO 3a00Je-
BaHUsI, PACKPBITHIC B JAHHOM JJOKYMCHTE. B COOTBETCTBHM C HEKOTOPHIMHU BapHAHTAMH OCYIICCTBICHUS CYOBEKT
MPENCTaBIsIeT COO0H OTIMIHOE OT YeJIOBeKa MIICKOITUTAIOIIee, a He YeoBeKa.

[Tepenaya curHana ¢ yqacTieM KaJlblidsl U MHAyIMpoBaHHbIe Thl7 3aboneBanms.
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T-xenmnepubie ki1eTku (Th-KIeTKH) SBISIOTCS KPUTHYCCKU BKHBIMU JUIS () YHKIIMOHHPOBAHUS UMMYHHOM
cucteMbl. Th-KJIeTKH peryimpyioT IMMYHHYIO CHCTEMY ITOCPEICTBOM BBICBOOOXKAEHUS T-KJIETKaMU IMTOKUHOB,
COJIEPKAIINX XEMOKHHBI, MHTEP(PEPOHBI, HHTEPIICHKUHBI, TUM(OKIHBI, (GaKTOp HEKPO3a OMyXOJeH WIH UX KOM-
ounammu. Knerku T-xemmepo 17 (Thl7) mpenctaBnstoT co0oil CyONOIMYINSIIHIO MPOBOCHTAIATENBHBIX Th-
KIIETOK, U OHH ONPENeISIFOTCS mpoayknuei umu uHtepierikuda 17 (IL-17). Iucperynsauus Th17 accomuupoBana
C BOCTIAJINTENIHBIMU ¥ ayTONMMYHHBIMHU HapymieHHsAMU. [lepenada curHana ¢ ygacTreM Kaiblns UMEET KPUTH-
4ecKoe 3HAUYCHHUE I MOAYISuu JuddepermaupoBky Thl7.

B maHHOM OKyMEHTE pacKpHITHI KOMIO3HIIUN U CHOCOOBI sl IPO(QHIAKTHIECKOTO OOJIETYeHHS MHIYIH-
poBanHoro Th17 3a0oneBaHus U €r0 CUMIITOMOB, KaK HallpUMep, OCPEACTBOM BBEJICHUSI HHIMOUTOPA KaJbliue-
BBIX KaHAJIOB, Takoro kak HHruourop CRAC. B cooTBeTCTBHH ¢ HEKOTOPHIMU BapHaHTaMH OCYILIECTBICHHS pac-
KPBIT CII0co0 00JyerdyeHuss CMMNTOMOB MHAynupoBaHHbIX Thl7 3aboneBanuii y uesnoBeka. B coorBeTcTBHM C
HEKOTOPHIMU BapHaHTaMU OCYIIECTBICHUSI PACKPBHIT CIOCOO OOJIErdeHns CUMITOMOB MHAyIMpoBaHHOro Thl7
3a00JIeBaHMs Yy YEIOBEKa, BKIIOYAIOIINI CTaANN NACHTU(UKALINY YEI0BEeKa, HYXKIAIOIIEerocs B NpopUIaKTHIe-
CKOM OOJIer4eHuH cuMNToMOB HHAynHpoBaHHoro Thl7 3aboneBaHus, U BBeICHHS YKa3aHHOMY YEJIOBEKY WHTHU-
OuTopa BHYTPHUKIECTOYHOI Mepelayn CHTHAla C y9acTHEM KaJbIHs B J03€, JOCTATOYHOU Ui MpOoQUIaKTHIe-
CKOTO 00JIeTYEeHHUS YKa3aHHBIX CHMIITOMOB.

B cooTBeTcTBUYM C HEKOTOPHIMH BapHaHTaMH OCYIIIECTBICHUS CHMIITOMBI HHAyIpoBarnHOro Thl7 3abome-
BaHU BKJIIOYAIOT OCTpOe BocmasieHne. CHMITOMBI BOCIIAJICHHS Y YEJIOBEKa BKIIOYAIOT JIOKAJIbHOE TIOKPACHEHHE,
oIryxaHHe, Jkap, 00Jb, CKOBAaHHOCTB, JIUXOPAIKY, 03HOO, YCTaJIOCTh, TOJIOBHYIO 0OJIb, TIOTEPIO aNIETHTA WIH MX
KoMOWHanuy. B COOTBETCTBUM ¢ HEKOTOPHIMH aCIIEKTAMH CHMIITOMBI BO3HUKAIOT B OPTaHM3ME YEIOBEKa, BKIIO-
YarouieM B ce0s TOpC, pyKH, KHCTH PYK, NANIBIBI, HOT'H, CTOIIBI, aJbIbl HOT, TOJIOBY, IIIEI0, KOCTH, CyCTaBbl, TOp-
JI0, TA3yXH, Ia3a WIK UX KOMOWHAIINH.

B cooTBeTcTBHU ¢ ApYrMMH BapHaHTaMU OCyLIecTBIeHMs1 nHynupoBaHHoe Th1l7 3aboneBaHue BKItoUaeT
XPOHHYECKOE BOCHAJEHUE WM XPOHUYECKOE BOCHAJIMTENbHOE 3a0ojeBaHHE. XPOHUUYECKHE BOCIHAIUTEIbHBIC
3a00eBaHMs, B Ka4eCTBE HEOTPAHWIMBAIOIINX PUMEPOB, BKJIIOYAIOT B Ce0sI aJlIeprUUeCcKHii pUHUT, TIEPHOJIOH-
THUT, aTEPOCKIIEPO3, PEBMATOUIHBIN apTPUT WIH 3JI0KaYECTBEHHYIO OITyXOJIb.

B cooTBeTcTBHM C ApYyrAME JOMOTHUTEIBHBIMU BapHaHTAMH OCYIIECTBIICHH MHAynupoBaHHble Thl7 3a-
OomneBaHUs BKIIOYAIOT ayTOMMMYHHOE 3a00yieBaHne. AyTOMMMYHHBIC 3a00JI€BaHUS MPEACTABISIOT COO0H 3a00-
JIeBaHUS, IPH KOTOPBIX IMMYHHAsI CHCTEMa OpTaHM3Ma aTaKyeT 30POBBIE KIIETKH. AYyTOMMMYHHEIE 3a00JeBa-
HUS BO3HUKAIOT B CepJIle, OYKe, MEUYEHH, JETKOM, KOKe, SHAOKPHHHBIX Kelle3aX, IK30KPUHHBIX XKele3ax, ITH-
[IEBApUTEIIHLHOM cUCTEME, TKaHU, KPOBH, HEPBHOM CHCTEME WIIM COCYIUCTOM cucTteMe. B kauecTBe HEOrpaHUUH-
BAIOIMX [IPUMEPOB ayTOMMMYHHbIE 3a00JI€BaHMsI BKIIOYAIOT B ce0sl pEeBMAaTOUIHBIA apTPUT, BOTYAHKY, IIeIHa-
KUIo, Ticopuas, cunapom lllerpena, peBMaTn4ecKylo MOJMMHUAITHIO, PACCESHHBIM CKIEPO3, aHKHWIO3UPYIOIIUH
CTIIOHIMIINT, TUa0eT | THIa, 04aroBylo ajoNennio, BACKYIUT, BUCOYHBINH apTEPUUT U T.JI.

B cooTBeTcTBMM € HEKOTOPHIMH BapHaHTaMH OCYLIECTBIICHHS WHIHOMTOP BHYTPHKJIETOYHOW Iepeiadu
CHTHaJa C y4acTHeM KalbIus InpezcraBisier coboi marnourop SOC kaHama. B cOOTBETCTBHM C HEKOTOPBIMH
BapUaHTaM{ OCYIIECTBICHHUS MHIMOUTOP BHYTPHKIJICTOUHOH Nepeadl CHrHajda ¢ y4acTHEM KaJbIHs MpecTaB-
nsieT coboi narudutop CRAC kananma. B COOTBETCTBHHM ¢ HEKOTOPHIMH BapHUaHTAMHU OCYIIECTBICHUS WHTHAOH-
top CRAC kanana comepxut coeauHeHne [. B cooTBeTCTBHM ¢ HEKOTOPHIMU BapHaHTAMH OCYILECTBIICHUS WH-
ruourop CRAC kanana comepxut GSK-7975A. B cooTBeTCTBUM ¢ HEKOTOPHIMU BapHUaHTAMH OCYIIECTBICHHUS
naruouTop CRAC kanana comepxut coequaenue 11. B cooTBeTcTBHM ¢ HEKOTOPHIMH BapUaHTaMU OCYIIECTRIIC-
aus uaruourop CRAC kanana cogepxut coeaunenne I11. B cooTBeTcTBUM ¢ HEKOTOPHIMU BapHaHTAMK OCYIIIe-
CTBJICHHUS O0JIETYeHHE CUMITOMOB MHAYIHpoBaHHBIX Th17 3a0oneBaHuii TONMOTHUTENHHO BKIIIOYAET BBEICHHUC
MPOTHUBOBOCHAJIUTEIFHOTO JIEKAPCTBEHHOTO TIpernapaTa.

B cooTBeTcTBMM C HEKOTOPHIMH BapHaHTaM{ OCYLIECTBIICHHS WHIHOMTOP BHYTPHKJIETOYHOH Iepeadu
CHTHaJa C Y9aCTHEeM KaJIbIHs TOCTABIISIIOT IO TOCTHIKCHUS YPOBHSI KOHIICHTPAIMU B TKaHH, KOTOPBIN SBISETCS
PaBHBIM, IPUOIN3UTEIHHO PaBHBIM MM OOJBIINM, YeM 3HaueHue 1Csy, onpeaeseHHoe in Vvitro 1y coeTMHEHMS.
B cooTBeTcTBHN ¢ HEKOTOPBHIMH BapHaHTaMH OCYLICCTBICHHUS HHIMONTOP Mepeay CUTHala ¢ y4acTHEM Kallb-
UL TOCTaBIISIOT IO JOCTHYKCHHS YPOBHsI KOHIICHTPAIIMU B TKaHH, KOTOPBIX 1,5-KkpaTHO, 2-KpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHoO, 6-KpaTHO, 7-KpaTHO, 8-KpaTHO, 9-kpaTHO, 10-kpatHO, 11-kpatHO, 12-KpatHO, 13-KpatHO, 14-
KpaTHO, 15-kpaTtHO, 16-kpaTHO, 17-kpaTHO, 18-KpaTHO, 19-KpaTHO, 20-KpaTHO, 21-KpaTHO, 22-KpaTHO, 23-
KpaTHO, 24-kpaTHO, 25-kpaTHO, 26-kpaTHO, 27-KpaTHO, 28-kpaTHO, 29-kpaTtHO, 30-KpaTHO, 31-KpaTtHO, 32-
KpaTtHO, 33-kpaTHO, 34-kpaTHO, 35-kpaTHO, 36-kpaTHO, 37-KpaTHO, 38-KpaTHO, 39-KpaTHO, 40-KpaTHO, 41-
KpaTHO, 42-kpaTHO, 43-kpaTHO, 44-kpaTHO, 45-kpaTHO, 46-KpaTHO, 47-KpaTHO, 48-KpaTHO, 49-KpaTtHO, 50-
KpaTtHO, 51-kpatHO, 52-kpaTHO, 53-kpaTHO, 54-kpaTHO, 55-KpaTHO, 56-KkpaTHO, 57-kpaTHO, 58-kpaTHO, 59-
kpatHO, 60-kpaTHO, 61-kpaTHO, 62-kpaTHO, 63-KpaTHO, 64-KpaTHO, 65-kpaTHO, 66-kpaTHO, 67-KpaTHO, 68-
KpaTtHO, 69-kpatHO, 70-kpaTHO, 71-kpaTHO, 72-KkpaTHO, 73-KpaTHO, 74-KkpaTHO, 75-kpaTHO, 76-KpaTHO, 77-
KpaTtHO, 78-kpaTHO, 79-kpaTHO, 80-kpaTHO, 81-KpaTHO, 82-KpaTHO, 83-KkpaTHO, 84-kpaTHO, 85-KpaTHO, 86-
KpatHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTtHO, 90-KpaTHO, 91-KpaTHO, 92-KkpaTHO, 93-kpaTHO, 94-KpaTHO, 95-
KpaTHO, 96-kpaTHO, 97-kpaTHO, 98-KpaTHO, 99-KpaTHO, 100-KpaTHO HpeBbIIIaeT 3HaueHue 1Csy, onpeneneHHoe
in vitro I COeIMHEHUs, WM OOJIBIIE ATOTO 3HAYCHUS B JIF0O0OE OTIMYHOE OT LEJOr0 KPaTHOE YHUCIIO pas3, HaXxo-
Jsmeecs B quanazoHe ot 1-kpatHoro 1o 100-KpaTHOTO MPEBBIIICHHS.
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B coOTBETCTBUH ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHUS WHTHOWTOP TIEPENavYl CUTHANA C YYaCTHEM
KaJbIIYs TOCTABJSIFOT 0 JOCTH)KCHUS YPOBHSI KOHIICHTPAIIMH B TKaHU, KOTOPBIH HAXOIUTCS B JUAIa3oHE OT -
kpatHoro 1o 100-kpatHOTO, 2-KpaTHOTO 110 80-KpaTHOTO, OT 3-KpaTHOTO 70 60-KpaTHOTO, OT 4-KpaTHOTO 10 50-
KpaTHOTO, OT 5-KPaTHOTO /10 45-KpaTHOTO, OT 6-KpaTHOTO 10 44-KpaTHOTO, OT 7-KpaTHOTO 10 43-KpaTHOTO, OT 8-
KpaTHOTO 10 43-KkpaTHOro, OT 9-kpaTHOTO 10 41-KpaTHOTO MU OT 10-KpaTHOTO MO 40-KPaTHOTO MPEBBIMICHUS
3HaueHus 1Csy, ompeaesIeHHoTo in Vitro Ui COeAMHEHHS, WM OOJIbIIE 3TOTO 3HAYEHUS B JIO00E OTIUYHOE OT
TIEJIOTO YHCIIO pa3, HaXOAsIIeecs B yKa3aHHOM JTHana3oHe.

B cooTBeTCTBHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBJICHHSI HHTHOWTOP TEepeadu CUTHAIA ¢ y9acTHEM
KaJbIUsl JOCTABJISIOT A0 JOCTUKEHHS YPOBHS KOHLIEHTpALMK B TKaHU, KOTOPHIi coctasiseT 1, 2, 3,4, 5,6, 7, 8,
9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38,
39,40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68,
69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98,
99, 100 MkM wmm mr0060€ KPaTHOE YUCIIO, OTIUYHOE OT IIeJI0r0, HAXOIAIIeecs B UANa30He OT MPUOIHU3UTECIHHO
1 MkM po npubmusutensao 100 MKM.

B cooTBeTCTBHM ¢ HEKOTOPHIMH BapHaHTAMH OCYIIECTBJICHHSI HHTHOWTOP TEepeadu CUTHAIA ¢ y9acTHEM
KaJIBITUSl JOCTABJISIFOT JI0 JOCTH)KCHHS YPOBHS KOHIICHTpPAIlMW B TKaHW, KOTOPHIH HAXOAMWTCSA B quamna3oHe oT 1
MKM 10 100 MxM, ot 2 MkM 10 90 MmxM, ot 3 MxM 10 80 MKkM, ot 4 MKkM 10 70 MkM, ot 5 MKkM 1o 60 MkM,
ot 6 MkM 10 50 MxM, ot 7 MkM 1o 40 MxM, ot 8 MKkM 10 30 MKM, ot 9 MKM 10 20 MKkM uiu ot 10 MM 10
40 MKkM wmim cocTaBisieT Jiro0oe 1eIoe YHCIIO0 WK YUCIIO, OTIUIHOE OT LEJBIX, B MpeeiiaX yKa3aHHOTO Juara-
30Ha.

B coOTBETCTBUHM ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIICCTBICHHS WHTHOWTOP TIEPENavl CUTHANA C YYaCTHEM
KaJbIUs JOCTABIIAIOT O JOCTHXKCHUS YPOBHS KOHIICHTPAIUHM B TKAHH, KOTOPBIH HAXOMUTCS B IHANa30HE OT 9,5
MKM 10 10,5 MkM, ot 9 MxM 10 11 MxM, ot 8 MkM 10 12 MkM, ot 7 MM 10 13 MkM, oT 5 MKkM 10 15 MkM,
oT 2 MKM 110 20 MKkM wmiu oT 1 MKM 110 50 MKM, HIH COCTaBISET JH000€ I[EI0€ YUCIO HIIH YHCIIO, OTIUYHOE OT
LEINBIX, B TIpeJiesiaX YKa3aHHOTO Uara3oHa.

B cooTBeTCTBHM ¢ HEKOTOPHIMU BapHaHTAMH OCYIIECTBICHHS CIOCO0 BKIOYAECT MPOPHIAKTHIECKOE 00-
JIETYEHUE CHUMIITOMa OCTpOTo MHIyIupoBanHoro Thl7 3aboneBanus. B COOTBETCTBUHM C HEKOTOPHIMU BapHaH-
TaMH{ OCYIIECTBIICHHS CIIOCO0 BKIIOYAET MPO(UIAKTHIECKOE O0JIEeTICHHEe CUMIITOMA XPOHHYECKOTO HHIYITHPO-
BanHoro Th17 3ab0yeBanusI.

[IpodunakTraeckoe oOMerdeHne CUMITOMa MHAYIUpoBaHHBIX Thl7 3abosieBaHMii BKIIOYAET CHIDKEHUE
TSOKECTH, BEPOSATHOCTH BO3HUKHOBEHHUS WJIHM JUTUTEIBHOCTH IO MEHBIIEH Mepe OJHOTO CHUMIITOMAa HHIYIHPO-
BanHoro Thl7 3aboneBanns. [Ipodunaktiyeckoe obnerdeHne cumnroma HHAyIHpoBaHHEIX Thl7 3aboneBanuii
BKITIOYACT CHIDKCHHUEC TSDKECTH, BEPOSATHOCTH BO3HUKHOBEHHUS WM JUTUTCIHHOCTH MO MEHBIICH Mepe OTHOTO
cuMmnromMa wHAyupoBaHHOTo Thl7 3a0oieBaHus 10 MOMEHTA, KOT/Ia 3TOT YKa3aHHBIN 10 MEHBIIECH Mepe OJHMH
CHUMIITOM HE BO3HHKAECT y YEIIOBeKa. B COOTBETCTBUU C HEKOTOPHIMHU BapHAHTAMH OCYIICCTBICHUS MPOQILIAKTH-
YecKoe 00JIeTYeHNEe CUMIITOMa HHAYIUPOBaHHEIX Thl7 3a0osieBaHMil BKIFOYACT CHIKCHHE TSXKECTH, BEPOSTHO-
CTH BO3HUKHOBCHHS WU JIUTEIbHOCTH 2, 3, 4, 5, 6, 7, 8, 9 wiu Goiee yeM 9 CUMNTOMOB WHIYIUPOBAHHOTO
Th17 3aboneBanus, BKIItOYas CHIYKCHHUE TSHKECTH, BEPOSTHOCTH BO3ZHUKHOBEHUS WM JUTHTEIHLHOCTH BCEX CHM-
MITOMOB HHAyIHpoBaHHOTO Th17 3a0oneBaHus y yeaoBeKa, TAKMX KaK CHMIITOMBI HHAYIIUpoBaHHBIX Thl7 3a60-
JIEBAaHUH, pACKPBITHIC B TAHHOM JOKYMEHTE. B COOTBETCTBHH ¢ HEKOTOPHIMH BapHaHTAMH OCYIIIECTBICHUS CYOb-
€KT TPeJICTaBIIIET COO0H OTIMYHOE OT YeJIOBEKa MIIEKOTUTAIOIIEE, a He YeIOBeKa.

OnpeneneHHble TEPMUHBI

Ecim He yka3zaHO WHOE, BCE TEXHHYECKHC W HAYYHBIC TCPMUHEI, MPUMCHSECMBIC B JaHHOM JOKYMCHTE,
UMCIOT TO K€ 3HAUCHHE, YTO OOBIYHO MOHATHO B OOJACTH TEXHHKH, K KOTOPOW OTHOCHUTCS 3asBICHHBIA OOBEKT
n3o0pereHus. B cimyuae, Korja CyIecTByeT HECKOJIBKO ONPECICHUN Ui TCPMUHOB B TAHHOM JOKYMEHTE, Tep-
MUHEI, OTIMCAaHHBIC B TAHHOM paszene, OyIyT MMeTh MPEHMYIIECTBO. Bce MaTeHThI, MaTEHTHBIC 3asSBKH, ITyOJIH-
Kallii ¥ OIYyOJIMKOBAHHBIC HYKJICOTHIHBIC W aMUHOKHCIOTHBIC MMOCICIOBATECIBHOCTH (HAIIPUMED, MOCICIOBA-
TENBHOCTH, AOCTynHbIe B GenBank wim qpyrux 0azax JaHHBIX), YIIOMHHAEMBIC B JAHHOM JIOKYMCHTE, BKITFOUC-
HBI TTOCPEJICTBOM CCHUTKH. B ciydae, koraa ynommaaercss URL-aapec wim apyroit Takoi uaeHTH(GHUKATOP WIH
azpec, OyeT MOHATHO, YTO TaKue WACHTH()HUKATOPHI MOTYT MEHATHCS, U KOHKpETHas WHpopManus B ceTu WH-
TEPHET MOJXKET TOSBISATLCSA M UCYE3aTh, HO SKBHBAICHTHYIO HH()OPMAIMIO MOKHO HAWTH C ITOMOIIBLIO TTONCKA B
cetn HTepHeT. Cchliika Ha TakKWe UCTOYHUKHU CBUIETENHCTBYET O JOCTYITHOCTH M MIUPOKOM PacIpOCTPaHCHUH
TakoH MHPpOpMAITUH.

CrieryeT moHUMaTh, YTO BBIIIEH3IOKEHHOE 00IIee OMUCaHue U CIeayIollee 3a HUM MoApoOHOE ONHcaHue
SIBIISTIOTCSI UCKJTFOUUTENFHO MIUTFOCTPATUBHBIMU M TIOSICHUTEIBHBIMY, M OHH HE OTPAHUYUBAIOT JIFOOOH 3asiBIICH-
HBIA 00BEKT M300peTeHHs. B HacTosmeM H300peTeHUH MPUMEHEHUE CAMHCTBCHHOTO YHCIAa BKIIIOYACT B ceOs
MHOECTBEHHOE YHCII0, €CIH CIEIMAIbHO HEe YKa3aHo nHoe. ClieyeT OTMETUTh, YTO TIPH IPUMCHECHHH B OITUCA-
HUM U TpuiiaraeMoil opmyie n3o0pereHust, JOPMBI B €THHCTBEHHOM YHCIIC BKIIIOYAIOT B C€0sl COOTBETCTBYIO-
e GopMbl BO MHOXKECTBEHHOM YHCIIC, €CITM KOHTEKCT SIBHO HE TPEANUCHIBACT HHOE. B HacTosIeM n3odpete-
HHUH TIpUMEHEHHe ciioBa "Win" o3HadaeT "w/wim', eciu He yKazaHo mHoe. bonee Toro, nmpumeHeHne TepMuHa
"BKITFOYAOIINN B cels1", a Takke Ipyrux (Hopm, TaKuxX Kak "BKITIOYAIOT B ceOs", "BKIroUaeT B ce0s" U "BKIIO-
YeHHBIH" HE SBIISETCS OTPAHUYUBAIOIITUM.
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Hcnonp3yeMbie B JaHHOM JOKYMCHTE HA3BaHUS Pa3/ICioOB MPeIHA3HAUCHBI TOJIBKO JJISI OPTaHU3AITHOHHBIX
eNel, ¥ UX He CIIEAYeT TOJKOBATh KaK OTPAHUYHBAIOIIIE OTIMCHIBAEMBIH 00BEKT N300pETCHHUS.

OnpeneneHus CTaHIAPTHBIX XUMHYECKUX TEPMUHOB MOXKHO HAaHTH B CIIPABOYHBIX M3JAHUAX, B TOM YHUCIIE,
6e3 orpanmuenus, Carey and Sundberg "Advanced Organic Chemistry 4th Ed." Vols. A (2000) and B (2001),
Plenum Press, New York. Ecnu He ykazaHo mHOe, OOIMIEIPHHATHIE METOIBI BKIIOYAIOT MacC-CIIEKTPOCKOITHIO,
NMR (smepHo-MarauTHbIi pe3onanc), HPLC (BbICOK03()(EKTHBHYIO KHUAKOCTHYIO XpOMAaTOTpaduio), METOIbI
XUMUH OCJIKOB, OMOXMMHYECKHE METOBI, METOBI ¢ UCTONb30BaHneM pekomOuHanTHo# JIHK u dapmakomoru-
YECKHE METOMBI.

Ecimn xOHKpETHBIC ONpeIeNIiCHHs HE PEICTaBICHBI, HOMCHKIIATYPA, UCIIONb3yeMast IPUMEHUTEIHHO K aHa-
JUTAYCCKON XMMUU, CHHTCTHYCCKOH OPTaHUYCCKOW XUMHH, a TAaKXKEe MEIUIIMHCKOW W (papMareBTHUCCKOW XU-
MUH, U J7a00paTOPHBIC MPOLEAYPHl M METOTUKH, OMUCAHHBIC B TAHHOM JOKYMEHTE, MPEICTABISIOT CO00H HO-
MEHKJIATYPY M METOJIUKH, U3BECTHBIC B NaHHOW 001acTh TeXHUKU. CTaHAapTHBIE METOIUKHA MOXKHO TPUMCHSTH
JUTSL TIPOIIETyp XUMHYECKOTO CHHTE3a, XUMHICCKOTO aHajH3a, MOIYYeHUs (papMaleBTHIeCKOTO Mpenapara, mo-
JYYCHHUsI COCTABOB, a TAKXKE JJIS JJOCTABKHU MAIUCHTAM W UX JiedeHus. CTaHIapTHBIC METOJIUKH MOXKHO TpUME-
HATH JJIS IPOLIEAYP C MCIIONb30BaHueM pekomouaanTHOM JIHK, cuHTe3a OMMTOHYKIIEOTHAOB, a TAKXKE IS KyJTh-
THBHPOBAHMs TKaHEH W TpaHcopmarmm (HampuMep, dJIeKTporiopanus, Junodekius). Peakiuu u METOIUKH
OYNCTKH MOYKHO OCYIIECTBIISTh, HAIIPUMED, C MPUMEHECHHEM HAOOPOB C MHCTPYKIUSAMH OT MTPOU3BOIUTEIS, HITH
TaK, KaKk 0OBIYHO OCYIIECTBIISIOT B TaHHOH OONACTH TEXHWUKH, WIH TaK, KaK OMICHIBACTCS B TAHHOM JOKYMEHTE.
Brlmmren3nokeHHBIE METOAUKH | MIPOIETyPHI OOBIYHO MOKHO IMTPOBOIUTH C MMOMOIIBIO TPATUIIMOHHBIX CIIOCO0OB,
a Tak)Ke KakK OMHMCAHO B PA3JIMYHBIX OOMHMX M 00Jee KOHKPETHBIX UCTOYHHUKAX, KOTOPBIE IUTHPYIOTCSA U 00CYX-
JTAIOTCS B JAHHOM OTIMCaHHH.

Crnenyet MOHUMATh, YTO CIIOCOOBI M KOMITO3UIIUH, ONMCAHHBIC B TAHHOM JOKYMEHTE, HE OTPaHIHYUBAIOTCS
KOHKPETHON METOIOJIOTHCH, MPOTOKOTIAMH, KJICTOUHBIMU JIMHUSMH, KOHCTPYKIIMSAMHU U PEAKTUBAMU, OITUCAHHBI-
MU B JIAHHOM JTOKYMEHTE, H CaAMH II0 ce0e MOTYT BapbHpOBaTh. Tarxke clielyeT MOHNUMATh, YTO TCPMUHOIOTHS,
UCTIONIb3yeMasl B JAaHHOM JOKYMEHTE, MpeIHa3HAUCHA TOJBKO JUIS OMUCAHUs KOHKPETHBIX BAPHAHTOB OCYIIECTB-
JICHWs, U HE TIPEIIIOIaraeTcs, 9To OHa OTPaHUYMUBACT 00BEM CIIOCOO0OB, COCTMHEHUH, KOMITO3UIINN, OITMCAHHBIX
B JJaHHOM JOKYMEHTE.

Tepmunb "Habop" 1 "w3aenHe" UCTIOMB3YIOTCS KAK CHHOHUMBI.

TepmuH "cyObekT" MM "MaMeHT" 0XBaTHIBAECT MIICKOMTUTAIONINX H OPTaHU3MOB, HE OTHOCSIIUXCS K MJIe-
KomHTaromuM. [IpruMepsl MIIEKOTIMTAIOMNX BKIIFOYAIOT B ce0s1, 6e3 orpaHryeHus, JTF000T0 diieHa KJlacca MIIEKO-
MUTAIONINX: JIIOJCH, MPUMATOB, OTJIMYHBIX OT JIFOJEH, TAKUX KaK MIMMIIAH3€, a TaKKe APYTHe BUABI BBHICIINX U
HU3IIUX 00€3bsH; CEIbCKOXO03SHCTBEHHBIX KHUBOTHBIX, TAKMX KaK KPYITHBIN POraThlil CKOT, JIOIIAIH, OBIIBI, KO3BI,
CBUHbBH; TOMAITHUX YKUBOTHBIX, TAKUX KaK KPOJHMKH, COOAKH M KOIIKH; JJA0OPaTOPHBIX )KHUBOTHBIX, B TOM YHCIIC
TPBI3YHOB, TAKUX KaK KPBICHI, MBIIIIH U MOPCKUE CBUHKH, U T.II. [[puMephbl OpraHu3MOB, HE OTHOCSIIUXCS K MIIc-
KOTIMTAIOIINM, BKIIOYAIOT B ceOs, 0¢3 OrpaHWYCHUs, NITHUI, PbIO U T.I. B COOTBETCTBMU C OJHUM BapHaHTOM
OCYILIECTBIICHHS CIIOCOOOB M KOMIIO3HIIUH, MPEICTABICHHBIX B JaHHOM JOKYMCHTE, MIICKOIIUTAIOIICE MPEICTAB-
JSeT COOOM YeIOBeKa.

Tepmunb! "eunTs", "ocymiecTBIeHUE JeueHus" win "nedenne"”, KOTOPbIe HCIIOIb3YIOTCS B TAHHOM JOKY-
MeEHTe, BKJIIOUaloT B ce0s ocnalieHne, cMArdeHne mwin o0JerdeHue CUMITOMOB 3a00JIeBaHUS WM COCTOSIHHUSA,
TpEayNpeXIeHNEe BOSHUKHOBEHHS JAOTOJTHATEIFHBIX CHMIITOMOB, OOJETYEHHE WIN TPEIyNpeKACHNUEe MPUIHH,
JIeKAIIMX B OCHOBE CHMIITOMOB, TIOJJaBIICHIE 3a00I€BaHMUs WIM COCTOSHUS, HAIIPUMED, 3aePKKy Pa3BUTHS 3a-
00JIeBaHUS WM COCTOSTHHS, OOJierdeHne 3a00JIeBaHHS MITH COCTOSIHHUS, BBI3BIBAIOIIEE perpecc 3a00IeBaHus WIIN
COCTOSIHUS, OOJICTYCHUE COCTOSIHUS, BRI3BAHHOTO 3a00JICBAHHUEM HIIM COCTOSHHEM, MU MPEKPALICHUE CHMIITO-
MOB 3a00JICBaHUS HIIK COCTOSHISI WJIH C MPO(QUIAKTHICCKOMN, U/WITH C TEPANIEBTHUCCKON IEITBIO.

Hcnonp3yeMplii B TaHHOM JOKYMEHTE TCpPMHUH "OEIOK-MUIICHB" OTHOCHUTCS K OCJIKY WM 4YacTh Oenka,
CHIOCOOHOM K CBSI3BIBAHUIO WIIA B3aUMOJICHCTBHUIO C COCIMHCHHUEM, OMICAHHBIM B JJAHHOM JOKYMEHTE, TAKUM Kak
COCJITHEHHUE CO CTPYKTYPOU U3 TPYIIIBI COSAMHEHUS A. B COOTBETCTBUY C OTpeIeICHHBIMU BapUAHTAMU OCYIIIC-
CTBIICHUS OCJIOK-MHUIICHD MPEICTaBiseT co0oit Oenok STIM. B cooTBeTcTBHM ¢ ONpeneIeHHBIMU BapUaHTaAMU
OCYIIIECTBIICHHUS OEITOK-MUIIICHD TIPECTaBIsIeT co0oi Oemok Orai.

B koHTekcTe manHoro mokymenra "6emok STIM" Bkmrowaet B cebs, 6e3 orpanuuenus, STIM-1 miexomu-
Tatomero, Takoi kak STIM-1 genoBeka u rpeI3yHa (Hampumep, MbimH), D-STIM Drosophila melanogaster, C-
STIM C. Elegans, STIM Anopheles gambiae u STIM-2 miekonuraroniero, Takoi kak STIM-2 denoBeka u rpbl-
3yHa (HampuMmep, MbIm), (cMm. ad3ansl ¢ [0211] mo [0270] B 3asBke Ha matent CIIA Ne US 2007/0031814, a
Takke Ta0i. 3 B 3asBke Ha mateHT CIIA Ne US 2007/0031814, BKiIro4eHHO# B JaHHBINA JOKYMEHT MTOCPEICTBOM
ccputkm). Kak onucano B TaHHOM JTOKYMEHTE, OBLIO BEISBICHO, UTO TaKWe OCIIKM BOBJICUCHBI, IPUHUMAIOT yda-
CTHE W/WIN 00CCIICYNBAIOT JCTIO-YIPABISIEMbIH BXOJ KAIBIUS WU €r0 MOIYJSAINI0, Oy(epHu3anuo MuTomas3-
MATHYECKOTO KANBIUS W/WIA MOIYJIALHUIO YPOBHEH KaJblUs BO BHYTPHUKICTOYHBIX JIETIO KAIBIUS WIH TIEpeMe-
IICHUC KAJBLUS B, B MPEIEIax WX U3 BHYTPUKICTOYHBIX JICMO KAJBIHs (HAPUMED, IHIOIIa3MaTHICCKOTO pe-
THKYJIyMa).

B konrekcre manHoro nokymenra "6enok Orai" Bkirouyaer B ce0st Orail (SEQ ID NO: 1, kotopas onmcana
B MexayHapoHoi 3asBke WO 07/081804), Orai2 (SEQ ID NO: 2, koTopas onrcaHa B MeXIYHAPOJTHOHN 3asBKe
WO 07/081804) nimm Orai3 (SEQ ID NO: 3, koropas onvcana B MexayHapoaao# 3asske WO 07/081804). ITo-
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CJIEZIOBATEIFHOCTh HYKICHHOBOU KHACIOTHI Orail cOOTBETCTBYET HOMepY nmocTyma B 6aze GenBank NM 032790,
MOCJIEIOBATEILHOCTh HYKICMHOBOW KHCIOTHI Orai2 cOOTBETCTBYyeT HOMepy agoctyma B 0aze GenBank BC
069270, u mocaenoBaTeILHOCTh HYKJIEHHOBOW KUCIOTH Orai3 cooTBETCTBYeT HOMepy AocTyma B 6aze GenBank
NM 152288. B koHTekcTe maHHOro AokyMeHTa Orai oTHOCHTCS K JroOoMy m3 reHoB Orai, Hanmpumep, Orail,
Orai2, Orai3 (cM. Tabn. I B MmexxmyHapoanoit 3asBke Ne WO 07/081804). Kak ommcaHo B JaHHOM JOKYMEHTE,
OBLTO BEISBIIEHO, YTO TaKHWe OENKH BOBIICUEHBI, IPHHUMAIOT YUaCTHE /WM 00ECIIEINBAIOT ACTO-yIIPABIIIEMBIN
BXOJ KQJBIHSI WITH €T'0 MOIYJISIHIO, Oy(hepr3aniio IIUTOIIa3MaTHYECKOT0 KaJIbIIXs H/MITH MOIYJIALINIO YPOBHEH
KaJbIMs BO BHYTPUKJIICTOUHBIX MO KAJBIHS WM ITEPEMEIICHNE KBS B, B IPEIeIax WM U3 BHYTPUKIECTOU-
HBIX JICTIO KAIBIUs (HAIPUMEp, SHAOIIA3MATHYCCKOTO PETHKYIYMA).

Tepmun "¢pparment” wim "nponsBogHoe" MpUMEHHTENbHO K Oenky (Hanmpumep, STIM, Orai) o3naudaer
OCIIKU VU TTOJUTICITAIBI, KOTOPBIE COXPAHSIOT, TIO0 CYTH, TAKYIO JK¢ OMOJIOTHYECKYIO (DYHKITHIO MM aKTUBHOCTh
MO0 MCHBIIICH Mepe B OJTHOM aHaJU3e, YTO U HATUBHBIHN Oenok(Oenkn). Hampumep, GparMeHThI WM TPOU3BOTHBIC
YIOMHHAEMOTO0 OeJKa COXPAHSIOT MO0 MEHBIICH Mepe MpHONIM3UTENFHO 50% aKTUBHOCTH HATHBHBIX OCITKOB, MO
MeHbleit Mepe 75%, 1o MeHbIIeH Mepe MPUOIM3UTENLHO 95% aKTHBHOCTH HATHBHBIX OEJIKOB, KOTOPYIO OIIpe-
JIENSIOT, HalIpUMeEp, C IIOMOIIBIO aHAJTN3a MPUTOKA KaJIbIUS.

B xoHTeKkcTe HaHHOTO JOKyMEHTa OOJIerdeHHe CHMIITOMOB KOHKPETHOTO 3a00JIeBaHHSA, HAPYIICHHUS WIH
COCTOSIHHUS TTOCPENICTBOM BBEJIEHHSI KOHKPETHOTO COCAMHEHUS WIH (papManeBTHUECKOW KOMITO3UIINK OTHOCHTCS
K JIIOOOMY ITOCTOSTHHOMY WJIM BPEMEHHOMY, IPOJOJKUTEIEHOMY WM HETPOJODKUTEIIEHOMY CHIDKEHHIO TSDKE-
CTH, 3aJIep>KKe MPOSBIICHNUS, 3aMeUICHUIO TIPOTPECCUPOBAHMS MIIH COKPAIIEHHUIO TUTEIEHOCTH, KOTOPOE MOKHO
OTHECTH Ha CYET BBEJCHHS COCTMHEHUS I KOMIIO3HMIUHU MM KOTOPOE MOXKET OBITh aCCOIIMMPOBAHO C TaKUM
BBCJICHHCM.

B KkoHTEkcTe NAaHHOTO JOKyMEHTa TEpMHUH '"MOIYIHPOBaTH' O3HAYaeT B3aWMOJICHCTBOBATH C OCIKOM-
MUIIICHBIO JTHOO HAMPSMYIO, JINOO OMOCPEAOBAHO C TEM, YTOOBI M3MECHUTHh aKTHBHOCTH OEJIKa-MHUIIICHU, B TOM
YHUCIIC, HCKIIFOYHUTEIILHO B KQUEeCTBE TPUMEpPa, IS ITOIaBICHUS aKTUBHOCTH MUIICHH WJIH JUTSL OTPAHHYCHHUS HTH
CHIDKCHHS aKTUBHOCTH MUIIICHU.

B xoHTEKCTE TaHHOTO JOKYMEHTa TEPMHH "MOIYJIATOP" OTHOCUTCS K COSTMHEHUIO, KOTOPOE U3MEHSET aK-
TUBHOCTh MUIIEHH. Hampumep, MOIYIATOP MOXET BBI3BIBATH MOBBIIICHUE WM CHIDKEHHE BEJIIMYHMHBI OTpEIe-
JICHHOW aKTUBHOCTH MUILIEHH MO CPAaBHEHMIO C BEITMYMHON aKTHBHOCTH B OTCYTCTBHE MOAYyIsATOpa. B coorBer-
CTBHH C OTIPEIEIICHHBIMH BapHaHTaMH OCYIIECCTBICHUS MOIYJATOP MPEACTaBIsAET COO0W MHTHOWTOP, KOTOPBIN
CHIDKAeT BEJIMYUHY OJTHOW MIJIM HECKOJIBKUX aKTUBHOCTEH MHUIIEHU. B COOTBETCTBHM C OIpee/ICHHBIMH BapHaH-
TaMH OCYIIECTBICHUS HHTHOUTOP MOTHOCTHIO MPETATCTBYET OHOM MM HECKOJIBKUM aKTHBHOCTSM MHIIICHH.

B koHTekcTe MaHHOrO AOKYMEHTa "MOIYJISIUA" MPUMEHHUTEIBHO K BHYTPHKICTOYHOMY KAJIBIIUIO OTHO-
CUTCS K JIIOOOMY M3MCHCHHIO W KOPPEKTUPOBAHHUIO YPOBHS BHYTPUKICTOYHOTO KAJBIHSI, B TOM YHCIE, Oe3
OTpPaHUYCHUS, K M3MCHCHHUIO KOHICHTPAIIMK KANBIHsA B I[UTOILIA3ME W/MJIM B OpraHEIaX-BHYTPHKICTOYHBIX
JICTIO KaJbIIHs, HAPUMED, SHIOIIaA3MATHICCKOM PETUKYIIyME, 1 N3MCHCHHE KHHETUICCKHAX XapPaKTEPUCTHUK I10-
TOKOB KaJIbIIHs B, U3 U B Mpeieiax KICTOK. B 0THOM acmekTe MOIYNSANUs OTHOCUTCS K CHIDKCHHIO.

B koHTekcTe TaHHOTO JOKYMEHTA TEPMHH "aKTUBHOCTh MHUIICHHU" OTHOCUTCS K OMOJIOTHYCCKOW aKTHBHO-
CTH, KOTOPYIO CIIOCOOCH MOIYIHPOBAaTh MOXYJsATOp. OTpenercHHbIe WILIIOCTPATHBHBIE aKTUBHOCTH MHIICHU
BKITIOUAIOT B cels1, 0e3 orpaHudeHus1, ahGUHHOCTD CBS3BIBAHUS, Tiepeady CUTHaNA, GEPMEHTATUBHYIO aKTHB-
HOCTB, OITYXOJIEBBIH POCT, BOCTIAJICHHE HJIM TPOIIECCH], CBSI3aHHBIC C BOCMAIICHUEM, U O0JIETYeHHE OJHOTO N
HECKOJBKIX CHMIITOMOB, aCCOLMHUPOBAHHBIX C 3a00JICBAHNEM HIIM COCTOSTHHAEM.

Tepmunsl "uarHOUpyeT”, "HHrHONpoBaHue" WK "HHrHOUTOP" akTHBHOCTH SOC KaHajga WM aKTUBHOCTH
CRAC xanHana B KOHTEKCTE JAHHOTO IOKYMEHTA OTHOCSITCS K MHTHOUPOBAHHUIO aKTHBHOCTHU JICTIO-YIIPABIISIEMbIX
KaJBIIMCBHIX KAHAJIOB WJIM AaKTUBHOCTH aKTUBUPYEMBIX BRICBOOOKICHUEM KaIBIIHS KaJbIIMEBBIX KAaHAJIOB.

Tepmun "mpreMiIeMbIil" IPUMEHUTEIHHO K COCTaBY, KOMIIO3HIIUH I HHIPEIUCHTY B KOHTEKCTE JAHHOTO
JIOKYMCHTa 03HaYaeT OTCYTCTBHE UX YCTOWYUBOTO BPEIHOTO BO3JCHCTBUS Ha 00IIEEe COCTOSHHE 3I0POBbS CyOh-
€KTa, MOJYYarOIIEero JICUCHUE.

B KOHTEKCTE JaHHOTO TOKYMEHTa TepMHUH "(papMarieBTUIEeCKH MPUEMIIEMBINA" OTHOCUTCS K MaTepUaly, Ta-
KOMY Kak HOCHUTENb, pa30aBUTENb, WIM K COCTaBy, KOTOPHIA HE HApymIaeT OMOIOTHYECKYI0 aKTHBHOCTH WIIN
CBOWCTBA COEAWHEHUS W SBISACTCS OTHOCHTEIBHO HETOKCHYHBIM, T.€. MaTepHall MOKHO BBOIWTH YEJIOBEKY, HE
BBI3BIBAsl HEXKEIIATENFHBIX OMOJIOTHYeCKHX 3(P(PEKTOB MM BPEAHOTO B3aMMOACUCTBHS C JIOOBIM M3 KOMIIOHEH-
TOB KOMIO3HIINH, B KOTOPOI OH COIEPKUTCH.

B koHTEKcTe JaHHOTO JOKYMEHTa TepMuH "(papMarieBTHiaeckas KoMOMHAIMA" 03HAYAET MPOAYKT, KOTOPBIH
MOJIY9YCH B PE3yNIbTaTe CMEIINBAHIS WIH 00BbeIMHEHNS O0Jiee YeM OJHOTO aKTHBHOTO WHTPEINCHTA, M BKIIIOYAET
B ce0s kKak (hMKCHpOBaHHEIC, TaK U He()MKCUPOBAHHBIC KOMOWHAIIMK AKTUBHBIX MHTpenneHTOB. TepmuH "duk-
CHUpPOBaHHAS KOMOWHAIWS'" O3HAYACT, YTO OJMH aKTHBHBIA MHIPEAMCHT, HAPUMEP, COCAUHEHHUE CO CTPYKTYPOU
U3 TPVl COSAUHCHHS A, U APYroe CPEICTBO B KOMOWHAIIMY BBOJST MAIUCHTY B BUJIC OTJCIBHBIX CIUHHUIL OJ1-
HOBPEMCHHO, MApaJUICIEHO HITH ITOCJICAOBATEIBFHO MIPH OTCYTCTBUU KOHKPETHBIX BPEMECHHBIX CPOKOB ITEPEPHIBA,
MpUYEeM TaKoe BBEJCHHE 00OecIeurBaeT Y(PPEKTHBHBIC YPOBHH JIBYX COCAWHCHHI B OpraHu3Me manueHTa. [1o-
CJICJTHUY BapUaHT TaK)Ke MPUMCHUM JUIs Tepamuu "KOKTeiieM" JeKapCTBEHHBIX CPEJCTB, HAPUMED, BBEICHUE
Tpex uiu 0oJiee aKTUBHBIX WHTPEIUCHTOB.

Tepmun "dapmarieBTudecKass KOMITO3UIUSA" OTHOCUTCS K CMECH COCIUHEHHUS CO CTPYKTYpOH W3 TPYIIITbI
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COEIMHEHUs A, ONTMCaHHOTO B JIAHHOM JIOKYMEHTE, C JIpYTUMH XUMHYECKUMH KOMIIOHEHTaMH, TAKUMHU KaK HO-
CHUTENH, CTaOMIIN3aTOPHI, pa30aBUTENH, TTOBEPXHOCTHO-aKTHBHBIE BEIIECTBA, IUCIIEPTUPYIONIUE CPEACTBa, Cyc-
MEHIUPYIOIINE CPEICTBA, 3aryCTUTENH W/WIM BCIOMOTAaTeIbHBIE cpeacTBa. DapmaneBTHYecKas KOMIIO3HIINSA
oOyerdaeT BBeICHHE COCTUHEHUS B OPTaHM3M. B ypoBHE TEXHHKH CYyIIECTBYEeT HECKOJIHKO METOIUK BBEACHUS
COCIMHEHUS, B TOM 4HCie, 0e3 OrpaHHYeHUs, BHYTPHBEHHOE, IEpOpalbHOE, a’3pO30JIbHOE, MapeHTepalbHOe,
TJIa3HOE, TIOAKOXKHOE, BHYTPUMBIIIEYHOE, JIETOYHOE U MECTHOE BBEICHUE.

B koHTEeKCTE MaHHOTO MOKYMEHTa TepMUHBI "d(pdekTuBHOE KONMMmuecTBO" WM "TepameBTHYecKu ddek-
TUBHOE KOJIMYECTBO" OTHOCSITCA K JOCTaTOYHOMY KOJIMYECTBY BBOJAMMOTO CPEICTBA WIIM COEAWHEHHS, KOTOPOE
OyneT obieryarb B HEKOTOPOH CTETICHH OJMH WJIM HECKOJIBKO U3 CHMITOMOB 3a00JI€BaHMsI MIIM COCTOSIHUS, MO~
Bepraromierocs jJe4eHuto. Pe3ynbTaToM MOXET OBITh YMEHBIICHHE W/WIHM OocialiieHHe MPU3HAKOB, CUMIITOMOB
WIM TPUYUH 3a00JIeBaHMs WIK JTI000€ ApPYyroe jkellaeMoe M3MEHeHHe Ouosiormueckoil cucremsl. Hampumep,
"3¢peKTUBHOE KOMMYECTBO" UISI TEPANeBTUUECKUX MPUMEHEHHH IpeicTaBisieT co00i KOIMYECTBO KOMIO3HU-
IIMH, KOTOpasi BKIIOYAET B ce0s1 COeIMHEHUE CO CTPYKTYPOIl M3 TPYIIIBI coequHeHus1 A, TpeOyromeecs s obec-
MeYEeHNs] KIIMHUYECKH 3HAYUMOTO CHIKEHHsS CHMNTOMOB 3a0oneBanus. CooTBercTByromee "spekTuBHoe" KO-
JIMYECTBO B JIFOOOM OTIEIBFHOM CIydae MOYKHO OIPEAETHUTH C HCIIOIB30BAHNEM TAKMX METOIHK, KaK MCCIIeA0Ba-
HHE C YBEIIHYCHHUEM JI03BI.

B koHTeKkcTE MaHHOTO MOKYMEHTa TepMHUHBI "ycuiuBaeT" win "ycuiieHue" 03HA4aroT JH0O0 MMOBBIMICHUE
CHUJTBI, JTNOO YBENUYCHUE JUTUTEIHLHOCTH keyaTenbHoro dddexra. Takum 00pa3oM, MPUMEHUTEIHHO K YCUICHHUIO
3¢ dexTa TepaneBTHUESCKUX CPENCTB TEPMUH "YCHUIICHHE" OTHOCHTCS K CIIOCOOHOCTH JIMOO MOBBIIIATE CHITY, JTHOO
YBEJIMYHUBATh JUTMTENBHOCTE 3(dexra Apyrux TepaneBTHUECKUX CPEACTB B CHCTEME. B KOHTEKCTe HaHHOTO J0-
KyMeHTa "3(p(heKTHBHOE KOJIMYECTBO ISl YCHICHHUS' OTHOCHUTCS K KOJIMYECTBY, JOCTATOYHOMY JUIS YCHUIICHHS
a¢dexTa Ipyroro TepareBTUUECKOT0 CPECTBA B XKEIATSIBHOH CHCTEME.

[Ipenmonaraercs, 4To TepMHHAMH "COBMECTHOE BBEJCHHE" WM MOJOOHBIMHU, KOTOPBIE HCIIOIB3YIOTCS B
JTAHHOM JIOKyMEHTE, OXBaThIBACTCS BBEICHUE BHIOPAHHBIX TEPANEBTHYECKUX CPEACTB OJHOMY MAalUEHTY, U, KaK
IpeAnosaraeTcs, OHU BKIIOYAIOT B ce0s CXEMBbI JISUCHU, IPU KOTOPBIX CPEACTBA BBOIST ITOCPEICTBOM OJHOTO H
TOTO K€ ITyTH BBEICHHS WJIM PA3HBIX ITyTeH BBECHHS WIH B OJHO M TOT K€ MOMEHT BPEMEHH U B Pa3HBIC MO-
MEHTHI BPEMEHH.

B KOHTEKCTE JaHHOTO TOKYMEHTa TePMHUH "HOCHUTENB" OTHOCHTCS K OTHOCHTEIEHO HETOKCHIHBIM XUMHIYe-
CKUM COEIMHEHHSIM HIIH CPEICTBAM, KOTOPHIE 00JIeT9al0T BKIIOUEHUE COCTUHEHUS B KIICTKU MU TKaHU.

TepmuH "paz6aBuTeNb" OTHOCHUTCS K XUMHUECKHM COCTUHEHHSIM, KOTOPBIC HCIIONB3YIOT JUIs pa30aBIeHuUs
MPECTABIISIONIET0 HHTEPEC COCTUHEHUS Mepe]] T0CTaBKOW. Pa3zbaBuTenu Takke MPUMEHSIOTCS s cTaOmim3a-
IINM COEJMHEHHUH, IIOCKOJIbKY OHM MOTYT obecrieunBaTh Oojee ctabmibHYyI0 cpeny. B kauectBe pazbaButeneil B
YPOBHE TEXHHKH HCIIOJIB3YIOTCS COJIM, PACTBOPEHHBIE B Oy(epHBIX pacTBOpax (KOTOpBIE TaKXKe MOTYT obecre-
YMBaTh KOHTPOJb MK Noanepxanue pH), B Tom uncie docharHo-coneBoli OydepHbIi pacTBOp, HO HE OTpaHHU-
YUBASICh UM.

"MeTabonuT" coeqMHEHHs, PACKPBITOTO B IAHHOM JIOKYMEHTE, ITPEACTaBIsieT cOOOH MTPOU3BOAHOE TAKOTO
COEIMHEHUsI, KOTOpoe 00pa3yeTcsi, Korya coeimHeHne Merabonusupyercsi. TepMuH "akTHBHBINH MeTabomuT" OT-
HOCUTCSI K OHMOJIOTHYECKH aKTUBHOMY IPOM3BOIHOMY COCIMHEHHS, KOTOpoe o0pasyercs, KOTAa COeIWHEHHE
MeTabonm3upyeTcs. B KOHTEKCTe JAaHHOTO MOKYMEHTa TEPMHH '"MeTabonm3upyeTcs" OTHOCHUTCS K CyMMeE IMpo-
1IeccoB (B TOM 4HucIie, 0e3 orpaHWuYeHus], peakIni THAPOIN3a U PeaKIfid, KaTaaTu3upyeMbIX hepMeHTaMHu), T0-
CPEICTBOM KOTOPHIX KOHKPETHOE BEIICCTBO M3MEHSETCS OPTaHM3MOM. TakuM oOpa3oM, pepMEHTHI MOTYT IPH-
JIaBaTh COCIMHECHMIO CTICU(PUIECKUE CTPYKTYpHbIe m3MeHeHus. Hampumep, muroxpom P450 katammsupyer psia
OKHCITUTEIBHBIX ¥ BOCCTAHOBUTEIFHBIX PEaKIUi, B TO BpeMs Kak ypuauHAH(OCHaT-rmroKypoHmITpaHchepaspl
KaTaJM3UPYIOT TEPEeHOC aKTUBHPOBAHHOW MOJIEKYJIBI TIIIOKYPOHOBOHM KHCJIOTHI Ha apoOMaTHYECKHE CIIUPTHI,
anuQaTHuecKue CIUPTHI, KApOOHOBBIE KHUCJIOTHI, aMUHBI ¥ CBOOOJHBIE CYJIb(OTUAPHUIbHBIE Ipynbl. JlonoiaHu-
TENBHYI0 MHPOPMaIHio 0 MeTabonu3Me MokHO noixyuuth n3 The Pharmacological Basis of Therapeutics, 9th
Edition, McGraw-Hill (1996). MeraGoauTsl coeIMHEHUH, PACKPHITHIX B JAHHOM JOKYMEHTE, MOKHO HICHTH(H-
IIUPOBATh JIMOO TOCPEICTBOM BBEICHMS COCOMHCHHMH XO3SMHY W aHaln3a o0pas3lloB TKAaHHW OT XO3s5HMHA, JINOO
MOCPEJCTBOM MHKYOMPOBAHMS COSIMHEHUH ¢ KIIETKaMHU TIEUYCHH in Vitro ¥ aHaiu3a 00pa30BaBIINUXCS B PE3YIIb-
TaTe COCAUHEHUH.

"BrogocTymHOCTE" OTHOCUTCSI K MMPOLIEHTHOM JTOJM OT MacChl COSAMHEHHUS, PACKPBITOTO B JAHHOM JIOKY-
MeHTe (HampuMep, COSAMHEHUS U3 TPYIIILI COSTUHEHUS A), KOTOpask JOCTABISAETCS B OOIIHIT KPOBOTOK KHBOT-
HOTO WJIM YeJIOBeKa, ydyacTByromlero B uccienoBannn. CymmapHoe BozaericTBrue (AUC(0-00)) rekapCcTBEHHOTO
CpeICTBa, BBOAMMOTO BHYTPHBEHHO, BBEIEHIH OOBIYHO ompenensroT kak 100% 6momoctynHOoCcTh (F%). "Ilepo-
panpHast OMOJOCTYMHOCTE" OTHOCHUTCSI K CTETIEHH, C KOTOPOH COETMHEHHUE, PACKPHITOE B JAaHHOM JOKYMEHTE,
abcopOupyeTcs B oOwmMiI KPOBOTOK, KOorja (hapMaleBTHYECKYI0 KOMIIO3WIMIO NMPHHUMAIOT MEPOPajbHO, II0
CPaBHEHUIO C BHYTPHUBEHHOI MHBEKIIMEH.

"KoHneHTpanys B ria3me KpoBu'" OTHOCHUTCS K KOHIEHTPAIMN COSIMHEHUSI CO CTPYKTYPOH M3 TPYIIIBI CO-
eIMHEeHUsI A B KOMIIOHEHTE KPOBU CYOBEKTa, MPEACTABIIOMEM cO00 mia3My KpoBH. CienyeT HOHHUMATh, YTO
KOHICHTpPAIMS COSIMHEHHH, ONTMCAaHHbIX B JAHHOM JIOKYMEHTE, B IlJIa3Me KPOBU MOXET 3HAUUTEIHHO BapbHpPO-
BaTh MEXIY CYOBEKTaMH BCIEJICTBHE M3MEHUYMBOCTH B OTHOLICHHWHM METAa0OIM3Ma M/MJIM BO3MOXKHBIX B3aHMO-
JIEHCTBUH C IPYTHMMHU TEPalleBTHICCKUMH CPEICTBAMU. B COOTBETCTBHH C OJZHWM BapHaHTOM OCYIIECTBICHHS,
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PACKPBITEIM B JIAaHHOM JTOKYMEHTE, KOHIICHTpAIMsS COCAMHCHHM, PACKPBITBIX B JAHHOM JOKYMEHTE, B ILIa3Me
KPOBH MOJKET BapbUPOBATh OT CYOBEKTa K CyOBEKTY. AHAJOTMYHO, 3HAUCHUS, TaKAC KaK MaKCHMallbHAs KOH-
HeHTpanys B ia3Me kposd (Cmax), M BpeMs 10 TOCTHKCHUS MaKCIMaJIbHOH KOHIIEHTPAIUU B TUIa3Me KPOBU
(Tmax), wn obmras TIoNmank Mo KPHBOH 3aBUCHMOCTH KOHIICHTpAIMH B Tu1azmMe kpoBu oT Bpemenu (AUC(0-
00)), MOTYT BapbUPOBATh OT CYOBCKTa K CYOBEKTy. BcieicTBue STOW HM3MEHYHBOCTH KOJIUYECTBO, KOTOPOE
JTOJDKHO COCTaBIIATH "TepaneBTUICCKH 3P PEKTUBHOE KOJUIESCTBO" COSTUHEHHS, MOKET BapbUPOBATh OT CYOBhEK-
Ta K CyOBeKTy.

B KOHTEKCTe MaHHOTO NOKYMEHTa '"ToMeocTa3 KajbIs"' OTHOCHUTCS K TOJJepXKaHHUIO o0Iero OamaHca
YPOBHEW BHYTPHUKJICTOYHOTO KaJBIMSI M €T0 MEepeMEeIIeHHH, B TOM YHCIe IepeJadyl CUrHajla ¢ y4acTHeM Kallb-
Is1, BHYTPH KIICTKH.

B koHTekcTe JaHHOTO JOKYMEHTa "BHYTPHUKJIETOUHBIN KaJbIUi'" OTHOCUTCS K KajbIHIO, pacloJiararole-
MycCsl B KIIETKe, 0¢3 yKa3aHHs KOHKPETHOTO MECTa PACIIONIOKCHHS B KIIETKE. B oTnmyme oT 3TOro, "IUTO30I1b-
HBIH" WM "UUTOIIIa3MAaTUYECKUI" MPUMEHUTENIFHO K KaJIbLIUI0O OTHOCHUTCSA K KaJbLHUIO, pacrojaraluemMycs B
[UTOILIA3ME KJICTKH.

B KOHTEKCTE HACTOSIIETO0 AOKYMEHTa Y(P(PEKT B OTHOIICHUHM BHYTPHUKICTOYHOTO KAIBIHUS MPEICTABISACT
c000i1t m000e M3MEHEHHE 0000 acTeKTa BHYTPUKIIETOYHOTO KaJIbIUs, B TOM YHCIe, 0€3 OrpaHnICHHs, U3Me-
HEHHE YPOBHEH BHYTPHKIETOYHOTO KAJIBIHS W PACTIONOXKEHHUS W MEPEeMEIICHNS KaIbLUs B, U3 WIH B Ipeaeax
KJICTKH WJIM BHYTPUKIETOYHOTO JIETIO KaJbINs Wi opranesuisl. Hampumep, 3¢ dekr B oTHOMEHNN BHYTpUKIIC-
TOYHOTO KaJbIMS MOKET MPEACTaBIATH COOOW M3MEHEHHE CBOMCTB, TAKMX KakK, HAIpUMep, KHHETHIECKHUE Xa-
PaKTePUCTHKH, 3HAUYEHUS TyBCTBUTEIFHOCTH, CKOPOCTb, aMIUTUTYAA W JIEKTPOPHU3NOIOTHIECKHE XapaKTepH-
CTHKH ITOTOKA WJIN TIEPEMEIIICHHS KaJIbIHsA, KOTOPOE MPOUCXOAUT B KJIETKE WK ee 9acTH. D(P(PeKT B OTHOUICHUN
BHYTPHUKIICTOYHOTO KAJBIHSA MOXET IPEACTABIATh COOOW H3MEHCHHE JHOOT0 TMpoIecca, MOMYIUPYIOIIETO
YPOBHH BHYTPUKIICTOYHOTO KAIBIHUSA, B TOM YHCIIE JICMO-YIIPABIAEMOTr0 BX0Ja Kajdblys, OydepHu3anuu KaabIus
B IIUTO30JIC M YPOBHEH KalblHsi BO BHYTPUKJICTOYHOM JICTIO KaJbIMS WIH MEPEMEIICHHS KalbIUsI B, U3 WIH B
npejeniaXx BHYTPUKIETOYHOTO JICTO Kaiblus. JIFDOOH M3 3THX aCIEeKTOB MOXKHO OIICHUTH C MOMOIIBIO PSa CIIO-
co0OB, B TOM YHCIIe, 03 OTPAaHUICHUS, OLICHKH YPOBHEH KaJbIIHs WIH JPYTroro HOHa (B 0COOCHHOCTH, KaTHOHA),
MepeMEIeHIH KaJIbIIHs WK APYroro HoHa (B 0COOCHHOCTH, KATHOHA), KOJICOAHUHN YPOBHEH KabIWsI WIIH JPYTO-
ro voHa (B OCOOCHHOCTH, KATHOHA), KHHETHYECKUX XapPAKTEPUCTHK TOKOB KaJbITUS WIIM IPYroro WoHa (B OCO-
OCHHOCTH, KaTHOHA) ¥/WJIH TPAHCIIOPTA KaJbIUs WX APYTroTo HOHA (B OCOOCHHOCTH, KATHOHA) Yepe3 MeMOpaHy.
M3MmeHeHne MOXET MPEACTaBIATh co00il M000e Takoe M3MEHEHHE, KOTOPOE SBIAETCS CTATHCTHYECKH 3HAYH-
MBIM. TakuMm 00pazoMm, HampuMmep, eClIi yKa3aHo, YTO YPOBHU BHYTPHUKICTOYHOTO KaNbLHUS B HCCIICAYEeMOMN
KJIETKE U KOHTPOJIbHOW KJIETKE OTIMYAIOTCS, TAKOE OTIIMIHE MOKET OBITh CTATHCTUYECKU 3HAYUMBIM OTIIHIHEM.

B koHTEeKCTE MaHHOTO JTOKyMEHTa "BOBIICYCH B" MPUMEHHUTEIHHO K B3aUMOOTHOIIIEHUSM MEXAY OSIKOM U
ACTICKTOM BHYTPHUKJICTOYHOTO KaJIBIIHS WM PETYISAINCH BHYTPUKICTOYHOTO KANBIUsA O3HAYACT, YTO B Clydae,
KOTJ]a 3KCIIPECCHs MM aKTUBHOCTHh O€JKa B KIICTKE SBISCTCS MOHMKCHHOM, M3MEHECHHON WM MCKITIOYCHHOM,
CYIIECTBYET OJHOBPEMCHHOE WIIM CBS3aHHOE CHIKCHUE, U3MCHCHUE WIIH MCKIIOYCHUE OJTHOTO FUTH HECKOJIBKUX
ACTICKTOB BHYTPHUKJICTOYHOTO KAaJIBIMS WU PETYJSIHKA BHYTPUKICTOYHOTO Kaibls. Takoe W3MEHCHHE WU
CHIDKEHHE 3KCIIPECCUU WIIH aKTHBHOCTH MOXKET MPOUCXOIUTH MO MPUYNHE U3MEHCHHUS IKCIIPECCUU T'eHA, KOIH-
pyromiero GeNoK, MU BCIICACTBHE M3MEHEHHUS YpOBHEH Oeika. bemok, BOBICUCHHBIH B aClIeKT BHYTPHUKICTOYHO-
TO KaJbIs, TaKOM Kak, HaIpuUMep, AETO-YIPaBIIeMbId BXOJ KaJbIHA, CIEJOBATEIFHO, MOXKET MPECTABIATH
co0oii 0eoK, KOTOPEIi 00ecTeynBaeT acleKT BHYTPUKICTOYHOTO KaJBIHS MIIA PETYIISAINI0 BHYTPHKICTOIHOTO
KaJbIMs WM y9acTBYeT B HuX. Hampumep, 6e10K, KOTOPBIH 0OecrieunBaeT Aemo-yIpaBIsieMbIi BXOA KaJIbIus,
MOJKET IPeNICTaBISITh coboit 6enok STIM w/mm 6emox Orai.

B KOHTEKCTE MaHHOTO HOKYMEHTa OEJOK, KOTOPHIN SABISIETCS KOMIIOHEHTOM KaJbIIMEBOTO KaHANa, Mpen-
CTaBISET CO00M OETOK, KOTOPHIH YUaCTBYET B KOMILIEKCE W3 HECKOJIBKUAX OCIIKOB, KOTOPBIH 00pa3yeT KaHall.

B KxoHTeKcTEe TaHHOTO TOKYMEHTa BhIpa)KeHHMs "0a3ayIbHBIN" WK "B COCTOSIHUM TTOKOs" IPHUMEHHUTEIBHO K
YPOBHSIM IIUTO30JBHOTO KANBIUS OTHOCSATCS K KOHIICHTPAIMH KaNbIMS B IIMUTOIIa3ME KIICTKH, TaKOH Kak, Ha-
npuUMep, KieTka 0e3 CTUMYIISINN, KOTOpask He TOABEePIiach NCHCTBUIO YCIOBHMA, PE3YIBTATOM KOTOPBIX SBIISCT-
sl TIepeMeIIeHUE KalblKs B WIHM W3 KICTKH WIK B TpeesiaX KICTKH. ba3anbHEIN ypOBEHb IUTO30IBHOTO Kajlb-
U] WK YPOBEHBb IUTO30JILHOTO KaJbIHSA B COCTOSIHHU TTOKOSI MOXKET MPEICTABIIATh COOON KOHIICHTPAIIUIO He-
CBSI3aHHOTO KaJbIHs (T.€. KAIbIUsA, KOTOPHIA HE SBISIETCS CBSI3aHHBIM C BEIICCTBOM, CBA3BIBAIOIINM KIETOYHBIN
KaJbIMH) B IIUTOIUIa3Me KIETKH, TAKOW KaK, HaIpuMep, KJIeTKa 0e3 CTUMYJIALNH, KOTopas He ITOABEPIIach Jei-
CTBHIO YCIIOBHH, Pe3yJIbTATOM KOTOPHIX ABISETCS NepeMENICHIE KaIbIUs B KICTKY WIH U3 KICTKH.

B koHTeKCTe MaHHOTO AOKyMEHTa "mepeMenieHne" MPUMEHUTEIFHO K HOHAaM, B TOM YHCIIe KaTHOHAM, Ha-
prUMep, K KalbIUI0, OTHOCUTCS K ITEPEMEIICHUIO MM CMEHE MECTa PACIIOIOKEHHs, TAKUM Kak, HalprIMep, TOK
WOHOB B KIICTKY, M3 HEEC WIU B Mpejeiax KIeTku. TakuM o0pa3oM, mepeMelieHue HOHOB MOXKET IPEICTABIIATh
co0oii, HapuUMep, IepeMEICHHE HOHOB U3 BHEKJICTOYHOHN CPEbl B KJIETKY, H3HYTPH KICTKU BO BHEKJICTOYHYIO
Cpely, U3HYTPH BHYTPUKICTOYHOW OPTaHEIUTBI WM CalTa-Jero B IUTO30JIb, U3 IUTO30JIA BO BHYTPUKJICTOYHYIO
OpTaHeIUTYy WU CalT-Ierno, U3 OJHOH BHYTPUKJICTOYHON OpTaHesUIbl WK CalTa-Ieno B APYTYI0 BHYTPHKICTOY-
HYI0 OpPTaHEIUTy WU CalT-Iero, U3 BHEKICTOYHON Cpelbl BO BHYTPUKIICTOYHYIO OpPraHEIUTy WM CalT-JAero, U3
BHYTPHKIICTOYHOIH OpPTaHEIUTBI MU CalTa-Iero BO BHEKJICTOUYHYIO CPEIy M U3 OJHOTO MECTOMOJIOXKCHHUS B Ipe-
JieNax IUTOIUIA3MBI KIIETKH B JIPYTOE.
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B xoHTEKCTe JaHHOTO AOKYMEHTa "BXOJ KaTHOHA" MIH "BXOA KalubIMs" B KIETKY OTHOCHUTCS KO BXOAY Ka-
THOHOB, TAKUX KaK KaJIbIIMiA, B MECTOIIOJIOKECHIE BHYTPH KIIETKH, TAKOE KaK IUTOIIa3Ma KICTKH, WIX B TIOJIOCTh
BHYTPHUKIIETOUYHOW OpraHeluIbl WK caiTa-fgerno. TakuMm oOpa3oM, BXOJ KaTHOHA MOXKET IMPEACTaBIATh COOOM,
HaIpuMep, MepeMenieHne KaTHOHOB B IIUTOIUIa3My KJIETKH M3 BHEKJICTOYHOM CpeIbl MM U3 BHYTPHKICTOYHON
OpraHeIIIbl WK CalTa-[ero WIN MepeMeIIeHne KaTHOHOB BO BHYTPHKIICTOYHYIO OpPTaHEIUTy FIIM CalT-IeTo U3
IIUTOIUIa3MBI FJTH BHEKJIETOUHOW cpenpl. [lepeMerienne Kaapysa B IIUTOIUIA3MY U3 BHYTPHUKIETOYHON OpraHei-
JIBI WJIM CalTa-JIeTo Takke Ha3bIBAaeTCs "BHICBOOOXKIEHHUEM KaIbIHs" U3 OpraHellyIbl WIIH CaidTa-Iero.

B xoHTEKCTE naHHOTO JOKyMEHTa "0EJIOK, KOTOPBIH MOAYIUPYET BHYTPUKICTOTHBINH KAJBITUH", OTHOCHUTCS
K JIFOOOMY KJICTOYHOMY OCIIKY, KOTOPEIH BOBIICUYCH B PETYJIIHMIO, KOHTPOJIb W/WIM U3MCHCHUE YPOBHS BHYTPH-
KJICTOYHOTO Kanbltus. Hampumep, Takoil OelOK MOXKET OBITH BOBJICYCH B M3MCHCHHC WM KOPPEKIMIO YPOBHS
BHYTPHKIICTOYHOTO KAJNBIUS PA3TUYHBIMU CIIOCOOaMH, B TOM YHCJe, 0€3 OrpaHHUYCHHS, MOCPESICTBOM HOIICP-
JKaHHS YPOBHEH IMTOIIA3MATHICCKOTO KANBIUSA B COCTOSHHU TIOKOS HJIM 0a3aJIbHBIX YPOBHCH ITUTOILIA3MATH-
YECKOTO KaJbIIHs WM MMOCPEACTBOM BOBJICUCHHS B KICTOYHBIN OTBET HA CHTHAJ, KOTOPKIHA MEPEIacTCs B KICTKY
C MOMOIIBI0 MEXaHU3Ma, KOTOPBIA BKJIIOYACT B ceOs OTKIOHCHUE YPOBHS BHYTPUKJICTOYHOTO KAJBIUS OT CO-
CTOSIHHS TIOKOSI HJTH 0a3aIbHOTO cOCTOSsTHUA. B KoHTEeKCcTe (hpasbl "OeIoK, KOTOPBIH MOAYIUPYET BHYTPHKIETOY-
HBIA KaJbIUi," "KIeTOUHBIA" OEJIOK MpeacTaBIseT co00i Oe0K, aCCOIMMUPOBAH C KJIETKOW, TaAKOW KakK, HAIPH-
Mep, IUTOIUIa3MaTHIECKUil 0eIoK, OJIOK, aCCONMUPOBAHHBIN ¢ MIa3MaTHIECKOH MeMOpaHOW, WITH BHYTPHKIIC-
TOYHBII MeMOpaHHbBIH O6eNoK. belku, KoTopble MOAYIHPYIOT BHYTPUKIETOYHBIN KaJbIIHiA, BKIIIOUAIOT B ce0sl, 6e3
OTpaHUYEHUS, OCNKH, TPAHCIOPTHUPYIOIINE HOHBI, KaJIbIHH-CBA3BIBAIONINE OCIKH U PETYJIATOPHBIE OEIKH, KOTO-
pBIE PEryIUpYIOT OSNKH, TPAaHCTIOPTUPYIOIINE HOHEI.

B koHTekcTe JaHHOTO JOKYMEHTa TEpMHUH "00ierdyath” O03HAYaeT CHHMXKATh, MPEIYNPEKIATh, OCIAOIATH
W/WIIA YMCHBIIATh BO3JCUCTBUC 3a00JCBAHUS, CHMIITOMA WM COCTOSIHHS, YTO MPUBOAUT K YIYYIICHUIO TPU
3a00JICBAHUY WJIM COCTOSIHUM WM 110 MEHBIICH Mepe YaCTHYHO OOJer4aeT CUMIITOMBI, ACCOIMMPOBAHHBIC C 3a-
00JIeBaHUEM WJIM COCTOSTHHEM, BILIOTH JIO TIOJTHOTO CHIDKCHHS Tak, YTOOBI yKa3aHHOE BO3JCHCTBHE OBLIO HyJIe-
BBIM WJIH, 110 CYTH, HYJICBBIM.

B xoHTEKCTe MaHHOTO AOKyMEHTa "KJIETOYHBIM OTBET" OTHOCHTCS K JIOOOMY KIETOYHOMY OTBETY, KOTO-
PBIH SBISIETCS PE3YJIHTaTOM IIEpPEMEIICHUs MOHOB B KJIETKY MJIM W3 HEe WM B Ipenenax KieTkH. KieTouHsrid
OTBET MOKET OBITh ACCOIMMPOBAH C JTIOOOW KIETOYHOH aKTUBHOCTBIO, KOTOPAS SIBIISIETCS] 3aBUCUMOM, 1O MEHB-
el Mepe 0T4acTH, OT HOHOB, TAKMX KaK, HallpUMep, KaJubIui. Takme akTHBHOCTH MOTYT BKIIIOYATh B ce0s, Ha-
prUMep, aKTHBAIMIO KIETKH, SKCIPECCHIO T€HOB, YHIOINTO3, SK30IIUTO3, MUTPALMIO KIETOK M THOEIh KICTKU
BCJICJICTBHE alloNTO3a.

B koHTEkcTe TaHHOTO MOKYMEHTa "MMMYHHBIC KJICTKH" BKIFOYAIOT B C€0sl KICTKH UMMYHHOW CHCTEMBI U
KJICTKH, KOTOPBIC BBITOJTHIIOT (DYHKIUIO WIH 00JaaI0T aKTUBHOCTBIO B paMKaX IMMYHHOTO OTBETA, TAKUE KaK,
0e3 orpannyeHus1, T-KiIeTkU, B-kineTku, muMGOIUThI, Makpodaru, ACHAPUTHEIC KICTKH, HEUTPOGUIBI, 203UHO-
(bl 6a30(WITEL, TYYHBIC KJIETKH, Ia3MATHYCCKUE KIICTKH, JICHKOIUTHI, aHTUTCH-TIPE3CHTUPYIOIINE KIICTKU U
KJICTKH-HATYPalIbHBIC KHJLICPHI.

B koHTeKkcTe JaHHOTO JOKYMEHTa "NUTOKHH" OTHOCHTCS K HEOOJBIIMM PacTBOPUMBIM OEJKaM, CEKpETH-
PYEMBIM KJIETKaMHt, KOTOPBIE MOTYT M3MEHATH MOBEJICHHUE WIIN CBONHCTBA CEKPETHPYIOIIEH KICTKH WM IAPYTou
KIEeTKH. L{UTOKWHBI CBA3BIBAIOTCS C IUTOKMHOBBIMH PEIENITOPAMH H 3aITyCKAaIOT IOBEACHUE FITH CBOHCTBO KIIET-
K{, HaTlpuMep, npomdepanio, Tnoens win JugepeHIUpOoBKY KISTKH. MImocTpaTHBHBIE TUTOKWHBI BKIIO-
4aroT B ce0s1, 6e3 orpaHndeHus], HHTepIeHkuHbl (Harnpumep, 1L-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-8, IL-9, IL-10,
IL-11, IL-12, IL-13, IL-15, IL-16, IL-17, IL-18, IL-1a, IL-1p u IL-1 RA), rpanynouuTapHbii KOJIOHUSCTUMY-
mupytomuii paktop (G-CSF), rpanynoumrapHOo-MakpodaraibHBIH KoJIOHHECTUMYIHpYomuid ¢akrop (GM-
CSF), orkoctatid M, spuTpOnod3THH, dakTop, HHruoupyronwmit neitko3 (LIF), muarepdeponsr, B7.1 (Takke n3-
BecTHBIN Kak CD80), B7.2 (Taxoke m3ectHslit kak B70, CD86), unensr cemeiictea TNF (TNF-a, TNF-B, LT-f3,
murang CD40, Fas nurana, murang CD27, nmurang CD30, 4-1BBL, Trail) u MIF.

"leno-ynpasnsemslil Bxoa kanpuusa" mwin "SOCE" oTHOCHUTCS K ME€XaHU3MY, IOCPEACTBOM KOTOPOTO BBI-
CBOOOKICHHEC MOHOB KANBIUS M3 BHYTPUKICTOUYHBIX JIETIO KOOPIUHHUPYETCS ¢ MPUTOKOM HOHOB Yepe3 Iuia3ma-
TUYECKYI0 MEMOpaHy.

"CenexTuBHBIN MHrHOMTOP akTuBHOCTH SOC KaHana" 03Ha4YaeT, YTO MHTUOUTOP SIBISETCS CEIICKTHBHBIM B
otHomeHnn SOC KaHANIOB M NMPAaKTUYECKH HE OKAa3bIBACT BO3JCHCTBUS HAa aKTHMBHOCTH JPYTHUX TUIIOB HMOHHBIX
KaHaJIOB.

"CenextuBHblii uHTHONTOP akTBHOCTH CRAC KaHama" o3HavaeT, YTO HHTHOUTOP SBISETCS CEICKTHBHBIM
B otHomeHnH CRAC kaHanoB M MpakTHYECKH HE OKAa3BIBAET BO3JCHCTBUSA Ha aKTUBHOCTH IPYTHX THUIIOB HOH-
HBIX KaHaioB u/umu apyrux SOC kaHaIoB.

B xoHTEKCTE TaHHOTO TOKYMEHTa TEPMHH "KaIbIi" MOXET UCITOJIb30BATHCS B OTHOIIEHUH JIEMEHTA FITH
JBYXBajeHTHOro KatioHa Ca’’.

HecMmoTps Ha TO, YTO MPEIMOYTHTEIEHBIC BAPUAHTHI OCYIICCTBICHUS HACTOSIIETO H300PETEHUS OBUIH I10-
Ka3aHBI U OIMCAHEI B TAHHOM JIOKYMCHTE, CIICIUAINCTY B JAHHOW 00JTACTH TCXHUKH OYAET OYCBUIIHO, YTO TAKUE
BapHaHTHl OCYIICCTBIICHUS MPEICTABICHBI TOJBKO B KauecTBe puMepa. CrenuanuctaM B JaHHOW 00JIaCTH TeX-
HUKHU BCTPETATCSA MHOTOYHCIICHHBIC BAPUAHTHI, H3MECHCHS M 3aMCHBI, HE OTCTYMAIOIINE OT HACTOSIIEro u3o0pe-
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Terus. CiaeqyeT NOHUMaTh, YTO Pa3IMYHbIC ajlbTEpPHATHUBBI BAPHAHTaM OCYILECTBIEHHS HACTOSIIEro n3obpere-
HUS, ONMCAaHHBIM B JAHHOM JOKyMEHTE, MOTYT OBITh HCIIOJIb30BaHbI IPH NPAKTHYECKOM OCYIIECTBICHHH Ha-
cTosimero m3ooperenus. [Ipeamonaraercs, 4To CIeIyIOMUME MTyHKTaMU (OpMyITsl H300pEeTEHHS OIpenesieTcs
00BeM HACTOAIIETO M300PETEHHS, M YTO UMU OXBATHIBAIOTCS CITOCOOBI M CTPYKTYPHI B TIpenenax o0bemMa 3THX
MIYHKTOB (DOPMYIIBL, @ TAKXKE UX SKBUBAJICHTHI.

IIpumepbI

IIpumep 1. Marndupoanre CRAC kanana GSK-7975A 65mokupyeT HEKpO3 Y MBIIIUHBIX B YE€JIOBEUESCKUX
AI[MHAPHBIX KJIETOK ITO/KEITyTOYHON JKEIe3Hl.

MBEIIIMHbIE allMHAPHBIE KICTKH 0Ky 109HOH kene3bl (PAC) sxcTparupoBany U HHKYOHUpOBain 1m0 ¢
HOCHUTENIeM (KOHTPOIIB), THOO ¢ HaTypaibHOM keraHoi kucinotoit TLCS (3-cynbdat TaypoIuTOX0IeBOH KUCIIO-
Thl) B oTcyTcTBHEe GSK-7975A mnu B ero npucyrctsud. KieTku npuBoAUIM B KOHTAKT C MPONUANYM HOIUIOM
JUIS aHajK3a B OTHOIICHUW HEKpo3a KieTok. O0paboTka otaenbHbIX KieTok TLCS in vitro umutupyet 3gpdekt
JKEITYHOTO KaMHsI WIIN Ipyroi OJI0Ka/Ibl CEKPEINH MTOHKEITY TOYHOM JKEeNe3bl in Vivo.

Kaxk ykazano na ¢wur. 1A, TLCS nnayunpoBai HeKpo3 nprOIU3UTENEHO y 45% KIIETOK B TeUSHHUE IIEpUOa
BpeMeHH dkcniepumenTa. Jlobanenne GSK-7975A B xonmentpanuu 10 MKM CHIXKAIO ATOT MPOIEHT HEKpO3a
HAIIOJIOBUHY, 10 PUOIM3UTEIbHO 23%. 3BE300UKON yKa3aHO CTATUCTHIECCKH 3HAYNMOe m3MeHeHue. Kinetku, ne
obpaboranasie TLCS, neMOHCTpHPOBaNH HEKPO3, COCTABIAIOMINA npuOmm3uTensHo 10%. DToT pesynsrar ae-
MoHCTpupyeT, uTo GSK-7975A cHmxkaet naaynupytonuit Hekpo3 d3hdext TLCS B Mprmmabix PAC.

Yenoseueckne PAC skcTparupoBanu U WHKyOHPOBAIU JTHOO ¢ HOCUTENEM (KOHTPOIIh), THOO ¢ HATypasb-
HoWt xeraHor kuciotor TLCS B orcyretBue GSK-7975A wnu B ero npucyTcTBUM. KIIeTKHM MPUBOAWIN B KOH-
TaKT ¢ MPOIHUIUYM HOTUIOM JJIS aHalli3a B OTHOIICHHH HEKpo3a KiIeTok. O0paboTka oTaenbHbIX KieTok TLCS
in vitro uMuTHpYeT 3P HEKT KETIHOr0 KaMHS WIN IPpYroi OJ0KaIbl CEKPEUH MOPKEITy JOYHON JKeJIe3bl in Vivo.

Kaxk ykazano Ha ¢wur. 1B, TLCS nnxymmpoBan HeKpo3 MpuOIH3UTeNbHO Y 45% KIIETOK B TeUSHHE MEeproa
BpeMeHHu skcnepuMenTa. Jlobasnenne GSK-7975A B konnentpanun 10 MKM CHMXKAJO 3TOT NMPOLEHT HEKpo3a
npubn3nTenbHo 10 30%. 3Be3M0YKOM yKa3aHO CTaTHCTHYECKH 3HauMMoe m3MeHeHue. Kiietkn, He oOpaboTaH-
uele TLCS, neMoHCTpHpOBaIH HEKPO3, COCTABISIOMNN TPUOTH3UTETHHO 23%. DTOT pe3ynbTaT IeMOHCTPUPYET,
gto GSK-7975A cumxkaet naaynupytonmii Hekpo3s d¢dext TLCS B yenoBeueckux PAC.

ITpumep 2. Uarubutop CRAC kanana (GSK-7975A) 610kupyeT TUCTONATOIOTHIECKIE U3MEHEHHUS B MBI-
MIWHBIX MOIeNsax AP.

MpbIIMHBIE MOJIETTH OCTPOTO MAHKPEATUTAa MCTIONh30BaIN i1 omleHKH dddexra narnouropa CRAC B ot-
HOIICHWW PA3BUTHUS TUCTONATOJIOTHYECKUX IIPOIIECCOB B IOKEIyIOYHOHN kenese. LlepyiienH nenoip3yoT as
runepcTumyianun perentopos CCK B HOpMambHOM ITyTH TEpefavy CUrHajla C Y4acTHEM KaJIbIHsS B TO/KEIy-
novHoi skene3e MbIm. TLCS MCronb3yroT A MHIYKIUK OCTPOTrO MaHKpPEaTHTa MOCPEACTBOM CUMYJISILIN W3-
OBITKA JKEITYHON KUCIIOTHI, KOTOPBIH OyIeT HaO0aThesl P UHIYIIUPOBAHHOM JKETYHBIM KAMHEM OCTPOM TaH-
KpeaTuTe. DTHIOBBIC CIOXKHBIC 3PupHI KUPHBIX KUCIOT (FAEE) UCIONB3YIOT M1 CUMYIISIIIAA WHIYIIUPOBAHHO-
T'O JIKOTOJIEM OCTPOTO MaHKpeaTuTa. Mpliel 00padaThIBaIM CPEICTBOM, HHIAYLIUPYIOIINM OCTPBII ITaHKPEaTUT
(uepyneun, ¢ur. 2A, TLCS, ¢ur. 2B, wmu FAEE, ¢ur. 2C), camum o cede wiu ¢ uaruouropom CRAC GSK-
7975A B KOHIIEHTpanWH, Kotopas mudo 10-kpatHo, MTM60 40-KpaTtHO NpeBbinaet 1Csy s narudburopa CRAC.

Ha6momaercs, uto GSK-7975A 3HaUMTENHHO CHIDKAET OOIIYIO THCTOMATOJIOTHYSCKYIO OIEHKY 00pabo-
TaHHBIX MBIIICH B CPAaBHEHUH C MBIIIaMH, 00pabOTaHHBEIMHU CpPEeICTBOM B oTcyTcTBHEe MHrHONTOpa CRAC. DTOT
3¢ dexT ObLT CTATUCTUYECKH 3HAYMMBIM M 3HAYUTEILHO 0o0Jiee BRIPAKECHHBIM TIpW KOHICHTparuu, 40-kpaTHO
npessimaromiei 1Csy, vem mpu koHueHTpanuy, 10-kpatHo npesbimatomnieii [Csy, HO OH Taxke HAOIIOmaJCs MPU
0oJiee HU3KOW KOHIICHTPAIIUH. 3BE3/I0YKOH YKa3aHO CTATHCTHUCCKHU 3HaUuMoe m3MeHenue. GSK-7975A B no3ax,
KOTOpBIC JOCTUTAIOT YpOBHEH B TKaHsX, 10-kpaTHO mim 40-KpaTHO NMPEBBIMIAIONINX ONPEAEIEHHOE in Vitro 3Ha-
yenue 1Csy U1 Hero, NPUBOAAT K 3HAYUTEIHHBIM YMEHBIIEHHUSIM THCTONATOIOTHH HOKEITY0UHOHN JKeIe3Hl.

Pesynbrathl, npencraBiennsie Ha Ha ¢ur. 2A, 2B u 2C, yka3bIBaroT Ha T0, uTo nHruontop CRAC moxer
o0Jier4aTh rUCTONATONIOTMYECKUE CUMIITOMBI OCTPOTO MaHKpeaTHTa. DTOT 3G QPeKT HaOIIOAAI0T BHE 3aBHCUMO-
CTH OT HHIYLIUPYIOLIETO CPEJICTBA HIIM THIIA MOJICIIUPYEMOT'0 OCTPOTO MaHKPEaTHUTa.

IMpumep 3. Coenunenne I u GSK-7975A nnrubupyror CRAC kaHaibl.

Coenunenne [ 1 GSK-7975A ananu3upoBaiy B OTHOUIEHUH WX HHTHOUPYIOMIETO 2P deKTa Mo OTHOMIECHUIO
k CRAC kananam. AHanmmsupoBanu kaHaibl, cogepskamue Orail/STIM1 u Orai2/STIM1. Kak npencrasieHo Ha
¢ur. 3A, O6bUT0 ompeseneHo, yTo coeannenne I marnouponano kanansl ¢ Orail/STIMI co cpenneit ICs,, cocTas-
nsrrorieit 119 HM, u kanansel ¢ Orai2/STIM1 co cpeaneii 1Cs, cocraBmstomeit 895 HM. Kak mpeacraBieHo Ha
¢ur. 3B, 6b110 omnpenenero, uto GSK-7975A warubuposan kanansl ¢ Orail/STIM1 co cpenneii 1Cs,, cocTas-
nsrornedt 398 HM, u kaHaisl co Orai2/STIM1 co cpenneit ICsg, cocrarmstomeit 1453 uM. Coenuaenue | sBisieT-
sl NpUOIM3NTENBHHO B 4 pas3a Gonee cuibHOeHCTBYIOINM B oTHOmeHnM CRAC kananoB tumna Orail mo cpas-
HeHuto ¢ GSK-7975A. O6a coennHenust ABistioTcs 6ojee cuiapHOAeHCTBYIOIUMH B oTHOIIEeHHH CRAC kanaos
tumna Orail, yeM B oTHoIIeHnH THma Orai2.

OTH pe3ynbTaThl YKa3blBaOT Ha TO, 4TO 3ddekT, HadbmonaeMbli 11 GSK-7975A B oTHOIIEHNH TIepenadn
CHTHaJa C y4acTHEM KaJIbIHMs, MOXET pacrpocTpaHsaTbesi Ha nHruoutopsl CRAC, u yto maruouropst CRAC,
otmuunbie 0T GSK-7975A, moryT nipeBocxomuth GSK-7975A 1o HEKOTOPBIM HapaMeTpaM.

[pumep 4. Coennuenne | Grokupyer aeno-ympasmsemsiii Bxox Ca’” (SOCE) B MBIMIMHBIX alMHAPHBIX
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KJIETKaX ITO/KEITyI0YHOH KeJe3bl.

Mpermunsie PAC BBIIETSUTN M aHATM3UPOBANM B OTHOIIEHNH 3¢ dekra narnontopos CRAC oTHOCHTENHHO
MOBTOpHOTO morJiommenus kanbimsg B ER. Kiretku oOpabaTeiBany mukinonua3onoBoid kuciotoi (CPA) otaenbHO
(¢dwur. 4A) umu B komOuHanmu ¢ narEONTOpoM CRAC coenunennem I (¢ur. 4B) ans akruBammu CRAC kaHamoB
C BBICBOOOXKIECHUEM Ca", Uepesz 15 mMuH mocie BHICBOOOXKIIEHUST KalbIUs KICTKH OOECTIEUMBAIIA U30BITKOM
KaJbIYs U TOABEPTaIl MOHUTOPHUHTY B OTHOIICHHH moriomeHus kaiapuus B ER. Habmromanm, uto o6paboTan-
Hbeie THrHOnTOpoM CRAC KIIeTKH HEe JEMOHCTPUPYIOT IIOBTOPHOTO TIOTJIOMICHUS KAJIbITHS.

DTOT pe3ynbTaT ykaspiBaeT Ha TO, 4To MHTHOUTOPHI CRAC MOTyT OJIIOKHPOBATH CIIOCOOHOCTH KJIETKH K
nepe3arpyske ee ER xanbiyeM /i mocneayomux 3TanoB Nepefady CUTHama.

IMpumep 5. Coenunenne I u GSK-7975A 6nokupyror SOCE B MBIIIMHBIX allMHAPHBIX KJIETKAX MOKEIy-
JIOYHOM KeJIe3bl I0303aBUCHMBIM 00pa3oM.

Mpermunasie PAC o6pabarsiBamm naruduropamu CRAC coenunaenuem I (pur. SA) nnmm GSK-7975A (dur.
5B) n moaBepraiu MOHUTOPUHTY B OTHOIIEHHH CKOPOCTH IMOTIONMIeHNs nMH Kanbims. O6a narnduropa CRAC
CHIDKAQJIA CKOPOCTH JIENO-YIpaBisieMoro Bxona kameius B ER 1o 50% OT KOHTPOJBHBIX YpOBHEH mocie oOpa-
6otkn 700 HM unarHOuUTOpa. Coenmuenne I Ha 100% OI0KHpyeT MOBTOPHOE MOTIIONMIEHHE B KOHIEHTparmu 10
MM.

DTOT MpUMEP JEMOHCTPHUPYET, YTO KOKABIH M3 HEeCKONbKuX MHruoutopoB CRAC neiicTByeT, HHTHOHPYSI
SOCE B PAC MIIEKOIUTAOILIETO.

Hpumep 6. Coemuuenne 1 Grokupyer nnaymuposanusii CCK Bxox Ca’’ B MBIIINHBIX alMHAPHBIX KIETKAX
MOXKEITYAOYHOM JKeJIe3bl.

Mpeimusasie PAC noasepraay MOHUTOPUHTY B OTHOIIGHHM MOTJIOMICHHUS UMM KaJbLUs IOCie 00paboTKH
CCK B konnentpanuu 10 HM. Knetku obpadareiBamu CCK, a 3atem obecnieunBanu 1,8 MM Kanmblus U OTCIIe-
JKMBAJIM TOBTOPHOE TOTJIONIeHNe Kanblys. HaOmionany, 4To KIIETKH, MOJBEPTHYTHIC IpEABAapUTEIbHON 00pa-
6otke narnoutopamu CRAC (¢ur. 6B), neMoHCTpUpOBaIN 3HAUYUTEIHHO MOHWKEHHOE ITOBTOPHOE MOTJIONICHUE
KaJIBIHS TT0 CPAaBHEHHUIO ¢ HeoOpaboTaHHEIMU KieTkamH (dur. 6A). [IpensapurensHas 00padoTKa cOeAMHEHNEM
I camkana moBTopHOE moromeHne Kanbuus moutd 10 0% ot xonTponsa. GSK-7975A cHmkan mMoBTOpHOE TO-
TJIOMICHHUE KAJBIUS PUOIH3UTENHHO 10 30% OT KOHTPOJIS.

OTH pe3ynbTaThl YKa3pIBaloT Ha TO, 4T0 UHTHONTOPHI CRAC MoryT ObITh 3()()EKTHBHBIMU B CHHUKCHUH
Ype3MepHO aKTHBHOW Nepeaayyl CUTHaIA ¢ yyactueM kKaiupius B PAC.

IIpumep 7. Coenunenne | ”HTHOMPYET HECKOJIBKO IIUTOKUHOB.

Coenunenwne | nccinenoBaiu B OTHOIICHHUH €T0 MHTHOUpPYIOMIEro 3¢ ¢dekTa OTHOCUTEIHHO Psiia IIMTOKHUHA.
Hutoxune! INF-ramma, IL-4 u penentopsl IL-4, KOTOpbIe SKCIIPECCUPYIOTCS HA AlIMHAPHBIX KJIETKaX, IUTOKHUHBI
IL-1 Geta, IL-6, IL-10 u TNF-anbda, sxcnpeccupyeMbie B allHHAPHBIX KieTKaX, U [L-2 u [L-7, IUTOKUHBI, BaX-
Hble U1 QyHKUMOHUpOBaHHUS T-KIETOK, MCCIICOBaIM B OTHOLICHWH HMHrHOMpyromiero 3ddexra MHruouTopa
CRAC coenunenus 1. T-knetkn B o0beme uenoBedeckux PBMC cTumynupoBainy cBI3aHHBIM C IUIAHIIETOM aH-
turenoM kK CD3/anturenom k CD28 B O6ydepe +10% criBopoTkH B Teuenue 48 4. KommuecTBo BhICBOOOXKIae-
MBIX IIATOKMHOB U3MEPSUIH C TIOMOIIbI0 aHanu3a Luminex ot Millipore. PesynbraTs! npencrasnens! Ha ¢ur. 7. B
genoBedeckux PBMC coenunenne I cuibHO MHTHOMPYET BBHICBOOOXKIIEHUE HECKOIHKUX ITUTOKHHOB, KOTOPBIC
WTPAIOT BaXKHbBIC POJH B T-KIIeTKaX.

OTH naHHBIC OTHOCHUTEIHHO IUTOKWHOB BMecTe ¢ NaHHBIMU OT PAC moamep:kuBaioT BBIBOZ O TOM, 9TO CO-
equHenne | obOnamaeT MBOMHBIM 3P GEKTOM MPHU OCTPOM MaHKpPEaTHTe, HHTHOMPYs MyTH TNepeJavynd CUrHajga U
ru0enb Kak B UMMYHHBIX KJIETKaX, TaK ¥ B allHHAPHBIX KJIETKaX IOKEITyT0YHON JKEIe3Hl.

IMpumep 8. Coeannenne | mokaspiBaeT CHIIBHYIO 3((GEKTUBHOCTD B MBIIIMHON MOJICJIM OCTPOTO HMaHKpea-
THUTA C UCIIOJIH30BAaHUEM LiEpyJICHHA.

Mperueit npodunaktiuyeckn odpabarsiBaam uaruonropom CRAC wimm cpenoii, a 3aTeM Ha HUX BO3JeiCT-
BoBain CCK, 3amyckast octpslii nankpeatut. Coenunenue I, BBoauMoe NMpoQHIaKTHUECKH 1.p. (BHYTpHOpIO-
IIMHHO), 1aBaJl0 3HAYUTENIbHBIC U J0303aBUCHMbIEC CHIIKEHHS MHIyLIUPYEMOH IEepyJICHHOM MaTOJIOTUH B MOJDKe-
TymouHoi xene3bl Mblei (Cs7B6 mpimm). IToT 3¢ ¢eKT ObLT 3HAUYUTENEHO HUXKE ITOJIOKHUTEIILHOTO KOHTPOJIS
CsA B 703¢ 5 MI/Kr w TOBBITHANCS 0303aBHcHMO. CM. ¢ur. 8A. O6paboTka AEMOHCTPHPOBANIA TPOTIOPIHO-
HaJIbHOE J103€ MOBBIINICHHWE YPOBHEH COeAMHEHMS | B MOKENyIOYHON Kejie3e Mocie i.p. MHBEKINH (CM. (ur.
8B), KOTOpOE COOTBETCTBOBAJIO TIOJIOKUTEILHBIM pe3yibTaTaM Ha GUr. 8A, BhIIIE.

OTH pe3ynbTaThl yKa3blBaIOT Ha TO, 4yTo BBeneHne mHruoutopa CRAC mepen BTOPBHIM JIEKapCTBEHHBIM
CPEICTBOM WJIM OJHOBPEMEHHO CO BTOPBIM JIEKAPCTBEHHBIM CPEACTBOM, KOTOPOE, KaK MPEAI0IaraeTcs, 3amyc-
KaeT OCTPHIN MAaHKPEaTHUT WIHM MOBBIIIAET PUCK OCTPOTO MAaHKPEaTHTa, MOXKET oOecrednBaTh MpOoQUIaKTHIe-
CKYIO 3aIlIUTy OT OCTPOTO MaHKPEaTUTa WIIM CHIDKATh PUCK OCTPOTo MaHKpeaTHTa.

IMpumep 9. Coeannenne | cHIKaeT ypOBHU CHIBOPOTOYHOM aMMIiIa3bl U CHIBOPOTOYHOH JIMIIA3bl B MBIIIN-
HOM MOJIENT OCTPOTO MaHKpPEaTUTa C UCIOIb30BAHUEM LIEPYJICHHA.

Mperei i He oOpabartsiBany (HOpMallbHbIe), Wi oOpadaTeiBany Tosibko CCK (cpena), mim oOpadaThI-
B CCK B xomOuHanmu ¢ CsA nim uaruburopom CRAC B ykazaHHO# 103€e. MI3Mepsiin aKTUBHOCTh aMMIIa3bl
CBIBOPOTKH KpoBH ((hur. 9A) n akTHBHOCTD JIMIa3bl CHIBOPOTKH KpoBH (¢ur. 9B) (ME (MexayHapoaHbIe eTUHHU-
IIBI)/TT).

HNurnourop CRAC coemunenune I mposiBisuio cedsl Tak jkKe WIH JIydIle, YeM TOJIOKUTEIbHBIH KOHTPOIh
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CsA B MakcUMallbHBIX KOHIIGHTpanusx, coctapisomux 20 mr/kr. Coenunaenue | naBano 3HaUMTEIbHBIE U 1030-
3aBUCHMBIC CHIDKCHUSI MHITYLIUPOBAHHBIX LEPYJIEHHOM aKTHBHOCTEH CHIBOPOTOYHOM aMmiIa3bl M CHIBOPOTOYHOM
JIMIIa36I.

ITpumep 10. Coenunenue | cHIKAET MATONOTHIO TTOKETYIOYHON JKeJie3bl B TePareBTUUESCKONH MOJICIT Ha
MBIIIAX C UCTIOJIB30BaHUEM IIEPYIICHHA.

CeMb eXEYaCHBIX 1.p. MHBEKIHH IepyJlIerHa TaBaliil A WHAYKIMH TTaHKpPeaTuTa, MPUYEM KHUBOTHBIX
YMEPIIBISUTH CITycTs 8 dacoB mnocie 1-oit mabekuu. Coenunenne | BBogwmm i.p. mubo 3a 30 MuH 110 1-0#f UHB-
eKMu nepyienHa (mpodriakTudeckas cxema), 00 mocie 3-eif MHbeKIuu (TepamneBTudeckas cxema). CsA
BBOJIWITH P.0. (TIEpOpaNIbHO) 110 TOH ke cXeMe, 4yTo U coequHenue 1. Pe3ynpraTe! npeacrasiens: Ha ¢ur. 10.

I'mcromaTonornueckyre OLEHKH IOJTy4Yallk ¢ Y9€TOM HaOII0ACHHs JeTeHEPalliy allHHapHBIX KIIETOK, U3Me-
peHHs KOaryJIsILIUOHHOTO HEKpo3a, BocnaneHus u oreka. Coenunenue | naBano 3HauutensHoe 35% CHIDKEHUE
MH/YIIMPOBAHHOM LIEPYJICHHOM IIaTOJIOTHH B ITOJDKEITYIOYHOM Kejie3e TIpU BBEJICHUH HOcIe 3-eif MHBbEKIUH Lie-
pyJenHa, cooTBeTcTByIONIEee 3p(HEKTUBHOCTH B TepaneBTHIecKOM pekume. [Ipodrmaktiuueckas obpaboTka co-
eauHenneM | Taxoke cHUXKala maTonoruio Ha 26%.

PesynbTarhl yka3eiBaroT Ha To, uTo HHTHOUTOPEl CRAC, Takne kak coenuHeHue I, o0aamaoT 3HAYUTEIb-
HBIM 3((QEKTOM B OTHOIIEHUH TUCTOTIATOIOTHYECKUX OIEHOK ITO/KEITyTOYHOMN JKeJIe3bl IPU IPOPHUIaKTHIECKOM
WITH TePAIeBTHIECKOM BBEIICHHH.

pumep 11. Coenunenne 1 6nokupyer uraynuposannbiii TLCS Bxox Ca’’ B MBIMIMHBIX alUHAPHBIX KIIET-
Kax ITOJKEITyJOUHOH JKEeIIe3bl.

Mpermmasie PAC o6pabareBamm 500 MM TLCS u 0, 1 MxM wmm 3 MkM urrnouropa CRAC coennnenus
I. YpoBHU Kanmblms B IUTO30JIC (M3MepsieMble B Buje cooTHommeHud F345/F;80) mamepsim mst kaxkmoi odpa-
6otku. TLCS BeicBoGOkmaeT Ca™" u3 BHYTPHUKIIETOUHBIX €m0 (He nokazaHo), unuuuupysa SOCE. B atom skc-
nepuMeHTe coeanHenue | B koHumeHtpauuu 1 wimm 3 MKM mosHOCTBIO GiiokupoBanio nHaynuposanHbii TLCS
Bxoz Ca®'. Pe3ynbTaThl npejcTaBiIeHs! Ha dur. 11,

OTOT pe3yNbTar yKasblBaeT Ha TO, 4To MHrHOMTOpHl CRAC MOryT OBITH 3(()EKTUBHBIMU NPU TTOJIOXKHU-
TEJIEHOM BIIMSIHAM Ha Mepefady CUTHaANIA C yIacTHEM KaJIBITHs TIPH OCTPOM MAaHKPEATHTE, CBI3AHHOM C YKEITIHBIM
KaMHEM, y MJIICKOITUTAOIIIHX.

IIpumep 12. Coemunenne I u npyrue CCI uarndbupyroT uamynupoBanHoe TLCS BEICBOOOXKIEHUE aMIIa3bI
B MBIIIMHBIX allMHAPHBIX KJIETKaX MOPKEITYAOTHON KeTIe3bl.

BricBoOoxnenne ammiazsl u3 PAC uMeeT cocTaBIAIONIyIo, 3aBUCHUMYI0 OT Kaubius B ER, u cocraBmsio-
mryto, 3aBHCHMYI0 0T CRAC/IIMTO30JIbHOTO KalblFs. 3aBUCHUMAas OT KaJbIHS COCTABJIAIONMIAS OJIOKUPYETCS TI0-
CPE/ICTBOM BBEJICHHS XEIaTHUPYIOIIEro CPEICTBA JUIsl ABYXBaJIeHTHBIX KaTHOHOB EGTA. MblmmuHbIe aliuHapHbIe
kieTkn oopadarsiBanmu TLCS n mo6biM u3 cpensl, EGTA nnmn uarn6uropa CRAC, takoro xak coeaunenue I,
GSK-7975A nmm coepnnenue I, n moaBepraiii MOHHTOPHHTY B OTHOLICHWH BBICBOOOXKICHHUS ammiasbl. Ha-
6mronanm, yro nHrnouTopsl CRAC nmuruposann EGTA cBonm 3¢h(exToM B OTHOLIEHNH BBICBOOOXKICHHUS aMU-
na3bl, cM. ¢wur. 12.

OTOT pe3ynbTaT yKa3bIBaeT Ha TO, 4To HHruonTopsl CRAC 6J10KMpYIOT MOBTOPHOE ITOTIIOMICHNE KaJIbIHS
B ER nocne uamymupoBanHoro TLCS BRICBOOOKIACHUS KajbIlHsl, TakKUM obOpaszom umutupys 3pdext EGTA B
OTHOIIICHUY MHTUONPOBAHIS BHICBOOOXKICHISI aMUIIA3EI.

IIpumep 13. Coenunenne | narnbupyer uaayupoBanHeiidi TLCS HEKpo3 B MBIIIHMHBIX AIIMHAPHBIX KJIET-
Kax ITOJKEITyJOUHOH JKEeIIe3bl.

Mpermmasie PAC o6pabateiBanu mu6o DMSO, mu6o DMSO mmroc 500 MxM TLCS, m6o DMSO mtroc
500 MmxM TLCS miroc 1 MkM urrHONTOpa CRAC coenuuenus I. Hekpo3 xieTok u3mepsun B Buae % morioie-
Hus PI. Uaru6urop CRAC coennnenue I narndupyer naayunposanssiit TLCS Hekpos B MbimnHbIX PAC.

TH JaHHEIE BMECTE C JAHHBIMHU B OTHOIIeHHH Ca’ M aMHIa3hl YKa3bIBAIOT HA TO, YTO COCAMHEHHUE | ABIIs-
ercs ahdexTuBHBIM B Mogenu AP ¢ ucnonb3oBannem TLCS.

[Mpumep 14. Knuundeckoe ucneitanne ¢asel 11 6ezomacHocty 1 3P PEeKTHBHOCTH COETUHEHUN COeTMHEHHS
I, GSK-7975A u coequnenus 1l y manueHToOB ¢ OCTPBIM MaHKPEATUTOM.

Henr manHoro ucmbiTaHuA ¢asbl 11 3akmouanack B u3ydeHuu Oe3omacHocTH, nieperocumoctd, PK, PD u
3¢ dexTIBHOCTH OHON BHYTPUBEHHONH MH()Y3HH ¥ TIOBTOPHBIX BHYTPUBEHHBIX WH(Y3UH HHTHOUTOpA TIepeaadn
CHUTHAJIa C yJacTHeM KaJblus, Takoro kak coenuHenue I, GSK-7975A u coequnenwue Il wim coemuHeHus, BbI-
OpaHHBIC U3 TPYIITEI COSAMHEHUS A, y TAIIMEHTOB C OCTPBIM MAHKPEATHTOM U commyTcTByIommM SIRS.

[MarmenTHI: B HccnenoBanue OyAyT BKIIOYEHH! 30 MAIMEHTOB C BHICOKUM PHUCKOM Pa3BUTHA YMEPEHHOTO
WM TSDKEJIOTO TIaHKpeaTuTa, KOTOphId oneHuBaercs O6ammom SIRS, coctaBmsromuM 2 wimu 6oiee TPy BKITIOUE-
HHH B HCCIIEIOBaHHE.

Kpurepun.

Kpurepun BKiIIOYCHUS:

BCE CYOBEKTHI JOJDKHBI NPUMEHATh HaJUICSKAILyl0 KOHTPALENIUIO, YTOOBl rapaHTHPOBaTh, YTO OepeMeH-
HOCTh HE BO3HHMKHET B XOJI€ HCCIIEJJOBaHNUS U B T€UEHUE MO0 MEHbIIeH Mepe 12 Helenb mocie BBEAEHUS 103 AJA
MYXYHH U B TedeHUe 32 He/leNb 10ciie BBEACHHS 103 JUIS )KEHILHH;

MH/IEKC MAcchl Tela B TpeeNnax auanasona 18,5-35 Kr/M’ BKIIOYHTEIBHO, TOMONHATEIBHO K AHATIA30HY
Macchel Tena 55-95 xr;
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CyOBEKT OJDKEH OBITh CIIOCOOCH IaTh WH(POPMHPOBAHHOE COTJIACHE M MOXKET COOJIONATh TPEOOBaHUS W
rpaduK UCCICTIOBAHNUS;

KPUTEPISIM BEIOOpA COOTBETCTBYIOT CYOBEKTHI-MY KUYMHBI M KCHIIIHBI BO3pacToM 18 JieT uiu BhIIIE,

CyOBEKTHI TOIDKHBI HCIIBITHIBATH MTEPBEII SIIH30]] OCTPOTO MAaHKPEAaTHTA B KU3HHU;

JIMarfo3 "OCTPhIM MaHKpeaTUT" IOJDKEH OCHOBBIBATHCS HA 2 W3 CIEAYOMHUX 3 kpurepueB: (1) TumudHas
00 B BEpXHEH YacTH KUBOTA; (2) MOBBIMICHUE YPOBHS aMHJIA3bl H/HIIN JIUTIA3bl B CHIBOPOTKE KPOBU 110 MECHb-
e Mepe B 3 pa3a OTHOCHTEIFHO BEpXHETO Mpeneia HOpMBI, (3) pe3yabTaThl YCHIEHHOTO KOHTPACTHBIM Bellle-
ctBoM KT-ckaHMpOBaHMS WM HXOTPaMMy OpIOLTHOM ITOJIOCTH, AEMOHCTPHUPYIOIINE M3MEHEHHS OCTPOTO IaH-
KpeaTuTa,

CyOBEKTHI JOJDKHBI JEMOHCTPUPOBATH UCTOPHIO OOJIE3HHU, TOATBEPIKIAIONIYIO STHOJIOTHIO TAHHOTO AITH30-
Jla TAaHKPEaTHTa, CBI3aHHYIO C aJKOTOJIeM, TUIICPTPUTIUIICPUICMHUCH WU KCITIHBIMA KaMHSIMH (B CITydae MaH-
KpeaTuTa, CBI3aHHOTO C XKEITYHBIMUA KaMHSIMH, 3XOrpaMMa JO0JDKHA UCKITF0YaTh OOCTPYKIIMIO KAMHEM BO BpeMs
CKPHHUWHTA JIJIs HCCIICJIOBAaHU ),

CyOBEKTHI TOJDKHBI IEeMOHCTpHPOoBaTh 0asut o BISAP, coctaBnstonumii 3 wiu BhIIIE;

HadJajo oOpabOTKH B XOJ€ MCCIICAOBAHI BOZMOXKHO B TeUeHHE 48 4 OT IMOSBICHUS CHMITOMA.

Kpurepun uckmnroueHus:

BBICOKAsl BEPOSTHOCTh MHBAa3MBHOT'O BMEIIATENIECTBA BHYTPh KETUHBIX MPoTOKOB (Hanpumep, ERCP) B Ha-
CTYTAOIIYO HEIeIIO;

MTOBTOPHBIN 3MM30/1 TAHKPEATHUTA;

pe3ynbTatsl CT, CBUACTENBCTBYIONINE O HEKPO3€E MOKETYJOTHOH jKeIe3bl PH BCTYIJICHUH B UCCIICIOBA-
1517(H

TsDKEINask XPOHUYECKasl MOYCYHAsT HEJOCTATOYHOCTh (CKOPOCTh KIYOOUYKOBOHM (DUIBTPAIIMH B COOTBETCTBUH
¢ dhopMyIIoit pacueTa CKOPOCTH OYCUHOH (QruTbTpaliu mpu 3adoneBanusx mouek (Modification of Diet in Renal
Disease) 30 MiI/MUH WK 3aBUCHMOCTh OT T€MOIHAJIN3a);

cepedHast HeAOCTaATOYHOCTh Kiacca IT umm Beime cornacuo Heio-Mopkcekoii kapauonorinueckoii accomma-
IUH;

XpoHHYecKoe 00cTpykTHBHOE 3a00neBanue Jerkux (COPD) ¢ 3aBHCHMOCTBIO OT KHACIIOPO.IA;

UPPO3 TICUCHH;

TspKenast aneMus (ypoBeHb reMOTIIO0NHA COCTAaBIISIET MeHee 8 T/);

reMaToKpuT Hke 35% win BoImre 45% Mpy BCTYIUIEHUH B UCCIIeIOBaHUE ((KUIKOCTH MOYKHO BBOJUTH JIJISI
KOPPEKIMH TeMaTOKpUTA Tepe] paHAOMH3aIMel IPH yCIOBHH, 4TO 00paboTKa B X0/ MCCIeIOBAHNS HAUNHACT-
Csl B TCUCHHUE 48 9 OT MOSIBICHHUS CUMIITOMOB);

aKTUBHOCTh allAaHMHAMUHOTpPaHC(epasbl B CBIBOPOTKE KpoBH Bhiie 250 ME/n npu BCTYIUICHHH B UCCIIEHO-
BaHUC;

KIMHHYECKasi HACTOPOXKCHHOCT B CBSI3U C PA3BHBAIONIMMCS XOJAHTHTOM IPH BCTYIUICHUU B UCCIICIOBA-
1517(H

aKTUBHOEC JKEIYI0YHO-KHIICYHOE KPOBOTCUCHHE;

CYIIECTBYIOIIEE B TMIEPHOJI MCCIIEOBAHMUS 3JI0KaYeCTBEHHOE HOBOOOpa30BaHNe, HE HAXOAAIICECsS B COCTOS-
HUU PEMHUCCUH (OTIIMYHOE OT 0a3aIbHO-KJIETOYHOW KapIIUHOMBI KOXKH);

HM3MEHEHHOE MICUXUIECKOE COCTOSHHE;

KOPMJICHHE TPYABIO WIH OEPEMEHHOCTh B TIEPHO NCCIICAOBAHIS,

KCHIIIIHA C PENPONYKTUBHBIM NOTCHIHAIOM (MEHee 2 JIeT IOCJie MEHOMAy3bl MM 0e3 XHpYyprHuecKou
CTEpPUIIN3AIUH ), KOTOpPasi HE TOTOBA UCIIOJIL30BATh aIcKBaTHEIC M 3(h(DEKTUBHBIC MEPHI 110 PErYITMPOBAHUIO POXK-
JTACMOCTH;

M3BECTHAS THIICPYYBCTBUTEIHLHOCTH K IIO0OOMY KOMIIOHCHTY HUCCIICAYEMOTO IPOTYKTa;

3aBHCUMOE TIOJI0KEHUE OT UCCIICAOBATEIS HITH CIIOHCOPA;

y4acTHe B MCCICIOBAHUU APYTOro JCKAPCTBCHHOTO Ipernapara, MPOXOIAIIero KIMHIHYECKOE HCIBITAHHE,
BO BpEMs 3TOT0 KIMHHYCCKOTO UCIBITAHUS WM B TeueHue 30 CyTOK J0 Hayasla 3TOTO KIMHHYECKOTO UCIIBITA-
HUSL.

[Tman mccnemoBaHus: MCCICIOBAHNE TIPEICTABIACT cOO0H PaHIOMU3NPOBAHHOE, IBOHHOE CIETIoe, IiIale-
00-KOHTPOJIMPYEMOE, MHOTOIIEHTPOBOE, MHOTOHAIIMOHAIEHOE CPABHUTEIHFHOE HCCIIEIOBAHNE, B KOTOPOM CpaB-
HUBAIOT Tpynmy Iwiamnebo ¢ rpynmnoi naruburopa CRAC, nomygaromnieit BHyTpUBEHHYI0 00pabOTKy WHTHOUTO-
pom CRAC nBax<ibl B CYTKH B TEUCHHE TIEPHOA 10 7 TIOCIETOBATEIBHBIX CYTOK.

B nccnenoBanme OymyT BKIIIOYEHBI 45 TTAIMEHTOB C BBICOKUM PUCKOM Pa3BUTHA YMEPEHHOTO WIIH TSDKEIO-
ro MaHKpeaTHuTa, KOTOpPbIi omenuBaercs OamioM SIRS, cocrarmstoniim 2 wim Ooliee Mpu BKIFOYCHUH B HCCIIC-
JIOBaHUE.

OCHOBHBIM OXHJIAEMBIM Pe3yibTaToM sBisieTcst d3QQexT narnouropa CRAC B OTHOMICHUH CHCTEMHOTO
BOCMAJECHUS TPU OCTPOM MAHKpeaTHTe, KOTOpPBIH OTpaskeH Hu3MeHeHueM oueHku SIRS wumu yposreit C-
peaktuBHOTO Oenka (CRP) B m1a3me KpoBw.

BBenenne mMaTepuana Ui KIMHIHYSCKOTO UCTBITAHUSA OyAeT HAYMHATHCSA B Tpeaenax 24 9 OT MOSIBICHHS
CHMIITOMOB OCTPOTO MaHKpeaTHTa Win 18 9 oT mocTyruienus B 6onpHUIly. CyOBeKTOB OyIyT paHIOMHU3UPOBATH
B cooTHomeHuu 1:1 ¢ monydernem nu6o narnoutopa CRAC B oHOM U3 IBYX 103, MO0 Tuiane6o. Takxke OyayT
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otciexxuBarthest ypoBHU nHruoutopa CRAC B CHIBOPOTKE KPOBH B KOHIIE K0 2-4acoBoi HHDY3HH.

JUTMTENEHOCTh MCCIIEAOBAHUS JUISl OTHAEIBHOTO CyOBeKTa OyJeT cocTaBisiTh 14 CYTOK, COCTOSIIMX W3
CKpUHHUHTOBOM OIIEHKH, 32 KOTOPO# OyAeT ciaenoBaTh NEPHUO TBOWHON ciernoi 00paboTKU JIUTETHHOCTBIO 10 7
CYTOK, KOTOPBIi OyIeT SIBIATHCS YacThIO IIepro/ia HaOMIOIeHHS B OOJIBHHUIIE, COCTABIISIONIETO TI0 MEHBIICH Mepe
7 CyTOK, ¥ OKOHYATEIIFHOE TIOCEIICHHUE VIS TIOBEICHISI HTOTOB B I€HB 14.

OcHOBHBIE KpUTepUX dPHEKTUBHOCTH:

KoHIeHTpanus C-peakTUBHOTO OeTKa B CHIBOPOTKE KPOBH;

m3menenne SIRS gepes 48 4;

YPOBCHb aMUJIA3bI U JIUTIA3bI B KPOBU.

Bropuunsie kputepun 3¢ pextuBHOCTH, MHrHONTOp CRAC B cpaBHEHHH ¢ 1U1aneo:

6e3omacHocts MHrHONTOpa CRAC B 3TO¥ MOMYJISIIMY MAIMEHTOB (IIOCPEACTBOM CTaHIapTHHIX Jlabopartop-
HBIX MCCIICOBaHNH Oe301acHOCTN);

MEIUIMHCKUHA OCMOTP ¥ MOHMTOPHHI OCHOBHBIE MOKa3aTelnel xusHenestenbHoctd, ECG n cooOmennit o
HEOJIarompHUsITHOM SIBJICHUHY;

s dextpr narHONTOpa CRAC B OTHONIICHWH OPYTHX MapKEepPOB BOCIMAJCHHS B TIa3Me KPOBH (MHTEpIICH-
KHH-6, MaTPUKCHAs METAJUIONPOTenHAa3a 9, hakTop HeKpo3a ormyxoJiel anbda u T.1.);

s dextrr marnouTopa CRAC B OTHOIICHNM KIMHUYECKOTO TCUEHUS IMaHKpeaTuTa (MCXOAsl U3 U3MEHEHUH
OIICHOK 10 KJIMHUYECKHUM IIIKaJIaM OLIEHKH, TaKUM KaK MHICKC OIEHKH TSHKECTH OCTPOTO MaHKpeaTtuTa "y mocre-
mu 6onpHOTO" (Bedside Index for Severity in Acute Pancreatitis) (BISAP), omenka cuHapoMa CUCTEMHOH BOCTIa-
mutenbHO# peakuu (SIRS) u omeHka Mo mIkaje OMeHKH OCTPBIX M XPOHHUECKUX (DYHKIIMOHAIBLHBIX H3MEHEHUH
II (APACHE II), n pe3ynbTaToB yCHWJICHHOW KOHTPAaCTHBIM MaTepHalioM KommbloTepHOii Tomorpaduu (CT)
OpIONIHOI MOJIOCTH;

Iporpecc 10 IIKaie JUHAMHYECKOW OIIEHKM opraHHoW HepocrarouHoctd (Sequential Organ Failure As-
sessment) (SOFA);

Iporpecc Mo IIKaJle OLIeHKH nojropranHoit auchynkiun (Multiple Organ Dysfunction Score) (MODS);

MPOTpecc CUHAPOMA CUCTEMHOI BOCTIAJIMTEIILHON PEakiiny;

Tporpecc B BBIPAOOTKE BOCMATUTEILHBIX U MPOTHBOBOCTIATUTENBHBIX MeauaTopoB (IL-1RA, IL-10, IL-6,
IL-18, TNF-a, ICAM-1, IL-10 u T.1.);

YCHJICHHE YXOJa 10 CHIBHOW 3aBHCHMOCTH WM IIOMEIICHHE B PEaHWMAIIMOHHOE OTAEJICHWE U JUTUTEIh-
HOCTb NTpeObIBaHUS B OOJIBHHIIE.

IIpumep 15. Coenunenne | vHTHONpPYET pa3BUTHE BUpyca XyHUH B HHPHUIIMPOBAHHBIX KiIeTKax VeroE6.

Knetku VeroE6, nandunmpoBannsie xuBbIM ocnabneHasiM Candid-1 JUNV, o6pabatsiBaroT 160 DMSO,
60 DMSO mmroc 500 MM TLCS, mu6o DMSO mtroc 500 MM TLCS mmtoc 1 MmxM unarunéutopa CRAC co-
equaenns I, muoo DMSO mrroc 500 mxkM TLCS maroc 10 MM coeaunenus I, muoo DMSO miroc 500 MxM
TLCS mumoc 25 MxM coeaunenus I, muoo DMSO mmroc 500 MM TLCS mmoc 50 MM coenunenus 1. Ungex-
IIMOHHBIC BUPHOHBI, MOJyYE€HHBIE M3 ITHX KJIETOK, KOJIMUYECTBEHHO OINPEIEISIIOT B aHaiIu3e oOpa3oBaHus (Qoxy-
coB. [loncuer ¢oxycoB JUNV BBIABISIET CTaTHCTHYECKH 3HAYMMOE I0303aBUCHMOE CHIKEHHE HPOIYKIUH
JUNYV Bupyca nocie o0paboTku coeAMHESHHEM I.

TH JaHHBIC BMECTE C JaHHBIME B oTHOMmeHn: Ca’’ yKkassiBaroT Ha To, uTo coemuuenue | sBusercs sddek-
THBHBIM B HHTHOMPOBAaHUH pa3BUTHs Bupyca JUNV.

IIpumep 16. Coenunenne | muddepennmansao uaruoupyer mudpdepennuposky Thl, Th2 u Thl7, 3aBu-
CHMYIO OT JIero-yrpasisiemMoro Bxoxa Ca”'.

HauBHple 1 cTUMynHpOBaHHBIC MBIIKHBIE T-KICTKH, KyJbTHBHPYEMBIC B YCIOBHAX, OOECIIEUMBAIONINX
nossipu3anuio nuddepennuposku B Thl, Th2, u Th17, o6padateiBaroT 1i60 DMSO, mu6o DMSO mmoc 500
MkM TLCS, mu6o DMSO mmroc 500 MM TLCS mmoc 1 MxM unruduropa CRAC coemunenus 1. Jlemo-
ynpasnsemsiii Bxox Ca”" (SOCE) KOIHYECTBEHHO ONPENENSIOT B Cilydae Kaxoi obpaborku. Coenunennue I
6nokupyer SOCE cuipHee B quddepenunposannbix Thl7 kinerkax, yem B HauBHBIX T-knerkax, Thl mmm Th2
kieTkax. Kpome Toro, npucyrcTBre coenuHeHus 1 okaspiBaeT Oosiee CHIIbHOE BO3JeicTBHE Ha MpomyKiuio 1L-
17A Th17 knerkamu o cpaBHeHUIO ¢ poaykiueit IFN-y u IL-4 Thl u Th2 kneTkaMu, COOTBETCTBEHHO.

OTH JaHHBIE BMECTE C JAHHBIMH OTHOCHTETbHO Ca’ M 9KCIIPECCHHU JOTOTHHTENBHOTO TPAHCKPHIIIIHOHHO-
ro ¢akropa (1.e. [L-17A, RORa m RORyt) ykaspiBatoT Ha TO, 4TO coequHeHue | sBisercs 3 EKTUBHBIM B WH-
ruoupoBanuu muddepenmporku Thl7.

OOPMVIIA U30BPETEHUA

1. Coemuuenune ¢ XuMuIecKuM HazBaHneM N-(5-(6-xmop-2,2-mudTopoen3o[d][ 1,3 ]arnokcon-5-un)nupa3ut-
2-un)-2-pTop-6-MeTHIOCH3AMUT WITH eTo (papMareBTHIESCKH MpUeMIIeMast COJIb.

2. @apMareBTHICCKass KOMIIO3HIKSA, COACpKaIlas COSTUHECHUE 10 .1 U (apMaIleBTUICCKH MIPUEMIIEMOE
BCIIOMOTATEILHOE BEIIECTBO.
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