202293492 A2

(19) EBpa3unckoe 21 202293492 (13 A2
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUA K EBPABUMCKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. CO7D 405/04 (2006.01)
2023.02.28 CO7D 413/04 (2006.01)
CO7D 417/04 (2006.01)
(22) QOara noaun 3asBKK AG61K 31/497 (2006.01)
2016.02.26 AG61K 31/423 (2006.01)
AG61K 31/427 (2006.01)
AG61P 1/18 (2006.01)
(54) JIEYEHUE TAHKPEATHUTA
(31) 62/126,386 (72) Wsobpetatens:
(32) 2015.02.27 Bennceneon Fonya, CraynepmaHH
(33) US Kenner, Jlaun MaiikJ, Pooc ok (US)
62) 202091639; 2016.02.26
§71 ; Sasmurere: (74) nNpeacrasutens:
KAJBUMMEUKA, UHK. (US) Mengsexes B.H. (RU)
(57) PacKpeITHI KOMNO3MIMH M CHOCOOBI, OTHOCAUIMECH K OOJNETYeHHIO NAaHKPEaTHTa TOCPEICTBOM

(apMarLeBTHYECKON MAHUITYJSILMH C Iepenaveil CUrHaNIOB ¢ ydacTHeM Kaiublus. Takue KOMIIO3HIHUU H
CIOCOOBI MOXKHO MTPUMEHSTH JJIs1 OOJIErYeHUS] CHMIITOMOB OCTPOTO MJIM XPOHHYECKOTO MTAaHKpeaTHTa M
IUISL CHIDKEHHS BEPOATHOCTH HIJIM TSDKECTH IAHKPEaTHTAa Yy YeNIOBeKa C PHCKOM JAHHOTO COCTOsSHMsA. B
COOTBETCTBHHU C IPYTMMH BapHaHTAMU OCYIISCTBICHUS B JAHHOM JIOKYMEHTE PACKPBITHl KOMIIO3HLIUH
U CIIOCOOBI, OTHOCSIIHMECS K OOJErueHHI0 BUPYCHBIX 3a00JeBaHMN MOCPEACTBOM (hapMaleBTHUECKOM
MaHMITYJISIIUK ¢ Tepefadeldl CHTHAJIOB € y4acTHEeM KajbLus. B COOTBETCTBHM C IPYrMMH BapHaHTaMH
OCYIIECTBICHUS B JaHHOM JJOKYMEHTE PaCKPBITHl KOMITO3HLMU U CIIOCOOBI, OTHOCSIIHECS K 00JIErYeHHIO
unaynpoBanHeix Th17 3a0oneBanuii mocpencTBoM (apMaleBTUUECKOH MaHUIYISLUH C TIepeaadcii
CHT'HAJIOB C y4aCTHUEM KaJIbLIHS.
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JIJEYEHUE NAHKPEATHUTA

Onucanue

Cceblaka
CornacHo HacTosLIeH 3asBKe UCIIPALINBAETCS IPUOPUTET MO MPEABAPUTEIbHON 3asBKe Ha
nareHT CIITA Ne 62/126386, nogannoii 27 ¢espains 2015 roga, KoTopas TeM CaMbIM BKJIFOUEHA B

JNAHHBIM TOKYMEHT BO BCEU CBOEH MOJIHOTE NOCPEACTBOM OTCHUIKH.

IlpeauiecTBYIOIMIHHA YPOBEHL TEXHHUKH HACTOSAIEr0 H300peTeHus

OcTpblii TaHKpPEaTHT SBISETCS T[JIABHOH MNPHYMHOM TOCHHUTAIN3ALUN OOJBHBIX C
3a00JI€BaHMSIMU  JKEJYAOYHO-KUIIEYHOTO TPakTa M OCHOBHBIM OpeMeHeM pacxoioB B
Coenunennbix IItarax Amepuku. OcTpblil TaHKPEATUT JEMOHCTPUPYET YPOBEHb CMEPTHOCTH,
coctaysromuii 10-25% y TsDKeNbIX MaLMEeHTOB, M 00Ul ypoBeHb cMepTHOCTH 3-5%. IToka erme
HE CYLIECTBYET Tepaluy, H3MEHsIomeH TedeHue 3a0oieBaHus, Ul NAlMeHTOB, KOTOpPbIE

CTpanarOT OT JAHHOTI'O COCTOSTHUS.

CyIHOCTh HACTOSALIEr0 H300peTeH s

B naHHOM OKyMEHTE MpeICTaBIeHbl BAPHAHTHI OCY LIECTBIICHUS, OTHOCSILIIUECS K CITOCO0am
o0JieryeHus1 CHMIITOMOB MTAHKPEATUTa Y MIIEKOTUTAIOIIEr0, TAKOTO KaK 4esioBeK. B cooTBeTcTBUM
C IPYr'MMHU BapUAaHTAMU OCYIIECTBJICHHUsS] B JAHHOM JIOKYMEHTE OMUCAHbI CIIOCOOBI OOJIerdeHus
CHMIITTOMOB BHUPYCHOW WH(EKIHH Yy MICKOMUTAIOLIET0, TAKOrO KaK 4eJIOBeK. B cooTBeTCTBHH C
JOTMOJHATEIbHBIMA BapHAHTAMH OCYINECTBJIIEHUS] B JAHHOM JOKYMEHTE OMHCAHBbI CIOCOOBI
oOyieryeHusi CUMITOMOB HMHAyLHpoBaHHOTrO kierkamu T-xenmepoB 17 (Th17) Bocmanenust u
AyTOMMMYHHBIX 3a00JIeBaHUIA.

B cooTBeTcTBUM C HEKOTOPBIMU BapUAHTAMU OCYIIECTBJICHHUS CIIOCOOBI BKJIFOUAKOT CTaIUN
UICHTU(UKALNN YeJIOBEKa, HYKAAIOLIErocs B 00JIErYeHUH CUMITTOMOB MTAaHKPEATUTA, H BBEICHUS
YKa3aHHOMY 4eJIOBEKY MHIHMONTOpPa BHYTPHKIIETOYHOH Mepenadyy CUTHaIA C YYaCTHEM KaJIbLHs B
703€, JOCTaTOYHOW JUIsi OOJNIerdeHUs] yKa3aHHBIX CHMITOMOB. B COOTBETCTBHU € JApyruMu
BAPMAHTAMHU OCYINECTBJICHUS CIOCOObI BKJIIOYAT CTaguM HICHTH()HUKAIMK  YeJOBEKa,
HY>KIAKOLEerocss B 00JerYeHnH CUMITOMOB BHPYCHOTO 3a0OJIEBaHUS, U BBEICHHS YKa3aHHOMY
YeJIOBEKY WHTHOUTOpa BHYTPHKJIETOYHOW MNepefaydl CHrHajlla C Y4acTHeM KaJlbLUs B JO3BI,
IOCTaTOYHOM Al OOJIerdeHHs! YKa3aHHbIX CHMIITTOMOB. B COOTBETCTBHM C AOTOIHUTEIBHBIMU
BAPMAHTAMHU OCYINECTBJICHUS] CIIOCOOBI BKJIOYAIOT CTAANH HWACHTU(DUKALMH YEJIOBEKa,

HYKIAIOIIErocst B 00JIErYeHUH CUMITTOMOB MHIYIUPOBaHHBIX Th17 3aboneBaHuii, U BBEICHUS
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yKa3aHHOMY YeJIOBEeKY HHIMOUTOpa BHYTPUKIETOYHOH Mepenadn CUrHala ¢ Y4aCTHEM KaJIbLHs B
703€, TOCTATOYHOHN U OOJIErdeHUs! YKa3aHHBIX CUMITOMOB. B COOTBETCTBUM C HEKOTOPBIMU
acTieKTaMy MHTHOUTOP BHYTPUKJIETOYHON NEpeayy CUTHAJA C YIaCTUEM KaJIbLUs IIPEICTABIISET
coboit muruburop SOC kanHama. B COOTBETCTBMM C HEKOTOPBIMH AacleKTaMU WHTHOUTOP
BHYTPUKJIETOYHOH Mepeaaydl CUTHajla C y4acTHeM KajlbLMs NPEACTaBiIsieT coO0i HMHruourop
CRAC kanama. B cooTBeTCTBUM C HEKOTOPbIMHU AacClEKTaMH HWHIHOUTOP BHYTPHKJIETOYHON
nepeavyyd CUrHajia ¢ y4acTHeM Kajblusi MHruOupyer kaHai, conmepskamuii oemoxk STIMI1. B
COOTBETCTBHM C HEKOTOPBIMHM ACMEKTAaMH MHIMOUTOP BHYTPHUKJIETOUHOH INepenadu CHrHana c
ydyacTHEM KaJlbLWsl WHrHOuUpyeT KaHal, coaepxkamuii Oemok Orail. B coorBerctBum ¢
HEKOTOPBIMU aCNEKTaMHU MHTHOUTOP BHYTPUKJIETOUYHOH Nepenady CUrHaia ¢ y4aCTHEeM KaJbLs
UHruOUpyeT kaHaj, cogepskamuii 0enok Orai2.

B cooTBeTCTBMM € HEKOTOPBIMHM AacleKTaMM HHIHOMTOpP BHYTPHKIETOUHOW MNepenayu

CUT'Haja C Yy4YacTHeM KajbLMs NPEACTaBIsieT COOOH COeNMHEHHE, HMEoINee CTPYKTYpPY:

~_0
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(cobuparenbHO, «coequHeHMEe A»), HIM ero (apMaLeBTHYECKH IPHEMIIEMYIO COJIb,
bapmMarieBTHUECKH PUEMIIEMBII CONBbBAT WM (PapMaLeBTHUECKU MPUEMIIEMOE ITPOJIeKapCcTBO. B
COOTBETCTBHM C HEKOTOPBIMH BAapUAHTAMU OCYLIECTBICHHMs WHIMOUTOP BHYTPHKJIETOYHOMN
nepesayy CUrHaja ¢ y4acTHeM KajlbLus MPEACTaBisieT COO0N COeAMHEHUE, UMEIOIee CTPYKTYPY
U3 TPYNIbl COENUHEHHUs A, WIM COCTaB C €ro HAaHOYACTUI[AMM, B TOM HYHCJIE CYCIIEH3UIO WIN
SMYJIbCUIO HAHOYACTHII,

B coorBeTcTBMM € HEKOTOPBIMHM AacCleKTaMHM HHIHOMTOpP BHYTPHKIETOUHOH INepenayu
CHTHaJa C y4YaCTHeM KajblMs TMpeAcTaBisieT coboii  coeguHenue N-(5-(6-xmop-2,2-
mudropoenso[d][ 1,3 ]anokcon-S-un)nupasun-2-mn)-2-prop-6-merundenzamuna. B coorsercTBrm
C HEKOTOPBIMU aCIEKTaMU HHTUOUTOP BHYTPHUKJIETOUHOH Mepeiaun CUTHANA C YYaCTHEM KaJIbLHsI
npeaCcTaBJIsieT coboii coenunenue  N-(5-(6-xj0p-2,2-nudpropdenzo[d][ 1,3 ]auokcon-5-
W) HpasuH-2-ui)-2-pTop-6-MeTnbeH3aMuaa Uik ero (papManeBTUYeCKH MPUEMIIEMYIO COJIb,
(bapMarieBTHYECKH PUEMIIEMBII CONBBAT WK (PapMaLIeBTHUECKH MPUEMIIEMOE MTPOJIeKapCcTBO. B
COOTBETCTBHH C HEKOTOPBIMH ACTIEKTAMH MHTHOUTOP BHYTPUKJIETOUHOH Mepenadd CHrHajia C
y4acTHeM KajbLMs BbIOpaH u3 uucna coenuHeHuil N-(5-(6-3TOkCH-4-MeTHINUPHINH-3-
W) pasuH-2-ui)-2,6-nudropOeHsamuna, N-(5-(2-3Tun-6-merundensol dJokcazon-5-
W) IUPUANH-2-101)-3, S-nudTopu3onukoruHamuna, N-(4-(1-3tun-3-(tuazon-2-un)-1H-mupason-
5-unm)pennn)-2-propdbenszamuna, N-(5-(1-3Trn-3-(Tpudropmerin)- 1 H-nmupason-S-nn)nmupasus-
2-un)-2,4,6-tpudropbenzamusa, 4-xnop-1-mernn-N-(4-(1-merun-3-(tpudropmernin)- 1 H-
npaszon-S-mn)pernn)- | H-nupazon-5-kapOokcamuna, N-(4-(3-(nudropmerwn)-5-mermn-1H-
npaszon-1-mn)-3-proppenmn)-2,6-nupropdbenzamuna,  N-(4-(3-(audropmermn)-S-mermn-1H-
npason-1-mn)-3-propdenmn)-2,4,6-rpudpropdensamuna, N-(4-(3-(audropmerin)-1-mermn-1H-
npaszon-5-mn)-3-propdenmn)-2,4,6-rpudropOeHsamuna, 4-xnop-N-(3-pTop-4-(1-meTmn-3-
(Tpudropmern)- 1 H-nupazon-S-nn)penmn)- 1 -merun- | H-nupazon-5-kapbokcamuna, 3-prop-4-
(1-metun-3-(tpudropmernn)- 1 H—nupazon-5-mn)-N-((3-meTrnuzornazon-4-
wn)Metwi)anwimHa, N-(5-(7-xnop-2,3-ngurunpo-[ 1,4]nuokcnno| 2,3-b | nupuauH-6-1i) mupuans-
2-un)-2,6-nupropbenzamuna, N-(2,6-nudropoensmn)-5-(1-3Tun-3-(tuazon-2-mn)-1H-nmupazon-

S-um)mupumunus-2-amuHa, 3,5-nudpTop-N-(3-dprop-4-(3-metnn-1-(tnazon-2-mn)-1H-nupaszon-4-
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W) (peHNIT ) I30HUKOTHHAMHIA, 5-(1-metun-3-(tpudropmern)- 1 H-nupazon-5-um)-N-(2,4,6-
TpuTOpOSH3 W) TUPHINH-2-aMUHA, N-(5-(1-3Tun-3-(rpudropmern)-1H-nmupazon-5-
W) IUPUANH-2-10)-2,4,6-TpudTopOeH3amua, N-(5-(5-xn0p-2-merunbdensold]okcazon-6-

wn)nupasuH-2-un)-2,6-qudropoensamuna,  N-(5-(6-3TOKCH-4-METHITHUPUANH-3-FJT) THA30-2-
un)-2,3,6-tpudptopdensamuna, N-(5-(1-3Tun-3-(tpudropmerin)-1H-nupazon-S-un)nupuans-2-
un)-2,3,6-tpudptopdenzamuna,  2,3,6-rpudrop-N-(3-prop-4-(1-merun-3-(tpudropmermn)-1H-
nUpasoi-S-mn)penHmn)oeH3aMuaa, 2,6-nu¢rop-N-(4-(5-metun-2-(Tpud TopMeTHIT)OKCa301-4-
wi)penmn)oenzamuga uinn  N-(5-(6-xmop-2,2-gudropdbenso[d][ 1,3 ]nuokcon-5-mn)nupa3suH-2-
wi)-2-prop-6-meTmnOeHzamuna (CoOnpaTebHO, «COeAMHEHUEe A») WIN UX (papMaleBTUYECKU
npuemsieMoll  conu, (apMaleBTUYECKH MPUEMJIEMOrO CoJbBaTa MWIH (apMaLeBTHUECKU
NPUEMJIEMOTO  TIPOJIeKapcTBA. B  COOTBETCTBMM C€ HEKOTOPBIMHM aClEKTaMH CHMIITOMBbI
NPEACTaBISIIOT COOOH CHUMITOMBI OCTPOrO TAHKpPEaTuTa. B COOTBETCTBHMM C HEKOTOPBIMHU
acrekTaMy CHMIITOMBI BKJIFOUAIOT IO MEHbIIEH Mepe OIHO M3 BOCHAJIEHUs U OTeKa
TIOJIKENTYIOYHON JKene3bl, OO B BEPXHEH 4acTH XKMBOTA, UPPATUUPYIOIIEH B CIMHY, OONU B
JIEBOM BEPXHEM KBaJpaHTEe, MPPAAUHUPYIOLIEH B CIHHY, TOLIHOTBL, PBOTBI, PBOTHI, KOTOpas
yCyryOusiercs Ipu npueMe MUIIY, NOBBILIEHHON YaCTOThI CEPACUYHBIX COKPAIEHHUH, TAXUKAPIHH,
MOBBILIEHHON YaCTOTBI IbIXaHMsl, TIOBBILIEHHOIO KPOBSIHOTO JIaBJICHUS, TOHUKEHHOT'O KPOBSIHOTO
AaBleHus, 00e3BOKMBAHUS, OOJE3HEHHOH YyBCTBUTENBHOCTH JKHUBOTA, JIMXOPAIKH, O3HOOA,
MEPUTOHUTA, TEMOIMHAMHYECKOW HECTa0MIIBHOCTH M peIEKTOPHOro mapanuya KUIIeYHUKa. B
COOTBETCTBHH C HEKOTOPBIMH aCTIEKTAMU CUMITTOMBI MPEACTABIISIOT COOOM CUMITOMBI TSKEJIOTO
OCTPOro MaHKpeaTuta. B COOTBETCTBMM C HEKOTOPBIMH AaCIEKTaMH CHMIITOMBI BKJIFOUAIOT IO
MEHbILIEH Mepe OOHO M3 HEeKpo3a MOKENYIOYHOH JKeJe3bl M IOBPEXISHHs OPraHOB 3a
npefesaMu MOKENYAOYHON jkee3bl. B COOTBETCTBUM C HEKOTOPBIMH ACMEKTAMHU CHMIITOMBI
NPEACTABISIFOT COOOM CHMMITOMBI XPOHHYECKOTO TMaHKpeaTuTa. B COOTBETCTBUM C HEKOTOPBIMHU
acTIeKTaMH CHMITOMBI BKJIFOYAKOT MO MEHbLIEH Mepe OOHO W3 CTOHKOW Oonu B JKUBOTE,
HApYLIEHUH MHIIEBAPEHHs, HAPYIICHUS BCACBIBAHUS JKUPOB, OONM BO BpeMsl IpUeMa MUINH,
MIOTEPH MACChI, MOBBIIIEHUS] AKTHBHOCTH aMIJIA3bl B CBIBOPOTKE KPOBH, TIOBBILICHHUS aKTUBHOCTH
JIMIAa3bl B CHIBOPOTKE KPOBH, MOBBIIIEHHs YPOBHS BocnanuTenbHoro mapkepa CRP, Hapymenus
NPONYKIMH OMKapOOHATA, MOBBIICHHBIX YPOBHEH (heKaJbHOM 3J1aCTa3bl, MOBBIIIEHHBIX YPOBHEH
TPUIICHHOTE€HA B CBHIBOPOTKE KPOBH, KAJIBLU(PHUKAINUA TOMKETYIOUYHON KeNe3bl, MOBBIIEHHBIX
ypoBHeH OMmMpyOHHA B CHIBOPOTKE KPOBHU M IMOBBILIEHHBIX YPOBHEH menouHon ¢ocarasbl. B
COOTBETCTBHH C HEKOTOPBIMH aCIIEKTAMH CHUMIITOMBI BKJIFOYAIOT 10 MEHBLIEH Mepe OZHO U3
noBbIeHHbIX ypoBHEH ESR (ckopocTe ocenaHusi SpuTpOLUTOB), MOBBIIIEHHBIX ypoBHEH 1gG4,
NOBBIIIEHHOTO YPOBHSI PeBMAaTOMOHOrO (hakropa, mpucytcTBus antutena ANA, mpHUCYTCTBUS

AHTUTECIA K TJIIAAKKUM MbIIIIaM, IIpUieM aHaaInu3 JH000ro M3 3TUX napamMmeTpoOB MOXKET YKa3bIBATH



Ha XpOHUYECKHUH TAHKPEATHT Y UeJIoBeKa. B COOTBETCTBUY ¢ HEKOTOPBIMH aCTIEKTAMH CHMITTOMBI
BKJIFOYAIOT MO MEHbINEH Mepe OIHO M3 CTeaTOPeH, XUMHYECKOro okpamuBanus kajna CynaHom
iy (eKaTbHON SKCKPELIUH JKUPa B KOJIMYECTBE, COCTABIISIOIIEM 7 TPaMMOB WK OoJiee, B TEUEHNE
24 yacoBoro mepuozna Ha paunuoHe, coxepskameMm 100 r skupa, W mpPUCYTCTBUS (heKaTbHOMN
aJacTasbl B oOpasle Kajlia B KOJHUYeCTBe, cocrapiisitomeM MmeHee 200 mkr/r. B coorBercTBUU €
HEKOTOPBIMU aCMEeKTaMU CHMIITOMbI BKJIIOYAIOT IO MEHbLIEH Mepe ONHO U3 OOJM B KUBOTE,
NOBBIIIEHHBIX YPOBHEHN aMHJIa3bl B KPOBH, MOBBILIEHHBIX YPOBHEH JINMA3bl B KPOBH, YBEIHUEHHON
MOKEITYTOUHOM KeJe3bl, TOLIHOTHI, PBOTHI, BHYTPEHHETO KPOBOTEUEHHS, NTapajinya KHUIIEYHUKA,
JMXOPAIKH, JKENTYXH, MOTEPH MAacChl U MOBBIIIEHHONW YacCTOThHI CEpPAEYHBIX COKpaiieHuil. B
COOTBETCTBHH C HEKOTOPBIMH aCIEKTaMH CUMITTOMBI BKJIFOUAIOT MOBBIIIEHHBIE YPOBHU aMUJIA3bl
B CHIBOPOTKE KpOBH. B COOTBETCTBMM C HEKOTOPBIMHM AacCIEKTaMH CHMITOMBI BKJFOYAIOT
NOBBILIEHHBIE YPOBHHU JINMA3bl B CHIBOPOTKE KPOBU. B COOTBETCTBHM C HEKOTOPBIMH aCIEKTaMHU
CHUMITOMBI BKJIFOYAIOT PE3YJIbTAThbl CKAHUPOBAHMS C TOMOINBIO KOMIIBIOTEPHOW TOMOTrpaduu
(CT), cBuzeTenbCTBYIONINE O HEKPO3e. B COOTBETCTBUH ¢ HEKOTOPBIMH ACTIEKTAMH CHMIITOMBI
BKJIIOYAIOT MPEXKIEBPEMEHHYIO aKTHUBALMIO MUINEBAPUTENbHBIX (pepMeHTOB. B cooTBercTBuM
HEKOTOPbIMU ~ aCIleKTaMU TPEKAEBPEMEHHAsl AaKTUBALMs IHIIEBAPUTENbHBIX  (DEPMEHTOB
NPOUCXOAUT B MOPKETYAOYHOM JKelle3e YKa3aHHOrO 4esIoBeKa. B COOTBETCTBUM ¢ HEKOTOPBIMU
acrekTaMu (pepMEeHT COIAEPIKUT TPUIICHH.

HekoTopble BapuaHTBl OCYINECTBJIEHUS OTHOCSATCS K CIOCO0aM MPERyHpekIeHHs N
o0JieryeHusi CAMIITOMA, ACCOLIMUPOBAHHOTO C HAPYIIEHHEM ITOIXKENYJOUHOU JKENIe3bl, Y YeJIOBeKa
C PHCKOM HapyLIEHUs MOPKETYIOYHOH keJie3bl. B COOTBETCTBUHM C HEKOTOPbIMHU BapUAHTAMHU
OCYLIECTBJIEHHs CNOCOO BKJIFOYAET CTaAMU HACHTH(PHUKAIMU ueloBeKa C (PaKTOPOM pHCKA,
ACCOLIMMPOBAHHBIM C HAPYIIEHHEM TODKEIYAOYHON JKeNe3bl, W BBEIEHUS WHIUOHWTOpa
BHYTPUKJIETOYHOH TMepeJadyd CHrHajlla ¢ y4acTHeM KaJbLUsl B J03€, AOCTaTOYHOW ISt
npeaynpexaeHnuss Wik oOJierdeHus: yka3aHHOro mobodyHoro sddekra. B cooTBeTcTBUU C
HEKOTOPbIMU ~ ACTMEKTaMU WHTHOWTOP BHYTPHUKJIETOYHOIO KAaJBIHs TPENCTaBJIsET COOOH
uaruburop SOC kamana. B coOTBETCTBHM C HEKOTOPBIMH AaCHEKTAMH HHTHOHUTOP
BHYTPUKJIETOYHOTO KajbLus npencrasisier codoit uarunourop CRAC kanana. B coorBeTcTBuu ¢
HEKOTOPBIMU ACMIEKTAMH HHTHOUTOP BHYTPUKJIETOYHOHN Mepeayn CHrHajla ¢ y4aCTHEM KaJbLUs
npeacTaBisieT co0Ol COCAMHEHUE, MMEIoIIee CTPYKTYPY W3 TPYIIbl COSOMHEHUs A, WIH €ro
(dapManeBTHYECKH TPUEMIIEMYIO CONIb, (apMaLEBTHUECKH MPHUEMJIEMBbI COJBBAT WU
dapMareBTHYECKH TpUEMIIEMOE MPOJIEKAPCTBO. B COOTBETCTBHMH C HEKOTOPBIMHU aCIEKTaMHU
UHTHOUTOpP BHYTPHUKJIETOYHOW MEpeNayd CUTHajla C y4acTHEM KaJlbLUsl MPEICTaBIsieT COOOH
coequHenne  N-(5-(6-xyop-2,2-nudropdenso[d][ 1,3 ]auokcon-5-mn)nupazun-2-mn)-2-Grop-6-

MeTmiOeH3aMuaa. B COOTBETCTBUU C HEKOTOPBIMU ACMEKTAMU HApYILICHHE MOIKeNTyIOYHOM
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JKeJe3bl BKJIKYAeT CUMITOM OCTPOro MAaHKPEAaTUTa. B COOTBETCTBUU C HEKOTOPBIMH ACMEKTaMU
HapylLIEHUE MOKENYAOYHON >KEJIe3bl BKJIIOYAET CHUMITOM XPOHHUYECKOrOo IaHkpeaTtura. B
COOTBETCTBUH C HEKOTOPBIMHU ACMEKTAMU Y€JIOBEK UMEET AHKPEATUT B PE3yJIbTaTe BO3AECUCTBUS
CXeMBbl ITPUEMa JIEKAPCTBEHHOI'O CPEACTBA, BKJIIOYAIOLIEH BBEACHUE 110 MEHBILIEH MEPE OAHOIO U3
CTEepPONA, TAKOIO KaK KOPTUKOCTEPOU, MPEIHU30JIOH, JEKAPCTBEHHOro cpeacresa npotus HIV
(B1Y), nupano3WHa, MEHTAMUIUHA, OUYPETHUECKOrO CPEACTBA, BaJbIIPOEBOW KHUCJIOTHI, L-
acraparvHasbl, a3aTUONPHHA, 3CTPOreHa, CTaTHHA, TAKOrO KAaK CTATHUH, CHIJKAKOIIUN YPOBEHb
XOJIECTEPUHA, AHTUTHUIEPIIIMKEMUYECKOTO CpencTBa, MeT(OpMHHA, IJIMITHHA, TAaKOro Kak
BUJIATJIUNITUH UM CUTArJIMNTHH, ATUIMYHOTO AaHTUIICUXOTUYECKOTO CpPEJCTBA, KJIO3aIHHa,
pUCHIEpUIOHAa U OJlaH3anuHa. B COOTBETCTBUM C HEKOTOPBIMH AaCIEKTaMHM YEeJIOBEKa
UIEHTUQULUPYIOT KaK HOCUTENs HacleNCTBEHHOH (opMbl maHkpeatuta. B coorBercTBuu ¢
HEKOTOPBIMU aCIEKTaMH Y€JIOBEK HECET MYTAaHTHBIN aJUIelb 10 MEHBbILIEH Mepe OJHOrO U3 IeHa
TpuncuHa 1, kogupyromero TpurncuHores, reaa SPINK 1, konqupyromero HHrHOUTOp TPUIICHHA, U
r€Ha peryJsaropa TPaHCMEMOpPAHHOW MPOBOAMMOCTH NPH MyKOBHCLUAO3e. B cooTBeTcTBHMU C
HEKOTOPbIMU AaCIIEKTAMU Y€JIOBEK HMMEET MAHKPEaTUT B PEe3yJIbTaTe TOro, 4YTO CTPAfaeTr Io
MEHbIIEH Mepe OT OJHOIO U3 BBICOKOTO YPOBHS KaJlbLiUsl B KPOBH, TMIIOTEPMUH, BO3IEHCTBUS
SHIIOCKOIMYECKOH  perporpagHoii  xomanruomnankpearorpadpun  (ERCP),  pasmenenHoi
MOJKEITy TOYHOH KeNe3bl, BPOKACHHOIO MOPOKA PAa3BUTHL MOKENYIOYHOM XKENE3bl, CAXapHOTo
auabera 2 THUMA, 3JIOKAYECTBEHHOHW OIMyXOJHU TOMKETYyJIOYHOH jKeje3bl, KaMHEH B MPOTOKE
MOJUKETYIOYHON  JKeJe3bl, BACKYJNTA, BOCIHAJEHUsT MajblX KPOBEHOCHBIX COCYAOB B
NOKETYIOUHOM okesnese, mHpekuun Bupycom Kokcakum u mopdupum, Takoil Kak ocTpas
UHTEPMHUTTHPYIOIIAsT MOPPUPUS U SPHUTPONOITHUECKass mpotonopdupusi. B cooTBeTcTBUU C
HEKOTOPBIMHU aCIEKTAMH Ha COCTOSIHUE 310POBbsl YKA3aHHOIO YEJIOBEKA OKA3aJ10 BO3IEHCTBHE 110
MEHBbIIEH Mepe OJHO M3 JKEJIYHOIO KAaMHsl, OTPABJICHMs] 3TAHOJIOM, AJIKOTOJIU3MA, TPaBMBI,
SMUAEMHUYECKOr0 NapOTUTa, ayTOMMMYHHOIO HapyLIeHUs, BO3AEWUCTBHUS JKaja CKOPIIHUOHA,
TUMEPINUIIUAEMUY, TUIOTEPMHUM, THUIeprapaTupeo3a U HSHAOCKONUYECKOW peTporpamHoi
XOJIaHTHOTIaHKpeaTorpaduy, a3aTHONPHHA M BAJIBIPOEBOH KHUCIOTHL B  COOTBETCTBUH C
HEKOTOPBIMHU aCMEKTAMH Ha COCTOSTHUE 310POBbsl YKA3aHHOIO YEJIOBEKA OKA3aJ10 BO3IEHCTBHE 110
MeHbIIEH Mepe onHO u3 Bupyca Kokcaku, nmuTomerajioBupyca, BuUpyca rematuta B, Bupyca
NPOCTOrO reprieca, 3MUAEMHYECKOro MapoOTHTa, BHPYCa BETPSTHOHW OCHBL, OaKkTepUM M3 pona
Legionella, 6axtepun u3 pona Leptospira, 6akrepun u3 pona Mycoplasma, 6akrepun u3 pona
Salmonella, rpubxa u3 pona Aspergillus, napazura u3 pona Ascaris, KI€TKA KPUNTOCTIOPUIUH H
KJIETKH TOKCOIJIA3MBL.

HekoTopsle BapuaHTBl OCYINECTBJIEHHS] OTHOCATCS K CIIOCO0AM TPERyNpPekaeHHs N

o0JlerdeHusl CUMITOMA, aCCOLMHUPOBAHHOTO C BUPYCHBIM 3a00JI€BaHHEM, Y YEJIOBEKA C PUCKOM
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BUPYCHOTO 3a00neBaHms. B COOTBETCTBHH ¢ HEKOTOPBIMH BapUaHTAMH OCYLIECTBIEHHS CIOCOO
BKJIFOYAET CTaUHU UACHTH(UKALNY YelloBeKa ¢ (aKTOPOM PUCKA, ACCOLIMUPOBAHHBIM C BUPYCHBIM
3a005I€BaHNEM; U BBEICHHsS MHTCHOWTOpPA BHYTPUKIETOYHOHM Iepenadyd CUTHajJa C yYacTHEM
KaJbLUs B J103€, TOCTATOYHOHN AJISI MPEAYNpPEXIeHUs] WiId OOJIer4eHns] YKa3aHHOTO MOOOYHOTo
s¢dexra. HekoTopble BapraHThI OCYIIECTBIEHHUSI OTHOCATCS K KOMITO3ULMH JJISl IPUMEHEHUS B
oOJleryeHNN CHUMIOTOMOB BHPYCHOrO 3a00JIeBaHUS Yy UEJNOBEKa, BKIIOYAIOLIEr0 CTaguu
UIeHTU(UKANY YeI0BeKa, Hy KIAr0IIerocs: B 00Jer4eHN CUMIITOMOB BUPYCHOTO 3a001€BaHus,
Y BBE/ICHUS YKa3aHHOMY 4YeJIOBEKY HHIMOUTOPa BHY TPUKIIETOUHOM Mepeiady CUTHaJIa C Y4acTHEM
KaJblUs B J103€, AOCTATOYHOM Aisi OOJierdeHusi yYKa3aHHBIX CHMIITOMOB. B cooTBercTBHM C
HEKOTOPBIMU aCNEKTaMHU MHTHOUTOP BHYTPUKJIETOUYHOH Nepenady CUrHaia ¢ y4aCTHEeM KaJbLs
npenctasisier cobot marnOurop CRAC kanana. B cooTBeTCTBMM ¢ HEKOTOPBIMH aCHEKTaMu
MHTHOUTOpP BHYTPUKJIETOYHOH MEpefayy CUTHajJa C y4acTHEM KalblMs WHTUOMpYeT KaHall,
comepxkammii  O6enok  STIM1. B cooTBeTCTBUM C HEKOTOPbIMH AaCHEKTaMU HHTHOUTOP
BHYTPHUKJIETOYHOW Meperavyu CUrHaja ¢ Y4aCTHEM KalblMs MHTHOUpPYeT KaHaj, COAep Kalluil
6enox Orail. B coOTBETCTBHM C HEKOTOPBIMH ACTIEKTAMH HHIMOUTOP BHYTPUKJIETOYHOH Mepeaayn
CHT'HaJIa C y4acTHUeM KaJblMsl MHruOupyeT KaHau, copepskamuii 6enok Orai2. B coorseTcTBUE C
HEKOTOPbIMU aCIIEKTaMH MHIMOWTOP BHYTPUKJIETOYHOH Mepeaay CUrHaja ¢ y4aCTHEM KaJbLHsI
npeacTaBysieT co0OM COeAMHEHUE, MMEKoIIee CTPYKTYPY M3 TPYIIbl COSAMHEHUs A, WIH €ro
(dapMarieBTHYECKH TPUEMIIEMYIO COJIb, (PapMALEBTHUECKH MPUEMJIEMbI COJBBAT WU
(bapMarieBTHYECKH TpUEMIIEMOe TPOJIEKAPCTBO. B COOTBETCTBUH C HEKOTOPBIMHU aCIEKTAMHU
UHTHOUTOpP BHYTPUKJIETOYHOW MEpeNavyud CUTHAJa C y4aCTHEM KaJIbLUsl MPENCTaBIsieT COOOH
coenuHeHue  N-(5-(6-xmop-2,2-nudropbenso[d][ 1,3 ] anokcon-S-unm)nupazun-2-mn)-2-Grop-6-
MetuiaOeH3aMuia. B COOTBETCTBHM C HEKOTOPHIMU ACHEKTAMH HHTHOUTOP BHYTPHUKJIETOYHOH
nepefayr CUrHaja C y4acTHeM KaJbLHsl MpencTaBisieT coboi coenmueHne N-(5-(6-xyop-2,2-
nudropdberszo[d][ 1,3] nuokcon-5-win)mupasus-2-mn)-2-pTop-6-MeTrndeH3aMuaa Wn €ero
(dapMareBTHYECKH TPUEMIIEMYIO COJIb, (PapMALEBTHUECKH MPUEMJIEMBbIH COJNBBAT WU
(apMareBTHYECKH TpUEMIIEMOe MPOJIEKAPCTBO. B COOTBETCTBHMH C HEKOTOPBIMH aCIEKTaMH
UHTHOUTOpP BHYTPHKJIETOYHOW MEpeNavd CUTHajJa C Y4acTHEM KajblHs OJOKUPYET pa3BHTHE
BUpPYCHOTO 3a0oneBaHusi. B COOTBETCTBUM C HEKOTOPBIMHU aCMEKTaMH BHPYCHOE 3a0oJieBaHME
npeacTaBisieT coO00i BUPYC reMOpparn4ecKoi JMXopaaku. B cOOTBETCTBUH € TOTIOTHUTEbHBIMU
acTIeKTaMHU BHPYC reMOpparnyeckol JINXOpaJaKu MPeaCcTaBlsieT OO0 apeHaBupyc, (puosupyc,
OyHbsIBUPYC, (IIAaBUBUPYC, PaOAOBHPYC WM UX KOMOMHALMKO. B COOTBETCTBHHM C IPYyrUMH
JOTOJHATEIBHBIMH ACTIEKTAMH BHPYC T€MOPPArniecKoi JINXOpaaKy MPEACTaBIsIET COO0H BHPYC
D06ona, Bupyc MapOypr, Bupyc Jlacca, Bupyc XyHUH, poTaBUPYC, BUPYyC 3anaaHoro Huma, Bupyc

3uka, Bupyc Kokcaky, Bupyc renarura B, Bupyc Jnureiina-bapp, Bupyc nenre wiu supyc Pudr-



Bammm. B coOTBETCTBUH ¢ HEKOTOPBIMH aCTIEKTAMH CUMIITOMBI MTPECTABISIOT COOOH JINXOPAIKY
WIN TeMOpparuueckuil auare3. B COOTBETCTBUHU C OTMOJHUTENBbHBIMU ACTIEKTAMHU CHMIITOMBI
BUPYCHOT0 3200J1€BaHUs MPEACTABISIFOT COOOH MO MEHbIIEH Mepe OJTHO U3 MPHIINBA KPOBH K JIULLY,
NpUINBA KPOBU K TPYIH, METEXUH, KANWUILIPHONW YTEUKH, KPOBOTEUEHHS, OIyXaHUs, OTEKa,
MOHM)KEHHOTO KPOBSIHOTO IABJIEHUS, LIOKA, TUCKOM(OpPTA, MBIIIEYHOH OO, TOJOBHOH OO0IH,
PBOTBL, TUAPEN FIIK UX KOMOMHALIUI.

HekoTopsle BapuaHTBl OCYINECTBJIEHHS] OTHOCATCS K CIIOCO0AM MPEeRyNpexIeHHs N
o0JyieryeHus1 CUMIITOMa, aCCOLIMUPOBAHHOTO ¢ MHAYLHpoBaHHbIM Th17 3a0oneBannem y yenoseka
¢ puckoMm mHAyuupoBanHoro Th17 3aboneBanusi. B cOOTBETCTBHMM ¢ HEKOTOPBIMH BapHUAHTAMU
OCYLIECTBIIEHU CHOCOO BKJOYAET CTaAMU HAEHTH(UKAIMU ueloBeka C (aKTOPOM pHCKa,
acCOIMUPOBAaHHBIM ¢ wuHAynupoaHHeIM Thl7 3a0oneBanueM, W BBeAE€HUS WHIUOMTOpA
BHYTPUKJIETOYHOH Iepeadyud CHrHajla ¢ y4acTHeM KaibLus B J103€, AOCTaTOYHOW AJIs
NpenynpeskaeHus win oOJerdeHus ykasaHHOro nodo4ynoro s¢dexra. Hexoropsle BapuaHThI
OCYIUECTBJICHHSI OTHOCSTCA K KOMIIO3ULMU JJIsI NPUMEHEHUs] B OOJerdeHHH CHMIITOMOB
uaayuuposanHoro Th17 3a0oneBaHust y 4esnoBeka, BKIIOYANOIIETO CTaIUU HASHTU(PHUKALNH
YeJIoBeKa, HYKIAIOWEerocs B OOJEr4yeHUH CHUMIITOMOB NMAaHKPEATUTA, M BBEACHHS YKa3aHHOMY
YeJIOBeKy HMHIHOMTOpa BHYTPHUKIETOUHOH Iepenadyd CUTHajla C y4acTHeM KajbLus B 703€,
JOOCTaTOYHOM st OOJIerdeHusl YKa3aHHBIX CHMITOMOB. B COOTBETCTBMM € HEKOTOPBIMU
acTeKTaMH MHTHOUTOP BHYTPUKJIETOYHON Mepeayy CUTHAJA C Y4aCTHEM KaJIbLUs IPECTABIISET
cobori uaruourop CRAC kanama. B COOTBETCTBHHM C HEKOTOPHIMU ACTIEKTAMH HHTUOHTOP
BHYTPUKJIETOYHOH Tepenavyyd CUTHaIa C Y4aCTHEM KaJbLUsl MHTUOUPYET KaHaJ, COXep Kallui
O6enok STIM1. B COOTBETCTBHHM C HEKOTOPBIMH ACHEKTAMH WHTUOWTOpP BHYTPHUKJIETOYHOH
nepeavyyd CUrHajia C y4YacTHEM KajblMsi MHruOWpyeT kaHan, comepskammii Oemok Orail. B
COOTBETCTBHH C HEKOTOPBIMH ACTIEKTAMH MHTHOUTOP BHYTPUKJIETOUHOH Mepenadd CHrHajia C
y4acTHEM KaJblMisl WHrHOUpyeT KaHal, coaepkammidi Oemok Orai2. B cooTBercTBUH ¢
HEKOTOPBIMU ACTIEKTAMH HHTHOUTOP BHYTPUKIIETOYHOHN Mepeayn CUrHaja ¢ y4aCTHEM KaJIbLUs
npeaCTaBisieT co0OH COEAMHEHUE, MMEIoIIee CTPYKTYPY W3 TPYIIbl COSAMHEHUs A, WIH €ro
(dapMareBTHYECKH TPUEMIIEMYIO COJIb, (hapMALEBTHUECKH MPUEMJIEMBbI COJNBBAT WU
(apMareBTHYECKH TpUEMIIEMOe MPOJIEKAPCTBO. B COOTBETCTBUMH C HEKOTOPBIMHU aCIEKTaMH
UHTHOUTOpP BHYTPHUKJIETOYHOW MEpeNayd CUTHaja C y4acTHEM KaJlbLUsl MPENCTaBIsieT COOOH
coequHenne  N-(5-(6-xmop-2,2-nudropdenzo[d][ 1,3 |auokcon-5-mn)nmupazun-2-wmn)-2-GTop-6-
MetuiaOeH3aMuia. B COOTBETCTBHM C HEKOTOPHIMU ACHEKTAMH HHTHOWUTOP BHYTPHUKJIETOYHOH
nepefayn CUrHajla C y4acTHEeM KaJbLsl MpencTaBisieT coboi coenmueHne N-(5-(6-xmop-2,2-
nudropberszo[d][ 1,3]nuokcon-5-wn)mupasus-2-mi)-2-pTop-6-MeTrideH3aMuaa Wn €ero

(dapMaLleBTHUECKU TPUEMIIEMYIO COJib, (papMaleBTUYECKH MPUEMIIEMbIH COJIbBAT WU
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dapmMareBTHYECKH TpUEMIIEMOE TPOJIEKAPCTBO. B COOTBETCTBHMM C HEKOTOPBIMHU AaCIEKTaMH
UHTHOUTOpP BHYTPUKJIETOYHOH Tepenadyd CUrHaja C y49acTHEM KaibLusl OJIOKHpYeT
mudpepernuporky Th17 kneTok. B cOOTBETCTBHE C HEKOTOPBIMH aCIIEKTAMHU WHIAYLIUPOBAHHOE
Th17 3aboneBanue mnpencrasisier coOOH XPOHHWYECKOE BOCMAJIHMTENbHOE 3aboneBaHue. B
COOTBETCTBHH C IOTOJHUTEIbHBIMH aCIEKTaMH XPOHHUYECKOE BOCHAIUTENbHOE 3a00JeBaHNe
NpeAcTaBisieT CoOOH anIeprudeckuil PUHHUT, MEPHOAOHTHT, aTEPOCKIEPO3, PEBMATOMUIHBIN
apTPUT WJIM 3JI0OKQYECTBEHHYIO OINyXoib. B COOTBETCTBUM C JpPyrUMH acleKTaMH
unnyuuposanHoe Th17 3aloneBanue mpexacraensieTr cobol ayTOMMMyHHOe 3a0osieBaHue. B
COOTBETCTBHM C JOTOJIHUTENbHBIMH ACHEKTaMH ayTOMMMYHHOE 3a00JieBaHUE IPENCTaBIISET
coOOlf peBMAaTOMIHBIM apTPUT, BONYAHKY, LEJIHAKUIO, Iicopuas3, cuHapom Illerpena,
PEBMATHYECKYIO MOJUMHAITHIO, PACCETHHBIN CKIEPO3, AaHKIJIO3UPYIOLIUH CIIOHAMINT, Auader 1
THUIIA, OYarOBYIO AJIOTELIUIO, BACKYJIUT WJIM BUCOUYHBIN apTepuuT. B COOTBETCTBUM ¢ HEKOTOPBIMU
acreKTaMu CUMIITOMBbI HHAyLHpoBaHHbIX Th17 3a0oneBanuii npencraBistoT coOOi Mo MeHbIIeH
Mepe OIHO M3 JIOKAJbHOTO IMOKPACHEHHsI, ONyXaHWs, jkapa, OOJH, CKOBAHHOCTH, JIMXOPAIKH,
03HOOAQ, yCTaJOCTH, TOJIOBHOW OOJM WM MOTEpH ammeTuta. B COOTBETCTBHHM C HEKOTOPBIMU
aCTIeKTaMH CUMITOMBI BO3HUKAIOT B OPTaHU3Me 4YEJIOBEKa, COAEpIKAILEM TOPC, PYKH, KUCTH PYK,
NaJIbLbI, HOTH, CTOMBI, MAJIbLbI HOT, FOJIOBY, L€, KOCTHU, CYCTaBbl, FOPJIO, Ma3yxXHu, I1a3a WA UX
KOMOWHAIIUH.

HexkoTopble BapuaHThI OCYIIECTBICHUS OTHOCITCS K KOMIIO3HULIUH, COAEpKaLIeil HHTHOUTOP
BHYTPUKJIETOUHON TMepelayd CUrHaja C Y4YacTHeM KajblHMsg U IO MeHbLIeH Mepe OIHO
JIeKapCTBEHHOE CPENCTBO, aCCOLIMUPOBAHHOE C OTPULATENIbHBIM BO3JEHCTBHEM Ha aKTHUBHOCTH
MOJKENTy TIOUHO >kesie3bl. B cooTBeTCTBUM C HEKOTOPBIMU aCMEeKTaMM JIEKApCTBEHHOE CPENCTBO
BBIOPAHO M3 MEPEYHs, COCTOSIIEro M3. CTEPOMIA, TAKOrO KaK KOPTUKOCTEPOUJ, MPEIHU3O0JIOH,
JekapcTBeHHOro cpencrsa nmpotuB HIV (BUY), nunaHo3WHA, MEHTAMUAWHA, TUYPETHYECKOTO
CpenCTBa, BaJIbIIPOEBON KHUCHOTHI, L-acrnaparnHasel, a3aTHONPUHA, 3CTPOreHa, CTaTUHA, TAaKOTro
KaK CTaTUH, CHIJKAIOIUN YpOBEHb XOJECTePHHA, AHTUTUIIEPIIIMKEMHUYECKOrO CpeICTBa,
MeTQOpMHHA, TJIUNTHHA, TAKOrO0 Kak BWIAAMJHMITHH W CHUTArJMITHH, aTHIIUYHOTO
AHTUIICUXOTUYECKOTO CPEACTBa, KJIO3alHMHA, PHUCIIEPUIOHA, U OJIaH3allMHA, a3aTHOINpPHHA, U
BAJIBIIPOEBOH  KHUCJIOTBL. B COOTBETCTBHMM C  HEKOTOPbIMH  aCMEKTaMH  HHTUOUTOP
BHYTPUKJIETOYHOH Nepeiayy CUTHAJIA C Y4aCTHEM KaJIbLHs MpencTasisieT codboit narudurop SOC.
B cooTBeTrcTBHU ¢ HEKOTOPHIMU ACTIEKTAMU MHIHOUTOP BHYTPHKJIETOYHOHN Mepenavyu CHrHaia ¢
ydacTheM Kaiblus rnpencrasisier codoit marudbutop CRAC. B cOOTBETCTBHH C HEKOTOPBIMH
acTieKTaMl MHIHOUTOP BHYTPUKJIETOYHON MEpeavyy CUTHAA C YIaCTHEM KaJIbLUs IPENCTABIISET
coOoli coefrHEHNEe, UMEOIIee CTPYKTYPY U3 TPYTIBI COEAUHEHHS A, MU ero (hapMaLeBTHIECKH

NPUEMIIEMYIO  COJb, (apMaLEeBTUUECKH MPHUEMJIEMBbIH CONBBAT WM  (apMaLeBTHUECKU
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NpUeMJIEMOE TIPOJIEKApCTBO. B COOTBETCTBMM C HEKOTOPBIMH AaCHEKTaMH HHTHOUTOP
BHYTPUKJIETOYHOH Tepenaun CUTHaJA C y4aCTHEM KaJIbLIHsI IPENCTaBIIsAET COOOH coennHenne N-
(5-(6-xmop-2,2-nuropdbenso[d][ 1,3 | nnokcon-S-nn)nupazun-2-mn)-2-prop-6-merundeHzamuna.
B cooTBercTBUMM ¢ HEKOTOPHIMU ACTIEKTAMU MHTMOUTODP BHYTPHUKIJIETOYHOH Mepenavyy CUrHaia ¢
y4acTHEM KaJIbLISI MIPENCTABIISIET coboit COETMHEHHUE N-(5-(6-x710p-2,2-
mudropoenso[d][1,3]anokcon-5-un)nmupasun-2-mn)-2-prop-6-merundeHzamMuaa WJIH ero
dapManeBTHYECKH TPUEMIIEMYIO CONb, (apMaLEBTHUECKH MPUEMJIEMBbIH CONbBAT WU
dapmareBTUIECKH IPHEMIIEMOE ITPOJIEKAPCTBO.

HexkoTopsle acrekTbl OTHOCATCS K CXeMe JO3UPOBAHMS, BKIIFOYAIOIIEH BBEIEHHE UYEIOBEKY
JIEKAPCTBEHHOT'O CPENICTBA, ACCOLIMUPOBAHHOIO C OTPHULIATENbHBIM BO3EHCTBUEM HAa aKTUBHOCTD
HOKENYIOUHON JKeNe3bl, W BBEJEHHE HHIHOMUTOpPAa BHYTPHUKJIETOUHOM Iepenavd CUrHana c
y4acTHeM KajblMs. B COOTBETCTBUM C HEKOTOPHIMHM AaCHEKTaAMM JIEKAPCTBEHHOE CPENCTBO
BBIOPAHO W3 MEpeYHs, COCTOSINEro M3 CTEPOH/A, TAKOr0 KaK KOPTHKOCTEPOU], NMPEIHHU30JIOH,
nekapcTBeHHoro cpeacrsa nporuB HIV (BUY), nunaHo3WHA, MEeHTaMUANHA, TUYPETHUYECKOTO
CpPEeACTBa, BAIBIIPOEBON KHUCIOTHI, L-acraparuHasbl, a3aTUONPUHA, S3CTPOreHa, CTaTHHA, TAKOTrO
KaK CTaTHH, CHIKAIOIUN YypPOBEHb XOJIECTEPHHA, AHTUTUIEPIIIMKEMUYECKOTO CpEACTBa,
MeTpOpPMHMHA, TJIMNTHHA, TAKOrO KaK BWIJAMIMIOTHH W CUTAMNIMOTUH, ATUIHYHOTO
AHTUTICUXOTUYECKOTO CPENCTBA, KJIO3allMHA, PHUCIEPUIOHA, U OJIaH3alliHA, Aa3aTHONpPUHA, U
BAJIBIIPOEBONM  KHUCJIOTBL. B COOTBETCTBHMM €  HEKOTOPbIMH  aCMEKTaMHU  WHTHUOMTOP
BHYTPUKJIETOYHOH Nepeiayy CUTHAJIA C Y4aCTHEM KaJIbLus peacTasisieT codoi nurudurop SOC.
B cooTBeTcTBHMU ¢ HEKOTOPHIMU aCTIEKTAMU MHIHOUTOpP BHYTPHKJIETOYHOHN Mepenavyu CHrHajia ¢
ydacTheM Kajblus npencrasisier codoit marudbutop CRAC. B COOTBETCTBHH C HEKOTOPBIMH
acTeKTaMU MHTHOUTOP BHYTPUKJIETOYHON Nepeayy CUTHAJA C YYaCTHEM KaJIbLUs IPECTABIISET
coboli coeTHEHNEe, UMEOIIee CTPYKTYPY U3 TPYTIbI COEAUHEHHS A, WU ero (apMaLeBTHIECKH
NPUEMJIEMYIO  COJb, (apMALEBTUUECKH MPUEMJIEMbI CONBBAT WM  (apMaLEeBTHUECKH
NpUEMJIEMOE TIPOJIEKAPCTBO. B COOTBETCTBUM C HEKOTOPBIMH ACHEKTaMH HHTHOHTOP
BHYTPUKJIETOYHOH Tepeayy CUTHaAJA C yYaCTHEM KaJIbIIHsI IPENCTABIsAET COOOH coenuHeHne N-
(5-(6-xmop-2,2-nudropdbenso[d][ 1,3 | nnokcon-S-mwn)nupazun-2-mn)-2-prop-6-merundeHzamuna.
B cooTBeTcTBHMU ¢ HEKOTOPHIMU aCTIEKTAMU MHIHOUTOP BHYTPHKJIETOYHOHN Mepenavyu CHrHajia ¢
y4acTHEM KaJIbLIHSI MPENCTABIISIET coboit COCIMHECHHE N-(5-(6-x710p-2,2-
mudropdberszo[d][ 1,3]nuokcon-5-wn)mupasus-2-mn)-2-pTop-0-MeTrndeH3aMuaa WJn €ero
dapMareBTHYECKH TPUEMIIEMYIO CONb, (apMaLEBTHUECKH MPUEMJIEMBbI CONBBAT WU
dapMareBTHIECKH MPUEMIIEMOE MTPOJIEKAPCTBO.

HekoTopsle BapuaHTBI OCYLIECTBIEHHUS OTHOCSTCS K KOMITO3ULMM JUI NMPHMEHEHHs B

00JIeryeHuH CHUMIITOMOB NMaHKpeaTuTa y 4YCJIOBEKA, BKIIHOHAKOLIEMY CTaauU I/II[eHTI/I(I)I/IKaLII/II/I
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YeJIOBEKa, HYXKJAIOIIErocss B OOJErYeHUH CHMITOMOB NMAHKPEATHUTA, W BBEIEHUS YKa3aHHOMY
YeJIOBEKY WHIMOUTOpPa BHYTPUKJIIETOUHOW TMepenayd CHrHaja ¢ y4acTHeM KaJlbLUsl B J03€,
IOCTaTOYHOW it OOJerdeHusl YKa3aHHBIX CHMITOMOB. B COOTBETCTBMM € HEKOTOPBIMU
acTieKTaMl MHTHOUTOP BHYTPUKJIETOYHON NEpeavyy CUTHAJA C YIaCTUEM KaJIbLUs IIPEICTABIISET
coboit muruburop SOC kaHama. B COOTBETCTBMM C HEKOTOPBIMH AacleKTaMU WHTHOUTOP
BHYTPUKJIETOYHOH Mepenaydl CUTHajla C y4acTHeM KajJbLMs NPEACTaBiIsieT coO0i HMHruoutop
CRAC kanHama. B coOTBeTCTBUM C HEKOTOPbIMHU AacCMEKTaMH WHTHOUTOP BHYTPHKJIETOYHOMN
nepeavyyd CUrHajia ¢ y4acTHeM Kajblusi MHruOupyer kaHau, conmepskamuii oemoxk STIMI1. B
COOTBETCTBHM C HEKOTOPBIMM aCMEKTaMHM MHIMOUTOP BHYTPHUKJIETOUHOH INepenadu CHrHana c
ydyacTUEM KaJlbLMsl WHrHOUpyeT KaHal, coaepxkamuii Oemok Orail. B coorBerctBum ¢
HEKOTOPBIMU aCHEKTaMHU MHTHOUTOP BHYTPUKJIIETOYHOHN Nepefadn CUrHaia ¢ y4aCTHEeM KaJlbLUs
uHruOupyer kasai, copepxauuii 6enok Orai2. B cOOTBETCTBUM C HEKOTOPHIMHM AaCHEKTaMHU
MHTHOUTOpP BHYTPUKIIETOYHOH Nepenadd CHrHaja C Y4acTHeM KajbLUs MPEACTaBisieT coOOou
COeIMHEeHUE, MMEIoIee CTPYKTYpPy M3 TPYIIBl COCNMHEHMs A, WM ero (papMaleBTHYECKH
NPUEMJIEMYIO  COJb, (hapMalleBTUUECKH IPHEMJIEMBI CONbBAT WM  (hapMaleBTHYECKH
npUeMJIeMOe TIPOJIEKapCcTBO. B COOTBETCTBMM € HEKOTOPbIMH AaCHEeKTaMU HHTHOUTOP
BHYTPHUKJIETOYHON Nepeiaun CHrHaja ¢ y4acTHEeM KaJbLUs MpeacTaBisieT coboit coennnenne N-
(5-(6-xnop-2,2-nudropdenso[d][ 1,3 | nnokcon-S-wn)nupazun-2-mn)-2-prop-6-merundeHzamuna.
B cooTBeTcTBHMU ¢ HEKOTOPBIMU aCTIEKTAMU MHIHMOUTOpP BHYTPHKJIETOYHOMN Mepenavyu CHrHaga ¢
y4acTHueM KaJIbIIs NPECTaBIISET coboi COeIUHEHHE N-(5-(6-x10p-2,2-
nudropbenszo[d][ 1,3] nuokcon-5-wn)nupasus-2-un)-2-pTop-6-MeTrnoeH3aMuaa Un €ero
(dapMarieBTHYECKH TPUEMIIEMYIO COJIb, (papMALEBTHUECKH MPUEMJIEMBbI COJBBAT WU
(apMarieBTHYECKH TpUEeMIIEMOe MPOJIEKAPCTBO. B COOTBETCTBUH C HEKOTOPBIMHU aCIEKTAMHU
KOMITO3ULIMSI  JOTIOJHUTEIBHO CONEPXKUT OOJNICYTONISIOLINI  JIGKAPCTBEHHBIH Tmpenapar. B
COOTBETCTBHH C HEKOTOPBIMH aCTIEKTaMH OOJIEYTOJISIOLIHI JIEKAPCTBEHHBIN NpenapaT COAEPKUT
ornuar. B COOTBETCTBUM C HEKOTOPBIMH aCHEKTaMH OOJIEyTOJISIOLINI JIEKapCTBEHHBIH Mpenapar
copep:kut MopduH. B COOTBETCTBUN ¢ HEKOTOPBIMHU aCTIEKTAMH CUMIITOMBI TPENICTABIIIOT COOOH
CHMIITOMBI OCTPOTO TAaHKpeaTuTa. B COOTBETCTBUM C HEKOTOPBIMH ACHEKTAMH CHMIITOMBI
BKJIFOYAIOT 10 MEHBIIEH Mepe OJHO M3 BOCIMAJIIEHHS M OTeKa MOIKETyIOYHON Kene3bl, O0ou B
BEpXHEHW YacTH >KMBOTA, HUPPAAUUPYIOLIEH B CIUHY, OONM B JIEBOM BEPXHEM KBAJAPAHTE,
UPPagUUPYIOLIEl B CIIMHY, TOLUTHOTBI, PBOTBIL, PBOTHI, KOTOpAasi yCyryOIsieTCs P MpHEMe MUIIH,
MOBBIIIEHHON YaCTOThI CEPICYHBIX COKPALICHNUN, TAXUKAPIUH, TIOBBIIIEHHON YaCTOThI JbIXaHHS,
NOBBIIIEHHOTO KPOBSIHOTO [ABJICHHUS, TMOHIKEHHOTO KPOBSIHOTO JaBJICHUS, O0€3BOKHMBAHUS,
00JIe3HEHHON YyBCTBUTENBHOCTH KUBOTA, JINXOPAIKH, 03HO0A, MEPUTOHNTA, TEMOJUHAMUYIECKON

HECTAOMJIPHOCTH U PeIeKTOPHOrO mMapainda KUIIEYHUKAa. B COOTBETCTBHHM C HEKOTOPBIMHU
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acTIeKTaMH CHMITTOMBI IIPEACTABISIFOT COOOH CHMITOMBI TSDKENIOTO MMaHKpeaTuTa. B coorBercTBUN
C HEKOTOPbIMH acCMeKTaMH CHUMIITOMBI BKJIIOWAIOT IO MEHbIIEH Mepe OAHO U3 HeKposa
MOJIKENTy IOUHON KeJe3bl U MOBPEKIEHHUs] OPraHOB 3a MpeAenaMy MOAXKEIyA0UHOM kene3bl. B
COOTBETCTBHHM C HEKOTOPbIMH AaCIEeKTaMH CHMITOMBI TPENCTABISAIOT COOOH CHMITOMBI
XPOHUYECKOro NaHKpeaTuTa. B COOTBETCTBUU ¢ HEKOTOPBIMHU aCMEKTAMU CUMITOMBI BKJIFOUAOT
N0 MEHbLIeH Mepe OJHO M3 CTOWKOH OOJM B XKMBOTE, HAPYLICHUH MUIIEBAPEHHS, HAPYIICHUS
BCACBIBAHMSA XKMPOB, OONM BO BpeMsl MpHeMa IHIIH, OTEPU MACChl, MOBBIMEHHS] aKTHBHOCTH
aMHJIa3bl B CIBOPOTKE KPOBH, MOBBILIEHUS aKTUBHOCTH JIMIA3bl B CBIBOPOTKE KPOBH, NOBBILICHHUS
ypoBHs BocnanutenbHoro Mapkepa CRP, Hapymenus npoaykuuu OukapOOHaTa, MOBBIIEHHBIX
ypoBHeH (ekaJIbHON 5JacTasbl, MOBBIIEHHBIX YPOBHEHW TPUIICHHOI€HA B CBIBOPOTKE KPOBH,
KanbLUU(pUKALUKI TTOKETYJOYHON JKeJe3bl, MOBBILIIEHHBIX YPOBHEH OminpyOuHA B ChIBOPOTKE
KPOBU U TIOBBILIEHHBIX YpOBHEH MienodHo ¢ocdarassl. B cooTBeTcTBUM € HEKOTOPBIMHU
acTieKTaMy CHUMIITOMBI BKJIIOYAIOT IO MEHbIIEH Mepe OIHO M3 MOBbIIIEHHBIX ypoBHeil ESR,
HOBBIIEHHBIX ypoBHE# [g(G4, MOBBIIEHHOrO YPOBHS PEBMATOMIHOTO (hakTopa, MPHUCYTCTBHS
anturena ANA, NpUCYTCTBUS aHTUTENA K IJIAJKUM MBILILAM, IPUYEM aHAJIN3 JII000r0 M3 3THUX
NapaMeTpPOB MOXKET YKa3blBaTb HA XPOHMYECKHMH MAaHKPEATHT y 4YesoBeka. B cooTsercTBUU C
HEKOTOPBIMU aCMEeKTaMH CHMIITOMBl BKJIIOYAKOT IO MEHbLIEH Mepe OJHO M3 CTeaTopew,
XMUMHYECKOro okpammuBaHust kajna CymaHoM uiM (eKalbHOH SKCKPELUH XXKHpa B KOJIHYECTBE,
COCTABJISIIOLIEM 7 rpaMMOB WM Oojiee, B TeueHne 24 YacOBOrOo MEPHOAA HA pPAaLUOHE,
conepskameM 100 r skupa, ¥ MPUCYTCTBUS (PEKATBHOM 31acTa3bl B 00pasie Kajia B KOJIHYECTBE,
coctaBysitorieM MeHee 200 MKI/T. B COOTBETCTBUM € HEKOTOPBIMU ACHEKTAMU CHMIITOMBI
BKJIFOYAIOT T10 MEHbIIeH Mepe OJJHO 13 OOJIU B KMBOTE, MOBBILIEHHBIX YPOBHEH aMUIa3bl B KPOBH,
MOBBIIEHHBIX YPOBHEW JIMMa3bl B KPOBU, YBEIMUEHHOM MOMKENYIOUYHOHN >Keje3bl, TOIIHOTHI,
PBOTBIL, BHYTPEHHETO KPOBOTEUEHMS], Tapainya KUIIEYHUKA, TUXOPAKHU, KEITYXHU, TOTEPU MacChl
U TIOBBIIIEHHOHN YacTOThI CEPJIeUHBIX COKpalleHuil. B cooTBeTCTBUU C HEKOTOPBIMHU acCHeKTaMU
CHMIITOMBI BKJIIOYAIOT TPEXKIEBPEMEHHYIO AaKTHUBALMIO NHINEBAPUTENbHBIX (pepMeHToB. B
COOTBETCTBUM C HEKOTOPBIMH acCleKTaMU IPEXIEBPEMEHHasl aKTUBALMs MULIEBAPUTEIbHBIX
(bepMEeHTOB MPOUCXOANT B MOKEIYAOYHOH JKejle3e YKa3aHHOTO YejoBeKa. B cooTBeTcTBUU C
HEKOTOPBIMHU acTIeKTaMH (PEPMEHT COAEPIKHUT TPUIICHH.

Hexoropsle acniekThl OTHOCSATCS] K KOMIIO3ULIUU JUJIs1 IPUMEHEHUs B MIpeNy IPeXAeHUN WIN
o0JIerYeHuH CHMITTOMA, aCCOLIMMPOBAHHOTO C HAPYIIEHUEM TMOKEIYIOUHOM JKEJIe3bl, Y UENIOBEKa
C PHUCKOM HAapYLIEHHUs NODKETYIOYHON JKeNe3bl, BKIFOYAKOLIEro CTaaud HISHTH()UKALUN
4eJoBeKka ¢ (aKTOPOM PUCKA, aCCOLMHUPOBAHHBIM C HAPYLICHHUEM MMOIKENYJOYHON JKEeNe3bl, U
BBE/ICHUS WHTMOMTOPa BHYTPUKJIETOUHOW MEpenavyd CUrHajla C Y4acTHEM KajblUsl B J03€,

IOCTaTOYHOW Uil TPEAyNPEeXIEHUs WM OOJerdeHus ykasaHHoro mnodouyHoro sddexra. B



13

COOTBETCTBHH C HEKOTOPBIMH ACMIEKTAMH MHIHOUTODP BHYTPUKJIETOUHOTO KAJIBLIUS TIPEACTABIISAET
coboit muHruburop SOC kaHama. B COOTBETCTBMM C HEKOTOPBIMH AacleKTaMU WHTHOUTOP
BHYTPUKJIETOYHOTO KajbLus npencrasisier codboit marndourop CRAC kanana. B coorseTcTuu ¢
HEKOTOPBIMU aCMEKTaMH MHTHOUTOP BHYTPUKIIETOYHOHN Nepeadn CUrHajia ¢ y4aCTHEM KaJbLUs
NpeAcTaBysieT co0Ol COEAMHEHUE, MMEIoINee CTPYKTYPY M3 TPYIIbl COSAMHEHUs A, WIH ero
dapManeBTUYECKH TPUEMIIEMYIO CONb, (apMaLEBTHUECKH MPUEMJIEMBbIH CONbBAT WU
dapMareBTHYECKH TpUEMIIEMOe MPOJIEKAPCTBO. B COOTBETCTBUMH C HEKOTOPBIMHU aCIEKTaMHU
UHTUOUTOpP BHYTPUKJIETOYHOW MEpenadyud CHUrHajla C y4acTHeM KallbLUsl MPENCTaBIsieT COOOM
coequHenne  N-(5-(6-xmop-2,2-nudropdenzold][1,3 |auokcon-5-mn)nupasun-2-mi)-2-prop-6-
MmetunaOeH3aMuia. B COOTBETCTBHM C HEKOTOPBIMU aCHEKTAaMH HHTHOWUTOP BHYTPUKJIETOYHOMN
nepefayd CUrHajla C yd4acTHeM Kallblusl IpeacTaBisier coOoi coenuHeHue N-(5-(6-xmop-2,2-
mudropoenso[d][ 1,3 ] nnokcon-S-un)nupasun-2-mn)-2-prop-6-merundeHzamuaa WIn €ro
(dapmaLieBTHYECKH TPUEMIIEMYIO COJb, (papMaLeBTUYECKH MpPUEMJIEMbI COJbBAT  WIIH
(apmaLeBTHYECKH TMPUEMIIEMOE IPOJIEKAPCTBO. B COOTBETCTBUH C HEKOTOPBIMH ACHEKTAMH
HapylLIeHHe MOJKeITy JOYHOMN KeJie3bl BKIII0YaeT CUMIITOM OCTPOro nNaHkpearura. B coorsercTeun
C HEKOTOPbIMH AacCMeKTaMM HapylleHHe IOPKEIyAOYHON JKeJe3bl BKIJIIOYAeT CHUMIITOM
XPOHUYECKOrO MaHKpeaTuTa. B cOOTBETCTBUM ¢ HEKOTOPBIMH aCNEKTAMH YEJIOBEK MOJIBEPTaeTcs
BO3JICHCTBUIO CXEMBI NPHUEMa JIEKAPCTBEHHOI'O CPEACTBA, BKIIIOYAIOLIEH BBEIEHNUE 110 MEHbLIEH
Mepe OIHOrO M3 CTepOHIa, TaKOrOo KaK KOPTUKOCTEPOWZ, MPEITHU3OJIOH, JIEKApPCTBEHHOTO
cpenctBa mnporuB HIV (BUY), nunaHo3WHA, NEeHTAMUOWHA, IUYPETUYECKOTO CPEICTBa,
BAJILITPOEBON KHUCJIOTHI, L-acnaparinHasbl, a3aTHONPUHA, S3CTPOTeHa, CTATUHA, TAKOTO KaK CTaTHH,
CHIDKAIOIIUN YPOBEHb XOJIECTEPUHA, AHTHTHIECPTIMKEMHYECKOTO CpPeICTBa, MeT(POpPMHHA,
[JUNTAHA, TAKOTO KaK BWINATJHUNTUH M CHUTALJUNTHH, ATUIHYHOTO AHTUIICUXOTUYECKOTO
CPEeACTBa, KJIO3AMMHA, PUCIIEPUIOHA M OJIAH3aMMHA. B COOTBETCTBHM C HEKOTOPBIMU aCIIEKTaMHU
YeJoBeKa MIASHTHGHUUUPYIOT KakK HOCHTENIsl HACIeNCTBEHHOH (OpMbl mMaHKpearuta. B
COOTBETCTBHH C HEKOTOPBIMH aCIIEKTAMH YeJIOBEK HECET MyTaHTHBIH aJIJIeib [0 MEHbLIEH Mepe
OHOrO M3 TeHa TpurcuHa 1, komupyromero TtpurncuHoreH, reHa SPINKI1, koaupyromiero
UHTUOUTOpP TPHUIICMHA, M TeHa peryJsaropa TPAHCMEMOPAHHOH TMPOBOAMMOCTH  TIPU
MYKOBHUCIIHI03€. B COOTBETCTBHH C HEKOTOPBIMH aCIIEKTAMHU YEJIOBEK CTPaal MO MEHbLIEH Mepe
OT OJJHOT'O U3 BBICOKOT'O YPOBHSI KaJIbLIUSI B KPOBU, TUIIOTEPMHH, BO3AEHCTBHSI SHAOCKOMMYECKON
perporpanuoii xonmanruonankpearorpadun (ERCP), pasmeneHHONW TOMKENyIOYHON JKEe3bl,
BPOXKIEHHOTO IIOPOKA PAa3BUTHUS TOKENYIOYHOM JKeJe3bl, caxapHOro nauadera 2 THIIA,
3JI0KAQUYECTBEHHON OMyXOJIM MOKEIYAOYHOH JKeNle3bl, KaMHEH B TMPOTOKE ITOKENyIOUYHON
JKEJIe3bl, BACKYJINTA, BOCHAJIEHHsS] MAJIbIX KPOBEHOCHBIX COCYJIOB B MOKENYIOYHOH >Kenese,

uapexu Bupycom Kokcaku u nopupun, Takoi Kak OCTpasi HHTEPMHUTTUPYOIIAs Toppupus u
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SpUTpONOITHUECKast TpoTonopdupusi. B COOTBETCTBIH ¢ HEKOTOPBIMU ACIIEKTAMHU HAa COCTOSTHUE
30POBbsl YKA3aHHOTO 4YEJIOBEKAa OKa3aJo BO3IEHCTBHE MO MEHBINEH Mepe OJHO U3 JKeITYHOrO
KaMHs, OTPaBJCHUS 3TAHOJOM, AQJKOrOJM3Ma, TPaBMbl, SMHUAEMHYECKOrO0 MapoOTHTA,
AyTOMMMYHHOTO HapyIIeHHs], BO3ACHCTBUS JKaja CKOPIHMOHA, TMIIEPIUNHIEMHIH, TUIIOTEPMUH,
TUneprnapaTupeo3a M SHAOCKONMYECKOW  PeTPOrpajHON  XOJIaHTHOMAHKpeaTorpaduu,
a3aTHONPHHA U BAJIbIIPOEBOH KUCIOTHL. B COOTBETCTBHUN ¢ HEKOTOPBIMH ACTIEKTAMH Ha COCTOSTHHUE
30POBbSl YKa3aHHOTO 4YeNIOBEKAa OKa3aJo BO3JEHCTBHE 10 MEHbIIEH Mepe OAHO U3
LIUTOMETAJIOBUPYCa, BUPyca renatuta B, Bupyca npocToro repreca, 3MUIEMHYECKOTO NAPOTHUTA,
BUpYCa BETPsIHOM octibl, OakTepuu u3 pona Legionella, 6akrepun u3s pona Leptospira, dakrepun
u3 pona Mycoplasma, OGaxrepun u3 pona Salmonella, rpudka u3 pona Aspergillus, mapasura u3

pona Ascaris, KINeTKy KpUNTOCTIOPUANU U KJIETKY TOKCOILIa3MBbl.

BrJjiloueHN e MOCPEICTBOM CChLIKH

Bce nmyOnmkamuy naTteHThl M MATEHTHBbIE 3asBKH, YIIOMHMHAeMble B TAHHOM OIMCAHHU,
BKJIFOUYEHBI B IAHHBII JOKYMEHT IIOCPEICTBOM CCBUIKH B TOH JKe Mepe, Kak ecyin Obl ObUTO YKa3aHo,
YTO Ka)K/1asl OTAEbHAs My OJMKaLus, TATEHT WK IIATEHTHAs 3asiBKa OblIa CIIENHAaIbHO U OTAEIBHO
BKJIFOUEHA MTOCPECTBOM CCBUIKH.

B wacthoctu, PCT nyOnukaums mexayHaponHoit 3asBku Ne WO 2011/139489 A2,
onybnukoBanHas 10 HosOpst 2011 roga, TeM cambiM BKIJIFOYEHA MOCPEINCTBOM CCBUIKH BO BCEH
coeri monHore, PCT nyOnumkaums wmexayHaponHou 3asBku Ne WO  2009/035818,
onybnukoBanHas 19 mapra 2009 roma, TeM CaMbIM BKJIFOUYEHA TMOCPENCTBOM CCBUIKH BO BCel
coeri monHore, PCT nyOnmkaums wmexayHaponHou 3asBku Ne WO  2010/025295,
onyOaukoBanHas 17 utons 2010 roga, TeM caMbIM BKITFOYEHA TOCPEICTBOM CChUTKH BO BCEil CBOEH
nonHote;, PCT nyOnukauus mexaynapogHoi 3assku Ne WO 2010/027875, onybnukosanHast 10
utoHs 2010 ronma, TeM caMmbIM BKJIIOYEHA TOCPENCTBOM CChUIKM BO Bcel cBoell monHote; PCT
nyOukanus MexnyHapoaHoi 3asBku Ne WO 2011/034962, onybnukoBanHast 28 urogst 2011
rofa, TeM CaMbIM BKJIFOUEHA IMOCPEACTBOM CChUIKHM BO Bcell coeil momnore; PCT nyOnukauums
MexkayHaponHoit 3asBku Ne WO 2011/139489, onyOnukoBanHast 26 stHBapsi 2012 roma, tem
CaMbIM BKJIFOYEHA IIOCPENCTBOM CCBUIKH BO Bcel cBoeil mnomHote; PCT nyOnukanus
MexkayHapoaHoit 3asBku Ne WO 2011/139765 onybnukosanHas 8 mapra 2012 rona, TeM caMmbIM
BKJIFOYEHA MTOCPEACTBOM CCBUIKH BO Bceil cBoel moiHore; PCT nyOnmkauus MexayHapOgHOU
3asBku N WO 2012/027710, onybnukoBannas 18 mas 2012 roma, TeM caMbIM BKJIFOYEHA
MIOCPENICTBOM CCBhIIKH BO Beel cBoeit nonHoTe; PCT myOnukanus MmexnyraapogHon 3assku Ne WO
2012/170931, onybnukoBannas 21 ¢espans 2013 roga, TeM caMbIM BKIIIOYEHA MOCPEICTBOM

CCBUIKH BO Bceil coeii monHote;, PCT myOnukanus mexayHaponHoii 3assku Ne WO 2012/170951,
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omybyukoBaHHas 25 anpenst 2013 roma, TeM CaMbIM BKJIFOYEHA TOCPENCTBOM CCBUIKH BO BCEH
ceoeii momHote, PCT mnyOmukaums wexnayHapogHod 3asBku Ne WO  2013/059666,
omybnukoBaHHas 25 ampenst 2013 roma, TeM CaMbIM BKJIFOYEHA TIOCPEICTBOM CCBUIKH BO BCEH
ceoeii momHote, PCT mnyOmukaums wexnayHapogHod 3asBku Ne WO  2013/059677,
omybnukoBaHHas 25 ampenst 2013 roma, TeM CaMbIM BKJIFOYEHA TOCPEICTBOM CCBUIKH BO BCEH
ceoeii momHote, PCT mnyOmukaums wexnayHapogHod 3asBku Ne WO  2014/043715,
omybnmukoBanHast 20 maprta 2014 roma, TeM caMbiM BKJIFOUEHA IOCPEICTBOM CCHUIKH BO BCEH
coeii momHore, W PCT nyOnukanms wmexayHaponHoi 3asBku Ne WO 2014/059333,
onybsukoBaHHasi 17 anpenst 2014 roma, TeM CaMbIM BKJIFOYEHA TOCPEICTBOM CCBUIKH BO BCEM

CBO€I MOJIHOTE.

Kpartkoe onucanue yepre:kei

HoBble mpu3Haku HACTOSINEro M300peTeHHs H3JIOKEHbI C XapaKTEePHBIMH JETasIMU B
NyHKTaxX npuiaraeMoii Gpopmyibl n3odperenus. Jlyuiiee moHMMaHne MPU3HAKOB U IPEUMYILIECTB
HACTOSIIErO M300peTeHus1 OyAeT NJOCTUraThCsl C YUETOM CIEIYIOLIEro MOaApOOHOro OMMCAHUS, B
KOTOPOM H3JIOKEHbl WIIFOCTPATUBHBIE BAPUAHTBHI OCYILUECTBJICHUs, B KOTOPBIX HCIOJIb3YIOTCS
NPUHLINIBI HACTOSIIETO N300PETEeHNUs, U MPIJIAraeéMbIX YepTexel, B KOTOPBIX:

Ha ur. 1A nmokasaH HEKPO3 MBILINHBIX ALUHAPHBIX KJIETOK nocie oopadborku TLCS;

Ha ur. 1B nokazaH HEKpO3 YeIOBEUYEeCKUX ALMHAPHBIX KJIeTOK rmocie odpadorku TLCS;

Ha ¢ur. 2A ToOKa3aHbl Pe3yJbTaThl THUCTOMATOJIOIMYECKONW OLIGHKU WHAYLMPOBAHHOTO
LEPYJIEUHOM OCTPOTO MaHKPEaTHUTa;

Ha ¢ur. 2B nokaszaHsl pe3yJbTaThl FTHCTOMATONIOTHUECKON OLeHKH nHAympoanHoro TLCS
OCTPOrO MaHKPeaTuTa,

Ha ¢ur. 2C pe3ynbTaThl THCTOMATONOTHYECKOH oueHkn naaynuposannoro FAEE octporo
MaHKPEeaTuTa;

Ha ¢ur. 3A MOKa3aHO omnpeneneHne ICso JUIs N-(5-(6-xnop-2,2-
nudTopbenzo[d][ 1,3 ]nuokcon-5-un)nupasun-2-ui)-2-prop-6-mMeTmnoeH3amMuna  («COeTUHEeHUs
I»);

Ha ¢ur. 3B  mnokazaHo omnpenenenune ICso mms 2,6-pudrop-N-(1-(4-ruppokcu-2-
(Tpudropmermn)oensun)- 1 H-mupazon-3-un)denzamuna («GSK-7975A»);

Ha ¢ur. 4A MokazaHO MOJIONIeHHE Kabius B oTcyTcTBHe nHrnouropa CRAC;

Ha ur. 4B nokaszaHo MorjomeHne Kanplus B npucytcTsun naruoutopa CRAC;

Ha ¢ur. SA nokaszaH Bxon Kanpuus B npucytcreun uHruounropa CRAC, coenunenus I,

Ha ¢ur. 5B nokasan Bxox kanbiwms B npucytcTuu nuaruouropa CRAC, GSK-7975A;

Ha ur. 6A mokaszaH Bxon Kaibuus B otcyTcrBre nHruonropa CRAC;
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Ha ¢ur. 6B TOKa3aHbl OTHOCHUTENbHBIE BEJIMYMHBI BXOAA KaJbLUs B MPUCYTCTBHU
unruouTopoB CRAC, coenunenusi I u GSK-7975A, o cpaBHEHHIO ¢ KOHTPOJIEM;

Ha ¢ur. 7 nokasansl 3HaueHus1 ICso a1t coequHeHys 1 B OTHOIIEHUN psifa UTOKHHOB;

Ha ¢ur. 8A mMokazaHbl Pe3yJIbTAThl TUCTONATOJIOTHIECKON OLEHKHU C PSIIOM KOHLIEHTPALIHI
coenuHenus I

Ha ¢ur. 8B moOKa3aHbl KOHIEHTPALMHU COEAMHEHUS | B MOKEIyAOYHOH kene3e B
3aBUCUMOCTH OT AO3BI,

Ha ¢ur. 9A mokasaHbl YPOBHH aMHJIa3bl B CBIBOPOTKE KPOBU Yy MbIell 0e3 MHIYKIHUU
(HOpPMaJBbHBIX) U Y MbIIIEH, Y KOTOPBIX HHAYLUPOBAIH OCTPBIN MAHKPEATUT, B IPUCYTCTBUH U B
orcyrcTBue uuruoutopa CRAC;

Ha ¢ur. 9B mokaszaHbl YPOBHU JIMIA3bl B CBIBOPOTKE KPOBH y MbIlel Oe3 HMHAYKIHUH
(HOpPMaJBbHBIX) U Y MbIIIEH, Y KOTOPBIX HHAYLUPOBAIHM OCTPBIN MAHKPEATUT, B IPUCYTCTBUH U B
orcytctBue uarnouropa CRAC;

Ha ¢ur. 10 mokasaHbl pe3yJbTaThl TMCTOMATOJOIMYECKOH OLEHKH MBIIIEH, MOTyYUBIINX
TEPANEeBTUYECKYIO U MPOPUIAKTHIECKYI0 00pabOTKy MOCe HHAYKIMH OCTPOrO NaHKPEaTUTa,

Ha ¢ur. 11 nokasans! ypoBau naayuposanHoro TLCS kanpuus,

Ha ¢ur. 12 nokazaHbl ypOBHH BBICBOOOXKIEHHS aMUJIa3bl ALTHAPHBIMHU KJIETKAMH.

TloapoOHoe onuCcAHHE HACTOSAIET0 H300PeTeHHus

CriocoObl ¥ KOMITO3UIIMU, PACKPBIThIE B TAHHOM JOKYMEHTE, IPUMEHSIIOT JIJIST MOIYJISILIUH
YPOBHSI BHYTPUKJIETOYHOTO KaJbLHs C LEIbIO OOJEr4eHus: WM MPEenynpekIeHHss CUMITOMOB
NMaHKpeaTuTa. B COOTBETCTBMM C HEKOTOPBIMH ACHEKTAMU TMAHKPEATHT NPEACTaBJsieT COOOH
OCTphIli MaHKpeaTUT. B cOOTBETCTBUM C HEKOTOPHIMM aCHEKTaMU MAaHKPEATUT MPEACTaBIsET
coO0H XpOHMYECKUI TAHKPEaTUT. B COOTBETCTBUH C HEKOTOPHIMU BapUAHTAMH OCYIIECTBIICHHS
CIOCOOBI M KOMITO3HULIUH, PACKPBITHIE B JAHHOM JOKYMEHTE, IPUMEHSIIOT JJIsl MOAYJISILIUN YPOBHS
BHYTPUKJIETOYHOTO KAJIBLIUS C LIEJbI0 OOJIErYeHNs HITH MPENyNPEKASHHS CHAMIITOMOB BUPYCHOT'O
3aboneBaHus. B COOTBETCTBHM ¢ HEKOTOPBIMH aCTIEKTAMH BUPYCHOE 3a00JI€BaHNE MPEICTABIISIET
cobol BUpPYC reMopparnveckoi JMxopaaku. B cOOTBETCTBUM ¢ HEKOTOPBIMH aCMEKTAMH BHPYC
reMOPPArHYeCcKOl JIMXOpPaAK! TNpEeACTaBisieT co0oil apeHaBHpYC, (UIOBUPYC, OYHBSIBHPYC,
¢naBuBHpYC, pabmOBUPYC WM UX KOMOMHaUMKO. B kauecTBe HEOrpaHHMYMBAIOIIMX MPHMEPOB,
BUPYCHI TEMOPPAruuecKoi JINXOPaJKu BKJIIOUAOT B celst Bupyc D0oma, Bupyc MapOypr, Bupyc
Jlacca, Bupyc XyHuH, poraBupyc, Bupyc 3amansoro Huna, Bupyc 3uka, Bupyc Kokcaku, Bupyc
renatuta B, Bupyc Oniureiina-bapp u T.4. B cooTBeTcTBUM C TONOJHUTENbHBIMU BapUaHTaMu
OCYIIECTBIIEHHUsI CIIOCOOBI M KOMIIO3UIUH, PACKPBITHIE B TAHHOM JOKYMEHTE, NPUMEHSIOT IS

MOAYJALUKU YPOBHS BHYTPUKIICTOYHOT'O KajibLiUA C LEJBHO Oo0JIerYeHnst Win NpeaAynpeKACHUA
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CUMITOMOB WHAyIUpOBaHHbIX Th17 3aboneBanuii. B COOTBETCTBUHM C HEKOTOPBIMU aCHEKTAMHU
uanyuupoBanHoe Thl7 3aboneBanme mpencramiser coboii BocmanmutenbHOe 3a0oneBaHue. B
COOTBETCTBHHM C JOINOJHHUTEIBHBIMH acrekramu uHaynuposanHoe Thl7 3aboneBanue
npeacTaBisier coO00il ayTOMMMYHHOE HapylleHHe. B COOTBETCTBHM C HEKOTOPBIMH aCHEKTaMHU
COEJIMHEHMS], NPECTaBJICHHbIE B TAHHOM JAOKYMEHTE, MONyIupyroT akTuBHOCTL SOC kaHana. B
COOTBETCTBHH C HEKOTOPBIMH aCMEKTaMH CIIOCOOBI U COCAMHEHUS, TPEACTABICHHBIE B TAHHOM
NOKyMeHTe, MoayupyroT akTuBHOCTh CRAC kaHana. B cooTBeTcTBUM C €l1le OJHUM acreKkToM
COEIMHEHUs], IPE/ICTABJIEHHBIE B TAHHOM JJOKYMEHTE, MOAYJIUPYIOT akTuBHOCTD Oenka STIM. B
COOTBETCTBHM C €IIe OAHHM AaCMEeKTOM CIIOCOObI M COEAMHEHUS, NPEACTaBJICHHBbIE B JAHHOM
JIOKYMEHTE, MOAYJIHPYIOT akTUBHOCTb Oenka Orai. B coOTBEeTCTBHM C elle OJHUM acCleKTOM
CIOCOOBI U COETUHEHMS], PENICTABICHHBIE B JTAHHOM JJOKYMEHTE, MOYJIUPYIOT (YHKIIMOHAJIbHBIE
B3aumozeiicteus 6enkoB STIM ¢ Oenxamu Orai. B cooTrBercTBUM C ele OZHMM acleKTOM
crmocoObl W COENUHEHHUs, MPEACTaBJICHHbIE B JAHHOM JOKYMEHTE, CHIDKAIOT —YHCIIO
¢yukunonanpHbix SOC kaHanoB. B COOTBETCTBHMH ¢ elle OOHUM aCIEKTOM CIOCOObI U
COEeIMHEHUS], IPEACTaBICHHbIE B JAHHOM JIOKYMEHTE, CHIKAIOT Yucio ¢pyHkunoHanbHbix CRAC
KaHaJoB. B COOTBETCTBMM C HEKOTOPBIMH ACHEKTAMH CHOCOOBI M COCAMHEHMs, ONMHCAHHBIC B
JaHHOM JOKYMEHTe, MpeACTaBsiIoT coboii Omokaroper SOC kaHanmoB. B coorBeTcTBHU €
HEKOTOPBIMU ~ aCTIEKTAMH  CIOCOOBI M COEJUHEHMUs, ONHCAHHBIE B IAHHOM JOKYMEHTE,
npencTaBisiroT codori 6nokaTtopel CRAC kananos uiu moayisitopel CRAC kaHanos.

Kanpuuii urpaer >KU3HEHHO BAKHYIO POJIb B (DYHKIIMOHHUPOBAHUU U BBIDKHBAHHUH KJIETKH.
Hampumep, kanbLuii sIBJISETCS KJIFOUEBBIM 3JIEMEHTOM B Mepeayue CUTHAJIOB B KJIETKH U BHYTPU
Hux. Kierounble peakimu Ha (akToOpbl pOCTa, HEUPOMEIUATOPBI, TOPMOHBI U PSI APYTUX
CHTHAJIbHBIX MOJIEKYJI HHULIUAPYIOTCS TOCPEICTBOM KaJIbIMH-3aBUCHMBIX MTPOLIECCOB.

IIpakTUyecku BCe TUITBI KJIETOK TaK WJIM MHAYe 3aBUCST OT F€HEPUPOBAHUS CUTHAJIOB C
yyacTheM LuTomnasmartuueckoro Ca’" mnst peryasuuu QyHKIMOHMPOBAHHUS KIETKM MJIM IS
3anycka crenuduueckux peakuui. CUrHambl ¢ ydacTueM HuTo30mbHOro Ca** KOHTpomHpyroT
IMPOKUH CHEKTP KJIETOYHBIX (DYHKIUN, BAPHUPYIOLINX OT KPATKOBPEMEHHBIX PEAKIIHIA, TAKUX
KaK COKpalleHHe M CeKpeuus, A0 Oojee INTENbHOW PeryJisiui KJIETOYHOrO pOCcTa HU
nponudeparuu. OOLIYHO 5T CUTHANBI BKIIOUAIOT HEKYK KOMOMHALIMIO BhIcBOOOsKaeHns Ca’’ 13
BHYTPHUKJIETOUHBIX JIENO, TAKUX KaK SHAommasmatudeckuii petukyiaym (ER), u mpuroxa Ca**
gyepe3 IJIa3MaTUYeCKyl0 MeMOpaHy. B OmHOM mnpuMmepe akTHBALMS KJIETKH HAYUHAETCS CO
CBSI3bIBAHUS AaroOHHCTa C PELeNnTOPOM Ha MOBEPXHOCTH MeMOpaHbl, KOTOPBIA CBs3aH C
dochomumnazoit C (PLC) mocpenctBom Mmexanusma ¢ ydactueM G-Oenka. AxtuBamms PLC

MPUBOAUT K MPOAYLUHUPOBAHUIO WHO3UTON-1,4,5-Tpudocdara (IP3), KOTOPHIA, B CBOKO OYepenb,
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axTupupyert IP3 penientop, Bbi3biBas BeicBoboskneHre Ca’* u3 ER. YMenbienue konudectsa Ca’*
B ER 3arem curHanusupyer 11 ak THBALIMU AETIO-YTIPABIISIEMBIX KabLeBbIX kaHaoB (SOC).
Heno-ynpasisiembrii (SOC) mpuTOK KajbLus MPEACTaBIsieT cOO0H Mpoumecc B KJIETOYHOM

¢usnonornu, KOTOPBIM KOHTPOJHMPYIOTCS Takue pasHooOpasHele (QYHKOHMM, Kak, 0Oe3

OrpaHMYeHHs, TIONOHEHNe BHYTpuKIeTounbix ferno Ca?* (Putney et al. Cell, 75, 199-201, 1993),
akTuBauus pepmentaruBHol aktuBHOCTH (Fagan et al., J. Biol. Chem. 275:26530-26537, 2000),
tpanckpunuus reHa (Lewis, Annu. Rev. Immunol. 19:497-521, 2001), knerounas nposnmdepariust
(Nunez et al., J. Physiol. 571.1, 57-73, 2006) u BeicBoOO>KneHue 1uToknHOB (Winslow et al., Curr.
Opin. Immunol. 15:299-307,2003). B HEKOTOPBIX KJIETKaX, HE YyBCTBUTEIbHBIX K BO30YKIEHUIO,
HarpuMep, KJIeTKaX KPOBH, UMMYHHBIX KJIETKaX, FéMOMO3TUYECKHX KjeTkax, T-numdounrax u
TY4YHBIX KJIETKaX, allMHAPHBIX KJeTKax nokenynouHoit skenesbl (PAC), knerkax smurtenus H
IPOTOKOB JIPYTUX JKene3 (HarmpuMep, CIIOHHBIX JKeje3), JSHAOTENHANbHBIX KIJIETKax U
SH/IOTENHNANBHBIX ~ KieTKax-npenmecTseHHUKax, SOC npUTOK NPOUCXOAUT C IOMOLIBIO
aKTHBUPYEMBIX BbICBOOOKAEHUEM KanbLius KaibLueBbix kaHaoB (CRAC), Tuna SOC kanana.
MexaHu3M INPUTOKA KajbLUs Ha3BalM Jeno-ynpasisieMbiM BxomoMm Kanbiust (SOCE).
benku ctpoManbHbIX B3aumozeicTByomux Mosiekysn (STIM) sBisiroTCsT HEOOXOAMMBIM

KOMIOHEHTOM uis1 pyHKImoHnpoBaHust SOC kaHana, MpUYeM OHU CIIYKaT B KAYeCTBE CEHCOPOB

JUTA BBIIBJICHUA UCHEPIIAHWA KaJIbLIUA BO BHYTPUKJIETOUYHBIX ACTIO U IJIs1 AKTUBAIIUH SOC xanaos.

T'omeocmas kanvyus

KnerouHblil romeocras KajbLius SIBISETCS Pe3yJIbTaTOM CYMMHUPOBAHHUS BO3ACHCTBUI
PEryJsTOPHBIX CUCTEM, BOBJIEUYECHHBIX B KOHTPOJIb YPOBHEH BHYTPUKJIETOYHOIO KAJIbLUS U €roO
nepenaswkeHui. KneTouHblii romeocTas KajJbLUsl JOCTUTaeTCs, MO MEHbLIEH Mepe OT4acCTH,
MOCPEICTBOM CBSI3bIBAHUS KAJIbLUS U MIOCPEACTBOM NEPEMELIEHNUS KAIbLIUA B KJIETKY U U3 KJIETKU
yepes MIa3MaTHIeCKy0 MeMOpaHy U BHYTPH KJIETKH ITOCPEACTBOM NEPEIBIKEHHSI KaJIbLIUs Yepe3
MeMOpaHbl BHYTPUKJIETOYHBIX OpraHe/ul, B TOM YHCIE, HalpUMep, SHIOMIa3MAaTUYECKOro
PETUKYJIyMa, CapKOIIaA3MAaTUYECKOrO PETUKYJIYMa, MUTOXOHJPUI U OpPraHesll, y4acTBYIOIIUX B
SHIOLMTO3€, B TOM YHUCJIE SHAOCOM H JIU30COM.

ITepemernenne Kanplusi 4epe3 KJIETOYHblE MeMOpaHbl OCYIIECTBISIETCS C TOMOLIBEO
CIeLMAN3UPOBAHHBIX OenkoB. Hampumep, Kanbluii U3 BHEKJIETOYHOTO MPOCTPAHCTBA MOXKET
BXOIUThH B KJIETKY Yepe3 pa3jIMyuHbIe KaJbI[MeBbIe KAHAJbI M HATPHI/KaIbLIUEBbIIl OOMEHHUK, U OH
aKTHUBHO BBITECHSETCS M3 KJIETKH C IMOMOINBIO KaJbIIMEBBIX HACOCOB M HATPUIN/KaJbIIHEBBIX
oOMeHHHKOB. KanpLiuii Takke MOXKeT BBICBOOOXIATHCS M3 BHYTPEHHUX MENO MOCPEICTBOM
peLenTopoB HHO3UTOATpHU(OChaTa MM PHAHOIUHOBBIX PELENITOPOB, 1 OH MOXET MOTJIOLIATHCS

STHUMH OpraHejiaMu € MOMOLIBIO KaJIbIIUEBbIX HACOCOB.
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Kanpiuii MOJKET BXOIUTh B KJIETKH C IMOMOIIBIO JIOOOTO M3 HECKOJBKUX OOLINX KIIacCOB
KaHAJIOB, B TOM YHCIIE, 0€3 OrpaHUYeHNs, OTEHINA-YIIPABIISIEMbIX KanblueBbIX kKaHaioB (VOC),
JeTo-yIpaBiIieMblx KanplueBblx KaHanoB (SOC) wu HaTpuii/kanbLueBBIX OOMEHHHKOB,
pabotaromux B oOpatHyro ctopoHy. VOC kaHabl akTHBHPYIOTCS IEMOIspU3anyeii MeMOpaHbl U
OOHApY>XUBAIOTCS B BOCIPHUMMYHUBBIX K BO30YXIEHUIO KIETKAaX, MNOAOOHBIX HEPBHBIM U
MBIIIEYHBIM, U OHU B OOJIBIIMHCTBE CBOEM HE OOHAPY’KUBAIOTCS B KJIETKaX, HEBOCIIPUIMYHUBBIX K
Bo30yxkmeHut0. B HekoTopbix ycnosusx Ca’” Mmosker BXomuTb B KieTku uepes Na -Ca’*
OOMEHHUKH, paboTaroiye B 0OpaTHYO CTOPOHY.

OHIOUMTO3 TpPEACTaBIsAET APYrod MpPOLECC, C IOMOIIBI0 KOTOPOrO KJIETKH MOTYT
NOTJIOIIATh KaJbIMH U3 BHEKJIETOYHOH Cpebl OCpencTBOM sHAocoM. Kpome Toro, HekoTopble
KJIETKM, HAIlpUMep, SK30KPUHHbIE KJIETKM, MOTYT BBICBOOOXKIATh KaJbLHUH IOCPEICTBOM
9K30LUTO3A.

KoHueHTpauus Kaaplysi B LUTO30JI€ YETKO PETYJIHPYETCs, MPUYEM YPOBHH B COCTOSIHUU
NOKOsI OOBIYHO OLIEHHMBAKOTCS Kak cocTaBipiompe npumepHo 0,1 MkM B kjeTkax
MJIEKOIIUTAIOLINX, B TO BpeMsl KaK KOHLIEHTPALUsl BHEKJETOYHOrO KajlblLiMs, KaK IPaBUJIO,
cocTaBysieT MPUOIM3UTENBHO 2 MM. DTa YeTkas peryJisiius CocoOCTBYET Iepeiaue CUrHAJIOB B
KJIETKH M BHYTPH KJIETOK IOCPEACTBOM BPEMEHHOIO NMOTOKA KaJbLUs Yepe3 IUIa3MaTUYECKYIO
MeMOpaHy 1 MeMOpaHbI BHYTPHKJIETOUHBIX OpTraHesul. B kieTkax cymiecTByeT MHOXKECTBO CHCTEM
IUIl BHYTPUKJIETOYHOTO TPAHCIOPTA Kajblusg U Oy(epHbIX CHUCTEM, KOTOpBIE CIyXKaT Iyis
(OPMHUPOBAHUSI CHTHAJIOB C YYaCTHEM BHYTPHKJIETOYHOrO KaJbLUS M TOAAEPKAHUS HU3KOH
KOHLIEHTPALIMHM LUTOIIA3MATHYECKOTO KaJbIUsl B COCTOSIHUM TIOKOSl. B KJleTKkaXx B COCTOSIHUU
TIOKOSI IJTABHBIMUA KOMITOHEHTaMH, BOBJIEYUEHHBIMU B MOJIep KaHUe Oa3aIbHBIX YPOBHEW KaJbLIUS,
SIBJISTEOTCSI KQJIBLIUEBBIE HACOCHI M ITyTH YTE€YKHU KaK B SHIOIIA3MAaTHYECKOM PETUKYJYMe, TaK H B
u1a3MaTHYecKoi MeMOpaHe. Hapyiienne ypoBHeH KaibLus B IUTO30JI€ B COCTOSTHUY ITOKOs1 Oy ieT
BO3JICHCTBOBATh Ha MeEpenavy KaJbLUI-3aBUCUMBIX CHTHAJIOB U OyAET SIBISITbCS UCTOYHUKOM
nedekToB B psizie KJIETOUHBIX MTpoLeccoB. Hanpumep, B ki1eTouHOM nponudepannu 3a1eiicTBOBaHa
JUTUTENIbHASI TTOCIIEIOBATEIbHOCTD MEePejaul CHTHAJIA C y4acTHeM Kaiblus. Jpyrue xieTouHble
NPOLIECCHI, B KOTOPBIX 3a/1eiCTBOBAHA Mepeaya CUTHANA C YIaCTHEM KaJIbIIHs, BKIIFOUAIOT B ce0sl,
0e3 orpaHHUYeHHs, CEKPELHUIO, Nlepeady CUTHaIa ¢ y4acTHEM TPAHCKPHITLUOHHBIX (PaKTOPOB U
OIIOAOTBOPEHHE.

PeuenTopsl Ha MOBEPXHOCTH KJIETKH, KOTOpble akTHBHPYHT ¢(ocpomunazy C (PLC),
CO37aI0T LMTO30MbHbIE CUrHaNmbl ¢ yuactueM Ca’” U3 BHyTpH- U BHEKJIETOYHBIX HUCTOYHUKOB.
IlepBoHauanbHOe BpeMeHHoe nosbimenye [Ca’’i (KOHIEHTpalLys BHYTPHKIETOYHOTO Kajbliys)
ABIAETCS pe3yabTaToM BbicBoOOkaenus Ca’" u3 sHponnasmaruueckoro petukyiayma (ER),

KoTOpoe 3anyckaercst nponykroM PLC, unosuron-1,4,5-tpudocharom (IP3), orkpeiBaromum IP3
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peuentopsl B ER (Streb et al. Nature, 306, 67-69, 1983). 3atem cnenyroT nanpHelmas ¢asa
anuTenbHoro Bxoaa Ca’” uepes mnasmMatuueckyro MeMOpaHy IOCPEICTBOM ClEMATN3UPOBAHHBIX
JeTo-yIpaBiIsieMblx KainblueBbix kKaHatoB (SOC) (B ciydae KJIETOK, HE BOCHPUHUMYHUBBIX K
BO30ykneHnto, nomoOHbeIx UMMyHHBIM PAC knerkam, SOC kaHajbl NPEnCTaBJSIOT COOOH
aKTUBHPYEMble BbICBOOOXKIEHNEM Kaiblus KajbuueBble kaHaibl (CRAC)) B muasmarudeckoi
membpane. leno-ynpasnsemsiii xox Ca?" (SOCE) npencrapisier coboil mpolece, mpH KOTOPOM
camo omyctomenue neno Ca’" akrusupyer Ca’” kaHaNbl B MIa3MaTHUYECKOH MeMOpaHe, 4ToObI
nomoub nonojiHeHuro xerno (Putney, Cell Calcium, 7, 1-12, 1986; Parekh et al., Physiol Rev. 757-
810; 2005). SOCE He Tonbko npocto obecneunsaer Ca’" 1715 NONOIHEHHS AEMO, HO  CaAM MOKET
reHepHpoBaTh JJIMTENbHBIE CHrHambl ¢ yuyacTheM Ca’’, KOTOpble KOHTPOJHMPYIOT TaKHe
HeoOXxoauMble (PYHKLNH, KaK SKCIPECCHs T€HOB, KJIETOUHbIH MeTabonu3M U sk3ouuto3 (Parekh
and Putney, Physiol. Rev. 85, 757-810 (2005).

B numdonurax u TYyuHBIX KJIETKax aKTUBALMS AaHTHIeHOM win Fc-penenropamuy,
COOTBETCTBEHHO, BbI3bIBAET BBICBOOOXKIeHHe Ca’” U3 BHYTPUKJIETOYHBIX JEMO, YTO, B CBOIO
ouepesib, NpuBoAUT Kk mnputoky Ca’" uepes CRAC kaHanmbl B TJIa3MaTHYECKOH MeMOpaHe.
TMocrnenyroiee TMOBbILEHHE KOMMYECTBA BHYTpHUKjeTodHoro Ca’" akTMBUpYyeT KajiblMHEBPUH,
docdarasy, koropas peryaupyer TpaHcKkpunuoHHbli daktop NFAT. B kierkax B cOCTOSTHUH
nokosi NFAT sBnsercss (ocopunupoBaHHBIM M HAXOOWTCS B ILMTOIUIA3ME, HO KOrna OH
nedpochopunupyercs kanbuuHeBpuHOM, NFAT nepemeraercs B sAPO U aKTUBUPYET Pa3IMUHbIE
TeHETHYECKUE MPOTrPaMMBbI B 3aBHCUMOCTH OT YCJIOBHI CTHUMYJISIIUHM M THIA KJIETKU. B oTBeT Ha
UHpEeKIM W B XOA€ peakuuu OTTopkeHus TpaHciuiantata NFAT paboraer BmecTe ¢
TpaHCKpUNIHOHHBIM (hakTopoMm AP-1 (Fos-Jun) B simpe «a¢ddexkropHbix» T-KIETOK, TeM CaMbIM
TPAHC-aKTUBHPYS T€HbI LIMTOKHHOB, T'€HbI, KOTOPBIE PETYJIUPYIOT mponudepanuro T-KIeToK, u
ApyTUe TeHbl, KOTOpble YIPABIAIOT aKTUBHOW MMMYyHHOH peaknmed (Rao et al., Annu Rev
Immunol., 1997;15:707-47). B otauuue ot 3Toro, B T-kieTkax, paclo3HAKONIINX ayTOAHTHIEHBI,
NFAT axtuupyercsi B orcyrctBue AP-1 M akTUBHpPYeT TPaHCKPUIILMOHHYIO IPOrpaMmy,
U3BECTHYI) KaK «MMMYHOJIOTHYECKAas TOJIEPAHTHOCTBY, KOTOpasl MONABISIET ayTOMMMYHHbBIE
peakmu (Macian et al., Transcriptional mechanisms underlying lymphocyte tolerance. Cell. 2002
Jun 14;109(6):719-31). B mnoaknacce T-KIETOK, W3BECTHOM KakK peryJsTopHble T-KIETKH,
KOTOpblE TMOJABJIIOT AyTOMMMYHHBIE pEAKLIHH, OIOCPENAOBAHHBIE AyTOPEArHPYIOLINMHU
s¢ppexropupiMu T-knerkamu, NFAT paboraer BMecTe ¢ TpaHCKpunuuoHHBIM pakTopom FOXP3,
aKTUBUPYS TEHbI, OTBETCTBEHHBIE 3a cympeccopHyr ¢yakmmo (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).

Ounomtazmariueckuii petukyinym (ER) ocymectsisier psig mporecco. ER urpaer ponb kak
TaK U 4yBCTBUTEJLHOrO K aroHucram geno Ca’”

notpebutens Ca?* KpPOME TOrO, BHYTPHU €ro

2 2
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NOJIOCTH TPOUCXOANT (ponmuHr/mponeccuHr OenkoB. B mocnemHeM ciydae MHOTOUHCIIEHHBIE
Ca’*-3aBucuMble GeNKU-IIATNEpOHbl OOECTIEYMBAIOT, YTOObI BHOBb CHHTE3UPOBAHHbBIE OEJKH
CBOpPAYMBAJIMCh MPABUJIbHO, U HAIpPABISAIOT UX K COOTBETCTBYIOLEMY MecTy HazHaueHus. ER
TaKXKe€ 3a/eHCTBOBAH B TPAHCIIOPTE IY3bIPHKOB, BBICBOOOKAEHUU CTPECCOBBIX CHIHAJIOB,
peryimsiuuy Metabonu3Ma XOJeCTeprHa U aronTo3e. JlJii MHOTUX U3 3THX MPOLECCOB TpeOyeTcs
Ca’" BHYTpHM MONOCTH, U BCE M3 HEMpaBWJIbLHOTO (osaunra Oenka, peakuumii Ha ER-ctpecc u
aronTo3a MOTYT HMHAyLMpOBAaTbCA NpH CcokpaimieHuu konumuyectBa Ca’* B ER B TeueHue
JUIUTENIBHBIX MEPUONOB BpeMeHHU. I10CKOJIbKY OH COMEPKHT OrpaHMuYeHHoe kojudecTso Ca’’,
TMOHATHO, 4TO conepsxkanne Ca>" B ER nomkHO nanath nocie BricBoboskaenus storo Ca>™ B xone
crumynsauuu. TemM He MeHee, Il coXpaHeHMs (PyHKIMOHANbHOM menoctHocTH ER sBnsercs
JKU3HEHHO BaKHBIM, 4TOOBI cosiepkanue Ca’” He Majano CIMIIKOM HM3KO WM MOAEPKUBANOCH
10 MeHbIIEH Mepe Ha HU3KoM ypoBHe. Takum o6pasom, monosHenue 3anacos Ca>* B ER sBsercs
OCHOBHBIM TIPOLIECCOM JJIs1 BCEX 3YKApHOTUYeCKUX KieTOK. ITockonbky maseHue comaepskaHus
Ca’" B ER axtusupyer geno-ynpasnsembie Ca’" kaHaNbl B I1a3MaTUUECKON MEMOpaHe, OCHOBHAS
dynkuus sToro nytu Bxoxa Ca?’, kak monaraioT, 3ak/Iro4aercs B nojepkaHuu yposHeit Ca>* B
ER, xoTopbIe SBIISIOTCS HEOOXOMUMBIMHU ISl HaJUIeXKalero cuuresa u gonaunra 6enka. Tem He
MeHee, ieno-yrnpasnsembie Ca’* kaHaNbl MFPAIOT APYTHE BaKHbIE POIIH.

ITonumanue JETO-yIPaBiIsieMOro BXOJa KaJIbLsl obecrieunBanoch
3AEKTPOYU3HONIOTUIECKMU UCCIEIOBAHUAMU, B KOTOPBIX OBLIO YCTAaHOBJIEHO, YTO IMPOLIECC
ONyCTOLIEHMs IO aKTUBUPOBad ToK Ca’" B TyYHBIX KNETKax, Ha3bIBAEMbIH aKTHBHDPYEMbIM
BbicBoOOKeHneM Ca’’ Tokom Ca?* wmu ICRAC. ICRAC He akTHBUPYETCs MOTEHLIHAIOM,
ABJIAETCS BXOMSAIIMM BBIMPSMIAIONIMM M HeoObMaiHO u30MpaTenbHbM B oTHomenun Ca*”. On
Obul OOHapyKeH B HECKOJbKHUX THIAX KJIETOK MPEUMYIIECTBEHHO TI'€MOMO3TUYECKOrO
npoucxoxaeHus. [CRAC He siBrsieTCs €IUHCTBEHHBIM JAEMO-YIPaBIsieMbIM TOKOM, U B HACTOsIIIEe
BpeMsl O4EBUJIHO, UTO JEMO-yIPaBIseMblii MPUTOK OXBaTbiBaeT ceMelcTBo Ca’  mpoHuLaeMbIx
KaHaJIOB C pa3HbIMU CBOWCTBaMU B pasHbix Tumax kjerok. ICRAC sBnsncs nepBbIM Aemno-

ynpapssieMbiM TokoM Ca’*, koTopblii GbIT OMUCaH, U OH OCTAETCs TOMYJISPHON MOAENbIO JJIs

2
M3YUYEHUs JIETO-YIPABJISIEMOTO IPUTOKA.

Jleno-ynpaBisieMble KaJblHEBbIE KaHAIbl MOTYT aKTHBHPOBAThCS JIFOOOM MpoLenypoi,
xotopas omycromaer aeno Ca’* B ER; mo-BuauMoMy, He BaXKHO, KaK OMYCTOLIAIOTCS JETO,
KOHEYHBIM PE3YJIBTATOM  ABJIACTCA AKTHUBalus ACTO-YIIPaBJIAE€MOro BXOaa Ca2+. B
q)H?;HOHOFquCKI/IX YCIIOBUAX OMYyCTOLICHUEC ACIO BbI3BIBACTCA IMOBBIIICHUEM ypOBHeﬁ IP3 WJIN

2+ 2+
JPYTUX CUTHAJIOB K BeICBOOOKaeHHI0 Ca’™ ¢ mocnenyromum BeicBoboxnennem Ca’” us neno. Tem

He MeEHee, CYLIECTBYIOT HECKOJIBKO IPYTHX CIIOCOOOB OIyCTOLIEHMS HAEMO. OTHU CIIOCOOBI

BKJTIOUAIOT B cebs clenyromee:
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1) noBeimenne koHueHTpanyu IP3 B iuro30me (1ocie CTUMYJISIAN PELenTOpa UITH AUAJIH3a
LIUTO30JI1 C HCHOJb30BaHHEM camoro IP3 wium pOACTBEHHBIX COENMHEHHH, MOXOOHBIX
HemeTabonnszupyemomMy aHaiory Ins(2,4,5)Ps3);

2) mnpumenenune Ca’" wnonodopa (Hampumep, HMOHOMHUIMHA) A HepMeabUIU3ALMH
meMmOpansbl ER;

3) Auanu3 HUTOMIA3Mbl C MCHOJb30BAaHHUEM BBICOKMX KOHLEHTpauii xemaropos Ca®"
(narpumep, EGTA unu BAPTA), o6pasyromux xenaTHblii kommiekc ¢ Ca®”, KOTopblii BbITekaer
U3 JIeTI0, U, CJIeN0BATENbHO, IPEIOTBPALIAIOIINX [TOTIOJIHEHUE JETIO;

4) BO3#ENCTBUE HA CAPKOTLIA3MaTHUECKUI/3HOMIIaA3MaTUIECKUN PETUKYIIYM HHTHOUTOPOB
Ca’"-AT®a3bl (SERCA), monoOHBIX TancurapriHy, LUKJIOMMA30HOBOM KHCIOTE M JH-TPET-
Oy THIITHIPOXUHOHY;

5) cencuOmmmzauus penentopoB IPs x ypoBHam InsP3 B cocrosHum mokos ¢
UCIIOJIb30BAHUEM CPENICTB, MOJOOHBIX TUMEPOCcaly; U

6) 3arpys3ka IIPOHUKAIOIINX Yepe3 MeMOpaHy XenaTopos MeTammueckoro Ca?’, momoOHbIx
N,N,N’,N’-rerpakuc(2-nupuaunmerun)stmiennuamuty (TPEN), HenocpencTBeHHO B 1ero.

Benencreue neiictust Mmacc TPEN cHMkaeT KOHIEHTpalmio HecssizanHoro Ca’" BHyTpu
MONOCTH, He M3MeHsia obmero kojnudectsa Ca’* B nemo, B pesynbTaTe 4ero reHepUpyeTCs
3aBHCUMBIH OT UCUEPIIAHMSI JeTIO CUTHA.

Otu cnocoObl OMYCTOLIEHHs MENO He JIMIIeHbl MOTEHIHMAIbHBIX mpobdsem. [ naBHOI
0COOEHHOCTBIO Jieno-ynpasiasemoro Bxoja Ca’’ sBisieTcs TO, YTO MPUCYTCTBYeT MajieHUE
comepxanus Ca’* B gemo, W HeT MOCHENYIOLIErO TOBBINEHMS  KOHIEHTPALUH

nuronnasmaruueckoro Ca’*, koTopoe akTUBHpyeT KaHaibl. TeM He MeHee, MOHOMHUIMH H

5
OJIoKaTOpPbI Hacoca SERCA OOBIYHO BBI3BIBAIOT IOBBIIIICHUE KOHLIEHTPaLUU
nurornasMartudeckoro Ca’” BciencTeue mcuepmaHus emo, U Takoe MoBblmeHue yposHs Ca’f
MOXeT OTKphITh Ca’ -akTHBHpyeMble KaTHOHHBIE KaHajel, TpoHunaemele mns Ca’”. Onnum
criocoboM JuIsi M30eKaHUs TAKUX MPOOJIEM SIBJISIETCS TPUMEHEHHUE CPEICTB B YCIOBUSIX, MPU

KOTOpBIX luTonnasmatudeckuii Ca?" Obi1 cunbHO Oydepu3oBaH BBICOKMMU KOHIEHTPALUSIMU

xenatopa Ca’", Taxoro kak EGTA unu BAPTA.

Jeno-ynpaensemutii 6x00 kanvyus

IloHn>xeHHasi KOHLIEHTpauusl KaJbLiUsg BO BHYTPUKJIETOYHBIX JEMO KalbLMs, TAKUX Kak
SHAOIUIA3MATHYECKUH PETUKYJIYM, SIBISIFOINASCS PE3YJIBTATOM BBHICBOOOKICHUS KAJIbIMSA U3 HUX,
o0ecrieuynBaeT CUTHAJ JUJIsl IPUTOKA KaJbLMsI M3 BHEKJIETOYHON CPeIbl B KJIETKY. JTOT MPHUTOK
KaJIbLUsi, KOTOPBIA aeT MJIUTEJBbHOE MOBBIIMICEHHE KOHLIEHTPALUHU LUTO30JIbHOIO KajbLUs A0

JOCTHIKCHHUA  «ILJIATO», OOBIMHO HE OCHOBBLIBAETCS Ha NOTCHIHAJI-3aBUCHMbBIX KaHaJlax
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TUIA3MaTHYECKOW MEMOpPaHbl U HE BKJIFOUAET aKTUBALMIO KAIbLIUEBBIX KAHAJIOB KaJIbLUEM. DTOT
MEXaHU3M IPHUTOKA KaJbLUs Ha3bIBAIOT €eMKOCTHbIM BXxonoM kanbuus (CCE), akTuBHpyeMbIM
BBICBOOOXKICHHEM KaJIbLIHs, AENO-yIPaBIsIeMbIM WM YIPABIAEMbIM HCYEPIIAHUEM BXOAOM
Kanbuus. Jlerno-ynpasisieMblii BXOA KaJbLUS MOKET OBITh 3aIMCaH B BHUAE HOHHOTO TOKa C
XapaKkTepPHbIMHU CBOMCTBAMH. JTOT TOK Has3biBaeTcs Isoc (memo-ympasnsiemblii TOK) min Icrac
(akTHBHUPYEMBII BBICBOOOXKIEHUEM KaJIbLINS TOK).

OnexTpopU3NONOTHUECKUH  aHaNM3  OENO-yNpaBiIs€MbIX  WIM  aKTHUBHPYEMBIX
BBICBOOOXKJIEHMEM KaJIbI[isl TOKOB BBIABUJI XapakTepHble Ouodusuyeckue cBoiicTBa (cMm.,
Hanpumep, Parekh and Penner (1997) Physiol. Rev. 77:901-930) stux Toxos. Hampumep, TOK
MOJKET aKTHUBHPOBATHCS IPH HCUEPNIAHUM BHYTPUKJIETOUHBIX AENO KajblHsA (HAmpuUMep, MOJ
nericTBueM He(pHU3HOJOrMYecKX aKTUBATOPOB, Takux kak Tarcuraprud, CPA, MOHOMUIMH H
BAPTA, a Ttakxe (HU3HONOTHYECKHX AaKTUBATOPOB, Takux kak IP3), m OH Moxer ObITh
U30UpaTENbHBIM B OTHOLICHUH JIBYXBAJCHTHBIX KATHOHOB, TAKUX KaK KaJbLUH, B CPABHEHUU C
OJHOBAJICHTHBIMH HOHAMH B (PM3HOJIOTHYECKHX DPACTBOPAX WJIHM YCJIOBHSX, Ha HEro MOTYT
OKa3blBaTh BJIMSHUE W3MEHEHMs YPOBHEH LMTO30JbHOIO KaJbLUs, U OH MOXET IOKa3bIBaTh
U3MEHEHHYIO CEeJEeKTMBHOCTb U IPOBOAUMOCTb B MPHUCYTCTBUM HU3KUX KOHLEHTpaLMH
BHEKJIETOUHBIX JIBYXBAJIEHTHBIX KaTHOHOB. TOK TaKk)ke MOXET OJIOKHMPOBATBCS MJIH YCHIIMBATHCS
2-APB (B 3aBUCHMOCTH OT KOHIIEHTpaiuu), U oH Omokupyercs SKF96365 u Gd*>* u obbraHO
MOJKET OBITh OIMUCAH KaK TOK KaJIbLUsI, KOTOPBIH HE SIBJISIETCS] CTPOTO MOTEHLIUAI-3aBUCUMbBIM.

B uccnenoBanusix mMerogoM (puKcauMM TOTEHLMANTa HAa TYYHBIX KJEeTKax W T-Kierkax
neiikoza smuuu Jurkat ycranoBunm wmexanmsmM CRAC Bxoma kak HWOHHBIA KaHAl C
OTJMYUTEIbHBIMA OHO(PU3NYECKUMH XaPAKTEPUCTUKAMH, BKIIFOYAOIMUMH B Ce0si BBICOKYIO
CENeKTUBHOCTh B oTHomeHu: Ca’’ COBMECTHO C upe3BbMaHO HU3KOH IPOBOAMMOCTLIO. bonee
toro, Obuto mokazanHo, uto CRAC kaHan yIOBJIETBOPSIET CTPOTMM KPHUTEPHUSIM ISl JIETO-
yIPaBlsi€MbIX KaHAJIOB, KOTOPbIE 3aKJIIOYAIOTCS B aKTUBALMU HCKIIOYUTENIBHO MOJ AeHCTBHEM
cHmxenus koHuentpauuu Ca’” B ER, a He mon melicTBueM 1uTo301MbHOrO Kanbuus Ca?’ umu
Opyrux MecceHmkepos, obpasyembix PLC (Prakriya et al., B Molecular and Cellular Insights into

lon Channel Biology (ed. Robert Maue) 121-140 (Elsevier Science, Amsterdam, 2004)).

Peeynayus oeno-ynpasnsiemo2o 6xooa kanvyuss 6HymMpUKIeMOuYHbIMU 0eNO KATblYUsl

Jleno-ymnpasJsieMblii BXOJ KaJIbLIUsl PETYJIUPYETCsl YPOBHEM KaJbLMsl BO BHYTPUKJIETOYHOM
IeTno Kamblus. BHYTpUKIETOYHBIE JEMO KalbLUs MOTYT OBITh OXapaKTepU30BAHBI IO
YyBCTBUTEJIPHOCTH K  CPENCTBAM, KOTOpPblE MOTYT OBbITh  (PU3HOJIOTMYECKUMH WM
(bapMakoIOrH4eCKMMH, AKTUBUPYIOIINM BBICBOOOKIACHHNE KAJIbLIUS U3 IETIO WIM HHTHOUPYIOIIUM

IMOrJIOICHUE KaJbLMA B JOCIIO. PaznudHbple KJIETKH NOABEPTIIUCE HCCICAOBAHUIO C LEJIbHO
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XAPaKTEPUCTHKN BHYTPUKIIETOUHBIX MAEMO KaJIbLUSA, M AENOo ObUIM OXapaKTepU30BaHbI Kak
YyBCTBHUTEJIbHBIE K PA3JIMUHBIM CPEICTBAM, B TOM YHCIIE, Oe3 orpanndenus, K IP3 u coennnenusm,
KOTOpbIE OKa3bIBAlOT BO3xAeHcTBHE Ha [P3; pemenTop, TamcWrapruHy, HOHOMULIUHY H/HIIH
mkmeckoit AJI®-pubose (cADPR) (cm., mampumep, Berridge (1993) Nature 361:315-325;
Churchill and Louis (1999) Am. J. Physiol. 276 :C426-C434; Dargie ef al. (1990) Cell Regul. 1
:279-290; Gerasimenko ef al. (1996) Cell 84 :473-480, Gromoda et al. (1995) FEBS Lett.
360 :303-3006; Guse ef al. (1999) Nature 398 :70-73).

HakoneHne kampnuss B JI€MO-OpPTaHeNax JSHAOIUIA3MATHYECKOTO pPETHUKYIyMa M
capKorua3zMaTHueckoro perukynyma (SR; cnennann3npoBaHHbIN BapHaHT SHAOIIIA3MaTHIECKOTO
PETHKYJIyMa B MOMEPEYHO-TIOJIOCATON MBIIIIE) AOCTUTAETCSl C MOMOLIBIO KajblueBbix AT®a3
CapKOIuIa3MaTHYeCKOro-sHaomiazMaruyeckoro petukyiyma (SERCA), oObIYHO Ha3bIBa€MbIX
KaJbLIMEBBIMU HacocaMu. B xozne mepenaum curxana (T.e. KOrza KaHajbl SHIOMIA3MAaTHIECKOTO
peTUKylyMa  aKTUBHPYIOTCS Ui OOeCme4eHus  BBICBOOOXKIEHHMS  KajbLUs W3
SH/IOIIA3MATUYECKOTO PEeTHKyJIyMa B LUTOIUIA3My) KaJbLUH B 3HAOIUIA3MATHYECKOM
perukyayMme mnomnonHsercs ¢ nomoubio Hacoca SERCA nuTomiazMaTHdecKuM KajbLUeM,
KOTOpBI BoLIeN B KJeTKy u3 BHeksierouHou cpensl (Yu and Hinkle (2000) J. Biol. Chem.
275:23648-23653; Hofer et al. (1998) EMBO J. 17:1986-1995).

BricBoOOKHarOIMe KanbLMH KaHAIbI, acCOUMUpOBaHHble C IP3 M pHAHOAMHOBBIMU
peLenTopamu. 00ecreynBalOT  KOHTPOJIHUPYyEMOe BBICBOOOKIEHHE KaJTbLIHSI u3
SH/IOTIA3MATHYECKOTO M CAPKOIJIA3MATHYECKOTO PETHKYJIyMa B LUTOIUIA3MY, MPHUBOISINEE B
pe3ysbTaTe K BPEMEHHBIM MOBBIIIEHUSM KOHLICHTPALUHU Kajblus B ruromiasme. IPs peunentop-
OIMOCPEIOBAHHOE BBICBOOOXKIEHUE KablHs 3amyckaercs: [P3, oOpasyroummes npu pa3pylieHun
(ochOMHO3UTHIOB TUTA3MAaTHUECKOH MeMOpaHbl mox aeictBueM (ocdomunaser C, koropas
AKTUBHPYETCSl TPH CBSI3bIBAHUM AaroHUCTa CO CBsi3aHHBIM ¢ (G-0eJKkOM peuenTopoM Ha
IUIA3MAaTHYECKOW MeMOpaHe WM THPO3HMHKHHA30H. OmnocpernoBaHHOE PHAHOAHHOBBIM
peLenTopoM BbICBOOOXKIEHHE KaJbLUS 3aITyCKAETCsl MOBBIIIEHHEM KOHLEHTPAIMH KaJIbLHS B
LUTOIUIa3ME U HAa3bIBAETCA KaJIbLUH-UHAYyIHpPyeMbiM BbicBoOOXkneHueM kanbiusi (CICR).
AKTHUBHOCTb PHAHOAMHOBBIX pPELENTOPOB (KOTOpBIE XapakTepm3yrTCs ahGUHHOCTBIO B
OTHOLIEHUU PHAHONHA U KOPEHHA) TaKKe MOXKET PETyJINPOBAThCs HIUKINIeCKoi AJ{D-prbdo30ii.

Takum o00pa3oMm, ypOBHHM KaJbLUsl B JEMO M B LUTOIUIa3Me koieOmorcs. Hampumep,
KOHILIEHTPALMs HECBS3aHHOTO KaJblns B ER MoskeT CHMKaThes ¢ quamna3oHa npuoau3uTensHo 60-
400 MkM o mpubnusutenpHo 1-50 MkM, korma Hela kietku oOpabaThIBArOT THCTaAMHHOM,
aroancToM cBsizaHHbIX ¢ PLC rucramuHoBbIX penentopoB (Miyawaki ef al. (1997) Nature
388:882-887). Jlemo-ympaBisieMblii BXOA KaJbLMsI aKTUBUPYETCS TI0 MEPEe TOTO, KaK CHIKAETCS

KOHLCHTpAaUUA HECBA3AHHOI'O KaJIbLIMSA BO BHYTPHUKJICTOUYHBIX OCIIO. Takum o6pa30M, HUCYCPIIaHUEC
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KaJIbLIUA B A€TIO, 4 TAKXKE OJTHOBPEMCHHOC MOBBIIICHUEC KOHLUCHTPAMU KaJIbLIUA B [IUTO30JIC MOTYT

PEryJIMpOBaTh E€MO-YIIPABJISIEMBbII BXOA KaJIbLMS B KIETKH.

Dbyghepuzayus yumoniazmamuyecko2o kanvyus

AKTHBaIMs arOHUCTaMU MPOLIECCOB Nepeaaun CUTHaja B KJIETKAaX MOJKET BKJIIOYATh pe3Kue
MOBBILIEHNs] MPOHUIIAEMOCTH [JI KaJbLUs 3HAOIUIA3MAaTHYECKOrO PETHKYJIyMa, Halpumep,
NOCPEIICTBOM OTKPBITHSI KAHAJIOB, CBA3aHHBIX ¢ IP3 perienTopoM, M mia3mMaTudeckoil MeMOpaHbl
MOCPEACTBOM JIE€MO-yNPABIAEMOr0 BXOJA KalbLUs. OTH MOBBILIEHUS] MPOHULEAEMOCTH JJIs
KaJIbLUsl aCCOLIMMPOBAHbI C MOBBILIEHUEM KOHLIEHTPALMU KaJlbLUs B LIUTO30JI€, KOTOPOE MOKHO
pa3enuTh Ha IBAa KOMIIOHEHTA: «IHK» BBICBOOOXKIEHHS KaJbLMs W3 HHIOIUIA3MATHYECKOTO
peTukynyma Bo BpeMs aktuBaiuu [P; perieniropa u asa «miaTo», KOTopasi IpencTaBisieT co0on
JJIUTEIbHOE TMOBBILIEHNUE YPOBHEH KalbLMs, SIBJISIOINEECS pe3yJbTaTOM BXOAa KalbLUs B
LIUTOIJIA3MY U3 BHEKJIETOUHOM cpenpl. I[locne cTuMy Ly KOHLIEHTPaLtsl HECBSI3aHHOTO KaJIbLUs
BHYTPH KJIETKH B COCTOSIHUM TIOKOs, COCTaBjsiromas mnpuonusutensHo 100 HM, Mosker
BO3pAcTaTh, B ILeJOM, 10 Oojee yem | MKM u Bbllle B MHKpOAOMeHax kieTku. KierTka
MOAYJIUPYET 3TH KAJbLHEBbIe CUTHAJBI C UCIIOJIB30BAHUEM SHAOT€HHBIX Oy(epoB sl KaJbLus,
BKJIIOYAKOIIMX B ce0s  (Qusuonornyeckyro Oydepusanuio OpraHesiaMH, TaKHUMH Kak
MUTOXOHAPHUH, SHAOIJIA3MATUUECKUN PETUKYIyM U anmapar l'ompmku. MUTOXOHApHANbHOE
NIOTJIOLEHHE KaJIbIMsI TMOCPEICTBOM YHHIIOPTA BO BHYTPEHHEH MeMOpaHe MPOMCXOAHT MOJ
AeWcTBUEM OOJIBIIOTO  OTPULATEBHOTO MEMOpPaHHOrO TMOTEHIMAa MHUTOXOHAPHAIbHOU
MeMOpaHbl, M HAKOIUIEHHBIH KaJbLHH MEIJIEHHO BBICBOOOXKIAETCS C TOMOLIBI HATPHIA-
3aBHCUMBIX W HATPHUH-HE3aBHCUMBIX OOMEHHHKOB U, B HEKOTOPBIX VCIIOBHAX, TIOPBI,
BBI3BIBAIOIIEH MEPEX0 MUTOXOHAPHAIBHOW MEMOPaHbI B COCTOSIHHE BBICOKOM MPOHUIIAEMOCTH
(PTP). Takum 0Opa3oM, MUTOXOHAPHH MOTYT AEHCTBOBATh B KauecTBe Oy(epoB sl KaibLus,
Norjomasi KalbLUUi BO BpeMs NEPUOAOB KIETOYHOM aKTUBALMM, U OHU MOTYT MEAJIEHHO
BBICBOOOXKIATh ero mno3ke. IloriomeHue KajablHs B SHAOIUIA3MATHYECKUH PETHKYIyM
perynmupyercss kanpuueBo AT®a30l CapKoOmia3MaTHYECKOTO M SHIOIIA3MATUYECKOTO
perukynayma (SERCA). IMornomenue kanblus B ammapar [ OJbIKHA OMOCPENYETCs KaJlbLIHii-
tpancnoprupytomeir  AT®azoii  P-ruma (PMRi/ATP2C;). Kpome Toro, cyumecrByer
CBHJIETEJIbCTBO, UYTO 3HAYUTEIBHOE KOJHMYECTBO KaJbLUs, BBICBOOOKAAEMOTrO MOCIE aKTHBALUU
IP; peuentopoM, BBITECHSIETCSI M3 KIIETKH MOA AeHCTBUEM KalibLineBo AT®a3bl mia3MaTudecKon
meMmOpanbl. Hampumep, xanbuueBple AT®a3pl miasMaTudeckold MeMOpaHbl MPENCTABISIOT
npeo0agaroIuil MEXaHI3M BbIBEICHHS KaJbLUS M3 YeJOBeYeCKHX T-KyeTok u kietok Jurkat,
XOTSl HATPHI/KaJIbIIUEBbII OOMEH TaKXKe€ y4acCTBYET B BBIBEICHHM KaJbLUS M3 YENIOBEUECKUX -

Ki1eTok. B 3arnacaroumx KaJ'Ib]_II/Iﬁ OopraHe€jiyiax HWOHbI KaJIbIIUsd MOTYT OBITH CBSI3aHBI CO
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CMeLUATM3UPOBAHHbIMU  Oy(epH3yrolumMu  Kanbluidi  OejakamMu, TaKUMH Kak, Hampumep,
KaJIbCEKBECTPUHBI, KAJIbPETHKYJIMHBI U KaJIbHEKCHHBL. Kpome TOro, B LMTO30J€ MPUCYTCTBYIOT
Oydepusyromue Kaapluii OENKH, KOTOPbIE MOAYJIUPYIOT MUKOBBIE YPOBHU KaJbLUS U TOMOTAIOT
B IIepepacrlpenelieHnd HOHOB Kaimblms. TakuMm oOpa3oM, Oenku U JApyrue MOJIEKYJIBL,
NPUHUMAIOIIUE y4acTHe B JIIOOOM U3 3THX M APYTHX MEXaHU3MOB, TIOCPEICTBOM KOTOPBIX MOTYT
CHMIKATBCSI YPOBHU LIUTO30JIbHOTO KaJIbLIHS, MPEACTABISIOT cOO0i Oenku, 3aaeCTBOBAHHbIE B
Oydepuszanny HUTOMIA3MATHUECKOTO KaJIbLIKS, YYACTBYIOLIHME B HEll W/HiH 00ecreunBaroIue ee.
Taxum obOpaszom, Oydepusarus TUTOMIA3MATUYECKOTO KAIbLIUS TIOMOTaeT PEryJIMpPOBaTh YPOBHU
Ca’" B nuTOMIa3Me BO BpeMs MEPUOIOB JIUTEILHOrO BXoAa kKambius depes SOC kaHaNbI WU
MMIyJIbCOB BbicBOOOkneHus Ca’". Bonbuive mopbimenus ypoeHeil Ca’* B nuronnasme wiu

nonoyiHeHue aeno neaktusupyroT SOCE.

Locneoyowue cobvimus, onocpeoyemvie 6X000M KalbyUs

B nomnonHeHne K M3MEHEHUSIM BO BHYTPHUKJIETOUHBIX JEMO KaJbLUS JENO-YIPaBIseMbIil
BXOJI KaJIbIIUSI BO3AEHCTBYET HA MHOXKECTBO COOBITHI, KOTOPBIE CIEAYIOT 32 AETIO-Y IIPaBIIEMbIMH
M3MEHEHUAMU WK TonojHsioT ux. Hanpumep, putok Ca?* mpuBOAUT B pe3yNbTaTe K aKTUBAIIUK
GONBIIOTO YHCIa KAIbMOAYJINH-3aBUCHMBIX (DEPMEHTOB, B TOM 4HCIIe CEpUHOBOU (ocdarasbl -
KaJbLIMHEBPUHA. AKTUBALUsl  KajJbLIMHEBPHHA TIIOA  JEHCTBHEM IOBBILIEHUS YPOBHs
BHYTPHKJIETOYHOTO KaJIbLIUSI IPUBOAUT B PE3YJIbTATE K PE3KUM CEKPETOPHBIM MPOLIECCaM, TAKUM
KaK JIerpaHyJsILUs TYYHBIX KJIETOK. AKTHBUPOBAaHHBIC TYYHbIE KJIETKH BBICBOOOXKIAIOT
NpeaBapUTENbHO O0pa3OBaHHbBIE TPAHYJIbI, COAepIKalIe rucTaMut, renapus, TNFao u gpepmenTsl,
TaKHe Kak [-rexcozamuunnaza. Hekotopreie KiaeTouHble COOBITHS, TaKue Kak nposudepars B- u
T-kneTok, TpeOyIOT AIUTENBHON Nepefayll CUrHaa ¢ y4acTHeM KaJbLMHEBPUHA, ISl KOTOPOU
TpeOyercsi  JUIMTENbHOE  TOBBIIEHHE  YPOBHS  BHYTPHUKJIETOYHOTO  Kaimblus.  Psp
TPAHCKPUIILIMOHHBIX (PAKTOPOB PETYIUPYIOTCS KaJIbLUHEBPUHOM, B TOM uncie NFAT (snepHsblit
¢dakrop axtuBupoBaHHbIXx T-kierok), MEF, u NF«B. Tpanckpumnmonuse ¢aktopsl NFAT
UTPAIOT BAXKHBIE POJIM B MHOTHX THITAX KJIETOK, B TOM YHCJI€ B UMMYHHBIX KJIETKaX. B MMMyHHBIX
kierkax NFAT omocpenyer TpaHCKPHUITIHIO OOJIBIIOTO YHCIIa MOJIEKYJI, B TOM YHCJIE IUTOKHUHOB,
XEMOKHHOB U PeLieNTOPOB KJIETOYHON MOBEPXHOCTU. TpaHCKpUNLMOHHBIE 351eMeHThI At NFAT
ObpLTH OOHAPYIKEHBI B MPOMOTOPAX [UTOKUHOB, Takux kak IL-2, IL-3, IL-4, IL-5, 1L-8, IL-13, a
TaKXKe dakropa HEKpOo3a OIyXOJIei anbha (TNFa), IPaHyJIOIUTAPHOTO
kojioHuectTumysupyrotero pakropa (G-CSF) u ramma-untepdepona (y-IFN).

AxtuBHOCTh OenkoB NFAT perynupyercst ypoBHeM ux (ochoprinpoBaHusi, KOTOPBIH, B
CBOIO Ouepelb, peryiupyercst kKak kambluHeBpHHOM, Tak W NFAT xuHazamu. AkTHBaunus

KaJIbHIUHEBPHHA ITPU NMOBBIIICHHUN ypOBHefI BHYTPUKJICTOUHOI'O KaJIbL{s MPUBOAUT B PE3YJIBTATE
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k nepochopunuposannio NFAT u ero npoHukHOBeHHUIO B apo. [ToBropHOE hochopunmposanne
NFAT mackupyer nocienoBaTenbHOCTh sinepHoi nokanuzanuu B NFAT u npenorspammaer ero
nonagaHue B sApo. IIockonbKy CyllecTByeT CUJIbHAasl 3aBUCHUMOCTb OT OINOCPEAOBAHHOIO
KaJIbLIMHEBPUHOM JeochopruinupoBaHus sl JoKanu3auud u aktuBHOCTH, NFAT sBisercs

YyBCTBUTCJIbHBIM MHAUKATOPOM ypOBHefI HECBsA3AHHOI'O KaJIbIIHs BHYTPHU KJICTKH.

Hueubumopui kanvyuesvix KaHAN06

B nanHOM OKYMEHTE PacKpbIT psii ”HTHOUTOPOB KaJIbLIUEBBIX KAHAIOB, COOTBETCTBYIOIINX
crioco0aM, KOMIO3HULIMSM, CX€MaM BBEIEHUS U KOMITO3ULIMSIM JIJIsl IPUMEHEHUs], PACKPBITHIM B
TAHHOM JIOKyMeHTe. B COOTBeTCTBHMU ¢ HEKOTOPHIMU BapHAHTAMH OCYLIECTBJIEHUS] HHTHOUTOP
KaJbLIUEBBIX KaHAJOB mpexacTtasiser coboit uaruourop SOC. B cooTBeTcTBUU ¢ HEKOTOPBIMU
BApUAHTAMU OCYILNECTBJICHUS] HHTHONTOP KaJIbLIMEBbIX KAHAJIOB MPEACTABISAET COOONH HHTUOUTOP
CRAC. B cooTBeTcTBUH ¢ HEKOTOPBIMH BapUaHTAMH OCYIUECTBICHHS WHTHOUTOP KaJIbIIMEBBIX
KaHAJIOB MHrubupyer kaHan, copepxkamuii Oenok STIMI1. B cooTBeTcTBUH C HEKOTOPBIMH
BapUAHTAMU OCYIIECTBJICHHUS HHIMOUTOP KaJbLIMEBBIX KAHAJIOB MHITMOUPYET KaHAJ, COAep KA
Oenok Orail. B cOOTBETCTBUM C HEKOTOPBIMH BapHAaHTAMHU OCYINECTBIICHHS WHTUOUTOP
KaJIbI[MEBBbIX KAHAJIOB MHIUOMUpPYyeT KaHaj, copepskammuii enok Orai2.

B cooTBeTcTBUM C HEKOTOPBIMH BapHaHTaMHU OCYLIECTBJIEHUS] COEIMHEHHUE INPECTaBIIAET

co0oii coenuHeHNE, UMEROIee CTPYKTYPY:

~_0
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F , F WIH
ero (papManeBTHYEeCKH MPUEMIIEMYIO COJb, (apMaleBTUYECKH MNPUEMIIEMbIH COJIbBAT HJIH
(apmarieBTHYECKH ITpUEMIIEMOE TNPOJIEKapCTBO. B COOTBETCTBMM C HEKOTOPHIMH BapHUaHTaAMU
OCYLIECTBJIEHHs] COEIMHEHUE BBIOPAHO M3 MEPEYHs COeNUHEHHM, comepskamero: N-(5-(6-xmop-
2,2-nmudTopdensold][ 1,3 Janokcon-5-un)nupasuH-2-ui)-2-pTop-6-MeTHIOCH3AMH T B
COOTBETCTBUH C HEKOTOPBIMH aCMEKTaMH HHTHOWUTOP BHYTPUKJIETOYHOH Mepenavy CUTHajga C
ydacTueM KaJIbIUs NPECTaBIISET coboi COeNIMHEHNe N-(5-(6-xnop-2,2-
mudTopoenzo[d][1,3]arnokcon-5-mn)nupa3sun-2-ui)-2-PTop-6-MeTmideH3aMuaa WJIH ero
(apMaleBTHUECKH MPHUEMIIEMYIO COJib, (HapMaLeBTUYECKHU TMPHEMJIEMbIH COJIbBAT WU
(bapMareBTHUECKH MPHUEMJIEMOE MPOJIEKapCTBO. B COOTBETCTBUM € HEKOTOPHIMU ACHEKTaMHU
UHTUOWTOpP BHYTPUKIETOYHOH Mepenadyd CHUrHaja C y4acTHEeM KajbLMs BbIOpAaH W3 YHUCHA
coequaeHuN N-(5-(6-3TOKCH-4-MeTUIMUPHINH-3-UI)TUpa3HH-2-1)-2,6-nudpropdbenzamuna, N-
(5-(2-aTun-6-meTunden3o[d]okcazon-S-wi)nupunun-2-ui)-3,5-nupropusoHukoruHamuna, N-(4-
(1-stnn-3-(tnazon-2-un)-1 H-nupazon-5-un)dennn)-2-propOeHsammna, N-(5-(1-3Tmn-3-
(Tpudropmernn)-1 H-nupazon-S-un)nupasun-2-mn)-2,4,6-rpudropdenszamuna, 4-xmop-1-merni-
N-(4-(1-metun-3-(tpudropmermn)- 1 H-nupazon-S-mn)benwn)- 1 H-nupaszon-S-kapdbokcamuna, N-
(4-(3-(mudropmermn)-S-metun-1 H-nupazon-1-un)-3-propdpernn)-2,6-nudpropdenzamuna, N-(4-
(3-(audpropmeTun)-5S-metun- 1 H-nupazon-1-un)-3-proppenun)-2,4,6-tpudpropbenzamuna, N-(4-
(3-(aupropmerun)-1-metun- 1 H-nupazon-5-mn)-3-proppenmn)-2,4,6-rpudropdbeHszamuna, 4-
xyop-N-(3-¢prop-4-(1-metnn-3-(tpudropmern)- 1 H-nupazon-S-un)pennn)-1-mermn-1H-

nupaszon-5-kapookcamuna,  3-¢pTop-4-(1-merun-3-(tpudropmerin)-1 H—rmnupazon-5-ui)-N-((3-
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METHIN30THA30I-4-1JT)METHI )aHUJTHHA, N-(5-(7-xnop-2,3-gurunpo-[ 1,4]nuokcuno|2,3-
b]nmupunuH-6-un)nupuans-2-mn)-2,6-nudpropdbenzamuna,  N-(2,6-nudropdensmn)-5-(1-aTun-3-
(Tnason-2-un)-1H-nupazon-S-uin)nupuMuanl-2-aMmusa,  3,5-nudrop-N-(3-¢prop-4-(3-metmn-1-
(Tnazon-2-un)-1H-nupazon-4-nn)penmn)nsonukornnamuaa, S-(1-merun-3-(tpudropmernn)-14-
npaszon-5-mn)-N-(2,4,6-rpudropbensmn)mupuaun-2-amusa,  N-(5-(1-atun-3-(tpudropmern)-
1 H-nupazon-5-un)mupuans-2-un)-2,4,6-rpudropdeHsamuna, N-(5-(5-xmop-2-
meTmnoen30[ d]okcazon-6-ui)nupasuH-2-mi)-2,6-mudpropoeH3aMuaa, N-(5-(6-aTOKCH-4-
METHJIHUPUANH-3-1IT)THa30-2-1)-2,3,6-tpudTopdbenzamuna, N-(5-(1-atun-3-(tpudropmernn)-
1 H-nupazon-S-un)nupuans-2-un)-2,3,6-rpudpropoensamuna,  2,3,6-tpudrop-N-(3-pTop-4-(1-
mMeTui-3-(tpudropmernn)- 1 H-nupazon-5-un)pernn)oensamuna, 2,6-audrop-N-(4-(5-mernn-2-
(Tpudropmernn)okcaszon-4-wmwn)denmn)oeHsammuia 1005 N-(5-(6-xnop-2,2-
nudropbenso[d][1,3]anokcomn-S-un)nupasun-2-uin)-2-prop-6-merundeHsamuna WIH ux
¢dapmaueBTHUECKH TNpHEMIIEMON cond, (papMaLeBTHYECKH NPUEMIIEMOrO COJbBaTa HJIH

(bapMaLieBTHUECKH MPUEMIIEMOTO MIPOJIEKAPCTBA.

llepeoaua cuenana c yyacmuem Kanvyus u 300p08se NOONHCENYOOUHOI Jiceie3bl

Ilepenaua curnana ¢ y4yacTHEM KaJbLUs SIBJSIETCS OCHOBHOM AJIl aKTUBHOCTU 370POBOMU
NOJUKEYAO4YHON kene3bl. [luma crumynupyer BbicBoOOaeHue anerwixonuna (ACh) u
xonermcroknanHa (CCK), koTOpbIe B3aUMOIEHCTBYIOT €O CBsi3aHHBIMU C (ocdomnmmazoii C
(PLC) peuenTopaMu Ha allMHAPHBIX KjeTkax nomxkenynouHon sxenessl (PAC). B 3mqoposbix PAC
ACh umn CCK peuenrtopsl 3anyckatot oopazosanue IP3, 1,4,5-unosutonrpudocdara, KOTOpbIit
muGPyHANPYET B aTUKAIBbHYIO 001aCTh M cTUMYJIUpyeT IP3 perentopbl Ha SHAOIIA3MATHUECKOM
perukynyme (ER) k BbicBOGOkIeHHI0 Ca’’ KOHTPOIUMPYEMBIM MMIYJIbCHBIM CIOCOGOM.
Konebanust yposHst Ca?” cTUMYIHpPYIOT BBICBOOOKIEHHE 3UMOT€HOB (IIpOGEPMEHTOB) B MPOTOK
nojkenyaouHoll kenesbl. Co BpemeHeM Heobxomumo mnononxenue Ca’” B ER, koropoe
OCYIIECTBJIIETCS TOcpencTBoM ciiadoii aktueanuu CRAC kaHajioB B Oa3onaTepalibHOM 001acTu
KJIETKH.

B ompeneneHHpIx cuTyauusx (HampuMep, TNPH AJKOTOJIM3ME WM HEYMEPEHHOM
yIOTpeOJIEHUH AJIKOTOJISA, JKETYHBIX KAMHSIX H T.J.) 3TUJIOBBIE CJIOXKHBIE 3(PHUPBI JKUPHBIX KUCIOT
(FAEE), ofpasyromuecsi W3 amKOTOJisl WM JKETYHbIE KHCIOTBHI, KOTOPBIE HAKAIUIUBAKOTCS
BCJIEACTBHE OOpasoBaHUs skenuHbIX kamHeH, muddynaupyotr B PAC. Buytpu PAC FAEE u
KeJTUHble KHCIIOTBI BbI3BIBAIOT MaccupoBaHHOe BbicBoOoskaenne Ca’" u3 ER mocpencTtsom
axtuBanmu IP; penenropos. ['unepcrumyssiiust CCK penenTopoB Tak:ke MOXKET BBI3BATH CHIIBHOE
BbicBoOOkenue Ca’” u3 neno B ER. Onycromenue neno Ca** mpuBOAMT K TUNepakTUBALMH

CRAC kanHanoB, Bb3bIBaroIiel u30brounbii nmputok Ca’”. Bombmoi mpurtok Ca’” BbI3bIBAET
2
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BBICBOOOXKIEHHE (PEPMEHTOB M3 3HMOIEHHBIX TPaHyJl H HEYMECTHYK  aKTHUBALHIO
BHYTPUKJIETOYHOTO TPUIICHHA, KOTOPBIH CaM 3aTeéM aKTUBUPYET IPYrHe MHIIeBAPUTEIbHBIE
(bepMeHTBI TOIKETY TOUHON JKeJIe3bl U HHULUUPYET aBTOJN3 U HEKPO3 MOKEINY JOUHON JKeJe3Hl,
KOTOpble MOTyT OnokupoBatbess nHrnONTOpoM CRAC kanana, Takum kak coenunenue I, GSK-
7975A, N-(5-(2,5-numerundensol d]okcazon-6-mi)ruaszon-2-mi)-2,3,6-rpudTopdeH3amun
(«coemunenue 1I»), umm 2,3,6-tpudrop-N-(3-pTop-4-(1-merun-3-(tpudropmernn)-1 H-nupazon-
5-un)pennn)oensamun («coenunenue [I»).

IIpn orcyrcTBUM pemieHuss NPOOJEeMbl HEYMECTHOE BBICBOOOXKAEHHE M aKTHBALIUS
NHILIEBAPUTENBHBIX (PEPMEHTOB, TAKUX KaK TPUIICUH M3 3UMOTE€HHBIX I'PaHyJ, MOKET MPUBOANUTH
K aBTOJIM3Y KJIETOK MOJDKEIyAOYHOM jKeJie3bl, MPUBOASIIEMY K MaHkpeatuty. Kak ynomuHamzoce
BBILIE, OCTPBIA MM XPOHUYECKUN NMAHKPEATUT MOXKET OKa3bIBaTh 3HAUUTENIBHOE OTPULIATEIbHOE

BO3JIEHICTBUE HA 3A0POBBE YCTIOBCKA.

Cumnmomut u NPUYUHLL NAHKPEAMUMA

ITaHkpeaTuT, OCTPBIA WM XPOHMYECKUH, ACCOLMHMPOBAH C CHUJIBHOW Xryded OOJbi0 B
BEPXHEH 4acTH JKUBOTA UJIM JIEBOM BEPXHEM KBaJpaHTe, HPPAAUUPYIOLIEH B CIIMHY, TOIIHOTOH U
PBOTOH, KOTOpas ycyryOusieTcs pu npueme nuiny. B 3aBHCHMOCTH OT TSKECTH COCTOSIHUSI MOXKET
UMETh MECTO BHYTpEeHHee KpoBoTeueHne. KpoBsiHOe aBiieHNe, 4acToTa CepAeUHbIX COKPALeHUH
W 4aCTOTa JAbIXaHUS YaCTO SIBJISTFOTCSI TOBBILIEHHBIMH, XOTsI 00€3BOKHBAHUE MOKET MPUBOIUTD K
CHIDKEHUIO, 4 HEe K TOBBILICHUIO KPOBSIHOTO JaBjeHUs. YacTo mposBisieTcss OOJIe3HEHHas
YyBCTBUTEJIBHOCTh JKUBOTA, HO OOJIG3HEHHOCTh MEHbIIE, 4eM OOJIb B CaMOW MOIKEITyIOYHOM
xenese. PeekTopHbI nmapajiny KUIIEYHUKA YacTO HAOJIOJAaeTcs B CIIydasx MAaHKPEeaTuTa, U
JIMXOpasiKa WM JKeNTyXa He SBISIIOTCA penkuMu. OOIpe CHMITOMBI U MPHU3HAKK MAaHKPEaTUTa
BKJIIOYAIOT B Ce0s. OCTPYH SIUracTpaibHyrd O00jb (0ONb B BEpXHEH 4YacTH >KUBOTA),
UPPAIUHUPYIOIIYIO B CIUHY, TOLIHOTY, PBOTY, TMOTEPIO aIIETUTa, JIUXOPAIKY, O3HOO (IpOXKb),
reMOJIMHAMHYECKYI0 HeCTaOWJIBHOCTh (KOTOpas BKJIIOYAaeT B ceOs IIOK), TaxXUKapIUIO
(yuamensnoe cepnueOueHne), HapyeHne IbIXaHUs U IEPUTOHUT.

Menee uacto HaOJrOaeMble CHUMITOMBL, YKa3bIBAIOLINE HA TSDKENIOe 3a00JeBaHMUE,
BKJIFOYAIOT B ce0sl psA MEIUIUHCKUX ‘CHMIITOMOB’, YKa3bIBAIOIIMX HA TSDKEJOE HapylIeHHE B
obnactu skuBoTa: cumitoM [ pesi-TepHepa (reMopparnueckoe U3MeHEeHUe [IBeTa OOKOB), CHMIITOM
Kannena (remopparnieckoe H3MEHEHHE BeTa OOJIACTH IMTYTIKA), IUIEBPATbHBIN BBIOT (GKHUIKOCTh
B OCHOBAaHUM IUICBPAJIbHOW TOJOCTH), CHUMNTOM [ proHBaibaa (BOSHMKHOBEHHE 3KXHMO3a,
KPYITHOW Te€MaTOMbL, BOKPYr OOJacTH TyNKa BCIEICTBHE JIOKAJIBHOTO TOKCHYECKOTO
NOBPEXIAEHHs cOCyAoB), cuMnToM Kepte (001b M pe3UCTEHTHOCTD B 30HE, A€ PACIIONaraeTcs

TOJIOBKA MOKENYAOYHOHN JKeJe3bl (B SMUracTpuy, B 6—7 CM BbIlIe OOJIACTH IYIIKA)), CUMIITOM
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Kamenuuka (Oosp mpu HaAAaBIMBAHUU IO MEYEBUIHBIM OTPOCTKOM), CHMIITOM Metio-Pobcona
(Oonb pU HATABTMBAHUH HA BEPXHIOKO YacTh yriia COOKY OT MBIIII-pa3rudaTesieil MO3BOHOYHUKA
u HIKe JieBoro 12-ro pebpa (yeBbiii peOpo-no3BoHouHBIH yron (CVA)), kak Harpumep, B TOUKE
Meiio-PoGcona (Touka Ha rpaHuIe BHYTPeHHUX 2/3 ¢ HapyHOH 1/3 nmuHHMM, KOTOpas AEIHUT
MIOTIOJIaM JIEBBIN BEPXHHUH KBAJPAHT KUBOTA, T7I€ IPUCYTCTBYET OOJIE3HEHHAs YYBCTBUTEIBHOCTD
NpU HANaBIMBAHUU B ciydae 3a00JeBaHUS MOMKENYAOYHOM skene3bl. B 3Toil Touke XBOCT
HOKEITYTOUHOM JKeNe3bl MPOSLUPYETCsI HA CTEHKY OPIOIIHOM MOJIOCTH).

Uenoek, CTpajaroliMii OT MAHKPEATUTa, MOXKET AEMOHCTPHPOBATH HEKOTOPBIE, BCE WIIH
HEMHOTHE BBILIEYNOMSHYTbIE CUMITOMBI WMJIM HE JE€MOHCTPUPOBaTh HM OAMH W3 HUX. B
HEKOTOPBIX CTy4asix O0JIb B 5KUBOTE MOKET OBITh €JUHCTBEHHBIM CHMIITOMOM COCTOSTHHSI.

XpOHHUECKUH MAaHKPEATUT MOKET NMPUBECTH K AMA0ETy WM 3JI0Ka4eCTBEHHOW OMyXOJH
HOKENYAOUHON >kene3bl. JlepexTel B AOCTaBKe NMIIEBAPUTENbHBIX (PEPMEHTOB, TAKUX Kak
TPUIICUH, MOTYT IPUBOJIUTH K HAPYIIEHHOMY IMHIIEBAPEHUIO, BEAYIIEMY K ITOTEPE MACChL.

Briote 10 BOCBMHUZIECATH NPOLIEHTOB CJIy4aeB MAHKPEATUTAa BbI3BAHbI AJKOTOJNEM H
JKEeTYHBIMH KaMHsAMU. JKeTuHble KaMHH SIBJISIIOTCS €MHCTBEHHOW HanboJiee pacrpOCTPaHEHHOM
STHOJIOTHEH  OCTPOro  NaHKpeaTuTa. AJIKOrojib  SIBJSIETCS  €QUHCTBEHHOW  HamOoJee
pacnpoCTpaHEHHON 3THOJNIOTHEeH XPOHUYECKOrO MaHKPEaTUTA.

Tem He MeHee, MOMUMO aJIKOTOJISl U JKETYHBIX KaMHEH, CYIeCTBYET Psi AOTIOTHUTEIbHBIX
NpUYNH TaHKpeaTuTa. JleyeHre HEeKOTOPbIMU JIEKAPCTBEHHBIMHU MpernapaTaMd MOXKET OBITb
aCCOLIMMPOBAHO C MaHKpeaTUTOM. [IprMepsl JIEKapCTBEHHBIX MPETapaToB, aCCOLUUUPOBAHHBIX C
MAHKPEATUTOM, BKJIFOYAIOT B C€0sl KOPTUKOCTEPOU/IbI, TAKHE KaK MPEIHU30JIOH, JIEKAPCTBEHHBIE
cpenctea mnporuB HIV (BMY), Takue Kkak JOMOAHO3WH U TIEHTAMHIUH, JIUYPETHKH,
NPOTHBOCYAOPOKHBIE CPENCTBA, TAKHE KAaK BaJbIIPOEBAasl KUCJIOTA, XHUMUOTEPAIEBTHUECKUE
CpencTBa, Takue Kak L-acmaparnHasa W a3aTHONPHUH, 3CTPOTEH, JIEKAPCTBEHHBIE IPEraparsbl,
KOTOpbI€ TOBBIMIAIOT YPOBEHb TPUIJIMLEPHIOB B KPOBHW, CTaTHHbI, TaKW€ KaK CTaTHHBI,
CHIDKAIOIIME YPOBEHb XOJIECTEPHHA, AHTUTHIIEPIIIMKEMUYECKUE CpPEACTBA, MOJOOHBIE
MeTQOpMHHY, W TJUNTHHBL, TaKWe KaK BWINATJHUITHUH, CHUTATJUNTHUH, CAKCANIUNTHH U
JVHAJIMNTHH, TEPALHKIUH, CyJb(OHAMUIBL, a3aTUONPHUH, MEPKANTONMYPUH, TEHTAMHIUH,
IPUMETONPUM-CYJIbAMETOKCA30JI U CANIULMIATEL. B HEKOTOPBIX CiIydasix JIEeKapCTBEHHbBIE
CpenCTBa, KOTOpPbIE MPHUMEHSIOT AJISL JICYEHHs] COCTOSIHUN, aCCOLMMPOBAHHBIX C MOBBIIEHHON
BEPOSITHOCTBIO TTAHKPEATHTA, TAK)KE MOTYT OBITh CIYYaifHO CBSI3aHBI C MaHKpeaTuToM. [Ipumepsr
BKJIFOYAIOT B ceOs CTAaTHHBI NMpPU JUCIUNHIEMHM W TIUNTHHBI npu nuabere. Kpome Toro,
HEKOTOpbIE ATHIUYHbIE AHTHIICUXOTHYECKHE CPEICTBA, TAKUE KaK KJIO3aMUH, PUCIEPUAOH U
OJIAH3AIHH, TAK)K€ MOTYT OBITh OTBETCTBEHHBIMH 34 MOSIBJICHUE TTAHKPEATUTa. JTOT NEPEUCHb HE

ABJIACTCSA NCUECPTIBIBATOIIIUM.
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Taxke W3BECTHBI TNPUYMHBI TAHKPEATHTA, HE CBs3aHHbIE C (papMaleBTUYECKUMHU
cpeactBamu. Hanpumep, W3BECTHBI HACIEACTBEHHbIE (OPMBI NAHKPEATHTA, PE3yJIbTATOM
KOTOPBIX SIBJISIETCSI AKTUBALMS TPUIICMHOTEHA B TIOKENYJOYHOHW JKele3e, MPUBOIAINAs K
aBTONM3Y. | €HbI, BOBJIEUEHHbIE B HACJIEACTBEHHOM ITAHKPEATUTE, BKIIFOUAIOT B €051 F'eH TPUIICHHA
1, xoropwlii koxupyer TpuncuHoreH, reH SPINK 1, koTopslii KogupyeT HHIHOUTOP TPUIICHHA, U
I'€H PeryJsTopa TpaHCMEMOpPaHHOH MPOBOAMMOCTH MPU MYKOBHUCIIHIO3E.

Jlpyrue pacnpocTpaHeHHbIe IPUUNHBI TAHKPEATUTA, HE CBA3aHHbIE C (papMal|eBTHUECKUMHU
CpEeACTBAaMHU, BKJIIOYAIOT B ce0sl TpaBMYy, SITUAEMUYECKHIH MAPOTHT, ayTOUMMYHHOE 3a00JIeBaHue,
BBICOKHII YpPOBEHb KaJlbLiUs B KPOBH, THMIIOTEPMHIO U BO3JEHCTBHE HHAOCKONUYECKOMN
perporpanuoii xonanruonankpearorpadpun (ERCP). Paspenennass momxkenynodHasi skeies3a
IpeACTaBysieT COOOM paclpOCTpaHEHHBIN BPOXKACHHBIM IOPOK PAa3BUTUS IOJKENTYJOUHON
JKeNe3bl, KOTOPbIH MOXKET Jie)kaTb B OCHOBE HEKOTOPBIX IOBTOPSIFOIIMXCS  CIIy4aes.
IeneTpupyromye si3Bbl TaKXKe aCCOLMUPOBaHBI ¢ maHkpeatutoM. Caxapublii nuader 2 Tuma
acCOLMUPOBAaH C 2,8-KpaTHO TOBBIIIEHHBIM PUCKOM pa3BUTHUS CHMIITOMOB IaHKPEATHUTA.
JIOTIONTHUTENIbHBIE COCTOSIHUS, ACCOLMUPOBAHHBIE C TIAHKPEATUTOM, BKJIIOYAIOT B ceOs
3JI0KAUYECTBEHHYIO OIyXOJIb TOJKENYJOUYHON >KeNe3bl, KaMHM B IPOTOKE IOKENyIOYHON
JKeJIe3bl, BACKYJIUT (BOCIaJeHne HeOONIbIINX KPOBEHOCHBIX COCYAOB B ITOIKEIYAOYHON XKeJese),
uHpuuuposanue Bupycom Kokcaku 1 mnoppupuro, B OCOOEHHOCTH, OCTPYIO HHTEPMHTTUPYIOIIYIO
NOpUPHIO U IPUTPOINIOITUYECKYIO TpoTonopdupuio. B HEKOTOphIX ciy4asx OepeMEeHHOCTh
SIBJISIETCS ACCOLIMUPOBAHHOM C MAaHKPEAaTUTOM. MHOTOKpaTHBIN Oer Ha MapahOHCKYIO JUCTAHIIHIO,
aHOpeKCcHs U OyJIUMUSI, a TAK)KE JKUPOBOM HEKPO3, MyKOBHCLUIO3 U BO3IECHCTBHE 514 CKOPITUOHA
BOBJICUEHBI B HEKOTOPBIE CJIyYaH MaHKPEATHUTA.

Psin mH(EKIMOHHBIX areHTOB BOBJIEYEHBI B TAaHKpeaTHT. [IpuMephl BKIOYAIOT B ceOst
BUPYCHYIO MH(EKLHIO TaKUMH BHUPYCaMH, KaK LIUTOMETaJOBHUPYC, BHPYC rematuta B, Bupyc
MPOCTOrO Teprieca, BUPYC SMHUAEMUYECKOro mapotuta u3 pona Rubulavirus, BUpyC BeTpsiHOMH
ocribl; OakTepHaIbHYIO HHEKIHI0, KaKk Hanpumep, Oakrepusmu u3 poxna Legionella, Leptospira,
Mycoplasma v Salmonella; rpuOkoByro WHOpEKLUHIO, KaK Hampumep, rpuOkaMu M3 pozaa
Aspergillus, viy napasuTapHy0 HHPEKIUI0 HEMAaTOJaMH U3 poa Ascaris Niu amuKOMILIEKCAMU
U3 TPYIIBI abBeosAT U3 pona Cryptosporidium n Toxoplasma; cpenu mpoyux.

Muemonnueckuit kon ‘GETSMASHED’ yacto ucnonb3yercst CTyleHTaMU-MeIUKaMu AJist
3aTIOMUHAHUST HEKOTOPBIX PACIPOCTPAHEHHBIX NMPHUUYUH MaHkpeatuta: G - skenuHble kKaMHH, E -
staHon, T - TpaBma, S - crepounpl, M - snuaeMuyeckuil mapoTur, A - ayTOMMMYHHBIH
NaHKpeaTuT, S - BO3NEHCTBHE JKaja CKOpmHOHAa, H - rumepaumuaemMus, THIIOTEPMUS,
runeprnapatupeo3; E - 3HmOCKomudeckas peTporpajHas XoJaHrnomaHkpearorpadus;, D -

JICKAPCTBCHHBIC CPECACTRBA, OOBIYHO A3aTUOIIPHH, BAJIBIIPOCBAs KUCJIOTA.
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HaHeraTI/IT TaK)Ke MOJKET OBITh UIUOMAaTHUYECKHUM, B OTOM Cllyda€ IpUYMHA HE

uneHTUGUIHpyeTcs.

Knaccugpuxayusa nankpeamuma

ITankpeaTuT, B 0COOEHHOCTH, OCTPbIN MAHKPEATUT, YaCTO KJIACCUPUIIUPYIOT KaK ‘JErKuil’,
‘YMEpEHHBIH WM ‘TSKENbliw B 3aBUCHMOCTH OT IPEUMYIIECTBEHHO! peakliiy Ha MOBPEKACHHUE
KJIETOK. Bce 3Tu kareropum XapakTEPU3YIOTCS HENPAaBWIBHONW aKTHBALUUEH 3UMOIEHOB
MOJKETYIOYHON KeJIe3bl, TAKUX KaK TPUIICUHOIEH, BHYTPU IOIKEIYIOYHOU KEJe3bl, 4acTO
OOyCJIOBJIEHHOW COBMECTHOW JIOKaNIM3alUell ¢ «MaTypa3ol» TPUIICHHOT€HA KaTEeTICHHOM,
KOTOpBIM AKTUBUPYET TPUIICUHOTEH B TPUIICMH. Bce Tpu KaTeropuum XapakTepU3YyHOTCs
BOCIIAJICHUEM U OTEKOM IOKENyTOYHOM KeJIe3bl. Y MEPEHHBIN U TSKEJIbIM MAHKPEATUT TaKiKe
XapaKkTEePU3yeTCsl HEKPO30OM IOKEITY JOYHOU KeJle3bl U BTOPUYHBIM ITOBPEKIEHUEM OPTaHOB 32
npenenaMy MOXKeNyIOYHOMN JKeJIe3bl, IPUYeM NMAaLUEHThl C YMEPEHHBIM OCTPBIM NaHKPEATUTOM
CTpaaroT BpeMeHHOI (<48 4acoB) (HyHKIHMOHAIBHON HEIOCTATOYHOCTHIO OPTraHa, B TO BPEMSI Kak
y TAaLUeHTOB C TSDKENbIM OCTPBIM IAHKPEATUTOM MPUCYTCTBYET CTOMKas (>48 wdacos)
(yHKIIMOHATbHAS HEAOCTATOYHOCTD OPTaHa.

B orBer Ha BBIIEYNOMSHYTbIE NPOOJEMBbI IOKETYyIOYHAs — JKele3a  MOXKET
HEIMOCPEICTBEHHO CHUHTE3UPOBATh BOCHANUTENbHBIE MeauaTopbl, Takue kak TNF-o m IL-1,
ACCOLMMPOBAHHBIE C BOCHAJUTENIbHOW peakuuedl U TpUBJICUEHHEM HEHTpohuiaoB B
MOKENYIOUHYIO JKeJe3y, WIN BCJIEICTBUE HEKPO3a U YTEUYKU KJIETOYHBIX KOMIIOHEHTOB MHBIM
00pa3oM akTUBUPYET MMMYHHYIO CHCTeMy. BocmanurenbHas peaknus MOXKET NPUBOIUTH K
BTOPUYHBIM IPOSIBIIEHUSIM NTAHKPEATUTA, TAKUM KaK FHIIOBOJIEMHUSI B pe3yJibTaTe MPOHUL[AEMOCTH
KalWJUIAPOB, OCTpPBII pecnupaTopHbIi JUCTPECC-CUHAPOM, JUCCEMUHUPOBAHHOE
BHYTPUCOCYAUCTOE  CBEPTbIBAHUE, IOYE€YHAsl  HENOCTATOYHOCTb, CEPAECHYHO-COCYIUCTast
HEJOCTATOYHOCTD U JKEIYJOYHO-KHUIIEYHOE KPOBOTEUEHHUE.

Octpeiii maHKpeaTuT (OCTPBIHA reMOPPArHIECKUI HEKPO3 MOIKETYOYHON JKEIe3bl) MOXKET
JNOMNOJIHUTENIBHO ~ XapaKTEPU30BAaTbCs OCTPbIM  BOCHAJIEHHEM W HEKPO3OM  IapEHXUMBI
NOJUKETYAOYHOH skesie3bl, (POKaIbHBI HEKPO3 JKUPOBOW TKAHU TOKENYJOYHON KeNe3bl MOJ
neiictBueM (EPMEHTOB U HEKPO3 COCYIOB (KPOBOM3JIMSIHHE), SIBISIFOINEECS PE3YJbTaTOM
aKTUBAMKM (PEPMEHTOB MOKEIYAOYHOH >Kee3bl BHYTPH CAMOHM IOJKENTyJOUYHOH KeJe3blL
AKTHUBaLMs JTUNa3bl MOXKET NPUBOAUTH K HEKPO3Y KUPOBOM TKaHU B MHTEPCTULIMAIBHOM TKaHU
MOMKENTyIOYHOM JKeJle3bl U MEPUINAHKPEATUYECKOM IMPOCTPAHCTBE, a TAKXKE K IOBPEXKACHUIO
cocyioB. Pacmenienne CTeHOK COCyI0B MPUBOIUT B PE3YJIbTATE K TPOMOO3Y M KPOBOUIIHSHHUIO.

BocnanutenpHplli MHQUIBTpAT sBIsieTcss OoratbiM HeWTpodwmiamu. Bcenmencrue Toro, dro
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NOKEITYIOUHAS JKeJie3a JIMIIEHA KarcCyJjbl, BOCIAJIEHHE W HEKPO3 MOTYT PacCHpOCTPAHATHCS,
BKJIFOYas1 (paciMajIbHbIE CJIOU B HEMTOCPEICTBEHHOMN OIM30CTH OT MOKEIYAOYHOM JKEJIe3bl.

XpOHUUECKUH MTAHKPEATUT MPENCTABIAET COOOH UTMTENBHOE BOCTIAJIEHUE TIOKEITY JOUHOM
JKEJIE3bl, KOTOPOE M3MEHAET HOPMAJIBbHYIO CTPYKTYPY M PyHKUHOHHpOBaHUe oprana. OH MOXeT
OBITh ACCOLMHUPOBAHHBIM C 3IMU30/1aMH OCTPOrO TMAHKPEATHTA MM C HENPOXOAsIel OONbI0 B
KMUBOTE WJIM HAPYLUICHWsAMM T[HINEBApEHUs. UeNoBEeKbl, CTPAAaOIUe XPOHUYECKHM
MAHKPEATUTOM, OOBIYHO JEMOHCTPUPYIOT HENMPOXOAALIYID OONb B JKMBOTE WJIM HapyLICHHE
BCACHIBAHMA JKMPOB B MUINE. Takke pacHpOCTPAHEHHOW sBJsieTCs OOJb MPH NMpUEMe MHINH, B
OCOOEHHOCTH, MPHU TpueMe KUPHOW uiu Ooraroit Oenxom muiu. [loTepst Macchl BCIIEACTBUE
HApYLIEHUs BCACBIBAHMS IOMJIOIAEMON IHIIM WM BCIEACTBUE YMEHbBIIEHHS KOJINYECTBA
NPUHUMAEMOH MUINU, 00YCIOBIEHHOTO AUCKOM(OPTOM, TaKXKe SBISETCS PACIIPOCTPAHEHHOIN.

PacnpocTpaHeHHBIM OCJIOKHEHHEM XPOHUYECKOTO MAHKPEaTUTa SIBJISIETCS AHa0eT.

Ankoronmusm, ynotpebieHue Tabaka, HENPABHIbHOE NMUTAHUE, TPABMA, TUIEPKAJIBLIEMUS],
KaJbLU(HUIIMPOBAHHBIE KAMHHU, MYKOBHCLUAO3 W HACJIEICTBEHHbIE Ae(pEKThl MPOLECCHHTa U
CTaOMJIBHOCTH TPUIICUHOT€HA OOBIYHO SIBJISIIOTCSL ACCOLIMMPOBAHHBIMH € XPOHUYECKUM
MAHKPEATUTOM.

XpoHHUeCKUi MaHKpeaTUT, KaK MPaBUJIO, JUATHOCTUPYIOT Ha OCHOBAHUHU UCCIIEAOBAHUI
CTPYKTYPbI ¥ (PYHKIIMH ITOKENY TOUHOM JKeNe3bl. B ciiydasix XpOHHYECKOro MaHKPeaTUTa ypOBHU
aMHJIa3bl U JIUMA3bl B CBIBOPOTKE KPOBU MOTYT HE ObITh MOBBIIICHHBIMU, WK OHH MOTYT OBITh
YMEPEHHO  TIOBBIIICHHBIMH  BCJIECTBHE  HEONPEHENIEHHBIX  YPOBHEH  MOBPEXKIEHUS
MPOAYLUPYIOLINX KJIETOK. M3 3THX nByX (hepMeHTOB O0Jjiee BEPOSATHO OOHAPYKUTD MOBBIIIEHHBIH
ypOBEHb JinTa3bl. [IOBBIIEHHBIN YPOBEHb AMUJIA3bI U JIUMA3bI TOYTH BCETAa OOHAPYKUBAETCS IPU
OCTPOM COCTOSTHUHM BMECTE C TIOBBIIIEHHBIM YPOBHEM BocnauTesibHoro Mapkepa CRP, koTopsrit
NPUOJIU3UTENIEHO COOTBETCTBYET TSKECTH COCTOSTHUS.

Tect co cTUMysALMEH CEKPETHHOM, MPEAINOJIOKHUTEIbHO, SBISIETCS HAHOOJIee TOYHBIM
(YHKIMOHAJIBHBIM TECTOM [UIsI JHArHOCTUKM XPOHUYECKOro TaHKpeatuta. HapyrieHue
NPOAYKIMKM OMKapOOHATa HAa PAHHHUX CTAAMSIX XPOHHYECKOTO MaHKPEATUTa HCTIONb3YEeTCs IS
uaeHTH(UKAIMY YEeJOBEKOB HAa paHHUX cranusx 3adoneBaHusi (4yBCTBUTEIBHOCTb 95%).
JIOTIOTHUTEIBHBIMI ~ UCCIICOBAHUSIMHU, HCIIONB3YEMBIMU IS OTNPEAETICHHs XPOHHYECKOTO
NAHKPEaTUTa, SIBJSIIOTCS W3MEPEHHUs] YPOBHS (DeKalbHOHN 3JacTa3bl B Kajie, TPUIICHHOT€HA B
CBIBOPOTKE KpoBH, KoMmmbroTepHas Tomorpadusi (CT), ymprpasBykoBoe wuccienosanue, EUS
(oHOOCKONHMUECKOE  yiabTpasBykoBoe  uccinenoBanue), MRI  (MarHUTHO-pe3OHAHCHAs
tomorpadusi), ERCP (sHpmockonmueckasi peTporpagHasi xonaHruonankpearorpadus) 1 MRCP
(MarHUTHO-pE30HAHCHAs  XOJjaHruomnankpearorpadus). Kampiupukanuoo MOIKETyIOYHON

JKEJIe3bl MOXKHO YBHIETh HAa PEHTTEHOrpPaMME OPTraHOB OpPIOIIHOW TOJIOCTH, a TakKxke
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CKaHorpammax, mojyudeHHbix ¢ nomouipto CT. Tem nHe menee, mpumeudatenpbHo, ERCP wu
peHTreHorpad¥si MOTYT 3aIyCKaTh OCTPBIA MTAHKPEATHUT.

Jlns aHanu3a Ha XpOHUUYECKUM MAaHKPEaTUT OCTYIIEH Psifi IOMOJHUTENbHbBIX UCCIEA0OBAHUMN.
IloBbiieHHbIe ypoBHU OmnnpyOnHa W menodHoi ¢ocdarassl B CBIBOPOTKE KPOBH MOTYT
YKa3bIBaTh HA XPOHUYECKHI MAHKPEATUT, B HEKOTOPBIX CIIydasX yKas3biBas Ha OOpa3OBaHUE
CTPUKTYp B OOIIEM JKETUEBBIHOCSIIEM IMPOTOKE BCIEACTBHE OTeka, (udposa wmm
3JI0KAYE€CTBEHHOM ONyXOonu. XPOHUYECKUNM IAHKPEATUT, CBA3AHHBIM C ayTOUMMYHHBIMU
peakuusiMi, MOXKET CONPOBOXKAAaTbCs MNoBblleHUsMU ypoBHel ESR, IgG4, peBmaromanHoro
¢dakxTopa, ANA u aHTUTENA K IVIQAKUM MBILIIAM, TIPUYEM aHAJIH3 JIF0OOro U3 3THX MapamMeTpoB
MOXET VyKa3blBaTb Ha XPOHUYECKUM NAHKPEATUT y uenoBeka. Kraccuueckuid CUMITOM
XPOHUYECKOrO TMAHKPEaTuTa, CTearopesl WM HapylIeHHWEe BCAChIBAHUS IUIIH, MOXET OBITb
AUArHOCTUPOBAH C MOMOILBIO ABYX PA3JINYHbIX UCCIENOBAHUN: XMMHUYECKOrO OKpALIMBaHMs Kaa
CynaHoMm mnu (pekabHOM KCKPELHH JKUPa B KOJMYECTBE, COCTABIISIOLIEM 7 rpaMMOB min OoJiee
B Te4eHHEe 24 4acOBOrO IepuoAa Ha pauuoHe, copepskamem 100 r sxupa. {nsd nposepku B
OTHOLICHUH 5K30KPUHHOW JUCHYHKUMU  TOKETYJAOYHOH  JKeNe3bl  MJUTOCTPATHUBHBIN
YyBCTBUTEJIbHBIN U CIEUU(PUIECKUN TECT MPENCTaBIsAET COOOH M3MepeHue ypoBHS (eKaTbHOMH
3J1aCTa3bl, KOTOPOE MOKET BBITIOJHSITBCS C OHUM OOpa3LOM Kajia, U 3HAYEHHE, COCTABIISIOLICE
meHee 200 MKI/T, yKa3bIBaeT Ha HEAOCTATOYHOCTD MOIKETYAOYHON JKeJIe3bl.

UzBecTeH psin criocoOOB OLEHKH TSDKECTH MAHKPEATUTA Y 4esioBeKa. PacmpocTpaHEeHHbIE
tecthl BKouaroT B cedss BISAP, Ranson, APACHE-II u CTSI Hanpumep, Tect BISAP
OCHOBBIBAETCSI Ha CIEAYIOLIUX KPUTEpPHUsX, OLIEHUBAeMbIX B TIepBble 24 wyaca mocle
TOCIUTAIM3ALMH. a30T MOYEBHHBI KPOBHU > 25 Mr/mi (8,92 MMoJIb/JT); HapylIeHHe MCUXUIECKOrO
COCTOSIHUSI, OTpefeNiieMOe Kak: Je30pUEeHTAlMs], 3aTOPMOKEHHOCTb, COHJIMBOCTb, KOMa WU
CTYIOp, >2 KPUTEPHUEB CHUHAPOMA CUCTEMHOW BOCMAIUTENBHOM peakuuu;, BO3pacT > 60; u
NPUCYTCTBUE TUIEBPAJBHOIO BBINOTA. [10J0XKHUTENbHAS OLIEHKA IO JIIOOOMY M3 3TUX KPUTEPUEB
JaeT B pe3yjbTaTe ‘3HaueHWe B BUAE UTOrOBOH CyMMbl OaijioB B nuamazone or 0 go 5. B
HEKOTOPBIX IPUMEHEHMSIX TeCTa IT0Ka3aTeal CMEPTHOCTH HAXOAMINCH B ANANa30He OT MEHee YeM
1% B rpyrre ¢ caMbIM HU3KHM PUCKOM 110 Oosiee yem 20% B rpyImie ¢ CaMbIM BBICOKUM PUCKOM.

B psime ucTOYHUKOB OOCYKIAIOTCS TECThl B OTHOLIEHWH TSKECTH MAHKPEATUTA, MPUYeM
KKIBIA U3 UCTOYHUKOB BKITIOUEH B JIAHHBIN TOKYMEHT mocpenacTsoM ccouikn: Wu BU, Johannes
RS, Sun X, Tabak Y, Conwell 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; Papachristou 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
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mortality in acute pancreatitis. Am J Gastroenterol. 2010 Feb;105(2):435-41; quiz 442. doi:
10.1038/ajg.2009.622. Epub 2009 Oct 27. 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 pancreatitis:
retrospective review of 128 patients]. Rev Med Chil. 2012 Aug;140(8):977-83. doi:
10.1590/S0034-98872012000800002. Spanish. PubMed PMID: 23282769.

Tepanesmuueckoe obnecuenue nankpeamuma

B naHHOM OOKyMEHTE paCKpBITBI KOMIO3MLIUKM M CIIOCOOBI JJIsI TEPareBTUYECKOro
oOyerueHus MaHKPeaTUTa 1 €ro CUMITOMOB, KaK HallpuMep, ITOCPEACTBOM BBEIEHHs HHTHOUTOpa
KaJbLIMEBbIX KaHaioB, Takoro kak wuHruourop CRAC. B cooTBercTBUHM C HEKOTOPBIMHU
BAPUAHTAMU OCYILIECTBJICHHsS TAHKPEATHT TPEACTaBIsAeT COoOOi OCTpblii maHkpeatur. B
COOTBETCTBHH C HEKOTOPBIMH BapHAaHTAMHU OCYIIECTBIICHHS MAHKPEATUT MPENCTaBIsIeT COOOM
XPOHUYECKHI MaHKpeaTUT. B COOTBETCTBUM C HEKOTOPBIMH BapUaHTAMM OCYLIECTBJICHUS
packpbIT cnoco® oOJerdeHuss CHMITOMOB IIaHKpEaTHTa y uYesNoBeka. B cooTBeTcTBHM C
HEKOTOPbIMU ~ BapUAaHTAMHU OCYLIECTBJIEHHS PACKPHIT CHoco0 OOJerdyeHus CHUMIITOMOB
NAHKPEeaTUTa Y YeIOBeKa, BKIFOYAIOIIUI CTaANN MASHTU(DUKALMKI YeJIOBeKa, HY>KAAOIIErocs B
o0Ner1ieHny CUMITOMOB MAHKPEATHUTAa, M BBEACHUS YKA3aHHOMY 4YeJIOBEKY WHIuOUTOpa
BHYTPUKJIETOYHOMH Mepeavu CUrHaja ¢ y4aCTHEeM KaJbLUs B 103€, TOCTATOYHOM JIst O0JIerdeHust
YKa3aHHBIX CUMIITTOMOB.

UenoBek MOKeT ObITh MACHTH(GHUIMPOBAH C MPUMEHEHHEM, HampuMmep, OOLIETPUHSITOrO
TecTa IJIs CUMITOMOB maHkpeaTtuTa, Takoro kak BISAP, Ranson, APACHE-II u CTSI Tecr
MoxeT mnpeactaBisiTe coboit BISAP. Tect moxker mpencrasisite coboit Ranson. Tecr moxker
npencrasisite codoit APACHE II. Tect moxer npencrasisate coboir CTSI. B coorsercTBuu ¢
HEKOTOPBIMH BapHaHTAMH OCYLICCTBJICHHs 4YeJOBeKa HICHTUPUIHMPYIOT KaK YeJOBeKa,
HY’KIAIOLIErocsi B OOJIETY€HUH CUMITTOMOB NMAHKPEATUTA, €CJIU OH MMeeT OLeHKy rmo BISAP,
cocrapsiromyro 5, 4, 3, 2 wmium 1 Oamn. B COOTBETCTBHM ¢ HEKOTOPBIMH BapUaHTaAMHU
OCYIINECTBJICHHS YeIOBEKa MASHTH(DUIHMPYIOT Kak UMeroinero oneHky mo BISAP, cocrasmnstomnyto
2 Oamma. B cooTBETCTBHMM C HEKOTOPHIMH BapHAHTAMH OCYIIECTBJICHUS YEJIOBEKa
UIeHTUQUIUPYIOT KaK uMeroriero oneHky nmo BISAP, cocrapnsromyro 3 6amna. B coorBeTcTBUM
C HEKOTOPbIMU BapHAHTAMH OCYIIECTBIICHHUS YeJIOBEKA HICHTU(PHIHUPYIOT KaK HMEIOIIEro OLIEHKY
no BISAP, cocrasmsromyro 4 Oamna. B COOTBETCTBHM C  HEKOTOPBIMH BapHaHTAMHU
OCYIIECTBJICHHS YeIOBEKa MACHTH(DUIHUPYIOT Kak uMeroinero oneHky no BISAP, cocrasnstomnyto
5 OamnoB. B COOTBETCTBMM C HEKOTOPBIMH BAapHAHTAMH OCYILIECTBICHHS YeJIOBEKa

UIeHTU(ULIUPYIOT KaK UMEIOIIero 1mo MeHbluel mepe 1, 2, 3, 4, 5, 6, 7, 8, 9 unmm Oonee yem 9
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CUMITOMOB MMaHKPEaTUTA, TAKUX KaK CUMITOMBI NAHKPEATUTA, PACKPBIThIE B JTAHHOM JJOKYMEHTE.
B coorBeTcTBMU C HEKOTOPBIMH BAapHAHTAMHU OCYINECTBJICHHS CyOBEKT MPENCTaBiseT COOOM
OTJIMYHOE OT YeJIOBEeKa MIJIEKOIUTAIOLIEE, a HE YeIOBEeKa.

B cooTBeTcTBUM C HEKOTOPHIMM BapUaHTAMU OCYLIECTBJIEHMs] CUMITOMBI MPEACTABISIOT
coOOH CHMITOMBI OCTPOTO IAHKpEaTuTa. B COOTBETCTBMM C HEKOTOPHIMH BapHUaHTAMHU
OCYILIECTBIICHUS] CHMIITOMBI TIPEACTABIIIIOT COO0H CUMITOMBI XPOHUYECKOTO NAHKPEATUTA.

CHUMITOMBI MOTYT BKJIFOUATh MO MEHbINEH Mepe OJHO M3 OONU B JKUBOTE, MOBBIIIEHHBIX
ypOBHEIl aMuia3bl B KpPOBH, IOBBIIIEHHBIX YpPOBHEH JMMasbl B KPOBH, YBEJIUYEHHOMN
MOJKEIy IOYHOM JKeJe3bl, TOLIHOTBI, PBOTHIL, BHYTPEHHETO KPOBOTEUEHUS, Tapannya KUIIEYHUKA,
JUXOPAAKU, JKEITYXH, MOTEPU MAacChl U IOBBIIIEHHON 4YacTOThl CEPACYHBIX COKpAILEHUM.
CuMnTOMBI MOTYT BKJIIOHYATh MPEXIEBPEMEHHYIO aKTHBALMIO IMHUINEBAPUTEIBHBIX (PEPMEHTOB.
IIpexxneBpeMeHHas aKTUBALMS MHUILIEBAPUTENBHBIX (PEPMEHTOB MOXKET IMPOUCXOAUTD, HATIPUMED,
B NIOJKENTyTOYHOH ’KeJie3€ YKa3aHHOIO 4esIoBeKa. B COOTBETCTBUHU C HEKOTOPBIMH BapHaHTaMU
OCYIIECTBJICHUS] (PEPMEHT CONEPIKUT TPUIICHH.

B coorBercTBMM €  HEKOTOPBIMH  BAapUaHTAMHU  OCYINECTBIEHHMS  HMHIHOHUTOP
BHYTPHUKJIETOYHOH Iepejauy CUrHajia C y4acTHeM KaJbLys peacTasisieT cobor narudurop SOC
KaHasa. B COOTBETCTBHMM ¢ HEKOTOPBIMH BapHAaHTAMH  OCYIIECTBJICHHS HMHIHOHTOP
BHYTPUKJIETOYHOH Tepenaydl CHrHaja C y4acTHeM KalbLUsl MPEACTaBIseT COOOW MHIMOMTOp
CRAC xanana. B cOOTBETCTBHH ¢ HEKOTOPBIMH BapuaHTaMu ocyuiectBieHust HHruoutTop CRAC
KaHajia copepkut coenuHenue . B cooTBeTcTBUM ¢ HEKOTOPHIMU BapHaHTaMU OCYIIECTBJICHUS
unruourop CRAC kanana congepxutr GSK-7975A. B cOOTBETCTBHH C HEKOTOPHIMU BapUAHTAMHU
ocymectBienus: uHruobutop CRAC kanama comepkut coenunenue II. B coorsercTBUU C
HEKOTOpPbIMH BapuaHTamu ocyiectieHust uHruontop CRAC kanana conepsxur coenunenue 11
B cooTBeTCTBMM € HEKOTOPBIMH BapHUAaHTAMU OCYLIECTBJICHUS OOJErdeHHe CHUMIITOMOB
MAHKPEaTUTa JOIMOJHHUTEJIbHO BKJKOYAET BBEICHHE OOJICYTONSIOLIEr0 JIEKAaPCTBEHHOTO
npenapata. B COOTBETCTBHM C HEKOTOPBIMH BapHAHTAMH OCYINECTBJICHHUS OOJIerdeHune
CUMIITOMOB  TAHKPEAaTUTa  JONOJHUTEIbHO  BKJIOYAET  BBEACHHE  OOJIEYyTOJSIFOINETrO
JIEKApCTBEHHOTO Tpernapara, NnpuyeM OOJeyTONSIOMUI JIEKAPCTBEHHBIH MpenapaT COAEPIKHUT
ornuaTr. B COOTBETCTBHM C HEKOTOPHIMH BapUaHTAMU OCYLIECTBJICHHUsI OOJIErYeHHe CHMIITOMOB
NAHKPEaTUTa JOIMOJHHUTEIbHO BKJHOYAET BBEACHHE OOJICYTONSIOLIETO JIEKAPCTBEHHOTO
npenapara, npuueM OOJNIEYTONSIOIMNA JIEKApCTBEHHBIN mpemapar conepkutr mopdun. B
COOTBETCTBUH C HEKOTOPBIMU BAPHAHTAMH OCYILIECTBIEHHSI OOJIErYeHIe CHMITTOMOB ITAHKPEATHTa
JOTIOJIHUTENbHO BKJIIOYAET BBEACHHE OOJICYTOJSIOLIETO JIEKAPCTBEHHOTO Mperapara, Mpu4yeM
OOJIEYyTONSIOIMI  JIGKAPCTBEHHBI Tpemnapar comepkuT ¢eHtanmwi. B coorBercTBUU €

HEKOTOPbIMHU BapuaHTaMH OCYHIECTBJICHUA obneruenne CHUMIITOMOB MaHKpEaTHuTa
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JOTOJHATENBHO BKJIIOYAET BBEACHHE OOJIEYTOJSIFOINErO JIEKAPCTBEHHOrO Mpernapara, NpudeM
OONeyTONAOUINIA  JIGKAPCTBEHHBIM Tpenapar COAEPXKHUT Tpamanoil. B coorBercTBUH €
HEKOTOPHIMH  BapHAaHTAMH  OCYIIECTBJIEHHs]  OOJIerYeHHWEe  CHUMITOMOB  ITaHKPEATHUTa
JOMOJHUTENIBHO BKJIOUAEeT BBEIEHHE OOJEYTOJSIOIEro JEKapCTBEHHOrO IMpernapara, MpHueM
00Ny TONSAOLINIH JIEKapPCTBEHHBIH MpenapaT COAEPIKUT METIEPHUIUH.

B coorBercTBMM ¢ HEKOTOPBIMH  BapHaHTAMH  OCYINECTBJIEHUS  HHTHOUTOP
BHYTPUKJIETOYHOM NEpPEeNavn CUrHaja ¢ y4aCTUEM KaJIbLHs AOCTABIISIOT A0 JOCTUXKEHUS] YPOBHS
KOHLIEHTPALIMH B TKAHU, KOTOPBIH SIBISIETCS PABHBIM, NMPHOIU3UTEIBHO PABHBIM HIIU OOJNBIINM,
yeM 3HaueHue ICso, onpeneneHHoe in vifro nyis coefluHeHus. B cOOTBETCTBUU C HEKOTOPBIMU
BapUAaHTAMHU OCYIIECTBIEHNUs HHTUOUTOP Mepeavu CUrHaja ¢ y4aCTHeM KaJbLiUs TOCTABIISIIOT 10
NOCTHKEHMsI YPOBHsSI KOHLEHTpAaLUUW B TKaHW, KOTOpPbIA 1,5-kpaTHO, 2-kpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, O-KpaTHO, 7-KpaTHO, 8-kpaTHO, 9-kpaTHO, 10-kpatHO, 11-kpatHO, 12-KpaTHO,
13-kparno, 14-kpaTHO, 15-kpaTHO, 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-kpaTHO, 32-KpaTHO, 33-KkpaTHO, 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-KkpaTHO, 48-kpaTHO, 49-kpaTHO, 50-kpaTHO, S1-kpaTHO, 52-KpaTHO, 53-
KpaTHO, 54-KkpaTHO, 55-kpaTHO, 56-kpaTtHO, 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-
KkpaTHO, 70-kpatHO, 71-kpaTHO, 72-kpaTHO, 73-KpaTHO, 74-KpaTHO, 75-KpaTHO, 76-KkpatHO, 77-
KpaTHO, 78-kpaTHO, 79-kpatHO, 80-kpatHO, 81-kpaTHO, 82-KpaTHO, 83-KpaTHO, 84-KpaTHO, 85-
KpaTHO, 86-kpaTHO, 87-kpaTHO, 88-kpaTtHO, 89-kpaTHO, 90-KpaTHO, 91-KpaTHO, 92-kpaTHO, 93-
KpaTHO, 94-kpaTtHO, 95-kpaTHO, 96-kpaTHO, 97-KpatHO, 98-KpaTHO, 99-kparHO, 100-KpaTHO
npesbitnaet 3HaueHue ICso, onpeneneHHoe in Vitro st COSAMHEHUS, WK OOJIbIIE STOTO 3HAYCHUS
B JT000€ OTJIIMYHOE OT LIEJIOT0 KPAaTHOE YHCIIO Pa3, HaXOJsIleecs B JUara3oHe OT 1-KpaTHOro 0
100-xpaTHOrO NPEBBILLECHHUS.

B cooTBercTBUM € HEKOTOPBIMH BapHAaHTAMH OCYLIECTBJICHUS HHTCHOUTOP TMepenavu
CUTHAJNA C y4aCTHEM KaJbLUsl AOCTABISIOT 10 AOCTHKEHHS] YPOBHS KOHLEHTPALUU B TKaHH,
KOTOpPBIN HAXOAUTCS B AuanasoHe ot l-kpatHoro no 100-kpaTtHOro, 2-kpatHoro A0 80-KpaTHOro,
OT 3-KpaTHOro 10 60-KkpaTHOro, OT 4-KpaTHOro 10 SO-KpaTHOro, OT 5-KpaTHOro 10 45-KpaTHOrO,
OT 6-KpaTHOro 110 44-KpaTHOro, OT 7-KpaTHOro 10 43-KpaTHOro, OT 8-KpaTHOro 10 43-KpaTHOrO,
oT 9-kpaTtHoro 10 41-kparHoro unu ot 10-kpaTHOro 110 40-KpaTHOrO NpeBbiieHus 3HaueHus 1Cso,
OTIPENEJICHHOTO i1 Vitro Ui COeNUHEeHHUs, WK OOJbIIe 3TOr0 3HAYEHHs B JFOOOE OTIIMYHOE OT

LEJI0TO YUCJIO pa3, HAXOAAIECCA B YKA3aHHOM AUAIla30HE.
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B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYINECTBICHHUS HMHTHOUTOpP Tepernadu
CHUTHAJIa C y4acTUEM KaJbLIMsl AOCTABJISIOT IO AOCTIIKEHUSI YPOBHS KOHLEHTPAIMU B TKaHH,
koTophIi coctaBysieT 1 MkM, 2 MkM, 3 MM, 4 MM, 5 MM, 6 MmxM, 7 MmxM, 8 MxM, 9 MxkM,
10 MmxM, 11 mxM, 12 mxM, 13 MM, 14 mxM, 15 mxM, 16 MxM, 17 MxM, 18 mMxM, 19 MM,
20 MmxM, 21 mxM, 22 MxM, 23 MxM, 24 mxM, 25 MxM, 26 MM, 27 MxM, 28 mMxM, 29 MM,
30 MxM, 31 mxM, 32 mxM, 33 MM, 34 mxM, 35 mxM, 36 MM, 37 MM, 38 mMxM, 39 MM,
40 MmxM, 41 mxM, 42 MxM, 43 MxM, 44 mxM, 45 mxM, 46 MM, 47 MxM, 48 mxM, 49 MM,
50 MxM, 51 MxM, 52 mxM, 53 MM, 54 MM, 55 MM, 56 mxM, 57 MkM, 58 MKkM, 59 MxM,
60 MxM, 61 MxM, 62 MxM, 63 MKM, 64 mxM, 65 MM, 66 MkM, 67 MKM, 68 MkM, 69 MKM,
70 MmxM, 71 mxM, 72 MmxM, 73 MM, 74 mxM, 75 mxM, 76 MxM, 77 MxM, 78 mMxM, 79 MM,
80 MxM, 81 mMxM, 82 mxM, 83 MxkM, 84 MM, 85 mxM, 86 mxM, 87 MkM, 88 MKkM, 89 MkM,
90 MmxM, 91 MxM, 92 MxM, 93 MxkM, 94 MM, 95 MxM, 96 MM, 97 MkM, 98 MxkM, 99 MKM,
100 MkM unu r000€ KpaTHOE YHCIO, OTJIMYHOE OT ILIeJIOrO, HAaXOIsIeecsl B AHAra3oHe OT
npudmzuTensHo 1 MkM o npubnusurensHo 100 MxkM.

B cooTBeTCTBUM € HEKOTOPBIMH BapUaHTAMH OCYLIECTBJICHUS HHTHOUTOp Mepenadu
CUTHAJIa C y4aCcTUEM KaJbLiUsl AOCTABJISAIOT OO AOCTUKEHUSI YPOBHS KOHLEHTPALMU B TKaHH,
KOTOPBIM HaxoauTces B nuanazoHe oT 1 MxkM no 100 MmxM, ot 2 MxkM no 90 MxM, ot 3 MkM 10
80 MM, ot 4 MKM go 70 MM, ot 5 MKM mo 60 MM, ot 6 MKkM mo 50 MxM, ot 7 MkM 10
40 MxM, ot 8 MKkM 10 30 MxM, ot 9 MkM 10 20 MkM unu ot 10 MkM 1o 40 MkM, unm COCTaBJIsIET
Jr000€ 1eNIOe YUCIIO WA YHCIIO, OTJIMYHOE OT LENbIX, B IIpeaesiax YKa3aHHOrO quana3oHa.

B cooTBeTcTBUM C HEKOTOPBIMH BapHaHTAMM OCYINECTBJICHHS HMHTCHOUTOpP Tepenadu
CHUTHAJIa C y4acTUEeM KaJbLIMsl AOCTABJISIOT O AOCTIIKEHUS] YPOBHSI KOHLEHTPAIMU B TKaHH,
KOTOpPBIN Haxonurcs B Auana3zone ot 9,5 MkM no 10,5 MxM, ot 9 MxM no 11 mxM, ot 8 MkM no
12 MmxM, ot 7 MKkM 1o 13 MmxM, ot 5 MkM 10 15 MxM, ot 2 MxkM g0 20 MkM wnm ot 1 MxkM 1o
50 MkM, WK COCTaBisieT JIOOOE LesIoe YUCIIO HIIM YHUCIIO, OTJIMYHOE OT LIEJbIX, B Mperenax
YKa3aHHOTO AUaIa3oHa.

B cooTBeTcTBUHM ¢ HEKOTOPBIMH BapUAHTAMH OCYILIECTBJICHHs OOJierueHue MaHKpeaTHTa
BKJIFOYAET CHUXXEHHE TSDKECTH IO MEHbILIeH Mepe OJHOro CHMITOMA TMaHKpeaTuTa. B
COOTBETCTBUU C HEKOTOPBIMH BapHUAHTAMU OCYINECTBJICHHs OOJierdeHre MaHKPEeaTUTa BKIIFOYAET
CHIDKEHUE TSDKECTH MO MEHbILIEH Mepe OJHOTO CHMITOMA IMaHKPEAaTHTa, B PE3YJbTaTe Yero
YKa3aHHBIA CUMIITOM OOJIbINIEe HE OKAa3bIBAET BO3NEUCTBUE HA MOPAKEHHOTO UM paHee 4eJIOBeKa.
B cooTBeTCTBUY C HEKOTOPBIMU BapUAHTAMHU OCYIIECTBICHHS O0JIerdeHIe BKITFOYAeT COKpAIIeHIe
MO MEHbIIEH Mepe OHOrO CUMITTOMA JUIsl TOTO, YTOOBI OH HE OKa3bIBaJ BIIUSHUE Ha YeJioBeka. B
COOTBETCTBUH C HEKOTOPHIMU BapHAHTAMH OCYIIECTBIEHHs ociadieHue BkiarouaeT 10%, 20%,

30%, 40%, 40%, 50%, 60%, 70%, 80%, 90%, 95% wunmu 100% cHuKeHHE YKa3aHHOTO CUMITTOMA.
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B cooTBeTCTBUY ¢ HEKOTOPBIMU BapUAHTAMH OCYIIECTBIICHUS OCJIA0JICHHE BKIIFOYAET CHIDKCHHE
TSDKECTH HECKOJbKHUX M3 CHMIITOMOB, Kak Hampumep, 2, 3, 4, 5, 6, 7, 8, 9 unu Oonee yem 9
CHUMIITOMOB, BKJIFOUasi BCE CUMIITOMBI, TPUYEM YKa3aHHOEe CHIbKeHue Bkirovaet 10%, 20%, 30%,
40%, 40%, 50%, 60%, 70%, 80%, 90%, 95% unu 100% cHM>KEeHHE YKa3aHHBIX CUMIITOMOB.

B coorBercTBHM ¢ HEKOTOPHIMH BapHaHTAMU OCYIIECTBIICHUS OOJIETYeHHE BKIIFOYAET
OCTAHOBKY IPOrPECCUPOBAHUS TAHKPEATUTA, TAKOTO KaK OCTPbIN MaHKPEATUT WIH XPOHUYECKUN
MaHKpeaTuT. B COOTBETCTBHY C HEKOTOPBIMU BApUAHTAMU OCYIIECTBIICHUS 00JIerYeHUe BKIIFOYAET
OCTAHOBKY ITPOrPECCUPOBAHUS MTAHKPEATUTA, TAKOTO KaK OCTPbIN MaHKPEATUT WM XPOHUYECKUN
MAHKPEATUT, TAKUM 00pa3oM, 4ToObI OoJjiee TsDKENble CHMIITOMBI, TaKhe Kak (DyHKIIHOHAJbHAs

HEAOCTATOYHOCTDL OpraHa, HEKPO3 HOH)KGHYHOHHOﬁ JKEJIE3bI UJIIK CMEPTH, HE BO3HUKAJIN.

lIpoghunaxmuueckoe obnezuenue ocmpo2o u XPOHU4ECKO20 NAHKPEeamuma

B naHHOM JOKyMEHTE pacKpBITBI KOMIO3HUIMHM M CHOCOOBI Ui HPOPUIAKTHYECKOTO
o0Jier4eHusi OCTPOro MaHKPEeaTHUTa U €ro CUMIITOMOB, KaK HamlpHMep, MOCPEICTBOM BBEIEHHS
MHIHOUTOpA KaJbLUEBbIX KaHaioB, Takoro kak wuHruourop CRAC. B coorBerctBum ¢
HEKOTOPbIMU ~ BapUAaHTAMHU OCYLIECTBJIEHHS PACKPHIT CHoco0 OOJNerdyeHus CHUMIITOMOB
MAHKPEATUTa y 4eJI0BeKa. B COOTBETCTBUY C HEKOTOPBIMH BApUAHTAMU OCYLLECTBJICHUS] PACKPBIT
coco®d  oOnerdeHust CHMITOMOB IAHKPEAaTHTAa Yy YeJOBEeKa, BKIIIOYAIOMMH  CTaIuu
UIeHTU(QUKALMK YeNiOBeKa, HYXKAAKUIErocss B MPO(HIAKTHUECKOM OOJIErYeHHH CHMIITOMOB
MAHKpeaTHTa, W BBEIACHUS YKA3aHHOMY YEJIOBEKY WHTHOMTOpa BHYTPHUKJIETOYHOW MNepenavu
CHTHQJIAa C yYacTHEeM KaJbLUsi B J03€, AOCTATOYHOW sl MPOQHIAKTUYECKOTro OOJIerdeHus
YKa3aHHBIX CUMIITTOMOB.

B cooTBercTBMM € HEKOTOPBIMH  BapHAHTAMH  OCYINECTBJIEHUS  HMHTHOHUTOP
BHYTPHKJIETOYHOH Mepeadn CUrHaja C y4aCTHEeM KaJIbLIUs MPeacTaBiisieT coooi narudutop SOC
KaHaima. B COOTBETCTBMM C HEKOTOPHIMH BapHAHTAMH OCYLIECTBJICHHS] HWHTUOHTOP
BHYTPHKJIETOYHOH MEpeNayd CUTHAjla C Y4acTHEM KaJbLHs NPEACTaBisieT co0oil MHrudouTop
CRAC xanana. B cooTBeTCTBHH C HEKOTOPBIMH BapuaHTaMu ocyuiectieHunst nHruouTop CRAC
KaHajla copepkuT coeanHeHue I B cooTBeTcTBUM ¢ HEKOTOPHIMU BapHaHTaMU OCYIIECTBJIEHUS
uHrunourop CRAC kanana cogepxutr GSK-7975A. B cooTBeTCTBHH C HEKOTOPBIMU BapUAHTAMHU
ocymectBiienus: uaruoutop CRAC xkanama comepxkut coenmnenue II. B coorserctBuu €
HEKOTOpPbIMH BapuaHTamu ocymectsieHust uHruontop CRAC kanana conepsxur coequnenue 111
B cooTBercTBMM € HEKOTOPBIMH BapHUAaHTAMU OCYLIECTBJICHUs OOJErdeHne CHMIITOMOB
NAHKPEaTUTa JOIMOJHHUTEIbHO BKJIOYAET BBEICHHE OOJICYTONSIOLIETO JIEKAaPCTBEHHOTO
npernapara, TaKoro Kak omnuar. MopuH SBISETCS WUIFOCTPATUBHBIM OOJIEy TOJSIOIUM

CpeaACTBOM B COOTBETCTBHUU C HECKOTOPBIMU BapUaHTAMU OCYIICCTBIICHU.
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B coorBercTBMM ¢ HEKOTOPBIMH  BapHAHTAMH  OCYINECTBJIEHUS  HHTHOHUTOP
BHYTPUKJIETOYHOM NEPEeNadn CUrHaja ¢ y4acTUEM KaJbLMs AOCTABIISIOT A0 JOCTUXKEHUS] YPOBHS
KOHLIEHTPALIMH B TKAHHU, KOTOPBIH SIBISIETCS PABHBIM, MPHOIU3UTEIBHO PABHBIM U OOJBIINM,
yeM 3HaueHue ICso, onpeneneHHoe in vifro 1nyisi coenquHeHus. B cOOTBETCTBUM C HEKOTOPBIMU
BapUAHTAMH OCYLIECTBICHNUS HHTHOUTOP Mepeavu CUrHaja € yYaCTHEM KaJlbLIUs TOCTABIISIIOT 10
OOCTH>KEHMsI YPOBHsSI KOHLEHTpaUuu B TKaHW, KOTOpPbIA 1,5-kpaTHO, 2-kpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, O-KpaTHO, 7-KpaTHO, 8-kpaTHO, 9-kpaTHO, 10-kpaTHO, 11-kpatHO, 12-KkpaTHO,
13-kpatHo, 14-kpatHo, 15-kpatHO, 16-kpaTHO, 17-kpaTHO, 18-kpaTHO, 19-kpaTHO, 20-KpaTHO, 21-
KpaTHO, 22-KpaTHO, 23-KpaTHO, 24-KpaTHO, 25-KpaTHO, 26-KkpaTHO, 27-kpaTHO, 28-KkpaTHO, 29-
kpaTHO, 30-kpatHO, 31-kpaTHO, 32-KkpaTHO, 33-KpaTHO, 34-KpaTHO, 35-KpaTHO, 30-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, S1-KkpaTHO, 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, 05-KpaTHO, 06-KpaTHO, 67-KpaTHO, 68-KpaTHO, 69-
kpaTtHO, 70-kpaTHO, 71-kpaTHO, 72-KpaTHO, 73-KpaTHO, 74-kpaTHO, 75-KpaTHO, 76-KpaTHO, 77-
KpaTHO, 78-kpaTHO, 79-kpaTHO, 80-kpaTHO, 81-KkpaTHO, 82-KkpaTHO, 83-KkpaTHO, 84-KpaTHO, 85-
KpaTHO, 86-kpaTHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTHO, 90-kpaTHO, 91-kpaTHO, 92-KkpaTHO, 93-
KpaTHO, 94-kpaTtHO, 95-kpaTHO, 96-kpaTHO, 97-KpatHO, 98-KpaTHO, 99-kparHO, 100-KpaTHO
npesbinaet 3HaueHue 1Cso, onpeneneHHoe in Vitro st COSAUHEHUS, WK OOJIbIIE STOTO 3HAYEHUS
B JTI000€ OTJIMYHOE OT LEJIOr0 KPaTHOE YHCIIO pa3, HaXOMsLIeecs B JUaa3oHe OT 1-KpaTHOro A0
100-kpaTHOrO NPEBBILLIEHUS.

B cooTBeTcTBUM € HEKOTOPBIMH BapHAaHTAMH OCYLIECTBJICHUS HHTHOUTOP Mepenavu
CUTHAJAa C y4aCTHEM KaJbLIUsl AOCTABISIIOT N0 AOCTHKEHUS! YPOBHS KOHLEHTpAaLMU B TKaHH,
KOTOPBIA HAXOIUTCA B AuMana3oHe oT 1-kpatHoro no 100-kpatHoro, 2-kpatHoro 1o 80-kpaTHOro,
OT 3-KpaTHOro 10 60-KpaTHOro, OT 4-KpaTHOro 10 S0-KpaTHOro, OT 5-KpaTHOro 10 45-KpaTHOrO,
OT 6-KpaTHOro 110 44-KpaTHOro, OT 7-KpaTHOro 10 43-KpaTHOro, OT 8-KpaTHOro 10 43-KpaTHOro,
oT 9-kpaTtHoro 10 41-kparHoro unu ot 10-kpaTHOro 110 40-kpaTHOro npesbiieHus 3HaueHus 1Cso,
OTIPENENIEHHOTO i Vifro Al COSAMHEHUS, WIN OOJIbIIe 3TOr0 3HAYEeHHUsS B JII0O0E OTIMYHOE OT
LIEJIOTO YNCJIO Pa3, HAXOAALIEECS B YKa3aHHOM JAHMAINa30He.

B cooTBercTBUM € HEKOTOPBIMH BapHaHTAMH OCYLIECTBJICHUS HHTHOUTOP Mepenadu
CUTHAJNA C y4aCTHEeM KaJbLIUsl AOCTABISIIOT 10 AOCTHKEHHsSI YPOBHSI KOHLEHTPALUU B TKaHH,
KoTopbii coctasiser 1 MkM, 2 MxkM, 3 MxM, 4 MxM, 5 MxM, 6 MM, 7 MkM, 8 MkM, 9 MkM,
10 MmxM, 11 mxM, 12 MM, 13 MxM, 14 mxM, 15 MxM, 16 MxM, 17 mxM, 18 MM, 19 MM,
20 MmxM, 21 MxM, 22 MxM, 23 MM, 24 MxM, 25 MM, 26 MxM, 27 mxM, 28 MkM, 29 MKM,
30 MmxM, 31 mxM, 32 MM, 33 MxM, 34 mxM, 35 mxM, 36 MM, 37 MxM, 38 MM, 39 MxM,
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40 MmxM, 41 mxM, 42 MM, 43 MxM, 44 mxM, 45 mxM, 46 MM, 47 MxM, 48 mxM, 49 MM,
50 MM, 51 MxM, 52 mxM, 53 MM, 54 MM, 55 MM, 56 mxM, 57 MM, 58 MKkM, 59 MxM,
60 MxM, 61 MxM, 62 MM, 63 MKM, 64 MxM, 65 MM, 66 MkM, 67 MKM, 68 MkM, 69 MKM,
70 MxM, 71 mxM, 72 MmxM, 73 MKkM, 74 mxM, 75 mxM, 76 MM, 77 MxM, 78 mMxM, 79 MM,
80 MxM, 81 MxM, 82 mxM, 83 MM, 84 MkM, 85 mxM, 86 mxM, 87 MkM, 88 MKkM, 89 MkM,
90 MxM, 91 MxM, 92 MxM, 93 MKM, 94 mMxM, 95 MxM, 96 MxkM, 97 MkM, 98 MxM, 99 MM,
100 MkM wmiu r000€ KpaTHOE HYHCIIO, OTJIUYHOE OT LEJIOr0, HaXOAsIeecs B JHMara3oHe OT
npubnuzutensHo 1| MkM o npubmmsurensao 100 MkM.

B cooTBercTBUM C HEKOTOPHIMH BapHaHTAMH OCYINECTBJICHHS] MHTHOUTOpP Tepenadu
CUTHAJIa C y4aCcTUEM KaJbLIUsl AOCTABJISIOT IO AOCTHXKEHUSI YPOBHS KOHLEHTPALMU B TKaHH,
KOTOpPBIN Haxoautcs: B auanasone ot 1 MxM no 100 MxM, ot 2 MxkM 1o 90 MxM, ot 3 MkM no
80 MxM, ot 4 MxkM no 70 MM, ot 5 MkM no 60 MxM, ot 6 MkM mo 50 MxkM, ot 7 MkM no
40 mxM, ot 8 MkM 10 30 MxM, ot 9 MkM 10 20 MxkM umnu ot 10 MkM o 40 MkM uu cocTaBisieT
Jr000€ LIeoe YHCIIO WM YUCIIO0, OTJIMYHOE OT LIENbIX, B MPeaeiaX YKa3aHHOrO JHaNa3oHa.

B cooTBeTCTBUM € HEKOTOPBIMH BapUaHTAMH OCYLIECTBJICHUS HHTHOUTOp Mepenadu
CUTHAJIa C y4aCcTUEM KaJbLiUsl AOCTABJISAIOT OO AOCTUKEHUSI YPOBHS KOHLEHTPALMU B TKaHH,
KOTOPBIN HaXoauTCs B Auamnas3one otT 9,5 MkM no 10,5 MxM, ot 9 MkM 10 11 MxM, ot 8 MxkM no
12 MxM, ot 7 MkM 1o 13 MkM, ot 5 MkM mo 15 MM, ot 2 MkM gm0 20 MxM unu ot 1 MM 1o
50 MkM, WK COCTaBISIET JIIOOOE LeJIoe YUCIIO WIIM YHUCIIO, OTJIIMYHOE OT LEJbIX, B Mperenax
YKa3aHHOTO JHANa30Ha.

B cooTBercTBHM ¢ HEKOTOPHIMU BapHaHTAMU OCYIIECTBIIEHUS CIOCOO BKJIFOYAET
npoduiakTUYecKoe OOJIerdyeHue CHMIITOMAa OCTPOro TaHKpeaTuta. B COOTBETCTBUM C
HEKOTOPbIMH BapUaHTAMU OCYLIECTBIEHHs CIOCOO BKIIOHYAET MPOPHIAKTUYECKOe OOJerdyeHune
CHUMITTOMA XPOHUYECKOTO MAHKPEATHUTA.

IMpodunakrrueckoe obNerdyeHre CHUMITOMA MAaHKPEATHUTa MOXKET BKJIIOYATh CHUKEHUE
TSDKECTH, BEPOSITHOCTH BO3HUKHOBEHUS WJTH JUTUTEIBHOCTH 10 MEHBIIEH MEpe OTHOTO CUMIITOMA
nankpearura. Ilpodunaktudeckoe oOJerdeHne CHUMIITOMA TAHKPEATUTa MOXKET BKIIOYATh
CHIKEHUE TSDKECTH, BEPOSTHOCTU BOSHUKHOBEHUS WJIH JJIUTEIIbHOCTHU IO MEHBIIEH MepPEe OTHOTO
CHUMIITOMA MAHKPEATUTa 0 MOMEHTA, KOTJa 3TOT YKa3aHHBII 10 MEHbINIEH Mepe OIUH CUMITTOM
HE BO3HUKAET y 4YeJOBeKa. B COOTBETCTBMM C HEKOTOPBIMH BapUAHTAMH OCYIIECTBJICHHS
npoduIakTHYeCKoe O0JIerieHre CUMITOMA TTAHKPEAaTUTa MOXKET BKIIIOYATh CHIDKEHHE TSKECTH,
BEPOSTHOCTH BO3HUKHOBEHUS WJTH JUTHTENbHOCTH 2, 3, 4, 5, 6, 7, 8, 9 unu Oonee yeM 9 CHMITOMOB
MAHKPEATHUTA, BKJIIOYAsl CHIDKEHHE TSDKECTH, BEPOSITHOCTH BO3HUKHOBEHHS WM JUTUTEIBHOCTU

BCEX CUMIITOMOB MAaHKpPEATUTA Yy YECJIOBCKA, TAKHUX KaK CUMIITOMbBI MAaHKpPEATUTA, PACKPBITHIC B
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JAaHHOM JOKyMEHTe. B COOTBETCTBHMH C HEKOTOPHIMH BapUAHTAMU OCYINECTBJIEHUS CYOBEKT
NpeACTaBIsieT COOON OTIIMYHOE OT YeJIOBeKa MIIEKOIUTAIOLIEE, a HE YEJIOBEKA.

B cooTBeTcTBUM C HEKOTOPHIMU BapUAHTaMH OCYIIECTBIIEHHS Y UeJIOBEKa JUarHOCTUPOBAHO
MPUCYTCTBHE KETYHOrO KaMHs. B COOTBETCTBUU C HEKOTOPHIMU BapUAaHTAMM OCYIIECTBIIEHUS Y
YeJIOBEKAa NPOSIBISIOTCS CUMIITOMBI HAJMYWS SKETYHOrO KaMHs, Takhe Kak Ooyb, Harpumep,
cuiibHast 0OJIb B BepXHEH NMpaBOW CTOPOHE KMBOTA, W/WIM TOIIHOTA M PBOTA, KOTOPAs MOXKET
MOCTENEHHO YCUIIUBATBCS, TPOAOIIKAsACh OT MpUMEPHO 30 MUHYT 10 HECKOJIbKUX 4acoB. Ilanuent
TaKXK€ MOXKET UCIBITHIBATh PETIEPKYCCHOHHYIO O0JIb MEXTY JIOTIATKAMU HJIN HUYKE TTPABOTO IJIeYa.

B cooTrBeTcTBUM € HEKOTOPHIMM BapUaHTAMU OCYLIECTBJIEHUS 4YEJIOBEK CTpajaeTr oOT
ankoronusMa. B cooTBeTCcTBUN C HEKOTOPBIMU BAPUAHTAMH OCYLIECTBIIEHUS Y€JIOBEK CTPAJAeT OT
XPOHUYECKOrO ymoTpeOJjeHuss ankoroyiss. B COOTBETCTBUM C HEKOTOPHIMH BapHUaHTaMU
OCYILECTBJICHHs] YEJIOBEK CTPajaj IO MEHbIIEH Mepe OT OAHOIO Cllydasi OCTPOro aJKOTOJBbHOTO
OTPaBJICHUSI.

B coorBercTBUM C HEKOTOPBIMH BAapUaHTAMH OCYLIECTBJICHHUs 4YEJIOBEK IOJBEpPraercs
BO3JEHCTBUIO CXEMBbI MPUEMA JIEKAPCTBEHHOIO CPEACTBA, BKIIIOUAIOLIEH BBEACHHE 110 MEHbIIEH
Mepe OJHOrO U3 CTepOUAa, TAKOTO0 KaK KOPTUKOCTEPOWJ, MPEIHU3OJOH, JEKapCTBEHHOI'O
cpeactBa mnporus HIV (BHY), nupgaHo3wHa, NEHTAMUANMHA, AMYPETHYECKOTO CPENCTBA,
BaJIbIIPOEBOM KUCIOTHL, L-acnaparnHasel, a3aTHONPUHA, 3CTPOr€Ha, CTATUHA, TAKOIO KaK CTAaTHUH,
CHIDKAIOIIMHA YPOBEHb XOJIECTEPUHA, AHTUTHUIEPTIIMKEMHUYECKOTO CPEencTBa, MeT(HOPMHHA,
[JINITUHA, TAaKOrO Kak BWIAATJUNTHH W CHUTANIUITHUH, AaTUMWYHOTO AHTHUIICHUXOTHYECKOTO
CPEeICTBA, KJIO3aM1Ha, PUCTIEPUIOHA U OJIaH3alNHA.

B cooTBeTCTBHM ¢ HEKOTOPBIMH BaAPHAHTAMH OCYLIECTBICHUS YeJIOBEKa HASHTH(PULUPYIOT
KaK HOCHTENs HACJIEACTBEHHOW (HOpMBI MaHKpeaTuTa. B COOTBETCTBHM C HEKOTOPBIMU
BapHaHTaMU OCYIIECTBJIEHHS 4YeJIOBEK HEeCeT MYTAaHTHbI ajjlelb TeHa TpUIcuHa |1,
aCCOLIMHPOBAHHBI C HACIEACTBEHHBIM MAHKPEaTUTOM. B COOTBETCTBUU C HEKOTOPBIMU
BAPMAHTAMHM  OCYIIECTBJCHUS  YEJIOBEK HECeT BapwaHT (epMeHTa TPHUIICHUHOTEHA,
aCCOLIMHMPOBAHHBI € TMaHKpEaTUTOM. B  COOTBETCTBUM C€ HEKOTOPHIMM BapHaHTaMU
OCYIIECTBJIEHUSI YEeJIOBEK HeceT MyTaHTHbIM aienb renHa SPINKI1, accoummpoBaHHBIN €
HaCJIeZICTBEHHbIM NTaHKpPeaTUTOM. B COOTBETCTBUU C HEKOTOPHIMHM BapHaHTAMU OCYINECTBIEHUS
YeJIOBEK HECeT MYTAHTHBIM aJUlelib T'€Ha PeryJisiTopa TPaHCMEMOpPAHHOW MPOBOAMMOCTHU IPH
MYKOBHCLIMJI03€, aCCOLMUPOBAHHBIN C HACIECTBEHHBIM NAaHKPEATUTOM.

B cooTBercTBUM C HEKOTOPBHIMH BapUaHTaMH OCYLIECTBJIEHUs YeEJNOBEK CTpajal Io
MeHbIIel Mepe OT OJHOI'O M3 BBICOKOIO YPOBHS KaJlbLiUs B KPOBH, T'MIIOTEPMUHU, BO3IENHCTBUS
SHAOCKONUYECKOH  perporpagHoii  xomaHruomankpeatorpaduun  (ERCP),  pasmenenHoii

HOI[)KG.]'IYI[OLIHOI\/'I FKEJIE3bl, BPOKACHHOI'O MOPOKA pa3BUTHA HOH)K@HYHOHHOﬁ JKEJIE3bIL, CaXapHOro
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anabera 2 THIA, 3JOKAUYECTBEHHOH OMYyXOIM MOMKENYNOYHOH >Kele3bl, KaMHel B IPOTOKe
NOKETYIOUHON  JKeJe3bl, BACKYJITA, BOCMAJIEHUS MaJbIX KPOBEHOCHBIX COCYIOB B
NOKENYIOUHOH skene3e, mHpekunn BupycoM Kokcakum m mopdupum, Takoil Kak ocTpas
UHTEPMHUTTUPYIOIIAs TOPYHUPHUST U S3PUTPONO3ITUIECKAST TPOTONIOPPUPHSL.

B cooTBeTcTBUM ¢ HEKOTOPHIMH BapHUAHTAMHU OCYIIECTBJICHHS HAa COCTOSIHHUE 3/10POBBS
YKa3aHHOTO 4eJIOBEKAa OKa3aj0 BO3IEHCTBHE MO MEHbILIEH Mepe OJHO M3 JKeMYHOrO KaMHS,
OTPABJIEHHsI 3TAHOJOM, AJKOTOJM3Ma, TPAaBMBI, SMUAEMUYECKOr0 MAapOTUTA, ayTOMMMYHHOI'O
HapYLIeHUs, BO3ACHCTBU jKajla CKOPIMOHA, TUIIEPIUIUAEMHIH, TUITOTEPMHH, TUIIEPIIapaTUPe03a
U HHJIOCKOIINYECKOH peTporpajHoil XOJaHrHONMaHKpeaTorpagpuy, a3aTHONPUHA U BaJIbIPOEBOMH
KHCJIOTBI.

B cooTrBercTBUM ¢ HEKOTOPHIMH BapHaHTAMHU OCYIIECTBJIECHHS HAa COCTOSIHUE 310POBBS
YKa3aHHOTO 4YeJOBeKa OKa3alo BO3ZAENCTBHE MO MeHbllell Mepe oaHO u3 Bupyca Kokcaky,
LIUTOMETaJIOBUpPYCa, BUpyca renarura B, Bupyca npocroro repreca, 3uAeMHUECKOr0 MapoTUTa,
BUpYCa BETPSIHOH ocmbl, OakTepun u3 pona Legionella, 6axtepun us pona Leptospira, 6akrepun
u3 pona Mycoplasma, 6akrepun u3 pona Salmonella, rpubxa nu3 pona Aspergillus, napasura u3

pona Ascaris, KIeTKH KPUIITOCIIOPUANI U KJIIETKH TOKCOIIa3MBbI.

Kombunuposannoe e66edenue ¢ nekapcmeeHHviM CPeOCMEOM Ul  JNeKAPCMBEEHHBIMU
cpeocmeamit, acCoOYUUPOBAHHBIMU C HAHKPEAMUMOM

B naHHOM MOKYMEHTE pacKphIThI KOMITO3UIIMU U CXEMbI BBEJICHUS I KOMOMHUPOBAHHOTO
BBEJICHUSI MHTHOUTOPA KAJIbLIMEBBIX KAHAJIOB U JIEKAPCTBEHHOTO CPEACTBA, ACCOLIMUPOBAHHOTO C
MaHKPEeaTUTOM. B COOTBETCTBUM C HEKOTOPbIMU BapUAHTAMH OCYLIECTBJICHHS] CX€Ma BBEIEHUS
BKJIFOYAET BBEAEHUE YEJIOBEKY JIEKAPCTBEHHOIO CPEACTBA, ACCOLIMMPOBAHHOIO C OTPULIATENIbHBIM
BO3JCHCTBHEM HAa AaKTUBHOCTh TMOJIKEIYJAOYHOW IKeNe3bl, W BBEICHHE WHIHOHUTOpa
BHYTPUKJIETOUHOM MEPEAaun CUTHaA C YHaCTHEM KaJIbLUsl.

B cooTBeTCTBHMU ¢ HEKOTOPBIMH BapUAHTAMHU OCYILECTBJIEHUS JICKAPCTBEHHOE CPENCTBO,
ACCOLMMPOBAHHOE C OTPULIATENIbHBIM BO3JICMCTBUEM HAa aKTUBHOCTH MOMKEIYAOYHOH KENe3bl,
npeacTaBisieT coOOH JIEKAPCTBEHHOE CPENCTBO, BBIOPAHHOE W3 TEPEYHS, COCTOSIIEro H3:
CTEepOUAA, TAKOTO KaK KOPTUKOCTEPOUJI, MPEIHU30JIOH, JICKAPCTBEHHOrO cpeacraa nporus HIV
(BMY), nunaHo3WHA, TEHTAMHIWHA, TUYPETHUECKOrO CPEICTBA, BaJBIPOEBOW KHUCIOTHI, L-
acraparvHasbl, a3aTUONPHUHA, SCTPOTre€Ha, CTAaTHHA, TAKOTO KaK CTAaTHH, CHUKAIOLIUN YPOBEHD
XOJIECTEPUHA, AHTUTHIIEPTIUKEMUYECKOr0 CpEeACTBa, MeT(HOPMHHA, TJIMITUHA, TAaKOTO Kak
BWIJIArJIUNITUH W CUTArJUITUH, AaTUIUYHOIO AHTUIICUXOTHYECKOTO CpPEACTBA, KJIO3aIHHA,

pucnepuaoHa, U OJlaH3aIllHa, a3aTUOIPUHA, U BaHprOGBOﬁ KUCJIOTHI.
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B coorBercTBMM ¢ HEKOTOPBIMH  BapHAHTAMH  OCYINECTBJIEHUS  HHTHOHUTOP
BHYTPUKJIETOYHOH Nepeiayy CUTHAJIa C Y4aCTHEM KaJIbLHs MpencTasisieT codboit narudurop SOC.
B coorBercTBMM ¢ HEKOTOPHIMH BAapHUAHTAMH OCYINECTBJICHUS HHTHOUTOP BHYTPUKIETOYHOU
nepenadyd CHUTHajla ¢ yd4acTHeM KaibLusi mnpencrasBisier coboit  uurudbutop CRAC.
Wnmoctpatusablii nHrnourop CRAC conmepxxut coenunenue 1. MmmocTpaTuBHBI MHIHOUTOD
CRAC conpepxxur GSK-7975A. Unmoctparususliii nHrnoutop CRAC copepsxut coenunenue I1.
Wnmoctpatusnsiii naruoutop CRAC copepsxut coenunenue 111

B cooTrBeTcTBUM ¢ HEKOTOPBIMHM BapHUaHTAMM OCYILLIECTBJICHHsI CX€Ma BBEAECHMS BKIHOYAET
BBEJICHNE MHTHONTOpA KaJbIUEBbIX KaHAJIOB, Takoro kak nHruourop CRAC, xak Hampumep, 1o
MeHblel Mepe oxHoro u3 coeauHeHus I, GSK 7975A, coemunenus II u coenunenus 111,
COBMECTHO C JIEKAPCTBEHHBIM CPEACTBOM, ACCOLMHUPOBAHHBIM C OTPHULATEIbHBIM BO3JEHCTBUEM
Ha AKTUBHOCTb MOAXKEIyAOYHOM >Kejne3bl. B COOTBETCTBUM ¢ HEKOTOPBIMU BapUaHTAMU
OCYLIECTBJICHHUS] MHTMOUTOP KaJbILUEBbIX KaHAJIOB, Takol kak nHruoutop CRAC, xak Hampumep,
o MeHbleit mepe ogHo u3 coequHenus I, GSK 7975A, coenunenus 11 u coenunenus 111, BBoasit
B TOT JK€ J[EHb, YTO U JIEKAPCTBEHHOE CPEICTBO, AaCCOLMHPOBAHHOE C OTPULIATENIbHBIM
BO3ACICTBUEM HAa AKTUBHOCTb MOIKENYyAOYHON keie3bl. B COOTBETCTBUUM C HEKOTOPBIMU
BAPUAHTAMU OCYIIECTBJICHUS MHTHOUTOP KaJbLIMEBBIX KaHANOB, Takod kak nHruoutop CRAC,
KaK Hampumep, nmo MeHbluel Mmepe oxHo u3 coenuHeHust I, GSK 7975A, coenunenus Il u
coenuHenus III, BBOAAT B Ty ke HENEJIO, YTO U JIEKAPCTBEHHOE CPENCTBO, aCCOLIMUPOBAHHOE C
OTPHUILATENbHBIM BO3JEHCTBHEM Ha AKTUBHOCTb IMOJKENTYyAOYHON jkene3bl. B cooTBercTBUM C
HEKOTOPbIMU BapUAHTAMH OCYLIECTBJICHHs HHTHOUTOP KaJbLIMEBbIX KAHAJIOB, TAaKOW Kak
unrubutop CRAC, xak Hampumep, mo MeHbineil Mepe onHo u3 coenunenus I, GSK 7975A,
coenunenus Il u coequnenus III, BBOAAT OMHOBPEMEHHO C KaKJbIM BBEIEHHEM JIEKAPCTBEHHOTO
CpeICTBa, aCCOLMMPOBAHHOTO C OTPULIATENbHBIM BO3/1€MCTBUEM HA aKTUBHOCTb MOKENTYIOUHOM
’KeJie3bl. B COOTBETCTBUM ¢ HEKOTOPBIMU BapUAHTAMH OCYIIECTBJICHUSI HHTHOUTOP KaJbIIHEBbIX
KaHaJIOB, Takol kak nHruouTop CRAC, kak Hanmpumep, Mo MeHbIIEH Mepe OJHO U3 COCAMHEHUS
I, GSK 7975A, coenunenus 11 u coenunenus 111, BBOAAT o cxeme BBEIEHUsI B pEKHUMeE, KOTOPbIH
SIBJIIETCS] HE3aBUCUMBIM OT PEKMMa BBEIEHUs JJIs1 JIEKaPCTBEHHOI'O CPEJICTBA, ACCOLIMUPOBAHHOIO
C OTpHULATENbHBIM BO3EMCTBHEM Ha aKTUBHOCTb IOJKENYJOYHOH ene3bl. B coorBercTBUM C
HEKOTOPHIMU BapUAHTAMH OCYILIECTBJICHHS HHCHOUTOP KaJbLIMEBbIX KAHAJOB, TAaKOW Kak
unruoutop CRAC, xak Hampumep, mo MeHbineii Mepe onHo u3 coenunenus I, GSK 7975A,
coenunenus Il u coenunenus III, BBOOAT NOCPEACTBOM TOrO K€ MyTHU JOCTABKH, KAK HAPUMED,
NEepopajbHO WM BHYTPUBEHHO, UYTO U JIEKAPCTBEHHOE CPEACTBO, aCCOLMHPOBAHHOE C
OTpHULIATEJbHBIM BO37EICTBEM Ha AaKTUBHOCTb IMOJKEIyAOYHON >kene3bl. B cooTBercTBUM C

HEKOTOPBIMHU BapHUaHTaMU OCYIICCTBIICHUA I/IHFI/I6I/ITOp KaJbIIMEBBIX KaHAaJIOB, TAKOM Kak
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uaruoutop CRAC, xak Hampumep, mo MeHbineil Mepe onHo u3 coenunenus I, GSK 7975A,
coenunenus II u coenunenus 111, BBOAAT NOCPEACTBOM OTAEIBHOIO MyTH AOCTABKH 10 CPAaBHEHUIO
C JIEKapCTBEHHBIM CpEICTBOM, aCCOLMHMPOBAaHHBIM C OTPULIATEIbHBIM BO3JEHCTBHEM Ha
aKTUBHOCTb TIOJKENyIOYHON kene3bl. B COOTBETCTBMM C HEKOTOPBIMM BapHUaHTaMu
OCYIIECTBIIEHUsI NHTMONTOP KaJbIIMEBbIX KaHAJIOB, Takol kak nHruonrop CRAC, kak Hanpumep,
o MeHblei mepe onHo u3 coeauHenus [, GSK 7975A, coenunenus 1l u coenunenus 111, BBoasT
4eJI0BEKYy, MOJyYalolleMy JIEKapCTBEHHOE CpPEICTBO, aCCOLMMPOBAHHOE C OTPULIATEIbHBIM
BO3/EICTBUEM Ha aKTUBHOCTb MOJKENYyJOYHOH JK€JIe3bl, TOJIbKO MOCHE TOro, KaK y YKa3aHHOTO
4eloBeKa NpOSBISETCs 10 MEHbLIeH Mepe OAWH TMPU3HAK BO3AEHCTBUS YKA3aHHOIO
JIEKapCTBEHHOI'O CPEACTBA HA AKTUBHOCTb NMOMKEIYAOYHOM JKeNe3bl, HAIpUMep, B pe3yJbTaTe
MOBBILIEHNs] aKTUBHOCTH aMMJIa3bl B KPOBU WJIM AKTUBHOCTH JIMMA3bl B KPOBU WJIU B PE3yJIbTaTe
NPOSIBJICHUS 110 MEHbLIEH Mepe OAHOrO CUMITOMA MAHKPEAaTUTa, KOTOPbIE PACKPBITEI B JAHHOM
IOKyMeHTe. B COOTBETCTBMM ¢ HEKOTOPbIMH BapHAHTAMHU OCYIIECTBJICHUS WHTUOUTOP
KaJIbLIMEBBIX KaHAJIOB, Takol kak MHrHOuTOop CRAC, Kak HampuMep, MO MEHbLIEeH Mepe OHO U3
coenunenus I, GSK 7975A, coenunenust Il u coenunenus I1I, BBoasaT yenoseky, nonyyarouemy
JIEKapCTBEHHOE CPENCTBO, aCCOLIMUPOBAHHOE C OTPULATENIBHBIM BO3JEHCTBHEM Ha aKTHUBHOCTH
TIOJIKENTYIOYHON JKeJie3bl, B OTCYTCTBHE KaKOro-IMOO TOKAa3aTeNbCTBA y YKA3aHHOTO YeNIOBEKa
WIN CBUJIETEIbCTBA OT HEro, KOTOPOE CBSI3aHO C JIFOOBIM MPU3HAKOM BO3IEHCTBUS YKa3aHHOTO
JIEKapCTBEHHOT'O CPEACTBA HA aKTUBHOCTH IMOKEIYyAOYHON JKeJe3bl, HalpUMep, B pe3yJibTaTe
MOBBIIIEHNS] aKTUBHOCTH aMIJIa3bl B KPOBU WJIM aKTUBHOCTHU JIMIA3bl B KPOBU WJIU B Pe3yJIbTaTe
MPOSIBJIEHHS 110 MEHbLIEH Mepe OAHOrO CUMITOMA MaHKPeaTUTa, KOTOPbIE PACKPBITHI B TaHHOM
JIOKYMEHTE.

B cooTBeTCTBUM C HEKOTOPHIMHU BapUaHTAMU OCYLIECTBIEHHS WHTHOUTOP KaJIbLIUEBBIX
KaHaIOB, Takol kKak nHruouTop CRAC, kak Hanmpumep, Mo MeHbIIEH Mepe OJHO U3 COSAMHEHUS
I, GSK 7975A, coenunenus Il u coenunenus 111, BBOAST B OAHOM KOMIIO3UIINH C JIEKAPCTBEHHBIM
CPEICTBOM, AaCCOLMHMPOBAHHBIM C  OTPULIATENbHBIM  BO3AEHCTBHEM HA  aKTUBHOCTb
MOJKENy NOUHO >kesie3bl. COOTBETCTBEHHO, HEKOTOPbIE BAPUAHTHI OCYILECTBICHUs], PACKPBITHIE
B JJAHHOM JOKYMEHTE, OTHOCSITCS K KOMIIO3UIMH, CONEpsKalleld MHTHOUTOP BHYTPHKJIETOYHON
nepefadyy CUrHaja ¢ ydyacTHeM KallbLiis M MO MeHbIleld Mepe OfHO JIEeKapCTBEHHOE CPENCTBO,
ACCOLIMUPOBAHHOE C OTPULIATENIbHBIM BO3/I€MICTBUEM HA aKTUBHOCTD MOJKENY JOUHOM Kene3bl. B
COOTBETCTBUM C HEKOTOPbIMH BapHaHTaMM OCYLIECTBJIEHUs [0 MeHbIIeH Mepe OIHO
JIEKapCTBEHHOE CPEINCTBO BBIOPAHO M3 MEPEYHs, COCTOSILIEr0 H3: CTEPOHJa, TAaKOro Kak
KOPTUKOCTEPOH]I, TPEIHU3O0JIOH, JIeKapcTBeHHOro cpencrea npotus HIV (BUY), aunaHo3uHa,
NEeHTaMMJIMHA, JUypeTUYeCKOr0 CpeACTBa, BalblpoeBOil  KucioTel, L-acmaparunass,

a3aTUONpHHa, 3CTPOrc€Ha, CTATUHA, TAKOr0 KakK CTAaTUH, CHI/DKaIOH_[I/Iﬁ YPOBEHb XOJIECCTEPHHA,
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AHTUTHIEPTINKEMUYECKOrO CPEACcTBa, MET(OPMHUHA, TJIMITHHA, TAKOTO KaK BWIJIJATJHUNTHH U
CUTATJIUNITUH, AaTUIIMYHOIO AHTUIICUXOTUYECKOrO CpPEACTBA, KIJO3aluHA, PUCHEPUAOHA, U
OJIaH3aINHAa, A3aTUONPHUHA, U BAJILIIPOEBON KUCIIOTHL

B coorBercTBMM ¢ HEKOTOPBIMH  BapHaHTAMH  OCYINECTBJIEHUS  HHTHOUTOP
BHYTPHUKJIETOYHOM I@€pefadyd CHUrHajga ¢ yd4acTHEM Kalblusl B YKAa3aHHOW KOMIIO3ULUU
npexacrasisier cobori umHrmoOurop SOC. B cooTBeTcTBUM € HEKOTOPBIMH BapUaHTAMHU
OCYILIECTBIIEHUsT WHTUOWTOP BHYTPUKJIETOYHOH I€pefadd CHrHaja C Yy4acTHeM KaJbLUs
npexacrasisier coboit mHruOurop CRAC. B cooTBeTcCTBMM € HEKOTOPBIMH BapHaHTAMU
ocymectsienus: ykazanablii uHruoutop CRAC conmepxkur coenuHenue 1. B coorBercTBuM C
HEKOTOPBIMU BapHaHTaMHU oOcylnecTBieHus: ykaszaHHbli uHruourop CRAC copepxur GSK-
7975A. B COOTBETCTBUHM C HEKOTOPHIMHU BapHAHTAMM OCYIIECTBJIEHUS YKa3aHHbIM WHTHOUTOP
CRAC cognepxut coenunenue 1I. B cooTBeTcTBUN C HEKOTOPBIMHM BapUAHTAMU OCYILECTBIICHHS
ykazanHbii uHrHOuTOp CRAC comepxur coenunenue 111

B coorBercTBMM ¢  HEKOTOPBIMH  BAapUAaHTAMHU  OCYINECTBJIEHHMS  MHIHOHUTOP
BHYTPHUKJIETOYHON MEpeAavn CUrHajla ¢ y4aCTUEM KaJibLUsl JOCTABISIOT A0 JOCTUXKEHHUS] YPOBHS
KOHLIEHTPALIMHN B TKaHU, KOTOPBIH SBJISETCS PABHBIM, MPUOIU3UTEIBHO PABHBIM MM OOJBIINM,
yeM 3HaueHue ICso, onpeneneHHoe in vitro nist coequHeHus. B COOTBETCTBUM C HEKOTOPBIMU
BapUAHTaMH OCYIIECTBIICHHUs HHTMOUTOP Mepefaul CUTHANA C YYaCTHEM KaJIbLUs JOCTABISIIOT 10
NOCTH)KEHUs] YPOBHSl KOHLIEHTpPALUMU B TKaHW, KOTOpbIM 1,5-kpaTHO, 2-kpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, 6-KpaTHO, 7-KpaTHO, 8-kpaTHO, 9-kpaTHO, 10-kpatHO, 11-kpatHO, 12-KkpaTHoO,
13-kparno, 14-xpatHo, 15-kpaTtHo, 16-kpaTHO, 17-kparHO, 18-kpaTHO, 19-kpaTHO, 20-KpaTHO, 21-
KpaTHO, 22-KpaTHO, 23-KpaTHO, 24-kpaTHO, 25-KpaTHO, 26-KpaTHO, 27-kpaTHO, 28-kpaTHO, 29-
kpatHO, 30-kpatHO, 31-kpatHO, 32-kpaTHO, 33-KpaTHO, 34-KpaTHO, 35-kpaTHO, 36-kpaTHO, 37-
KpaTHO, 38-kpaTHO, 39-kpatHO, 40-kpaTtHO, 41-kpaTHO, 42-KpaTHO, 43-KpaTHO, 44-KpaTHO, 45-
KpaTHO, 46-kpaTHO, 47-kpaTHO, 48-kpaTHO, 49-kpaTHO, 50-kKpaTHO, S1-kKpaTHO, 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-kpatHO, 77-
KpaTHO, 78-kpaTHO, 79-kpatHO, 80-kpaTtHO, 81-kpaTHO, 82-KpaTHO, 83-kKpaTHO, 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-kparHO, 100-KpaTHO
npesbimaer 3HaueHue [Cso, onpeneneHnoe in vifro ans COeqUHEHUs, I OOJbIIE 3TOr0 3HAYSHHUS
B JT000€ OTJIIMYHOE OT LIEJIOT0 KPaTHOE YHCIIO Pa3, HaXOJsIleecs B JUara3oHe OT 1-KpaTHOro 10

100-xpaTHOrO NPEBBILLECHMUS.
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B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYINECTBICHHUS HMHTHOUTOpP Tepernadu
CUTHaJla C y4aCTHEM KaJbLUsl AOCTABJISIOT A0 AOCTMKEHHS YPOBHS KOHLICHTPALUUHU B TKaHW,
KOTOPBIN HAXOJAUTCS B AMana3oHe ot 1-kpatHoro ao 100-kpatHoro, 2-kpatHoro 1o 80-kpaTHOroO,
OT 3-KkpaTHOro 10 60-kpaTHOro, OT 4-KpaTHOro A0 50-KpaTHOro, OT 5-KpaTHOro 10 45-KpaTHOrO,
OT 6-KpaTHOro 10 44-KpaTHOro, OT 7-KpaTHOro A0 43-KpaTHOro, OT 8-KpaTHOro 10 43-KpaTHOro,
oT 9-kpatHoro 10 41-kparHoro unu ot 10-kpaTHOro 1o 40-kpatHoro npesbiineHus 3HaueHus 1Cso,
OTIPENENIEHHOTO i1 Vifro I COeAMHEHUs, WIN OOJIbIIE 3TOr0 3HAUEHUsl B JIIOOOE OTIIMYHOE OT
LIEJIOTO YUCJIO Pa3, HAXOASIIEECs B YKA3aHHOM JAUaria3oHe.

B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYINECTBJICHHS] MHTHOUTOpP Tepernadu
CUTHAJla C y4aCTHEM KaJbLUsl AOCTABJSIOT A0 AOCTMIKEHHS YPOBHS KOHLIEHTpPALUWUHU B TKaHW,
koTophii coctasysier | MkM, 2 MmxkM, 3 MM, 4 MmxM, 5 MmxM, 6 MmxM, 7 MmxM, 8 MxkM, 9 MkM,
10 mxM, 11 MxM, 12 mxM, 13 MxM, 14 MxM, 15 mxM, 16 MmxM, 17 MxM, 18 mxM, 19 MKM,
20 MxM, 21 MxM, 22 mxM, 23 MM, 24 mxM, 25 MxM, 26 MM, 27 mxM, 28 MxkM, 29 MkM,
30 mxM, 31 MxM, 32 mxM, 33 mxM, 34 MxM, 35 mxM, 36 mxM, 37 MM, 38 mxM, 39 MKM,
40 MxM, 41 mxM, 42 mxM, 43 MM, 44 mxM, 45 MxM, 46 MM, 47 mxM, 48 MxM, 49 MkM,
50 MmxM, 51 MM, 52 MxM, 53 mxM, 54 MxM, 55 MxM, 56 mxM, 57 MxkM, 58 MkM, 59 MkM,
60 MxM, 61 MxM, 62 MM, 63 MKkM, 64 MxM, 65 MxM, 66 MkM, 67 MKM, 68 MkM, 69 MKM,
70 MmxM, 71 mxM, 72 MmxM, 73 MM, 74 mxM, 75 mxM, 76 MxM, 77 MxM, 78 MxM, 79 MM,
80 MxM, 81 mMxM, 82 mxM, 83 MxkM, 84 MM, 85 mxM, 86 mxM, 87 MkM, 88 MxkM, 89 mMxM,
90 MxM, 91 mMxM, 92 MxM, 93 MKkM, 94 mxM, 95 MmxM, 96 MxkM, 97 MxkM, 98 MkM, 99 MKM,
100 MKkM wui r000e KpaTHOE HYHCIIO, OTJIUYHOE OT LIEJOro, HaXOAsINeecs B JHUara3oHe OT
npubmu3uTensHo 1| MkM o npubmmsurensao 100 MkM.

B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYINECTBJICHHS HMHTHOUTOpP Tepenaydu
CUTHaJla C y4yaCTHEM KaJIbI[Usl JOCTABJISIOT OO0 JOCTHMIKEHHS YPOBHS KOHLIEHTPALUUU B TKaHW,
KOTOpPBIN Haxoautcs B auanasone ot 1 MmkM no 100 MxM, ot 2 MxkM no 90 MxM, ot 3 MkM no
80 MxM, ot 4 MkM g0 70 MmkM, ot 5 MkM po 60 MxM, ot 6 MKkM po 50 MxM, ot 7 MKM 1o
40 MxM, ot 8 MKM 110 30 MKkM, o1 9 MxM 10 20 MxkM unu ot 10 MkM 10 40 MkM unu COCTaBJsieT
Jr000€e 1eNIoe YUCIIO WIIH YHCIIO, OTJIMYHOE OT LEJNbIX, B peeax YKa3aHHOro quana3oHa.

B cooTBercTBMM C HEKOTOPBIMH BapHaHTAMH OCYINECTBICHHUS HMHTHOUTOpP Tepenadu
CUTHaJla C y4aCTHEM KaJbL[Usl JOCTABJISIOT A0 JOCTHMIKEHHS YPOBHS KOHLIEHTPALUUU B TKaHW,
KOTOpPBIN Haxoaurcs B auana3zone ot 9,5 MxkM no 10,5 MxM, ot 9 MM no 11 mxM, ot 8 MkM no
12 MmxM, ot 7 MkM 150 13 mxM, ot 5 MM 10 15 MxM, ot 2 MxkM g0 20 MkM wunu ot 1 MM f0
50 MKkM, WK COCTaBisieT JIIOOOe LeJioe YUCIIO HJIM YHUCIO, OTJIIMYHOE OT LEJbIX, B Mpeaenax

YKa3aHHOT'O Arara3oHa.
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B cooTrBeTcTBMM ¢ HEKOTOPBIMH BAPUAHTAMU OCY LECTBIICHUs KOMITO3ULIUS JOMOJHUTEIBHO
COAEPKUT MO MEHbLIEH Mepe OIHO M3 BCIOMOTaTENbHOIO BEIIECTBA, CONMIOOMIM3ATOPA,
MOBEPXHOCTHO-aKTUBHOTO BEILIECTBA, Pa3phIXiuTeNst U Oydepa. B cooTBeTcTBUN ¢ HEKOTOPBIMU
BapUAHTAMH OCYIIECTBJIEHUs] KOMITO3MLMS MPEACTABIsIET COOOH >KMAKOCTh WM 3MyJbCHio. B
COOTBETCTBHM C HEKOTOPBIMH BapHAHTAMH OCYINECTBJIEHUS KOMITO3ULMS MPEACTaBIsieT cOOOH
JKUAKOCTb, HAHOYACTHULLY, CyCIEH3UI0 HAHOYACTHL] WM 3MYJIbCUIO HAaHOYACTHUL. B cooTBeTcTBUHU

C HEKOTOPBIMH BapHAaHTaMH OCYIIECTBJICHUS KOMITO3ULHSI ITPECTABISET COOO0H TabNIeTKy.

llepeoaua cuenana c yyacmuem Kanvyus u 6UpycHoie 3a001e6aHUs

BupycHoe 3a0oneBaHne BO3HHKAET, KOT/Ia B OPTaHU3M (XO35IMH) MPOHUKAIOT MAaTOr€HHbIE
BUpychl. MH(}eKIMOHHbIE BUPYCHBIE YaCTULbI, HA3bIBAE€Mbl€ BHPHUOHAMH, NPUKPEIIIOTCA K
4yBCTBUTEJIbHBIM KJIETKAM XO0351MHA U IIPOHUKAIOT B HUX. [lepenaya curnana ¢ yuacTueM KaibLus
MOJyJIUpYyeT NMPOHUKHOBEHUE, MPOAYKLMIO U Nepefady BHPYyCa B KIJIETKE-XO35IMHE, TEM CAMbIM
pacnpocTpansisi BUpycHoe 3aboneBanue. Hampumep, B KiIeTKe-XO3sMHE Mepenada CUTHANIA C
y4acTHeM KajbLUsl 3alyCKaeTCs BUPYCHBIM 3a00JIeBaHMEM IOCPEICTBOM  AKTHUBALUU
onocpeayemoro STIM1 u Orai npuTOKa KajgbLus, YTO TaKKe MO3BOJIET BUPYCY PAa3BUBATHCS U
Pa3MHOXKATBCS B KJIETKE-XO35IHE.

Bupycuble 3a001eBaHus ABIAIOTCS pa3HOOOPA3HBIMU U KJIACCH(MULIMPYIOTCS HA OCHOBAHUN
CTPYKTYPHBIX XapaKTEPUCTHK, TAKUX KaK THUM I'€éHOMa, jopMa BUPUOHA, CAWT PEIUTUKALINU U T.J.
B kauecTBe KOHKPETHOTO HEOTPAHUYHMBAIOIIETO MpUMEpa BUPYCHOE 3a00JIEBAaHHE BKIJIIOYAET
BUPYC TIeMOpparuyeckoil nuxopaakud. B cooTBeTCTBUM C HEKOTOPBIMU AacleKTaMH BHUPYC
reMOPPArHYeCcKOl JIMXOpPAAKU TpEeACTaBisieT co0oi apeHaBUpYC, (UIOBUPYC, OYHBSIBHPYC,
baaBuBUpyC, pabOOBUPYC WIM WX KOMOHMHAIMIO. BUPYChl TreMOppard4eckol JIMXOpPaaKu
BKJIFOYAIOT B ce0sl, B Ka4eCTBE HEOTPAaHMYUBAIOIINX MPUMEPOB, BUpyc D0oma, Bupyc MapOypr,
Bupyc Jlacca, supyc XyHuH, poraBupyc, Bupyc 3anaaaoro Huna, Bupyc 3uka, Bupyc Kokcaku,
BUpyc renatuta B, Bupyc Omreiina-bapp, Bupyc nenre, supyc Pudpr-Bamm u t.1.

B naHHOM NOKYMEHTE pPacKpbITBI KOMIIO3ULHMU M CIOCOOBI Uit MPOQHIAKTHYIECKOTO
oOyieryeHus1 BUPYCHOTO 3a00JIEBaHUS U €r0 CUMIITOMOB, KaK HaIlPUMeEp, IIOCPEACTBOM BBEICHHS
UHrHOMTOpa KaJbIIMEBbIX KaHaoB, Takoro kak wuHruomrop CRAC. B coorBercTBHU C
HEKOTOPBIMU BapHAHTAMH OCYIIECTBIIEHHUS! PACKPHIT CIIOCO0 00JIeT4eHUs] CHMITTOMOB BUPYCHOT'O
3a0o0seBaHMs y YeJlOBeKa. B COOTBETCTBUHU ¢ HEKOTOPBIMH BAPHAHTAMU OCYIIECTBJIEHUS PACKPBIT
cocod obJierdeHusi CUMIITOMOB BUPYCHOTO 3a00JIeBaHUS Y YEJIOBEKa, BKIFOYAKOIIMHA CTaIuu
UIEHTU(QUKAIMN YeNoBeKa, HYXKAAKLIErocss B NMPO(HIAKTHUECKOM OOJIErYeHHH CHMIITTOMOB

BUPYCHOTO 3a00JIeBaHMs, M BBEACHHUS YKA3aHHOMY YeJIOBEKY HMHTHOWUTOpPA BHYTPHUKJIETOYHOH
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nepefayn CHrHaja C y4acTHeM KallbLUsl B J103€, JOCTATOYHOW MJisl MPOQPHIAKTUIECKOTO
o0JieryeHus yKa3aHHbIX CHMIITOMOB.

B cooTBeTcTBUM C HEKOTOPBIMU BapUAHTAMH OCYLIIECTBIICHUS OOLITHE CHMITTOMBI BUPYCHOTO
3a00NeBaHMs BKJFOYAKOT JIMXOPAAKy WM TeMopparndeckuii amare3. B coorBercTBUM ¢
JOTIOJTHATEIBHBIMY BAPUAHTAMHU OCYIIECTBIIEHHUSI CHMIITOMbI BUPYCHOTO 3a00JI€BaHHSI BKIIFOYAIOT
NPUIUB KPOBU K JIMLY, IPUJINB KPOBU K TPy, NETEXUH, KAMWIJISIPHYIO YTEUKY, KPOBOTEUEHHE,
OIyXaHHe, OTEeK, IOHIKEHHOE KPOBSHOE IaBJIeHNE, 0K UM X KoMOWHauu. B coorBeTcTBIM C
APYTUMH JOTIONHUTEIbHBIMI BaAPHAHTAMH OCYIIECTBJIEHUS CHMIITOMbI BUPYCHOTO 3a00JI€BaHUs
BKJIFOYAIOT JUCKOM(OPT, MBIIIEUHYI0 O0Jb, TOJIOBHYIO OO0Jb, PBOTY, OHAPEI0 WA UX
KOMOUWHAIUH.

B  coorBercTBUM € HEKOTOPBIMH  BapHaHTAMH  OCYINECTBJIEHUS  HHTHOUTOP
BHYTPHUKJIETOYHOH Mepejauyl CUTHajIa C y4acTHEeM KaJbLus npeacTasisieT cobor narudurop SOC
KaHasa. B COOTBETCTBHMM € HEKOTOPBIMH BapHAaHTAMH OCYIIECTBJICHHS HMHIHOHTOP
BHYTPUKJIETOYHOH Tepenaydl CHrHaja C y4acTHeM KalbLUsl MPEACTaBIsieT COOOW MHTHOHMTOP
CRAC kanana. B cooTBeTCTBUM C HEKOTOPHIMHU BapraHTaMu ocyiuecTieHus naruoutop CRAC
KaHajia coaepxuT coeauHenue 1. B cooTBeTcTBUM ¢ HEKOTOPHIMU BapHUAHTAMU OCYLIECTBJICHUS
unruoutop CRAC kanana copepxxut GSK-7975A. B cOOTBETCTBHM ¢ HEKOTOPBIMH BapHAHTAMH
ocywmectieHust uHruoutop CRAC kanana conmepxkut coenuHenue II. B coorBercTBHE €
HEKOTOpPbIMH BapuaHTamu ocyuectieHust uHruoutop CRAC kanana conepsxut coequnenue 11
B cooTBeTCTBIM C HEKOTOPBIMU BapHAHTAMH OCYLIECTBIICHHS O0JIErYeHHe CUMITOMOB BUPYCHOTO
3a00yieBaHUsT  JIOTIOJHUTEIBHO BKJIIOYAET BBEIACHHWE TMPOTUBOBHPYCHOTO JIEKAPCTBEHHOTO
npernapara Uiy BaKLUHBL

B cooTBercTBMM € HEKOTOPBIMH  BapHAHTAMH  OCYINECTBJICHUS  HMHTHOUTOP
BHYTPHUKJIETOUHOMN Mepefavn CUrHajla ¢ y4acTHEM KaJbLUs JOCTABJISIFOT A0 JOCTUXKEHHUS] YPOBHS
KOHIICHTPALIUU B TKAHU, KOTOPBIN SIBJISIETCS] PABHBIM, MPUOJIM3UTEIPHO PABHBIM WJIA OOJIBLIHM,
yem 3HaueHue 1Cso, onpeneneHHoe in vifro nisi coenuHeHus. B cooTBeTCTBUU ¢ HEKOTOPBIMU
BapUAHTAMHU OCYLIECTBIEHHSI MHTUOUTOP Mepenadyy CUrHajia ¢ y9acTHEM KaJIbIHs JOCTABIISIOT J10
NOCTH)KEHHUs] YPOBHSl KOHLIEHTpPALUUU B TKaHW, KOTOPBIM 1,5-kpaTHO, 2-kpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, O6-KpaTHO, 7-KpaTHO, 8-kpaTHO, 9-kpaTHO, 10-kpaTHO, 11-kpaTHO, 12-KpaTHO,
13-kparno, 14-xpatHo, 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-
kpatHO, 30-kpatHO, 31-kpatHO, 32-kpaTHO, 33-KpaTHO, 34-KpaTHO, 35-KpaTHO, 36-KpaTHO, 37-
KpaTHO, 38-kpatHO, 39-kpatHO, 40-kpaTtHO, 41-kpaTHO, 42-KpaTHO, 43-KpaTHO, 44-KpaTHO, 45-
KpaTHO, 46-kpatHO, 47-kpaTHO, 48-kpaTHO, 49-kpaTHO, 50-kKpaTHO, 51-KpaTHO, 52-KpaTHO, 53-

KpaTHO, 54-kpaTHO, 55-KpaTHO, 56-KkpaTHO, 57-kpaTHO, 58-kpaTHO, 59-kpaTHO, 60-kpaTHO, 61-
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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-KpatHO, 77-
KpaTHO, 78-kpaTHO, 79-kpatHO, 80-kpatHO, 81-kpaTHO, 82-KpaTHO, 83-KpaTHO, 84-KpaTHO, 85-
KpaTHO, 80-kpaTHO, 87-kpaTHO, 88-kpaTtHO, 89-kpaTHO, 90-KpaTHO, 91-kKpaTHO, 92-kpaTHO, 93-
KpaTHO, 94-kpaTtHO, 95-kpaTHO, 96-kpaTHO, 97-KpatHO, 98-kpaTHO, 99-kparHO, 100-KpaTHO
npesbinaet 3HaueHue ICso, onpeneneHHoe in vitro st COEAMHEHUS, WIN OOJIbIIE 3TOrO 3HAYEHUS
B JTI000€ OTJINYHOE OT LEJIOr0 KPaTHOE YHCIIO pa3, HaXOAALIeecs B JUala3oHe OT |-KpaTHOro 10
100-kpaTHOrO NPEBBIIEHUS.

B cooTtBercTBUM € HEKOTOPBIMH BapUaHTAMM OCYLIECTBJIEHUS HMHIHOUTOP Mepenadu
CUTHAJNA C y4aCTHEM KaJIbLiUsl JOCTABJISAIOT 10 AOCTHXKEHUsI YPOBHS KOHLEHTPALUU B TKAaHH,
KOTOpPBIN HaXOAUTCS B AuamnasoHe ot l1-kpatHoro no 100-kpaTtHOro, 2-xpatHoro Ao 80-kpaTHOro,
OT 3-KpaTHOro A0 60-kpaTHOro, OT 4-KpaTHOro 10 50-KpaTHOro, OT 5-KpaTHOro A0 45-KpaTHOrO,
OT 6-KpaTHOro A0 44-KpaTHOro, OT 7-KpaTHOTro 10 43-KpaTHOro, OT 8-KpaTHOro A0 43-KpaTHOrO,
oT 9-kpatHoro 110 41-kparHoro uim ot 10-kpatHoro 1o 40-kpaTHoro npesbliineHus 3HadeHus [Cso,
OTIPEAETICHHOTO i1 Vitro Al COeNUHEHUs], WK OOJbIIe 3TOr0 3HA4EHUs B TI000€ OTIMYHOE OT
LIEJIOrO YUCJIO Pa3, HaXOMsLIEeCs B YKa3aHHOM JAuarna3oHe.

B cooTBercTBHMM € HEKOTOPBIMH BapHUaHTAMH OCYIIECTBJIEHHUS WHIUOUTOp Nepenaqu
CUTHAJIa C y4aCTHUEM KaJbLUs JOCTABJSAIOT 10 AOCTHXKEHUsI YPOBHs KOHLIEHTPALUU B TKaHY,
kotopbiii coctasisier 1 MkM, 2 MkM, 3 MkM, 4 MxM, 5 MxM, 6 MkM, 7 MkM, 8 MKkM, 9 MkM,
10 mxM, 11 mxM, 12 MxM, 13 mMxM, 14 mxM, 15 MxM, 16 MmxM, 17 mxM, 18 MxM, 19 MM,
20 MmxM, 21 MxM, 22 MxM, 23 mMxM, 24 MxM, 25 MM, 26 MxM, 27 mxM, 28 MM, 29 MkM,
30 MmxM, 31 mxM, 32 MxM, 33 MxM, 34 mxM, 35 mxM, 36 MM, 37 MxM, 38 mMxM, 39 MkM,
40 MmxM, 41 MxM, 42 MxM, 43 mMxM, 44 MxM, 45 MM, 46 MxM, 47 mxM, 48 MM, 49 MkM,
50 MxM, 51 mxM, 52 MmxM, 53 MkM, 54 mxM, 55 mxM, 56 MM, 57 MxM, 58 MM, 59 MxM,
60 MmxM, 61 MxM, 62 MM, 63 MxkM, 64 MxM, 65 MM, 66 MKM, 67 MKkM, 68 MkM, 69 MKkM,
70 MmxM, 71 MmxM, 72 MxM, 73 MxM, 74 mxM, 75 mxM, 76 MM, 77 MxM, 78 mxM, 79 MkM,
80 mMxM, 81 mxM, 82 MM, 83 MM, 84 mxM, 85 mxM, 86 MM, 87 MM, 88 MM, 89 MkM,
90 MxM, 91 MxM, 92 MxM, 93 MxM, 94 mMxM, 95 MxM, 96 MM, 97 MxM, 98 MkM, 99 MkM,
100 MkM i mr0b0€e KpaTHOE YHUCIO, OTIIMYHOE OT LEJIOTO, HAaxOIsIIeecss B JHAla3OHe OT
npubmmsuTensHo 1 MkM o npubnusurensHo 100 MKM.

B cooTBercTBUM € HEKOTOPBIMH BapHaHTAMH OCYILIECTBICHUS HHTHOUTOP Mepenadu
CUTHAJNA C y4aCTHEeM KaJbLiUsl AOCTABISIIOT 10 AOCTHXKEHHsSI YPOBHSI KOHLEHTPAaLUU B TKaHH,
KOTOpbIM HaxonuTcs B auanaszoHe ot 1 MkM ao 100 mxM, ot 2 MkM no 90 MxM, ot 3 MxM 10

80 MxM, ot 4 MkM g0 70 MM, oT 5 MkM g0 60 MkM, ot 6 MkM g0 50 MM, ot 7 MkM f0
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40 MxM, ot 8 MKM 510 30 MKM, oT 9 MkM 10 20 MM uju ot 10 MkM 10 40 MkM U COCTaBJIsIET
r000€e 1eNIoe YUCIIO WIIH YHCIIO, OTJIMYHOE OT LENbIX, B peeiax YKa3aHHOTO JUana3oHa.

B coOTBeTCTBUH C HEKOTOPHIMH BapUaHTAMH OCYIIECTBJIEHUS HHTHOUTOP Mepenayu
CHTHAla C y4acTUEM KaJbIMs JOCTaBJISIIOT 10 MOCTUXKEHUs YPOBHs KOHIIEHTPAIMM B TKaHH,
KOTOpPBIN Haxoaurcs B auana3zone ot 9,5 MkM no 10,5 MxM, ot 9 MM no 11 mxM, ot 8 MkM no
12 MmxM, ot 7 MKkM 1o 13 mxM, ot 5 MM 10 15 MxM, ot 2 MxkM g0 20 MxkM unu ot 1 MkM 10
50 MKM, WM COCTaBJsIET JIIOOOE LeJIoe YUCIIO FUIM YHUCIO, OTJIMYHOE OT LIEJbIX, B Mpenenax
YKa3aHHOTO IMaIa30Ha.

B coorBeTcTBHM ¢ HEKOTOPHIMH BapHaHTAMU OCYIIECTBJIEHUS CIOCOO BKIIOYAET
npoduIakTUIeckoe o0JerdeHrne CUMIITOMa OCTPOrO BUPYCHOTO 3a0oieBaHusi. B cooTBeTCTBIY C
HEKOTOPBIMU BapHaHTAMHU OCYLIECTBJIEHUs CIIOCOO BKIIIOYAET MpOPHIAKTUYECKOe OOIerdieHue
CUMIITOMA XPOHHYECKOTO BUPYCHOTO 3a00JIeBaHUS.

ITpodunakruyeckoe obieryeHre CHMIITOMA BUPYCHOTO 3a00/IeBaHUs BKIFOYAET CHIXKCHHUE
TSDKECTH, BEPOSATHOCTH BOSHUKHOBEHHSI WJIH AJIUTEILHOCTH 110 MEHBIIEH Mepe OTHOTO CUMIITOMA
BUpYyCHOro 3aboneBanust. IIpodunakrudeckoe objerdeHre CUMITOMA BUPYCHOTO 3a00JI€BaHUS
BKJIFOYAeT CHUKEHUE TSDKECTH, BEPOSITHOCTU BO3HUKHOBEHMSI MJIH JUIUTEIBHOCTH TIO MEHBIIEH
Mepe OIHOTO CHUMIITOMAa BHUPYCHOTO 3a0OJIeBaHMs IO MOMEHTA, KOTAA STOT yKa3aHHBIH IO
MeHbIEH Mepe OOMH CUMITOM HEe BO3HHKAET y 4eJioBeKa. B COOTBETCTBMU C HEKOTOPBIMU
BapUAHTAMU  OCYLIECTBJIEHUS MNpOPUIAKTHYECKOe OOJIerdeHre CHMIITOMa BHUPYCHOTO
3a00JIeBaHUS BKJIFOYAET CHIKEHHUE TSXKECTH, BEPOSTHOCTH BOSHUKHOBEHHMSI WIIH JUTUTEBHOCTH 2,
3,4,5,6,7, 8,9 umu 6onee yemM 9 CUMIITOMOB BHPYCHOTO 3a00JIeBaHMsI, BKJIFOYAsl CHIKEHUE
TSDKECTH, BEPOSTHOCTH BO3HMKHOBEHHS WIJIM JJTUTEIbHOCTH BCEX CHUMIITOMOB BHPYCHOTO
3a00JI1eBaHUs Y YeJIOBeKa, TAKUX KaK CHMIITOMBI BUPYCHOTO 3a00JI€BaHUsI, PACKPBIThIE B TAHHOM
noKyMeHTe. B COOTBETCTBHU ¢ HEKOTOPHIMH BaAPHAHTAMH OCY IIECTBIIEHUS CYOBEKT MPENCTABIISIET

co00i1 OTIIMYHOE OT YEJIOBEKA MIJICKOIIUTAKOIICE, a HC YCJIOBEKA.

llepeoaua cuenana c yyacmuem xansyusi u unoyyupoeannvie 1hl7 3abonesanus

T-xenmnepubie  kyietku  (Th-kneTku)  SBIAIOTCS  KPUTHYECKH  BAKHBIMH  JUIS
(YHKIMOHHPOBAHUS WMMYHHOW CHUCTeMbl. Th-KIETKH peryJiupyroT HMMYHHYIO CHCTEMY
MOCPENICTBOM BBICBOOOXKACHHUS T-KJI€TKaMU LIUTOKUHOB, CONEPIKAIINX X EMOKHHBI, HHTEP()EPOHHI,
UHTEPJICHKUHBL, JTUM(POKHUHBL, (akTOp Hekpo3a omyxonedl minu ux komOuHaumu. Kmerkm T-
xenmnepoB 17 (Th17) mpencrasisiroT coboli CyOmomy siui0 MpOBOCHANUTENbHBIX Th-KieTok, u
OHU OIpenesoTcs npoxykuuei wumu untepiaerikuna 17 (IL-17). Hducperymsimms Thl7
aCCOLMMPOBAHA C BOCMAJUTEIbHBIMU M ayTOMMMYHHBIMH HapyumeHusMu. [lepenaya curHana c

y4aCTHEM KaJIbIMs UMEEeT KPUTHUYECKOEe 3HaueHue it Moy isinun nuddepenauposku Thl7.
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B nmaHHOM [OKYMEHTE pPacKpbIThI KOMIIO3ULHMU M CIOCOOBI Ui MPOQPUIAKTHIECKOTO
obneruenust wHAyuupoBaHHoro Thl7 3a0oneBaHuss W €ro CHMITOMOB, Kak HaIpuMep,
NIOCPEICTBOM BBEIEHHUs] MHIMOMTOpPA KaJbLUEBBIX KaHAIOB, Takoro kak mHruounrop CRAC. B
COOTBETCTBHHM C HEKOTOPBIMH BapHAHTAMHU OCYINECTBJICHHUS PACKPBIT Crocod oOierdeHus
CUMINITOMOB MHAyLupoBaHHBIX Th17 3a0oneBanuii y denoseka. B coOTBETCTBHH ¢ HEKOTOPBIMU
BapHAaHTAMH OCYIIECTBIIEHUSI PACKPBIT CIIOCOO 0OJIerdeHnsi CHMITTOMOB HHIyLUpoBaHHOTO Th17
3a00JIeBaHNs Y YeJIOBEKa, BKIIOYAIOIINH CTaAUN HIEHTH()HUKALNN YeJIOBEKa, HYKIAIOIIEerocs B
npouIakTHIECKOM 00JIerdeHuH CUMITOMOB UHAYIMpoBaHHOro Th17 3aboneBanus, u BBeAeHUS
yKa3aHHOMY YeJIOBeKY HHIHMOMTOpa BHYTPUKIETOYHOH Mepenadn CUrHaia ¢ Y4acTHEM KaJIbLHs B
7103€, TOCTaTOYHOH JIsl MPO(UIAKTUYECKOTO O0JIErYeHHs YKa3aHHBIX CUMIITOMOB.

B  cootBercTBMM €  HEKOTOPbIMH  BapHaHTAMH  OCYINECTBJICHHUS  CHMIITOMBI
u"ayuuposanHoro Th17 3a0oneBanus BKIIFOUAIOT OCTpOe BocnaieHne. CHMITOMBI BOCTIAIEHUS Y
YeJIoBeKa BKIIIOYAIOT JIOKAJIbHOE MOKPACHEHHE, OMyXaHue, Jkap, 00b, CKOBAHHOCTb, JIUXOPAAKY,
03HOO, yCTaNoCTh, TOJIOBHYIO OOJIb, TOTEPIO aNIeTHTa WK UX KoMOMHauuu. B cooTBeTrcTBHHU C
HEKOTOPbIMU aCIEKTAMHM CHMIITOMBI BO3HHKAIOT B OPTaHM3ME YeJIOBEKa, BKJIIOYANOLEM B cebs
TOPC, PYKH, KUCTH PYK, NaJbLbL, HOTH, CTOIBI, NAJIbLIbI HOT, TOJIOBY, LI€I0, KOCTH, CYCTaBbl, FOpJIO,
Ia3yxH, rjla3a Uik UX KOMOWHALINN.

B cooTrBercTBMM C OpYyrMMH BapUaHTAMH OCYINECTBJIeHUs HHayuupoaHHoe Thl7
3a00NieBaHNE BKJIOUAET XPOHUYECKOE BOCMAJNIEHHE WM XPOHHYECKOE BOCHAIUTENIbHOE
3aboneBaHre. XPOHUUECKHE BOCMAJIHUTEIbHbIE 3a00J€BaHUS, B KaYECTBE HEOTPAHUYMBAIOLIUX
NPUMEPOB, BKIOYAOT B ce0sd aUIepru4ecKuii pUHHUT, TEPHOAOHTHT, aTEPOCKIEPO3,
PEBMATOMIHBIN apTPUT WIIH 3JIOKAUECTBEHHYIO OMyXOJb.

B coorBercTBUM ¢ ApYrUMH  JOTOJHHUTEIBHBIMH  BapHAHTAMH  OCYIIECTBIICHHSI
uHaynuposaHHbie Th17 3a0oneBanus BKIIOYAIOT ayTOUMMYHHOE 3a00yieBaHNe. AyTOMMMYHHbBIE
3a00sieBaHMs MPEACTABISIIOT COOOH 3a00eBaHMs, P KOTOPBIX UMMYHHAsI CUCTEMa OpraHH3Ma
aTaKyeT 3J0POBbIe KJIETKH. AyTOMMMYHHbBIE 3a00JIeBaHNsI BOSHUKAIOT B CEPALE, NTOYKE, NEUSHH,
JIETKOM, KOXK€, SHIOKPHHHBIX JKejie3aX, SK30KPHUHHBIX JKeJie3ax, MUINEBAPUTEIbHOH CHCTEME,
TKaHU, KPOBU, HEPBHOW CHCTEME WMJIM COCYJUCTON cucteMe. B kauecTBe HEOrpaHMYMBAKOLINX
NPUMEPOB ayTOMMMYHHBIE 3a00JI€BaHUsI BKJIOYAIOT B ceOsl PEBMATOMIHBIA apTPUT, BOITYAHKY,
LIEJINAKHUIO, TIcopHas, cuHapoM LllerpeHa, peBMaTHYECKYIO MMOJIMMHANTHIO, PACCESTHHBIN CKIIEPO3,
AHKWJIO3UPYIOIINH CHOHAWINT, aAuaber | THma, OYaroBYKO AJIOMELHIO, BACKYJIUT, BHCOUYHBIN
apTEepPUUT U T.1I.

B coorBercTBMM ¢ HEKOTOPBIMH  BapHaHTAMH  OCYINECTBJICHUS  HHTHOUTOP
BHYTPHKJIETOYHOH Mepeady CUrHaja C y4aCTHEM KaJlbLUs MpeacTasiisier codoi naruoutop SOC

KaHama. B COOTBETCTBMM C HEKOTOPHIMH BapHAHTAMH OCYLIECTBJICHHS] HWHTUOUTOP
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BHYTPUKJIETOYHOH Mepenaydl CUTHajla C y4acTHeM KajbLMs MPEACTaBiIsieT coO0i HMHrudourop
CRAC kanana. B cooTBeTcTBHM ¢ HEKOTOPBIMH BapraHTamu ocyiuectsienus nHruonrop CRAC
KaHaJla CONEPKUT coennHenue 1. B cOOTBETCTBMM C HEKOTOPBIMHM BapUAHTAMH OCYLIECTBJICHUS
uaruourop CRAC xanana cogepxutr GSK-7975A. B cOOTBETCTBHM ¢ HEKOTOPBIMH BapHAHTAMHU
ocymectsienuss uHruoutop CRAC kananma comepxkut coenunenue II. B coorBercTBum C
HEKOTOpPBhIMHU BapuaHTamu ocyuiectsienns nuHruonrop CRAC kanana cogepxur coenunaenue 11
B coorBercTBHMM C HEKOTOPHIMH BAapHUAHTAMH OCYINECTBJIEHUS OOJerdeHHe CHUMITOMOB
WHIYLIUPOBAHHBIX Th17 3aboyeBaHui JOTIOJHUTEIHHO BKJIIOYAET BBeJeHUE
MIPOTUBOBOCHAIUTEIBLHOTO JIEKAPCTBEHHOTO Mpernapara.

B coorBercTBUM € HEKOTOPBIMH  BapHaHTAMH  OCYINECTBJIEHUS  HHTHOUTOP
BHYTPUKJIETOYHOM NEPENavn CUrHaja ¢ y4aCTUEM KaJIbLMs AOCTABJIAIOT A0 JOCTUXKEHUS] YPOBHS
KOHLIEHTPALMK B TKAHU, KOTOPBIH SIBJISETCS PaBHBIM, MPUOIM3UTENBHO PABHBIM MM OOJBIINM,
yeM 3HaueHue ICso, onpenenenHoe in vifro nnis coenquHeHus. B cOOTBETCTBUU C HEKOTOPBIMU
BapUAHTAMU OCYIIECTBIICHNUS MHITUOUTOP Mepeiaun CUTHANA C YYaCTHEM KaJIbLUS JOCTABISIIOT 10
JOCTUKEHHUsI YPOBHSl KOHLEHTPALUUU B TKAaHM, KOTOpBIA 1,5-kpaTHO, 2-KpaTHO, 3-KpaTHO, 4-
KpaTHO, 5-KpaTHO, 6-KpaTHO, 7-KpaTHO, 8-KpaTHO, 9-kpaTHO, 10-kpatHO, 11-kpatHO, 12-KpaTHO,
13-kpatHo, 14-kpatHo, 15-kpatHO, 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-
kpaTHO, 30-kpatHO, 31-kpaTHO, 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-kpaTtHO, 49-kpaTHO, 50-KpaTHO, S1-KpaTHO, 52-KpaTHO, 53-
KpaTHO, 54-KpaTHO, 55-kpaTHO, 56-kpaTtHO, 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-KkpatHO, 77-
KpaTHO, 78-kpaTHO, 79-kpatHO, 80-kpatHO, 81-kpaTHO, 82-KpaTHO, 83-KpaTHO, 84-KpaTHO, 85-
KpaTHO, 80-kpaTHO, 87-kpaTHO, 88-kpaTHO, 89-kpaTHO, 90-KpaTHO, 91-KpaTHO, 92-kpaTHO, 93-
KpaTHO, 94-kpaTtHO, 95-kpaTHO, 96-kpaTHO, 97-KpaTHO, 98-kpaTHO, 99-kparHO, 100-KpaTHO
npesbinaet 3HaueHue ICso, onpeneneHHoe in Vitro st COSAMHEHUS, WIN OOJIbIIE STOTO 3HAYCHUS
B JF0O0€ OTIIMYHOE OT LIEJIOr0 KPaTHOE YUCIIO pa3, HAXOMSIIeecs B JUAIa30He OT 1-KpaTHOro 10
100-xpaTHOrO NPEBBILLECHMUS.

B cooTBercTBUM € HEKOTOPBIMH BapHaHTAMH OCYILIECTBICHUS HHTHOUTOP Mepenadu
CUTHAJNA C y4aCTHEeM KaJbLiUsl AOCTABISIIOT 10 AOCTHXKEHHsSI YPOBHSI KOHLEHTPAaLUU B TKaHH,
KOTOpPBIN HAXOAUTCS B AuanasoHe oT l-kpatHoro no 100-kpaTtHoro, 2-kpatHoro Ao 80-kpaTHOro,
OT 3-KpaTHOro 10 60-KkpaTHOro, OT 4-KpaTHOro 10 S0-KpaTHOro, OT 5-KpaTHOro A0 45-KpaTHOrO,

OT 6-KpaTHOro 10 44-KpaTHOro, OT 7-KpaTHOro 10 43-KpaTHOro, OT 8-KpaTHOro 10 43-KpaTHOrO,
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oT 9-kpatHoro 210 41-kparHoro unu ot 10-kpaTHoro 1o 40-kpatHoro npesbiineHus 3HaueHus 1Cso,
OTIPENENICHHOTO i1 Vifro I COeANHEHUs, WIH OOJIbIIE 3TOr0 3HAUYEHUsS B JIIOOOE OTIIMYHOE OT
LIEJIOTO YUCJIO Pa3, HAXOASIIEECs B YKa3aHHOM JUara3oHe.

B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYINECTBJICHHUS MHTHOUTOpP Tepenadu
CUTHaJla C y4aCTHEM KaJbLUsl AOCTABJISIOT A0 AOCTMIKEHHS YPOBHS KOHLIEHTPALUWUHU B TKaHW,
koTophiil coctasysieT 1 MkM, 2 MkM, 3 MM, 4 MmxM, S MM, 6 MmxM, 7 MmxM, 8 MxkM, 9 MkM,
10 MxM, 11 mxM, 12 mxM, 13 MxM, 14 mxM, 15 mxM, 16 MxM, 17 MxM, 18 MxM, 19 MM,
20 MmxM, 21 mxM, 22 MxM, 23 MxM, 24 mxM, 25 MxM, 26 MM, 27 MxM, 28 MxM, 29 MM,
30 MxM, 31 mxM, 32 mxM, 33 MM, 34 mxM, 35 mxM, 36 MM, 37 MxM, 38 MxM, 39 MM,
40 mxM, 41 mxM, 42 MxM, 43 MxM, 44 mxM, 45 mxM, 46 MM, 47 MxM, 48 mxM, 49 MM,
50 MxM, 51 MxM, 52 mxM, 53 MM, 54 MxM, 55 MM, 56 MM, 57 MkM, 58 MKkM, 59 MkM,
60 MmxM, 61 MxM, 62 MmxM, 63 MkM, 64 MkM, 65 MM, 66 MkM, 67 MKkM, 68 MkM, 69 MKM,
70 mxM, 71 MxM, 72 mxM, 73 MxM, 74 MmxM, 75 mxM, 76 MmxM, 77 MM, 78 mxM, 79 MKM,
80 MmxM, 81 mxM, 82 mxM, 83 mxM, 84 MxM, 85 mMxM, 86 mxM, 87 MxM, 88 MkM, 89 MkM,
90 MmxM, 91 MxM, 92 MxM, 93 MxkM, 94 MM, 95 MxM, 96 MM, 97 MkM, 98 MxkM, 99 MKM,
100 MkM wiu mr000€ KpaTHOE YHCIIO, OTJIMYHOE OT ILIeJIOTO, HAXOISINeecsl B AMAra3oHe OT
npubmsutensHo 1 MkM o nmpubnusurensHo 100 MxM.

B cooTBeTCTBUM € HEKOTOPBIMH BapUAaHTAMH OCYLIECTBJICHUS HHTHOUTOp Mepenavu
CUTHaJla C y4yacTHEM KaJibI[Usl JOCTABJISIIOT OO0 JOCTHMIKEHMS YPOBHSI KOHLICHTPALUUU B TKaHM,
KOTOpBIN Haxoautcst B auamnasone ot 1 MkM no 100 MxM, ot 2 MxkM 1o 90 MM, ot 3 MkM no
80 MxM, ot 4 MM go 70 MmkM, ot 5 MkM po 60 MxM, ot 6 MKkM no 50 MxM, ot 7 MKM no
40 MxM, ot 8 MKM 5o 30 MkM, ot 9 MxM 10 20 MxkM unu ot 10 MkM 10 40 MkM unu CoOCTaBJsieT
JF000E 1eNIoe YUCIIO WA YHCIIO, OTJIMYHOE OT LENbIX, B peaesax YKa3aHHOro JUana3oHa.

B cooTBercTBUM C HEKOTOPBIMH BapHaHTAMH OCYINECTBJICHHS HMHTHOUTOpP Tiepenaydu
CUTHaJla C y4aCTHEM KaJbI[Usl JOCTABJISIOT OO0 JOCTHMIKEHHS YPOBHS KOHLICHTPALUUU B TKaHW,
KOTOpPBIN Haxonurcs B auana3zone ot 9,5 MxkM no 10,5 MxM, ot 9 MM no 11 mxM, ot 8 MkM no
12 MmxM, ot 7 MKkM 5o 13 mxM, ot 5 MkM 10 15 MxM, ot 2 MxkM g0 20 MM wnm ot 1 MxkM 0
50 MKM, WK COCTaBisieT JII0OOe Lesioe YUCIIO HIIM YHUCIIO, OTJIMYHOE OT LEJbIX, B Mpeienax
YKa3aHHOTO AUaIa3oHa.

B cooTBercTBHM ¢ HEKOTOPHIMU BapHaHTAMU OCYIIECTBIIEHUS CIOCOO BKIIFOYAET
npoduIakTHYecKoe O0JierdeHre CUMITOMa ocTporo uHayuupoBaHHoro Th17 3abonesanusi. B
COOTBETCTBUM C  HEKOTOPhIMH  BapUAaHTAMH  OCYIIECTBJICHHsS  CIOCOO  BKIJIFOYAET
npouiakTHieckoe  OOJNerdeHHe  CHMIITOMa  XPOHHYECKOoro  uHAayuupoBaHHoro Thl7

3a001€eBaHus.
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IIpopunakruueckoe obnerdeHne cuMnToMa HHAyLUUpoBaHHbIX Thl7 3abonesanuii
BKJIFOYAET CHIKEHUE TSDKECTH, BEPOSITHOCTH BO3HMKHOBEHHs WM JJIMTEJIBHOCTU MO MEHbIIEH
Mepe opHoro cumnroma nHayuupoBanHoro Th17 3abonesanus. [IpodunakTuueckoe odnerdenye
cumnToMa WHIyIupoBaHHBIX Th17 3aboneBaHuil BKIIIOYAET CHIDKEHUE TSHKECTH, BEPOSITHOCTH
BO3HMKHOBEHUsl WIH JJIMTENbHOCTH MO MEHbLIEH Mepe OJHOrO0 CUMITOMa WHAYLHUPOBAHHOIO
Th17 3aboneBanust 10O MOMEHTa, KOTZla 3TOT YKA3aHHBINA MO MEHbIIEH Mepe OJUH CHUMIITOM He
BO3HMKAET y 4YeJOBeKa. B COOTBETCTBMM C HEKOTOPBIMH BapHaHTaAMHU OCYIIECTBJICHUS
npodunakTuueckoe obierdeHne cumMmnromMa HHAyLupoBaHHbIX Thl7 3aboneBaHuii BKIFOYAaeT
CHUKEHHUE TSXKECTH, BEPOSITHOCTU BO3ZHUKHOBEHMsI WIM JUIUTENBHOCTH 2, 3, 4, 5, 6, 7, 8, 9 nin
bosnee uem 9 cumnromoB uHAyUUpoBaHHOTO Th17 3aboneBaHusi, BKIOYAsl CHIKEHUE TSKECTH,
BEPOSITHOCTH BO3HUKHOBEHUS WM JUIMTENBHOCTH BCEX CHUMNTOMOB HHAyuupoBaHHoro Thl7
3a00JeBaHMsl Yy YENOBEeKAa, TAKMX KaK CHUMITOMBI WHAyLMpoBaHHbIX Thl7 3aboneBaHwui,
PacKpbIThIE B TaHHOM JAOKyMeHTe. B COOTBETCTBUM C HEKOTOPBIMU BapUAaHTAMH OCYIECTBIECHUS

CY6’beKT MpeaAcCTaBJIsACT co00li OTJIMYHOE OT YeJIOBEKA MIJICKOIIUTAKOIIECE, a HE YCJIOBCKA.

Onpeoenennvie mepmunui

Ecnn He yka3zaHO MHOE, BCE TEXHUYECKUE U HAyYHbIE TEPMHUHBI, IPUMEHSIEMbIE B JAHHOM
IOKYMEHTEe, UMEIOT TO K€ 3HAueHHe, UYTO OOBMMHO MOHSTHO B OOJACTH TEXHUKH, K KOTOPOMH
OTHOCHUTCSI 3asBJIEHHbIH OOBEKT u300pereHms. B ciyuae, korma CymecTByeT HECKOJBKO
onpeneseHuil 1Jis1 TEPMUHOB B JTAHHOM JIOKYMEHTE, TEPMUHBI, ONMCAHHbBIE B TAHHOM pasjele,
OyayT UMeTh MPEerMyIIeCTBO. Bee MaTeHThl, MAaTEHTHBIE 3asIBKH, MyOJIUKAIIIH U ONTyOJTMKOBAHHBIE
HYKJIGOTHJIHbIE U aMHHOKUCJIOTHBIE IOCIEA0BATEIbHOCTH (HAmpHUMep, IOCIeN0BaTEeIbHOCTH,
noctynHele B GenBank wmu npyrux Oa3ax NaHHBIX), YIIOMHHAeMble B JTaHHOM JOKYMEHTE,
BKJIFOYEHBI TIOCPEACTBOM CChUIKU. B ciyuae, koraa ynomunaercs URL-aapec wnm npyroi Takoun
uneHTUdUKaTop WM aapec, OyaeT MOHATHO, YTO TaKHe MASHTU(UKATOPBI MOTYT MEHSATBHCS, U
KOHKpeTHast HH(popManus B ceTi MIHTepHET MOXKET MOSIBJIATHCS U UCU€3aTh, HO SKBHBAJICHTHYIO
UH(pOPMALINIO MOKHO HAHTH C MOMOIIBIO Toucka B ceTH MHTepHeT. CChlIKa Ha TAKUE HCTOUYHUKU
CBHJIETEJICTBYET O IOCTYITHOCTH U IIUPOKOM PACIIPOCTPAHEHHUH TAKOW MH(OPMALIH.

Crnenyer moOHHMaTh, YTO BBIIEH3JIOKEHHOE OOllee OMHCaHHe M CIeNyollee 3a HUM
noapoOHOE ONMUCAHNE SIBIISTIOTCS HCKIIFOYUTEIBHO WILTIOCTPATHBHBIME U ITOSICHUTEbHBIMH, U OHU
HE OrPaHMYHUBAIOT JIOOOH 3asBIeHHBIH 00BeKT n300peTeHus. B HacTosmel 3asBke NpUMEHEHNE
€IUHCTBEHHOT'O YHCJIA BKJIIOYAET B CeOsl MHOXKECTBEHHOE YHCIIO, €CJIU CHEeNUANbHO He YKa3aHO
uoe. Crnenyer OTMETHTh, YTO TpPU NPUMEHEHHWH B ONUCAHMM M TpuiaraeMon (Gopmyie
u3o0perenys, (OpMBI B €IMHCTBEHHOM YHCIIE BKJIIOYAIOT B ce0s COOTBETCTBYOIUE (POPMBI BO

MHOXCCTBCHHOM YUCJIC, €CJIM KOHTCKCT SBHO HE MPEANHNCBIBACT MHOC. B HaCTOﬂLL[efI 3asABKC
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NPUMEHEHHE CIIOBA KHMJIM» O3HAYaeT «H/MIIN», €CIM He YKa3aHo nHoe. bonee Toro, mpumeHeHne
TEPMUHA «BKJIIOYAIOINNA B ceOs», a Takke APYrux (PopM, TaKHX KaK «BKJIIOYAIOT B CeOs»,
«BKJIFOYAET B Ce0s1» M «BKIIIOUEHHBIN» HE SBISETCS OTPAHUYHBAIOLIUM.

Hcnonp3yemble B JaHHOM JOKYMEHTE HAa3BaHUs Pa3leNiOB NMpPEIHAa3HAYEHbl TOJIBKO IS
OpPTaHU3ALMOHHBIX Lieel, U UX HE CIIEYeT TOJIKOBaTh KaK OrPAaHMYUBAIOIINE OIHCBHIBAEMBIN
00BEKT N300peTeHus!.

OnpeneneHust CTaHAAPTHBIX XHMMHUYECKUX TEPMHHOB MOXXHO HAWTH B CIPABOYHBIX
U3aHusIX, B TOM uucie, 6e3 orpanudenust, Carey and Sundberg “Advanced Organic Chemistry
4th Ed.” Vols. A (2000) and B (2001), Plenum Press, New York. Ecnu He ykxasaHO HHOE,
OOIIeNpUHATEIE METONIbl BKIKOYAIOT Macc-cnekTpockornuio, NMR  (snepHO-MarHUTHBIN
pesonanc), HPLC (Bbicok03(h(heKTUBHYIO KMIKOCTHYIO XpOMAaTorpaduro), MeTOAbl XUMHHU
OenkoB, OMOXMMHYECKHE METOIbl, METOAbl C HCMoyb30oBaHueM pekomOuHanTHOH JIHK wu
(bapMakoIOrnieckue MeTOAbI.

Ecnu xoHKpeTHBle oOmpeneneHuss He IMPEACTaBIEHbl, HOMEHKJATypa, HCIOIb3yeMast
NPUMEHUTEbHO K aHAJUTUYECKOH XHMMUH, CUHTETUYECKOW OpPraHUYeCKONH XHMHH, a TaKKe
MEIUIMHCKOH ¥ (papMaleBTHYECKOH XHMUH, M Ja0OpaTOpHbIE MPOLEAYPbl M METOIUKH,
OIMCAHHbBIE B JAHHOM JOKYMEHTE, NIPEACTABISIOT COO0H HOMEHKJIATYPY U METOIAMKH, U3BECTHBIE
B nmaHHON oOmactu TexHuku. CTaHIApTHbIE METOAMKM MOXHO INPHMEHSTh Al NPOLEnyp
XUMHUYECKOTO CHHTE3d, XUMHYECKOrO aHaiMu3a, MOJydeHus (apMaleBTHUECKOro Mpernapara,
MIOJIYYEeHUsI COCTABOB, & TAKXKe JUIsl TOCTABKY MALMEHTaM U UX JiedeHusi. CTaHaapTHbIE METOIUKU
MOJKHO TPHUMEHSATh Ui TNpoueayp ¢ wucnoigb3oBanueM pekomOuHanTHOW JIHK, cuHTesa
OJIMTOHYKJICOTHIIOB, a TaK)XXKe JJISi KYJbTHBHUPOBAHMS TKaHEH M TpaHchopMmauuu (Hampumep,
saekrponopanysi, Junodexuus). Peakimu W METOOUKHM OYHCTKH MOMKHO OCYIIECTBIISITh,
Harpumep, C MPUMEHEHHEM Ha0OPOB ¢ MHCTPYKLUHSAMHU OT MPOU3BOIUTEIS, WK TaK, KaK OObIYHO
OCYIIECTBJISIFOT B IAHHOW O0JIACTH TEXHHKH, WM TaK, KaK OMUCHIBAETCS B JAHHOM JIOKYMEHTE.
BrliensnoxkeHHble  METONMKH M TPOLEAYPbl OOBMMHO MOXKHO TPOBOAUTH C TOMOLIBEO
TPAIULMOHHBIX CIIOCOOOB, & TaKK€ KaK OMHCAHO B PA3IMYHBIX OOLIMX M 0OJjiee KOHKPETHBIX
UCTOYHHUKAX, KOTOPBIE HUTHUPYIOTCS U O0CY)KIAIOTCSI B JAHHOM OIHCAHUH.

Crnenyer moHMMATh, YTO CIOCOOBI M KOMITO3ULUH, OMMCAHHBIE B TAHHOM JIOKYMEHTE, HE
OTrPaHUYMBAIOTCS KOHKPETHOH METONOJIOTHEH, TPOTOKOJAMH, KJIETOYHBIMH  JINHUSIMH,
KOHCTPYKLMSIMH M PEaKTHBAMHM, ONHCAHHBIMH B JTAHHOM JOKYMEHTE, M CaMH 1O ce0e MOryT
BapbUpoBaTh. Takke clenyer MOHMMAaTh, YTO TEPMHUHOJOIHS, HCIOJb3yeMasi B JTAHHOM
IOKYMEHTE, ITpeIHa3HaueHa TOJbKO AJISl ONMCAHUS KOHKPETHBIX BAPUAHTOB OCYIIECTBICHHS, 1 HE
NpPEAToJaraeTcs, 4Yro OHa OrpaHHYMBaeT O0BEM CIOCOOOB, COCOUHEHMH, KOMITO3ULIHH,

ONMHMCAHHBIX B JAHHOM JOKYMCHTC.
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TepmuHbl «HAOOP» U «U3MENHEY» UCTIOIB3YIOTCS KAK CHHOHUMBI.

TepMuH «CyOBEKT» WM (IALUEHT» OXBATHIBAET MJICKONUTAIOIIUX M OPTraHU3MOB, HE
OTHOCSAIIMXCST K MIIEKONHUTAIMM. [IpuMepsl MIIEKONHTAIOIIMX BKIIOYAOT B ceds, Oe3
OrpaHUYEHUs, TFOOOro WieHa KJlacca MIEKOMUTAIOINX : JIFOAEH, MPUMATOB, OTIUYHBIX OT JIFOACH,
TaKMX KaK HIMMIIaH3€, a TAK)KE APYTHe BUJIbI BBICIINX U HU3IINX 00€3bsTH; CETbCKOX035IICTBEHHBIX
JKMBOTHBIX, TAKUX KakK KPYIHBIA pOraThlii CKOT, JIOLIAgH, OBLbI, KO3bl, CBUHBHU, JOMAIIHUX
JKMBOTHBIX, TAKUX KaK KPOJHUKH, COOAKM M KOLIKH, JaOOpPaTOPHBIX >XMBOTHBIX, B TOM YHCIIE
IPBI3YHOB, TaKMX KaK KPbICHI, MBIIIM M MOPCKHE CBUHKM, U T.I. IIpumepsl opraHusmoB, He
OTHOCSIIIMXCS] K MJIEKOITUTAIOLINM, BKJIIOUAIOT B ceOs, Oe3 orpaHuueHus, NTUL, pbid U T.I. B
COOTBETCTBHM C OAHHM BapHAHTOM OCYLIECTBIEHHSI CIIOCOOOB M KOMITO3ULIUH, MPEACTABICHHbIX
B JIAaHHOM JIOKYMEHTE, MJIEKOIIUTAOIIEe MPECTaBIsAeT COO0H uenoBeka.

TepMHUHBI «JIEUNTBY, KOCYIIECTBICHUE JICUCHHS» WIN «JICUEHUE», KOTOPbIE HCIIONB3YIOTCS
B JAHHOM JOKYMEHTE, BKJIIOYAIOT B ceOs1 ocnaliieHue, CMArdeHne Uik oOJierieHue CUMIITOMOB
3a00JIeBaHMsI WM COCTOSIHUSI, TIPENYNpPeKIeHHe BOSHUKHOBEHHS TOTIOJIHUTEIbHBIX CHMIITOMOB,
obneryeHue wWid TNPeaynpexaeHue NPUYHH, JEKAIUX B OCHOBE CHMIITOMOB, IIOJIABJICHHE
3a00JIeBaHMsI WM COCTOSIHHS, HAIpUMep, 3aJepKKy pPasBUTHs 3a00Je€BaHMS WM COCTOSHHS,
obneryeHne 3a00I€BaHMsI WIIM COCTOSIHUS, BBI3BIBAIOLIEE perpecc 3a00eBaHMs WIIN COCTOSIHUS,
oOyeryeHne COCTOSIHUS, BBI3BAHHOTO 3a00JIEBAHUEM WJIM COCTOSHHUEM, WU MpeKpalleHue
CHMIITOMOB 3a00JIEBaHUS WJIM COCTOSIHUSL WK € MPOQUITAKTUYIECKON, W/HIIH C TePaneBTUYECKON
LEJTBIO.

Hcnonp3yeMblil B JAHHOM TOKYMEHTE TEPMHUH «OEJIOK-MULICHb» OTHOCUTCS K OENKy TN
yactu Oenka, CrocOOHOM K CBSI3BIBAHHMIO MJIM B3aMMOJACWUCTBHIO C COSIUHEHHEM, OIMCAHHBIM B
JAHHOM JOKYMEHTe, TaKHM KaK COEIUHEHHE CO CTPYKTYpOH W3 Tpymmbl coenuHeHuss A. B
COOTBETCTBUH C OINpPENEJICHHbIMUA BapHAHTAMH OCYLIECTBICHHs OEJOK-MUIIEHb MPEICTABISET
coboii 6enok STIM. B cooTBeTcTBUM € OnpeneNeHHbIMH BapUAHTAMH OCYLIECTBIICHUS OEJIOK-
MUILIEHb IpeacTaBsieT codoit Oenok Orai.

B kontekcre manHoro nokymenrta «Oemok STIM» Bkirodaer B ceOsi, 0e3 OrpaHUYeHMs],
STIM-1 mnekonwuraroiero, Takoi kak STIM-1 yenoBeka u rppi3yHa (Hanpumep, Mbin), D-STIM
Drosophila  melanogaster, C-STIM C. Elegans, STIM Anopheles gambiae n STIM-2
MJIeKOTHUTaoero, Takoi kak STIM-2 yenoBeka u rpbi3yHa (Hampumep, MbImu). (CM. ad3aLbl ¢
[0211] mo [0270] B 3asiBke Ha mateHT CLIIA Ne US 2007/0031814, a Tak»xke Tabnuity 3 B 3asBKe Ha
naternt CIIIA Ne US 2007/0031814, BKJIFOUEHHO! B NaHHBIN JTOKYMEHT MOCPEIACTBOM CCBUIKH).
Kak onmcaHo B TaHHOM TOKYMEHTE, ObLJIO BBISIBJICHO, YTO TaKue OEJIKH BOBJIEUEHBI, TIPUHUMAIOT
ydacTue W/Miau O00eCHeunBaIOT JEMO-YIPABISEMbIH BXOA KaJbLUS HWIH €ro MOIYJILHIO,

Oydepuszaunio UTOIIA3MATUYECKOTO KaJbLUsl W/WIM MOAYJSILUI YPOBHEH KajblUs BO
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BHYTPUKJICTOYHBIX JIEMO KaJbIUsl MM TIepEeMEIleHUe KajblMsl B, B TMpeAeNax Wi W3
BHYTPUKJIETOYHBIX JETIO KaJIbLHs (HApUMep, SHAOIUIA3MAaTHIECKOTO PETUKYIIyMa).

B koHTekcre manHOro nokymeHrta «oenok Orai» Biimodaer B cedst Orail (SEQ ID NO: 1,
KOTOpasi onucaHa B MexayHaponHoi 3asske WO 07/081804), Orai2 (SEQ ID NO: 2, xoropas
onucaHa B MexxnyHapoaHoi 3asiske WO 07/081804) i Orai3 (SEQ ID NO: 3, koropast onucaHa
B MexxayHapoaHoii 3asBke WO 07/081804). IlocinenoBaTenbHOCTh HYKJIEUMHOBOH KucioTsl Orail
COOTBETCTBYeT HOMepy nocrynma B 0a3ze GenBank NM 032790, mnocnenoBaTelbHOCTh
HyKJienHOBOH kucnothl Orai2 cooTBeTcTBYeT HOMepy noctymna B Oase GenBank BC069270, u
NIOCJIEIOBATENIbHOCTh HYKJIEMHOBOH KHCHOThI Orai3 COOTBETCTBYET HOMEpPY IOCTyma B 0Oase
GenBank NM 152288. B xoHTekcTe naHHOro nokymeHnra Orali OTHOCUTCS K JFOOOMY M3 I'€HOB
Orai, nampumep, Orail, Orai2, Orai3 (cm. tabmuny I B mexnayHaponnoi 3asBke Ne WO
07/081804). Kak onmucaHo B JaHHOM JOKYMEHTE, ObLJIO BbISBJIEHO, YTO Takhe OEKH BOBJIEUEHBI,
NPUHUMAIOT ydacTHe W/WIM O0ECHeYHBAIOT MAEMO-YIPABIsIeMbli BXOA KaJbLHMi WM €ro
MOAYJISLHIO, Oy(hepusanio LUTOIUIA3MATHYECKOTO KANbIMs W/WJIM  MOAYJSLUIO YPOBHEH
KaJbLIUs BO BHYTPUKJIETOYHBIX JETIO KaJbLMs UM NepEeMELIeHNe KablKs B, B IIpefeNax Win U3
BHYTPHKJIETOYHBIX JIETIO KaJIbLKs (HAPHMEp, SHAOIIA3MATHIECKOTO PETUKYIYMA).

TepmuH «dparmeHT» MM «IPOU3BOAHOE» NMPUMEHUTENBHO K Oenky (Hampumep, STIM,
Orai) o3Hauaer O€NKM WJIM TOJUIENTHIBl, KOTOPBIE COXPAHSIOT, IO CYTH, TaKyI K€
OMONOTUYECKYIO (PYHKIIHIO FITH AKTUBHOCTH IO MEHBIIEH Mepe B OIHOM aHAJIN3€E, YTO M HATUBHBIN
Oenok(Oenku). Hampumep, pparMeHTbI WM MPOU3BOIHBIE YIIOMHUHAEMOTO OeJiKa COXPAHSIOT 10
MeHbIIel Mepe mpuOIM3uTeNbHO 50% aKTUBHOCTH HATHBHBIX OEJIKOB, MO MeHbIIel Mepe 75%,
MO MEHbIIIEH Mepe MPUONIU3UTETHHO 95% aKTUBHOCTH HATHBHBIX OEJIKOB, KOTOPYIO OMPEEISIOT,
HarpuMep, ¢ MOMOIIBIO aHAJN3a MPUTOKA KAJIbLIUS.

B kOHTEKCTe NaHHOrO NOKyMeHTa OO0JIerdeHHe CHMIITOMOB KOHKPETHOrO 3a0OJIeBaHMS,
HAPYLIEHUsST WU COCTOSIHUS TOCPEICTBOM BBEIEHUS KOHKPETHOTO COENUHEHHs MU
(apMareBTHYECKOW KOMIIO3HLIUM OTHOCUTCS K JEOOOMY TIOCTOSIHHOMY HJIH BpPEMEHHOMY,
NPOJOJKUTEIBHOMY HJIH HETIPOAOJDKUTENIbHOMY CHIDKEHHUIO TSDKECTH, 3a/I€PKKE IMPOSIBICHUS,
3aMEJIEHHIO MPOrPECCUPOBAHUS WIIH COKPALIEHHIO IITUTEIBbHOCTH, KOTOPOE MOYKHO OTHECTH Ha
CUET BBEIEHHSI COSAMHEHUS I KOMITO3ULIIH HJIK KOTOPOE MOXKET OBbITh aCCOLIMMPOBAHO C TAKUM
BBEJICHUEM.

B xoHTEKCTE TaHHOTO JOKYMEHTA TEPMUH «MOAYJIHPOBATH» O3HAYAET B3aUMOJEHCTBOBATh
¢ OETKOM-MHUIIEHBIO JTHOO HAINPSIMYIO, JINOO OMOCPENOBAHO C TEM, YTOOBI H3MEHUTb AKTUBHOCTD
Oenka-MHIIEHH, B TOM YHCIIE, NCKITFOUUTENBHO B KAUECTBE MPUMEPA, IS TOAABICHHS AKTHBHOCTH

MHUIICHU WU AJI OrpaHUYCHUA UJIN CHUXKEHUA aKTUBHOCTU MUIICHU.
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B KOHTEKCTe MAaHHOTO NOKYMEHTa TEPMHH «MOIYJATOP» OTHOCHTCS K COEAMHEHHIO,
KOTOpOE M3MEHsIeT aKTUBHOCTb MHUILIEHH. Hampumep, MOAYJISATOP MOXKET BbI3bIBATh MOBBILICHUE
WIN CHH)KEHHE BEJIMYMHBI OMpPENEJCHHOW aKTHMBHOCTH MHIIEHH MO CPABHEHMIO C BEUUHHOM
AaKTHMBHOCTH B OTCYTCTBHE MOZIYJSITOpa. B COOTBETCTBUHM C ONpeneieHHbIMU BapUaHTAMH
OCYLIECTBJICHUS] MOIYJIATOP NPENCTaBIsieT COOOH HHIHOMTOp, KOTOPBI CHUKAET BEJIUYUHY
OZIHOH MJIM HECKOJIbKMX aKTUBHOCTEH MHIICHU. B COOTBETCTBUU C OMpeieIeHHbIMH BapUAHTAMH
OCYIIECTBJICHUS] WHTUOUTOP MOJHOCTBIO MPEMSTCTBYEeT OAHON MJIM HECKOJbKUM aKTHBHOCTSIM
MHUILIEHH.

B KOHTEKCTe MaHHOrO JOKYMEHTa «MOAYJISLUS TMPUMEHHTEIbHO K BHYTPUKIETOYHOMY
KaJIBL[MIO OTHOCHUTCS K IOOOMY M3MEHEHHUIO WJIM KOPPEKTUPOBAHUIO YPOBHS BHYTPHUKJIETOYHOTO
KaJIbLYsI, B TOM 4HCIe, 03 OrpaHUYeHUs], K U3MEHEHUIO KOHLIEHTPALUH KaJIbLHsl B [UTOIIA3Me
WHUIH B OpraHEeNIaXx-BHYTPUKJIETOYHBIX JEMO KaJbLHs, HalpuMep, 3HIOIUIA3MAaTHYECKOM
pPeTUKyJIyMe, U U3MEHEeHNEe KUHETHYECKHX XapaKTEePUCTHK IMOTOKOB KaJIbLUS B, U3 U B Ipeaesax
KJIETOK. B 0HOM acriexTe MOy IsLusl OTHOCUTCS K CHIDKEHHUIO.

B KOHTekcTe [MaHHOrO JOKYMEHTAa TEPMHUH «aKTUBHOCTb MHINEHH» OTHOCHUTCS K
OMONOrMYeCcKOll aKTUBHOCTH, KOTOPYIO CIIOCOO€H MOAYJHPOBaTh MoayssaTop. OmnpeneneHHble
WITFOCTPATHBHBIE AKTMBHOCTH MUIICHH BKJIOYAOT B celst, Oe3 orpanuvenus, adduHHOCTDH
CBSI3bIBAHMS, TIEpeAavy CUrHaa, PepMEHTATHBHYIO aKTUBHOCTh, OMYXOJIEBBIH POCT, BOCTIAJICHUE
WK TIPOLIECCHI, CBSI3aHHBIE C BOCIAICHUEM, U O0JIErYeHHUe OMHOTO MJIH HECKOJBKUX CUMIITOMOB,
ACCOLIMMPOBAHHBIX C 3a00JIEBAHUEM WIJIH COCTOSIHUEM.

TepMuHBI «MHTUOMPYET», KAHTUOMPOBaHUEY WK «UHrUOUTOPY» akTuBHOCTH SOC KaHasa
win akTuBHOCTH CRAC kaHanma B KOHTEKCTE JaHHOTO AOKYMEHTa OTHOCSITCS K MHTHOHPOBAHUIO
AKTHBHOCTH JIETIO-YIPABISEMbIX KAJbLHEBbIX KAaHAJIOB WM AaKTUBHOCTH aKTUBHPYEMBIX
BBICBOOOKICHHEM KaJIbIIHsl KAJIbLUEBbIX KAHAJIOB.

TepMuH «IpUEMIIEMBI» MPUMEHUTEIBHO K COCTABY, KOMIIO3WIIMU WJIM WHIPEIUEHTY B
KOHTEKCTE TaHHOTO JIOKYMEHTa 03Ha4aeT OTCYTCTBHE X YCTOWYHMBOTO BPEIHOTO BO3CHCTBHSI Ha
oOl1ee COCTOSIHUE 37I0POBbS CYOBEKTA, MOTYYAIOIIEro JICUeHUE.

B KOHTEKCTe JaHHOTO TOKYMEHTAa TEPMHUH «(papMaleBTUYeCKH MPUEeMIIEMbIiD» OTHOCHTCS K
marepuany, TakOMy KaK HOCHUTeNb, pa30aBHTENlb, WJIM K COCTaBy, KOTOpPbIM HE Hapyllaer
OMONIOTHYECKYI0 aKTHBHOCTb WJIM CBOWCTBA COEOMHEHUs] M SIBJISIETCS. OTHOCHUTEBHO
HETOKCHYHBIM, T.€. MaTephajl MOXXHO BBOAHMTb 4YEJIOBEKY, HE BbI3bIBAas HEKeJaTeIbHbIX
ouonorndecknx 3(P¢EeKTOB WIM BPEIHOTO B3AaUMONEHCTBUS C JIFOOBIM W3 KOMITIOHEHTOB
KOMITO3HMLIMH, B KOTOPOH OH COIEPIKUTCSI.

B KOHTEKCTe HaHHOrO NOKYMEHTa TepMUH «(papmaueBTHYeCKas KOMOMHALMS» O3HAYaeT

NPOAYKT, KOTOPBIHA MOJNyYeH B pe3yJbTaTe CMELINBAHHS MM OOBEIUHEHUsT OoJiee 4eM OJHOTO
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AKTHBHOTO MHIPEIUEHTa, W BKJIOYAaeT B ce0si Kak (PUKCHPOBAHHbIC, TaK M HE(QUKCHPOBAHHbBIE
KOMOWHAIIMY aKTHBHBIX MHIPENUEHTOB. TepMuH «(UKCHpPOBaHHAS KOMOMHALIUS» O3HAYAET, YTO
OJIMH aKTUBHBIA WHTPEIUEHT, HATIPUMEP, COEUHEHNE CO CTPYKTYPOI U3 TPYIIIbI COETUHEHHS A,
U Pyroe CPeacTBO B KOMOMHAIIMY BBOAST MALIMEHTY B BU/IE OTAEJIbHBIX SAHHHUI] OTHOBPEMEHHO,
NapaJuIeNIbHO WJIH MOCIEA0BATEIbHO P OTCY TCTBHH KOHKPETHBIX BPEMEHHBIX CPOKOB IIEPephIBa,
npUyYeM Takoe BBefieHue obecrieunBaer >((PeKTHBHbIE YPOBHH IBYX COCOUHEHHUI B OpraHU3Me
nauuenta. [locnenHuii BapuaHT Tak)Ke MPUMEHHM ISl TepPaluu KKOKTEHJIeM» JIeKapCTBEHHBIX
CPENCTB, HAIIpUMEp, BBECHUE TPeX WK O0Jiee aKTUBHBIX HHIPEIUEHTOB.

Tepmun «dapmareBTryeckass KOMIO3ULHS» OTHOCHUTCSA K CMECH COCJUHEHHs CO
CTPYKTYpO#l W3 TpYyMNbl COEOUHEHHs A, OMUCAHHOTO B HAHHOM JIOKYMEHTE, C APYTHMMH
XMMHUYECKUMH KOMIIOHEHTAMH, TAaKMMH KaK HOCUTENH, CTaOMiIu3aTopsl, pasOaBuTENH,
NOBEPXHOCTHO-aKTUBHBIE BELIECTBA, AUCHEPTUPYIOIUE CPEACTBA, CYCIEHANPYIOIINE CPEACTBa,
3aryCTUTENH W/MIM BCIOMOTaTeNbHbIe cpenctBa. PapmaneBTHYeCKas KOMIIO3HLUS o0yerdaer
BBEJICHHE COEJUHEHUS B OpPraHM3M. B ypOBHE TEXHHKH CYIIECTBYET HECKOJbKO METOAMK
BBEJICHHs COEIUHEHUs, B TOM 4HCIE, 03 OrpaHHYeHHs, BHYTPHBEHHOE, IEpOPaJIbHOE,
a’PO30JIbHOE, MapeHTePaIbHOE, TIa3HOE, MOAKOXKHOE, BHYTPUMBIIIEUHOE, JIETOYHOE  MECTHOE
BBEJICHUE.

B KoOHTekcTe [AaHHOrO JOKyMEHTa TepMHUHbI «3((HEKTUBHOE KOJHYECTBOY» MM
«TeparneBTU4eCKd S(P(PEKTHBHOE KOJUYECTBO» OTHOCSTCS K JOCTATOYHOMY KOJIHYECTBY
BBOZMMOTO CPEACTBA MM COEIUHEHHsI, KOTOpoe OymeT obJierdaTh B HEKOTOPOU CTENEHH OIUH
WIH HECKOJIbKO M3 CHMITOMOB 3a0O0JIeBAHMSI WM COCTOSIHUS, TOJABEPraOLIEroCsl JIEYEHHIO.
Pe3ynbTaToM MOKET OBITh YMEHbIIEHHE W/WIH Oca0ieHHe MPU3HAKOB, CUMIITOMOB HJIH MTPUYUH
3aboneBanusi WK OO0 APYroe skelaeMoe U3MeHeHHe OMOJornueckoi cuctembl. Hampumep,
«3¢p(}eKTUBHOE KOJMYECTBO» [UJIsl TEPANeBTUYECKHX MPHUMEHEHHH MpPenCTaBisieT CcoOOH
KOJIMYECTBO KOMITO3HMLIMK, KOTOpasi BKJIIOUAeT B ceOsi COENMHEHHE CO CTPYKTYPOH W3 TPYIIIbI
coenuHeHust A, TpeOyroineecs aisi obecreueHns KIMHUYeCKH 3HAYUMOTO CHIDKEHHSI CHMITTOMOB
3abonesanusi. CooTBercTByrOlee «3(P(PEKTHBHOE» KOJUYECTBO B JIFOOOM OTHENBHOM Cllydae
MO>KHO OTPEIEUTh C UCTIOb30BAHUEM TAKHX METOIUK, KaK UCCIIENOBAHUE C YBETUYEHUEM J1O3bI.

B KOHTEKCTe TaHHOTO IOKYMEHTA TEPMHHbBI KYCHUJIMBAET» WU KYCUJICHHE» 03HAYar0T MO0
MOBBILICHUE CUJIbI, JIMOO YBEJIMUEHUE JIUTEIBHOCTH JkejareabHoro 3ddekra. Takum obpazom,
NPUMEHUTENbHO K YCWIeHHI0 3(dekra TepaneBTUYeCKUX CpPEACTB TEPMHUH «YCHJICHUE»
OTHOCHUTCSI K CITOCOOHOCTH JTUOO MOBBIMATH CHITY, JIMOO YBEIWYHBATh UIUTEIHHOCTh 3 dekTa
APYTHX TePaneBTHYECKUX CPENCTB B CUCTeMe. B KOHTEKCTe TaHHOTO JOKyMeHTa «3(dekTuBHOe
KOJIMYECTBO JUIsl YCHJICHUS» OTHOCUTCS K KOJIHUYECTBY, JOCTATOYHOMY IJisi yCuieHHs d(dexTa

APYroro TepaneBTUYECKOrO CPEACTBA B XKeIATEIbHON CUCTEME.
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IIpenmonaraercsi, 4TO TEPMHHAMH «COBMECTHOE BBEICHHE» WM MOJOOHBIMH, KOTOpBIE
UCTIONIb3VIOTCSL B JAHHOM JIOKYMEHTE, OXBATBhIBAETCS] BBEIEHHE BBHIOPAHHBIX TEPANIEBTHUECKUX
CPEACTB OHOMY MALIMEHTY, U, KaK MPEATIONaraeTcs, OHU BKIIOYAIOT B €051 CXEMBI JISUSHUS, TIPU
KOTOPBIX CPEACTBA BBOIAT IOCPEACTBOM OIHOTO M TOTO K€ IMyTH BBEICHUS HIIM PA3HBIX MyTeH
BBEJICHUS WJIM B OAHO U TOT K€ MOMEHT BPEMEHHU WJIN B Pa3HbIE MOMEHTBI BPEMEHH.

B KoHTekcTe HNAHHOTrO NOKYMEHTa TEPMHH «HOCUTENb» OTHOCUTCS K OTHOCHTENBHO
HETOKCHUYHBIM XMMHUYECKMM COEAMHEHUSIM WM CPENCTBAM, KOTOpbIE OOJIEr4aroT BKIIKOYEHHE
COEIMHEHUs B KJIETKU UM TKAHU.

TepmuH «pa3daBUTENb» OTHOCHTCS K XMMUYECKHM COEIMHEHHSIM, KOTOPBIE UCIOJB3YIOT
1151 pa30aBiIeHNs PENCTABIISAIOLIET0 HHTEPEC COEUHEHNUS Nepe ] A0CTaBKoi. Paz0aBurenu Takke
NPUMEHSIOTCA AN CTaOMIIM3alM COSAMHEHUH, MOCKOJIbKY OHH MOTyT oOecreuuBarh Ooee
cradunpHyl0 cpeny. B kadectBe pasOaBuresneli B ypOBHE TEXHHKH HCIOJB3YIOTCS COJIH,
pacTBOpeHHble B Oy(epHbIX pacTBOpax (KOTOpbIE Tak)ke MOTYT OOecreuyuBaTh KOHTPOJIb HIIH
noxanep:kanue pH), B Tom uncie pocdarHo-coneBoii OydepHslii pacTBOp, HO HE OrPAHUYNBASICH
UM.

«MeTtabonuTy COeIMHEeHHUs, PAaCKPBITOrO B JAHHOM JOKYMEHTE, NpeNcTaBisieT coOoi
IPOU3BOAHOE TAKOTO COECAMHEHHs, KOTOpoe 00pas3yeTcsi, KOrjia COeAMHEHHe MeTab0IN3UPYeTCsL.
TepMuH «aKkTUBHBIH METa0ONUT» OTHOCHUTCS K OHOJIOTMYECKH AKTUBHOMY HPOM3BOAHOMY
COEIMHEHUS1, KOTOPOe 00pasyercs, Korja CoeqMHeHne MeTabonu3upyeTcs. B KOHTeKkcTe TaHHOTO
JOKYMEHTa TEePMHUH «METaOOJNU3UPYETCS» OTHOCUTCS K CyMMe MpOLEcCcOB (B TOM 4Hcie, 0e3
OTPAaHUYEHUS, PEaKIMi THAPOJIN3a M PEaAKIHH, KaTaJHu3UpyeMbIX (epMeHTaMu), MOCPEnCTBOM
KOTOPBIX KOHKPETHOE BEIIECTBO M3MEHSETCS OpraHu3MoM. Takum oOpazoMm, ¢epMeHTBI MOTYT
NPUAABaTh COSIUHEHUIO Crierrduyueckue CTpyKTypHble u3MeHenus. Hanpumep, uuroxpom P450
KaTAIU3UPYET PSAA  OKHUCIHMTENbHBIX W BOCCTAHOBUTENBHBIX pPEAKIHid, B TO BpeMs Kak
ypunrHInpochaT-rIIOKYpOHIIITPAHChEpasbl  KaTAIM3UPYIOT — MEPEHOC  aKTUBHUPOBAHHOM
MOJIEKYJIbl TJIFOKYPOHOBOH KHCJIOTBI Ha apOMaTHYECKHE CIHPTHI, alu(aTHudecKue CIUpPTBI,
KapOOHOBbIE KHCJIOTBI, aMUHBI U CBOOOIHBIE CYJb(THIPHIbHBIE TPYNIbL. JIOMOTHUTEIBHYIO
uHpopmauuo o Meradonu3zMe MokHO noyuuth U3 The Pharmacological Basis of Therapeutics,
9th Edition, McGraw-Hill (1996). MeTaOonuThl COEAUHEHHIA, PACKPBITHIX B TAHHOM JIOKYMEHTE,
MOKHO HMACHTU(UIHPOBATh JHOO TOCPEACTBOM BBEACHHUS COCAMHEHUI XO3SMHY W aHAIU3a
00pa3loB TKaHM OT XO35MHA, JHOO MOCPENCTBOM HHKYOHMPOBAHMS COCAMHEHUH C KJIETKaMHU
NIeUeHH 771 Vitro U aHajan3a 00pa30BaBLIMXCS B PE3YJIbTaTe COEAMHEHUIN.

«BbHOAOCTYMTHOCTEY OTHOCUTCS K MPOLIEHTHOH JOJIM OT MacChl COEAMHEHUS], PACKPBITOTO B
TAHHOM JIOKYMEHTe (HanmpuMep, COSIMHEHUS U3 TPYIIIbl COENUHEHHS A), KOTOpPasi JOCTABJISETCS

B OOIIMI KPOBOTOK >KMBOTHOTO WMJIM 4YEJIOBEKA, y4acTBYIOLIEro B uccienopannu. CymMmapHOe
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Bozzaeiictere (AUC(0-0)) JiekapCTBEHHOTO CpPEICTBA, BBOAMUMOIO BHYTPHUBEHHO, BBEICHUH
o0prqHO ompenenstor kak 100% OumomocrymaocTh (F%). «IlepopanbHas OMOIOCTYIHOCTDHY
OTHOCHUTCSI K CTENIEHH, C KOTOPOH COeMHEHHE, PACKPBITOE B TAHHOM JIOKyMeHTe, abcopOnpyercst
B OOmMI KPOBOTOK, Korza (apMaleBTHYECKYIO KOMITO3ULMIO TMPUHHMAKOT MEPOPAIBbHO, IO
CPaBHEHUIO C BHYTPUBEHHON UHBEKLIUEH.

«KoHueHnTpanus B ria3Me KpOBH» OTHOCHTCS K KOHLIEHTPALIMU COEIMHEHUSI CO CTPYKTYPOit
U3 TPYIIBl COEAMHEHUs] A B KOMIIOHEHTE KPOBU CyOBEKTa, NMPENCTaBISIOLIEM COOOH Iia3my
kpoBu. Cienyer MoOHNMaTh, YTO KOHLIEHTPALUs] COSANHEHUH, ONMMCAHHBIX B JAHHOM JIOKYMEHTE,
B IUIa3ME€ KpPOBH MOXET 3HAYUTENbHO BapbHPOBATh MeEXIy CyOBEKTaMU BCIIEACTBHE
U3MEHYNBOCTH B OTHOIIEHHHM MeTaboJM3Ma W/WIM BO3MOXKHBIX B3aUMOAEWUCTBUI C IPYTUMHU
TEPaNeBTUUECKUMH CpPEACTBaMU. B COOTBETCTBMM C OJHHM BAapUaHTOM OCYILIECTBIIEHUS,
pPaCKpBITBIM B JJAHHOM JIOKYMEHTE, KOHILIEHTPALUsl COENWHEHWH, PAaCKPBITHIX B JIAHHOM
IOKYMEHTe, B IUIa3Me KPOBH MOXKET BapbHpPOBaThb OT CyOBEKTa K CyOBEKTY. AHAJOTMYHO,
3HA4YeHUs, TaKHe KaK MaKCUMaJbHas KOHLIEHTpauus B ria3dme kposBu (Cmax), uiam Bpems 10
JDOCTHKEHUSI MAKCUMAJIbHON KOHLIEHTpaLUuK B ruazme Kposu (Tmax), nin odmas romans nox
KPUBOH 3aBUCHMOCTH KOHLIEHTpaUuH B Ijia3Me KpoBu oT BpemeHu (AUC(0-0)), moryT
BapbUPOBATh OT CyOBEKTa K CyObekTy. BenencrBue 3Toi M3MEHYMBOCTH KOJMYECTBO, KOTOPOE
JOJDKHO COCTaBJISITh  «TE€PANEBTHYECKU O(P(PEKTUBHOE KOJUYECTBO» COEIUHEHUS, MOXKET
BapbUPOBATh OT CyOBEKTA K CYyOBEKTY.

B KOHTEKCTe MaHHOTO MOKYMEHTa «TrOMEOCTa3 KajbLHsS» OTHOCHUTCS K MOIAEP KAHHUIO
obmero OanmaHca ypOBHEW BHYTPHKJIETOYHOTO KaJbLMs W €ro NMEepPeMEeLICeHUH, B TOM YHUCIe
nepeaayd CUrHajia ¢ y4aCTUEM KaJIbLIUsl, BHYTPHU KJIETKH.

B KxoHTEKCTE HAHHOTO NOKYMEHTA «BHYTPHKJIETOYHBIN KaJIbLMI» OTHOCHTCS K KaJbLUIO,
pacronararomeMycsi B KjeTke, 0e3 yka3aHHs KOHKPETHOTO MeCTa PacIoJIOXKEeHHs B KieTke. B
OTJIMYUE OT 3TOTO, KIUTO30JIbHBI» WIH «IUTOIUIA3MATHYECKUNY» MPUMEHHUTEIBHO K KaJbLIHIO
OTHOCHTCSI K KQJIbLIUIO, PACTIONIAral0IIEMYCsl B LIUTOIIA3ME KIIETKH.

B koHTekcTe HacTosimero 1oKyMeHTa 3((eKT B OTHOLICHHH BHYTPUKJIETOYHOTO KaJIbLIUS
npeAcTaBisier cobol Jo0oe M3MEHEeHHe JIFOOOro acrekTa BHYTPUKJIETOYHOrO KaJbLHUs, B TOM
yrcie, 0e3 OrpaHUYeHHs], NI3MEHEHHE YPOBHEH BHYTPUKJIETOYHOTO KaJIbLUSI U PACTIONOKEHUS U
NepeMeIeHNs KaJIbLUs B, U3 WIN B TIPeesax KJIETKH WA BHYTPUKJIETOYHOTO JIETO KaJIbIHs UIIH
opranesuel. Hanpumep, 3¢ ekt B OTHOIIEHNH BHYTPUKJIETOYHOTO KaJIbIIHSI MOXKET MPEACTABIISATD
co0oli M3MEHEHHE CBOICTB, TAKHX KAk, HANpPUMep, KHHETUYECKHE XapaKTEPUCTUKH, 3HAYCHUS
YyBCTBUTEIBHOCTH, CKOPOCTh, aMIUIUTYA U 3JEKTPOPHU3HOIOrHIECKIE XapaKTEPUCTHKH ITOTOKA
WY TIEPEMELICHUS KaJIbLIMs, KOTOPOE MPOUCXOUT B KIIETKE WK €€ 4acTH. DPPEKT B OTHOIIEHUU

BHYTPUKJIETOYHOTO KajbLUsl MOXET IPEINCTaBIsITh COOOH H3MEHeHue JIoOoro mporecca,
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MOAYJIUPYIOLIEr0 YPOBHU BHYTPUKJIETOYHOIO KaJbLHsl, B TOM YHCJIE JEMO-yIpaBsieMOro BXo/a
KasbLys, Oy(epusauu Kaubls B LUTO30J€ M YPOBHEH KajbLMs BO BHYTPHUKJIETOYHOM JAEMO
KaJIbLUsI WK TEepeMeIleHHs] KalbLHsl B, U3 WIKA B Mpeaesiax BHYTPUKJICTOYHOTO AETO KajbLIHsL.
JIro0o# M3 3THX aCMEeKTOB MOXKHO OLIEHHUTh C MOMOILNBIO psifa Croco0OB, B TOM 4mcie, 0e3
OrpaHMYEHUs, OLEHKH YPOBHEH KaJbLUsl WM JPYroro HoHa (B OCOOEHHOCTH, KAaTHOHA),
MepeMeIeHN KaJblUsl WKW JPyroro MoHa (B OCOOEHHOCTH, KAaTHOHA), KOJIeOaHWH ypOBHEH
KaJIbLUsI WK JPYroro MoHa (B OCOOEHHOCTH, KaTHOHA), KHHETHYECKHX XaAPAKTEPUCTHK TOKOB
KaJIbIUsI WJIM JPYTOro UOHA (B OCOOCHHOCTH, KATHOHA) W/WJIM TPAHCIIOPTA KAJIbLHS WU APYTOTo
noHa (B OCOOEHHOCTH, KaTHOHA) uepe3 mMeMmOpaHy. M3MeHeHHe MOXKeT MpPeaCTaBisiTh COOOH
mo0oe Takoe H3MEHEHHe, KOTOpOe SIBJISIETCS CTAaTUCTHYECKM 3HAYUMbIM. Takum o0paszom,
HalpuMep, €CNIM yKa3aHO, YTO YPOBHU BHYTPHKJIETOUYHOTO KaJbIMs B HUCCIEAYEMOH KIETKe U
KOHTPOJIbHOIN KJIETKE OTJIMYAIOTCS, TAKOE OTJIMYHE MOXKET OBITh CTAaTUCTHYECKU 3HAYHUMBIM
OTJINYHEM.

B koHTeKCTe MaHHOTO JTOKYMEHTAa «BOBJIEYEH B» MPUMEHHUTENIbHO K B3aWMOOTHOIIEHUSIM
Mexny OeNKOM M aCHeKTOM BHYTPHKJIETOUYHOTO KaJbLWS WIN PEryJsiLueidl BHYTPHUKJIETOYHOTO
KaJIbLMsI O3HAYAET, YTO B CJIy4yae, KOrja SKCHPECcCUsl UIM aKTUBHOCTh O€JKa B KJIETKE SIBJISETCS
MOHW)KEHHOW, U3MEHEHHOM WJIM HMCKJIFOYEHHOM, CYIIEeCTBYEeT OJHOBPEMEHHOE WJIM CBSI3aHHOE
CHIDKEHHE, U3MEHEHHE WJIM UCKJIFOUEHHE OIHOTO MJIM HECKOJIbKUX aCIEeKTOB BHYTPHUKJIETOYHOTO
KaJbLUsl WK PEryjsiliid BHYTPUKIETOYHOrO KajbLiusi. Takoe HM3MEHEHHWE WM CHIDKEHHUE
SKCTIPECCHHU HITH aKTHBHOCTH MOXKET MPOMCXOAMTH MO MPUYHHE U3MEHEHUs 3KCIPECCHH TeHa,
KOIUPYIOIEro OeNoK, WJIM BCJENCTBUE W3MEHEHUs ypoBHeW Oenka. belok, BOBJIEYEHHBIN B
aCTIeKT BHYTPUKJIETOYHOTO KaJIbIHsl, TAKOW Kak, HAIIPUMED, AEMO-YIIPABISIEMbIA BXOMI KaJbIIHs,
CIIEZIOBATENIbHO, MOXKET NPEACTaBIsTh CO0OH OeNoK, KOTOpbIH O0eCrneunBaeT acmeKkT
BHYTPHUKJIETOYHOTO KAJIbLIUS MJIH PETYJISILHIO BHYTPUKIETOUHOTO KAJIBLIHs WJIH YYAaCTBYET B HHX.
Hanpumep, O6enok, KOTOpbIii oOOecrnedYrBaeT Aeno-yIpaBisieMblii BXON KaJbLHUS, MOXKET
npexactasisiTh codoit 6enok STIM w/unu 6enok Orai.

B koHTeKCTe HaHHOTO HOKYMEHTa OENIOK, KOTOPBIN SIBJISIETCS KOMIIOHEHTOM KaJIbLHEBOIO
KaHaJa, MpeacTaBisieT coOoi OeoK, KOTOPBIH Y4aCcTBYET B KOMILIEKCE U3 HECKOJBKUX OEJIKOB,
KOTOpBIH 0Opasyer KaHall.

B kOHTeKCTe HaHHOrO MOKYMEHTa BbIpaKeHHs «0a3ajbHBII» I «B COCTOSIHUH ITOKOSH
NPUMEHHUTEJIPHO K YPOBHSM IIMTO30JBHOTO KAaJlIbI[Hsl OTHOCSATCS K KOHIIEHTPALUH KajbIHsl B
LUTOIJIa3Me KJIETKH, TAKOW KakK, HampuMep, KjieTka 0e3 CTHUMYJISILMU, KOTOpasi He MOJABEPIJach
IEWCTBHIO YCJOBUIL, Pe3yJIbTATOM KOTOPBIX SIBIISIETCS] MepeMeIleHHe KalbLUsl B UM U3 KJIETKH
WK B TIpefiesiax KIeTKH. basaabHblii ypOBEHb LIMTO30JIbHOTO KaJIbLIUS HIIH YPOBEHb LIMTO30JIbHOTO

KaJibli1sd B COCTOSAHUU ITOKOA MOKET MPEACTABIIATD coboit KOHLUECHTPALWUIO HECBA3AHHOTI'O KaJIbIIUA
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(T.e. KampLMsl, KOTOPBI HE SIBJIIETCS] CBSI3AHHBIM C BEIIECTBOM, CBSI3bIBAIOIIUM KJIETOYHBIN
KaJbLMH) B LUTOIUIa3ME KJIETKH, TAKOW Kak, HampuMep, KieTka 0e3 CTUMYJISLUU, KOTOpas He
NOABEPINIaCh EHCTBUIO YCJIOBUH, PE3yJITATOM KOTOPBIX SIBJISETCS MEPEMELICHHE KaJbLUs B
KJIETKY WJIU U3 KJIETKU.

B xOHTEKCTE NAaHHOTO TOKYMEHTA «IepeMeleHIe» TPUMEHUTENBHO K HOHAM, B TOM YHCIIe
KaTHOHAaM, HalpuMep, K KaJbLHI0, OTHOCUTCS K MIEPEMEIIEHUIO HITH CMEHE MECTa PACTIOIOKEHHUS,
TaKUM Kak, HalpuMmep, TOK MOHOB B KJIETKY, U3 Hee WM B Npenesax KJIeTKH. Takum obpasom,
nepeMeleHre HMOHOB MOXKET TMPEICTABIATh COOOW, Hampumep, MepeMelleHHe HOHOB U3
BHEKJIETOYHONH Cpelbl B KIETKY, H3HYTPH KJIETKH BO BHEKJIETOUHYI Cpelny, W3HYTpHU
BHYTPUKJIETOYHOI OpPTraHesUIbl I CaliTa-Aerno B LIUTO30JIb, U3 LUTO30JI1 BO BHYTPUKIIETOUHYIO
OpraHeNTy WJId CalT-[erno, U3 OAHOM BHYTPHUKJIETOYHON OpraHeNsbl MU CalTa-Aerno B APYTYIO
BHYTPUKJIETOYHYIO OpPTaHEJUTy MM CaWT-NeNo, U3 BHEKJIETOYHOH Cpelbl BO BHYTPUKIIETOUHYIO
OpraHeJyTy WIN CaiT-Aerno, U3 BHYTPUKJIETOYHON OpraHeuIbl Ml caiiTa-eno BO BHEKJIETOUHYIO
cpeay M U3 OJTHOTO MECTOMNOJIOKEHHUS B Ipeiesiax [IUTOMJIa3Mbl KJIETKU B APYTOe.

B KkOHTekCTe HAHHOTO NOKYMEHTa «BXOJ KaTHOHAa» WIH «BXOJA KaJbLIUA» B KIETKY
OTHOCHUTCSI KO BXOJly KaTHOHOB, TAKMX KaK KaJIbL[UH, B MECTOIOJIOKEHNE BHYTPH KJIIETKH, TaKOe
KaK LIUTOIIa3Ma KJIETKH, UJIM B MOJIOCTh BHYTPHUKJIETOYHON OpraHesuIbl WK caira-neno. Takum
o0pa3oM, BXOZ KaTHOHA MOXKET NPENCTaBIATh COOOH, Hampumep, MepeMelleHHe KaTHOHOB B
LUTOIIA3My KJIETKH M3 BHEKJIETOYHOM CpPe/bl WJIM M3 BHYTPHUKJIETOYHOW OpraHesUIbl WK caliTa-
Ierno WIM TepeMelIeHHe KaTHOHOB BO BHYTPHUKJIETOYHYIO OpraHe/uly WM CaWT-Ieno u3
LUTOIUIA3Mbl WJIM BHEKJIETOYHOH cpenbl. llepememeHne KambLus B LUTOILIA3My H3
BHYTPUKJIETOYHOH OpraHeuIbl MITH CalTa-Jeno TAKKe Ha3bIBAETCS «BBICBOOOKIEHUEM KAJTbLIHSD)
U3 OpPTaHeJUIbl U CalTa-Iero.

B KOHTEKCTe HAHHOTO IOOKYMEHTa «OeJOK, KOTOPbIH MOIYJHPYET BHYTPHKJIETOUYHBIN
KaJIbIIMIY, OTHOCUTCS K JIFOOOMY KJIETOYHOMY O€JIKy, KOTOPBII BOBJIEYEH B PETYJIILIUI0, KOHTPOJIb
W/WIM U3MEHEHHE YPOBHS BHYTPHKJIETOYHOro Kanbiusi. Hampumep, Takoii 6enok MoxeT ObITb
BOBJICYCH B W3MEHEHHE WM KOPPEKLUHIO YPOBHS BHYTPUKJIETOUHOTO KAJbLUS PA3TUYHBIMU
cnocobamMu, B TOM uucie, Oe3 OrpaHMYeHHs, TOCPEACTBOM TOANEPKAHUS YPOBHEH
[UTOIUIA3MATHYECKOTO  KaJbLHUsl B  COCTOSIHUM TOKOsST  WiM  0Oa3ajbHBIX  YPOBHEH
LIUTOIUIA3MATHYECKOTO KaJbIHMsI WM MOCPEICTBOM BOBJICUEHHs B KJIETOYHBIN OTBET Ha CHUTHAJ,
KOTOPBIH Mepenaercst B KJIETKY C IIOMOLIbI0 MEXaHU3Ma, KOTOPBINA BKIIFOYAET B Ce0sl OTKIOHEHHE
YPOBHsSI BHYTPHUKJIETOYHOTO KAaJbL[Usl OT COCTOSIHMS TOKOs WM 0a3albHOrO cocTosiHus. B
KOHTEKCTe (ppa3bl «OENoK, KOTOPBI MOAYIHPYET BHYTPUKJIETOYHBIA KaJBLHIL,» «KJIETOYHBII
Oenok mpencraBisieT coOoil  OeJoK, acCOIMHPOBAH C KJIETKOW, TaKOH Kak, Hampumep,

[UTOIJIA3MATHYECKUI OesloK, OesIOK, aCCOLMMPOBAHHBIN C TMJIa3MaTHYECKOW MeMOpaHOH, win



66

BHYTPUKJIETOYHbIII MeMOpaHHbIH Oenok. benku, KoTopble MOAYJUPYIOT BHYTPHKJIETOYHBIN
KaJbLNH, BKJIIOYAOT B cebst, Oe3 orpaHmueHus, OEIKH, TPAHCIOPTHPYIOIINE HOHBI, KaJIbLUH-
CBSI3bIBAOLIME OEIIKU U PETYJIATOPHBIC OEJKH, KOTOPbIE PErYIUPYIOT OSJKH, TPAHCIIOPTUPYIOIINE
WOHBL

B KOHTekcTe [aHHOrO JOKYMEHTa TEPMUH «oOyerdarb» O3HA4aeT CHUKATh,
NpeaynpexnaTb, OCNAONAThP W/WIN yMEHBbIIATh BO3AECHCTBHE 3a00JI€BAaHUS, CHMITOMA WU
COCTOSIHUSI, YTO MPUBOIUT K YIYUIIEHUIO NPU 3a00J€BAaHUU WM COCTOSHUHM WJIM MO MEHbIIeH
Mepe YaCTHYHO OOJierdaeT CHUMIITOMBI, aCCOLMUPOBAHHBIE C 3a00JI€BAaHHEM WJIM COCTOSTHHUEM,
BIUIOTb /10 TOJIHOTO CHMDKEHMS TaK, YTOOBI yKa3aHHOE BO3JIeHCTBHE OBIIIO HYJIEBBIM WIIH, 10 CYTH,
HYJIEBBIM.

B xoHTEKkcTE TAaHHOTO HOKYMEHTa KKJIETOYHBIN OTBET» OTHOCUTCS K JIFOOOMY KJIETOUHOMY
OTBETY, KOTOPBIN SIBISIETCS PE3yJIbTATOM IEpEMEINeHUs] MOHOB B KJIETKY HJIM W3 Hee WU B
npenenax kierku. KierowHblii oTBeT MOeT ObIThb acCOLMUPOBAH C JOOOH KJIETOYHOM
AKTUBHOCTBIO, KOTOPAsl SIBJIIETCS 3aBUCHMOM, IO MEHbIIEH Mepe OTYACTH, OT HOHOB, TAKHUX KaK,
HarpuMmep, kaiabuuil. Takue akTHBHOCTH MOTYT BKJIFOUATh B ce0sl, HAPUMEp, AKTHBALMIO KIIETKH,
HKCIPECCHUI0 T'€HOB, SHIOLMTO3, HSK30LIMTO3, MHUIPALMIO KJIETOK M THOeNb KJIETKH BCIEICTBHE
arornTo3a.

B KOHTekcTe NAaHHOTO OOKYMEHTa «HMMYHHBbIE KJIETKH» BKIIOUAIOT B CEOsl KIIETKH
UMMYHHOW CHCTEMBI M KJIETKH, KOTOpPbIE BBIMOJHSIIOT (PYHKIUIO MU 00JaJar0T aKTHBHOCTBIO B
paMKax MMMYHHOT'O OTBETa, Takue Kak, Oe3 orpanuyenus, T-kinerku, B-kietku, mum@onursl,
Makpodaru, JEHIPUTHbIC KJIETKH, HEUTPOQMIIbL, 303UHOGMIBI, 0a30(UIbI, TYYHbIE KIETKH,
IUIA3MATUYECKUE KJIETKH, JICHKOLUTBI, AHTHUICH-TPE3CHTUPYIOIIUE KJIETKH U KJIETKH-
HATYpaJIbHbBIE KIJLIEPHI.

B koHTEkcTe MaHHOTO JOKYMEHTa «LUTOKHH» OTHOCUTCS K HEOOJBIIUM pPaCTBOPUMBIM
OenmkaM, CEKpEeTHPYEeMbIM KJIETKaMH, KOTOpPble MOTYT M3MEHSTh TOBEICHHE WM CBOICTBA
CEeKPETUPYIOIIEH KJIETKH WM APYrod KJIETKH. LIUTOKMHBI CBSI3bIBAIOTCS C LUTOKHHOBBIMU
peuenTopaMu M 3alyCKalT MOBENEHHE WM CBOWCTBO KJIETKH, HamlpUMeEp, MPOSU(eparuo,
rudenp wn qudQepeHIpoBKy KieTkH. MIUToCTpaTUBHBIE IUTOKUHBI BKJIIOYAIOT B cels1, Oe3
OTpaHWYeHUs, HHTepIerkuHbl (Hanpumep, IL-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-1B u IL-1 RA), rpanynonuTapHsIii
KOJIOHUECTUMYJIMPYIOIIHH daxTop (G-CSF), rPaHyJIOLUTAPHO-MaKpO(daraibHbIH
kojonuectumysupyromuii - pakrop (GM-CSF), onkoctatuH M, 53puUTpONO3THH, (HaKTOP,
uHruoupyroumii neiiko3 (LIF), uarepdeponsl, B7.1 (takke u3sectrblii kak CD80), B7.2 (Takke
usBecTHbI kak B70, CD86), unenst cemeiictea TNF (TNF-a, TNF-B, LT-B, nurang CD40, Fas
nuranp, muraag CD27, nurang CD30, 4-1BBL, Trail) u MIF.
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«Jleno-ynpasnseMblil Bxoa kanbus» wind «SOCE» 0THOCUTCS K MEXaHU3MY, IOCPEICTBOM
KOTOPOTO BBICBOOOXKIEHHE HMOHOB KaJbLUS M3 BHYTPHUKIETOYHBIX NIE€MO KOOPAUHHPYETCS C
IPUTOKOM MOHOB Yepe3 IIa3MaTHUECKYI0 MEMOpaHy.

«CenextuBHbli nHrHONTOp akTHBHOCTH SOC KaHana» O3HAYaET, YTO MHTHOUTOP SIBJISETCS
celeKTUBHBIM B oTHoweHuu SOC kaHaloOB M NpPAaKTUYECKU HE OKa3blBaeT BO3JEHCTBUS HA
AKTUBHOCTb JIPYT'MX THUIIOB HOHHBIX KaHAJIOB.

«CenextuBHplii uHrnoOurop aktuBHoctd CRAC kaHanma» oO3Ha4aeT, 4YTO HHTHOUTOP
sBJsieTCs ceneKTuBHbIM B oTHOLIeHNH CRAC KaHaoB U IPaKTUUECKH HE OKa3bIBAET BO3EHCTBHUS
HA aKTMBHOCTb APYT'HX THIIOB HOHHBIX KaHaJoB w/mnu apyrux SOC kaHanos.

B xOHTeKCTE JaHHOTO JOKYMEHTAa TEPMUH «KaJIbLUID MOXKET UCTIONIb30BaThCs B OTHOLIEHUU
3JIEMEHTa WJIM IBYXBAJIEHTHOTO KaTuoHa Ca’’.

HecmoTps Ha TO, 4TO NpPEANOYTUTENbHbIE BAapUAHTBl OCYILECTBIEHUS HACTOSILErO
n300peTeHus ObUIN TIOKa3aHbl U ONHMCAHbI B JAHHOM JIOKYMEHTE, CIIEIIHAIUCTY B JaHHOH 001acTH
TEeXHUKH OyneT OYEeBHAHO, YTO TaKHWE BAPUAHTBI OCYINECTBJICHUS IPEACTABICHBI TOJBKO B
KadecTBe npumepa. CrenuaaucraM B JaHHOH OOJIACTH TEXHHKH BCTPETATCS MHOTOYHCICHHBIE
BapUAHThl, U3MEHEHUs] U 3aMeHbl, He OTCTyMAaIIMe OT HacTosmero uszodperenus. Cruenyer
NIOHUMATb, YTO PA3JIMYHbIE AIbTEPHATHBbI BAPHAHTAM OCYIIECTBIICHHUS HACTOALIETO N300 peTeHN,
ONMCAaHHBIM B JIAHHOM JOKYMEHTE, MOIyT OBbITb HCIOJNB30BAHbI MPH MPAKTHIECKOM
OCYLIECTBJIIEHNH HacTosmero uzobperenus. [Ipenmonaraercs, 4TO CIEAYIOUIMMHU ITyHKTAMH
dopmynbl u300peTeHus: omnpenensercss Oo0beM HACTOSINEro HW300peTeHHs, U YTO HMHU
OXBaTBIBAKOTCS CIIOCOOBI U CTPYKTYPBI B Mpeesiax o0beMa 3TUX MYHKTOB (POPMYJIBbI, 8 TaK¥Ke HX

OKBHUBAJICHTHI.

IHHPUMEPDBI

IIpumep 1. Huruouposanune CRAC xkanana GSK-7975A 0J0KHPYET HEKPO3 V

MbBIIIHMHBIX H YeJ0BEYEeCKHX AIHHAPHBIX KJIETOK MOMKETYI0YHOH JKeae3bl

MpelnHbIE alMHAPHBIE KJETKU momkenynouHoit skene3sl (PAC) skcTparupoBanu u
UHKYOHpOBasu JHOO ¢ HOcHTENeM (KOHTPOJIb), INOO ¢ HATypasIbHOMH skemuHor kucioroit TLCS
(3-cynbdar TayponuroxoneBol KHCIOThI) B otcyTcTBue GSK-7975A wnu B ero mpucyTCTBHH.
Knerku npuBoAMIN B KOHTAaKT C MPOMUAMYM MOAMIOM MJi aHalu3a B OTHOIIEHUU HEKpO3a
kierok. O6padortka ornenbHeIx kiaeTok TLCS in vitro umutupyet 3 PexT KeTIHOro KaMHsI 1T
ApyToit OJIOKaabl CEKPELNH MOKETy TOYHOH JKeJe3bl i1 VIVo.

Kak ykazano Ha ¢ur. 1A, TLCS unaynupoBan HeKpo3 npuOIusuTenpbHo y 45% KIIeTOK B

TeYeHne neprona BpeMeHu skcrnepumenTa. Jlobasnenne GSK-7975A B xonuentparmu 10 MM
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CHIDKAJIO STOT MPOLEHT HEKPO3a HATOJIOBUHY, 0 MpHOIU3UTENbHO 23%. 3BE3M0UKON yKa3aHO
CTaTUCTUYECKU 3HaunMoe m3MeHeHue. Kietku, He obOpaborannbie TLCS, memoHCTpupoBaiu
HEKpO3, cocTaBisromuil npudmsurensHo 10%. Jtor pesymbrar aemoHctpupyer, uyto GSK-
7975A cHmxaet nHayupyomui Hekpo3 3¢pdexr TLCS B mpimuabix PAC.

UYenoseueckue PAC skcTparupoBasiv 1 HHKYOHUPOBAJIH JIHOO C HOCHTEJIEM (KOHTPOJIB), JINOO
¢ HatypaipHOM xemuHoi kucnoroir TLCS B orcyrctBue GSK-7975A unu B €ro nNpucyTCTBUU.
Krnerku nmpuBOAWMIM B KOHTAaKT C NMPONUAWYM HOAWIOM JUIs aHAJIM3a B OTHOLIEHHHM HEKPO3a
kierok. O6pabotka otnenbHeIX ki1eTok TLCS in vitro umutupyet 3 PexT >KemqHoro KaMHs Wit
Apyroii OJI0Kabl CEKPELIUU TOMKENTY IOUHOU JKENe3bl ifl Vivo.

Kaxk yxazano na ¢ur. 1B, TLCS unayuupoBan HeKpo3 npudbiu3uTenpHo y 45% KieTok B
TedeHue nepuoaa speMeHu skcrnepumenTa. Jlobasnenne GSK-7975A B xonuentparmu 10 MM
CHIDKAJIO STOT MPOLIEHT HEKPo3a MpUOIH3UTENbHO 10 30%. 3Be310YKON YKa3aHO CTAaTUCTUYECKU
3HaunMmoe wusMeHeHue. Kietku, He oOpaboranubie TLCS, neMoHCTpuUpOBaiM HEKPO3,
coctapysromuii  npubamsurensHo 23%. DToT pesynbrar aemoHcTpupyer, uro GSK-7975A

CHIKaeT nHayupyomuii Hekpos a¢dext TLCS B uenosevyeckux PAC.

Ilpumep 2. Nurnourop CRAC KaHaJa (GSK-7975A) 0JOKHPVeT

TFTHCTOHNATOJOIrHYECCKHEC H3MCHCHHUS B MbIIIHHbIX MOACJISAX AP

MBbILIHBIE MOJENIN OCTPOTO MAHKPEATUTA UCTIONb30BAIH JJIsl OLEHKH 3 deKrTa HHruouropa
CRAC B OTHOIIEHUH Pa3BUTHS TMCTOMATOJOTHYECKUX TPOLIECCOB B TMOKETYIOYHOU JKejese.
LepynenH ucnoap3yoT 1ist runepctumyssinuu perentopoB CCK B HOpMabHOM MyTH MEepenavu
CHTHQJIAa C Y4YacTHEM KajblHMs B IMOKENyJOo4YHOW skeiese Mbiun. TLCS uCmomp3yroT mms
UHIYKIMH OCTPOTO MAHKPEATUTA IOCPEACTBOM CHMYJISILIUU U30BITKA YKETIHOH KUCIIOThI, KOTOPBIN
Oynmer HaOMIOAATHCS MTPU MHIYLUPOBAHHOM KEJTYHBIM KAMHEM OCTPOM MAaHKpPEATHTe. JTUIIOBBIE
cnokHbie 3¢upel kupHbX KUCIOT (FAEE) ncrone3yooT mis CUMyJSILMM HHIYLHUPOBAHHOTO
AJIKOTOJIEM OCTPOro MaHKpeaTuTa. Mblinel 00padaTsiBaiu CPEACTBOM, HHIAYLUPYIOIIUM OCTPBIN
nankpeatut (uepyneus, gur. 2A, TLCS, ¢ur. 2B, umn FAEE, ¢ur. 2C), camum no cebe wim ¢
uaruoutTopoMm CRAC GSK-7975A B koHueHTpauuu, kortopas mdo 10-kpatHo, b0 40-KkpaTHO
npessimaet ICso s uarnéuropa CRAC.

Habmonaercs, uto GSK-7975A 3HaYUTENbHO CHMXKAET OOINYIO T'HCTOMATOJOTHYECKYHO
OLIEHKY OOpa0OTaHHBIX MbIEHl B CPAaBHEHHWH C MbIIIaMH, OOpaOOTaHHBIMH CpPEACTBOM B
orcyrcTBue nHrnouropa CRAC. 3tot 3¢dekt ObuT CTATUCTUUECKH 3HAYMMBIM M 3HAYUTEIBHO
Oonee BbIpaXEHHbIM TIpU KOHHOeHTpauuu, 40-kpatHo mpesbimaromend ICso, uwem mpu
koHeHTpanuu, 10-kpatHo npesbimatommeii ICso, HO OH Tak)ke HaOMOAANCs Tpu OoJiee HU3KOU

KOHLICHTpaLMH. 3B€310YKOH yKa3aHO CTaTUCTHYeCKU 3HaunMoe u3menenne. GSK-7975A B nozax,
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KOTOpbIE JOCTUTAalOT ypOBHEH B TKaHAX, 10-kpatHO wnu 40-KpaTHO NPEBBIIIAOIINAX
onpeneneHHoe in vifro 3Hadenue ICso 171 Hero, NpUBOAST K 3HAYUTEIbHBIM YMEHBIIECHUSIM
TMCTONATOJIOTUU MOJKETYAOYHOMN XKENE3bL.

PesynbraTel, npeacraBienHble Ha Ha ur. 2A, 2B u 2C, yka3bIBalOT HA TO, YTO HHTHOUTOP
CRAC mosxeT obner4arb ruCTONATOJOTHYECKHE CHUMIITOMBI OCTPOTO IMAHKPeaTuTa. 10T 3P PeKT
HaOJI0JAI0T BHE 3aBUCUMOCTH OT MHAYLHPYIOIIEro CPEACTBA WIIH THIIA MOAEIUPYEMOTO OCTPOro

NMaHKpeaTura.

IIpumep 3. Coeannenne I 1 GSK-7975A nurnoupvior CRAC kaHaJbl

Coenunenne I 1 GSK-7975A ananu3upoBaiu B OTHOLIEHUH UX MHTHOUpyroero s¢gdexra
no otHomeHnto k CRAC xananam. AHanu3upoBaiu kaHajbl, cozpepskamue Orail/STIM1 u
Orai2/STIM1. Kak mnpencraBieno Ha ¢ur. 3A, ObulO oOmpeneneHo, YTO coenuHeHue |
unruouposano kanaisl ¢ Orail/STIM1 co cpenneii ICso, coctaBmsiromeit 119 HM, u xaHanb! ¢
Orai2/STIM1 co cpenneii ICso, cocraBmsromeit 895 M. Kak npencrasieno Ha ¢ur. 3B, 6buto
ompeneneHo, 4ro GSK-7975A wunrubuposan kanamel ¢ Orail/STIM1 co cpenneii ICso,
cocrapysroner 398 HM, u kananel co Orai2/STIMI co cpenneii ICso, cocraBmsromeii 1453 HM.
Coenunenue 1 sBnsercs npubmusuTenbHO B 4 pasza Oosiee CHIIBHOAEHCTBYIOIUM B OTHOLIEHUH
CRAC xananos tuna Orail mo cpaBHenmnto ¢ GSK-7975A. O6a coenuHeHust sBISIFOTCST Ooee
cunbHOAekcTByOIMME B oTHOIEHHH CRAC kananoB tumna Orail, yem B oTHoteHun Trna Orai2.

DT pe3ysbTaThl YKa3blBAIOT HAa TO, 4TO 3(ddekt, Habmomaembni mast GSK-7975A B
OTHOLICHHUH MEPeAayu CUTHAJIA C Y4aCTHEM KaJIbLIHUs, MOKET PaCpPOCTPAHSATHCS HA HHTHOUTOPBI
CRAC, u uro uarudburopet CRAC, ornuunbie ot GSK-7975A, moryT npeBocxoautb GSK-7975A

M0 HEKOTOPBIM MapaMeTpam.

HOpuvep 4. Coenunenue I Gaoxmpver neno-vopasisiemblii Bxox Ca?t (SOCE) B

MbIIIHHBIX AIIMHAPHBIX KJIETKAX IMOIKETYI0YHOM KeJle3bl

Mpeimnnbie PAC Bhimensiiv U aHamu3upoBaiiu B oTHomeHuu 3¢ dexra narnouropos CRAC
OTHOCUTENIbHO TIOBTOPHOrO morjiomenuss kampiuss B ER.  Knerkm  oOpabartbiBanu
uktonnasoHoBoil kuciaotoll (CPA) otnensro (ur. 4A) nin B KOMOMHALMN C MHTHOUTOPOM
CRAC coenunenuem I (pur. 4B) nns aktusauuu CRAC kananos ¢ BeicBobosknenrem Ca?*. Uepes
15 MuHYT mOcie BBICBOOOKACHMS KaJbLMsl KJIETKH OOecnmeunBaid H30BITKOM KajblUs U
NOJBEPraJli MOHHMTOPHUHIY B OTHOIIEHWH moryiomenus kamnbuuss B ER. HaOmonamu, dyro
obpaboranubple uHrHOUTOpoM CRAC KIETKH HE NEMOHCTPUPYIOT MOBTOPHOTO IOTJIOLICHHUS

KaJIbIIUA.
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Jror pe3ynmpTaT yKa3eiBaeT Ha TO, 4ro uHruomropsr CRAC wmoryt OnokupoBath
CIIOCOOHOCTB KJIETKH K mepes3arpyske ee ER kampuuem i mocnenyromux 3TanoB Nepeaadu

CUT'HAJIA.

Ipumep 5. Coennnenne I 1 GSK-7975A 60,oxkupyvioT SOCE B MBIIIHHBIX AHHAPHBIX

KJIETKAX NOKeJTYA0YHOM KeJie3bl 10303ABUCUMbIM 00Pa30M

Mpbumunsle PAC obpabateiBamn unrudburopamun CRAC coegunenuem 1 (¢ur. SA) umm
GSK-7975A (¢wur. 5B) n noxsepranu MOHUTOPHHIY B OTHOIIEHHWH CKOPOCTH MOTJIOIIEHHUS] MU
kanbuus. O6a uarnouropa CRAC cHMXamM CKOPOCTh AEMO-YIIpaBiisieMoro Bxoaa kanbuus B ER
1o 50% oT KOHTPOJBbHBIX ypoBHEH mocie oopadorku 700 HM unruburopa. Coenunenue I Ha
100% GnoxupyeT NOBTOPHOE MOTJIOLIEHHE B KOHLIEHTparuu 10 MM.

DTOT mpuUMep NEMOHCTPHPYET, 4YTO KakAbli M3 Heckoimbkux uHruomropos CRAC

nevictyer, nHruOupyst SOCE B PAC mnexonuraromiero.

Ipumep 6. Coenunenue I 6;10xupyer nunayuuposanublii CCK Bxoa Ca2' B MBIIIMHBIX

ALUHMHAPHLIX KJICTKAX MOUKEJTYI0UHOM JKeJ1e3bl

Mpbinunsle PAC noasepraiyu MOHUTOPUHTY B OTHOLIEHUH MOTJIOLEHHSI UMU KaJIbLIHs I10CIIe
obpabotku CCK B xonuentpauuu 10 HM. Knerku ob6pabareianu CCK, a 3atem obecnieunBaiu
1,8 MM KaJbIUsl U OTCJIEKUBAIM TOBTOPHOE MOTJIONIEHHE Kabiusi. HaOmonamu, 4To KJIETKH,
NOABEPrHYThIE  TpeaBapuTenbHOM  oOpaborke  muHruOutopamu  CRAC  (¢wur. 6B),
JIEMOHCTPHUPOBAIIN 3HAYUTEIHHO MOHMKEHHOE MTOBTOPHOE MOTJIOIEHHE KaJIbLIUS 110 CPABHEHUIO C
HeoOpaborannbiMu kietkamu (ur. 6A). IlpensapurenbHas oOpaboTka coenunenneM | cHmkana
MOBTOPHOE ToTJomenne Kanbiwsi noutu 10 0% ot koutpossi. GSK-7975A cHmkan noBTOpHOE
NOTJIOLIEHHE KaJbIHsl MPpUOIN3nuTeNbHO 10 30% OT KOHTpPOJIS.

OTH pe3ynbTaThl yKa3bIBalOT Ha TO, 4T0 HHTHOUTOPbl CRAC MoryT ObITh 3¢ €KTHBHBIMU B

CHI)KEHHMHU Ype3MepHO aKTUBHOM Nepenady CurHaia ¢ yuactueM kaibius B PAC.

IIpumep 7. Coenunenne | HHrHOUPYET HECKOJBLKO IHTOKHHOB

Coenunenne | nccienoBanu B OTHOLUIEHHH €r0 HHTHOUpPYIOIIEro 3¢ ¢ekTa OTHOCUTETBHO
psana nqutokuHa. L{lurokunsl INF-ramma, IL-4 u peuentopel IL-4, KOTOpbIE 3KCIPECCUPYIOTCS HA
alMHApHBIX KieTkax, nutokuHbl IL-1 Gera, IL-6, IL-10 u TNF-anmbda, skcmpeccupyemMbie B
annHapHbIX Kierkax, U IL-2 u IL-7, UuTOKHMHBIL, BakHbIe sl PYHKIMOHHPOBaHUS T-KIETOK,
UCCIIENOBAIN B OTHOIIEHUH WHruoOmpyromero >¢¢exra naruoutropa CRAC coenunenus 1 T-
KJIeTkH B oObeMe uenoBeuecknux PBMC crumynnpoBaiy CBI3aHHBIM C TUIAHIIETOM aHTUTEJIOM K

CD3/antutenom xk CD28 B Oydepe +10% criBopoTkn B TeueHue 48 wuacoB. Kommuectso
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BBICBOOOXKIAEMBIX LIUTOKMHOB M3MEpsUIM C ToMmompio aHamm3a Luminex ot Millipore.
Pesynbrarel npencrasiensl Ha Gur. 7. B yenoseuecknx PBMC coenunenue I cunbHO HHTHOUPYET
BBICBOOOKICHHE HECKOJIBKUX LIUTOKUHOB, KOTOPbIE UTPAIOT BaJKHBIE POJIU B T-KJIETKAX.

OTH naHHBIE OTHOCUTENIBHO LIATOKUHOB BMecTe ¢ naHHBIMU OT PAC monaep:kuBarOT BbIBOA
0 TOM, 4TO coenuHeHne | obmanaer qBOMHBIM 3P PEKTOM MPU OCTPOM MAHKPEATUTE, HHTUOUPYs
NyTH Tepefadl CUrHajla M rudeib Kak B MMMYHHBIX KJIETKAax, TaK M B allMHAPHBIX KJIETKax

MOKENY IOYHOM JKEJE3bI.

IIpumep 8. Coennnenue I nokasbiBaeT CHAbHYIO 3G (PeKTHBHOCTD B MbIIIHHON MoJe/IH

OCTPOro NAHKpPEATHTA C HCIT0Jb30BAHUEM LIEPYJICHHA

Mpbineit npodpunakrudeckn oopadarsiBanu naruoutropom CRAC unu cpenoi, a 3aTeM Ha
Hux BosaeiictBoBanu CCK, 3amyckas octpeiii mnankpeatuT. Coenunenue I, BBOAMMOE
PO HUIIAKTHYECKH 1.p. (BHYTPUOPIOLUINHHO), AaBaJIO 3HAUUTENIbHBIE U J0303aBUCUMbIE CHUKEHUS
UHIYLHUPYEMOH LepyJeMHOM MaTOJIOTUH B MOAXKeNyNOouHON »kene3bl Mblmei (Cs7B6 mbium).
Jror 3¢dekT ObLT 3HAYUTETHPHO HHUXKE MOJIOKUTEIbHOrO KOHTpoJsi CSA B 1mo3e S5 MI/KT U
noBbImancs no3ozasucumo. Cm. ¢ur. 8A. OOpaboTka AEeMOHCTpHPOBATA MPOMNOPLMOHATIBHOE
7103€ TIOBBILIEHHE YPOBHEW COeMHEHHUs | B MOKenyIouHON Jkene3e MOoce 1.p. HHbEKIHH (CM.
¢ur. 8B), KOTOPOE COOTBETCTBOBAJIO MOJIOXKHUTEIBHBIM pe3yJibTaTaM Ha (ur. 8A, BbiLIe.

OTU pe3ysbTaThl YKa3bIBAIOT Ha TO, 4To BBeneHue wHruOutopa CRAC mepen BTOpBIM
JIEKAPCTBEHHbIM CPEICTBOM HJIH OJHOBPEMEHHO CO BTOPBIM JICKAPCTBEHHBIM CPEICTBOM,
KOTOpOE, KaK TMPEIoiaraercs, 3amyCckaeT OCTPbIA MAaHKPEATUT WMJIM IOBBIIIAET PUCK OCTPOro
MAHKpPEaTHTa, MOXKET 00ecreYnBaTh MPOPUIAKTHYECKYIO 3aLIUTY OT OCTPOro MaHKpeaTHTa WU

CHMXKAaTb PHUCK OCTPOI0 MaHKpEaTura.

TIpumep 9. Coenunenne I CHUKAET YPOBHH CHLIBOPOTOYHOM AMHJIA3ZLI H CHIBOPOTOYHOM

JHNA3HI B MBIIIMHOM MOJIEJIH OCTPOr0 MAHKPEATHTA C MCI0Jb30BAHHEM IIEPYJIEHHA

Meimeii wnn He oOpabaTeiBaiu (HopMasbHbie), win obpadbareBanu Tobko CCK (cpena),
wiu obpadareiBaiu CCK B komOuHauu ¢ CsA win uaruouropom CRAC B ykazaHHOU no3e.
H3mepsiin akTUBHOCTh aMUJIa3bl CHIBOPOTKHU KpOBH (pur. 9A) u aKTUBHOCTD JIMIA3bI CBIBOPOTKU
kpoBH (¢pur. 9B) (ME(MexxayHaponHbIe €NUHULBI)/IT).

HNurndurop CRAC coennnenue I mposBisuio ce0st Tak ke WK JyYIIe, UM MOJIOKUTETbHBIN
KOHTposb CSA B MakCHMAaJIbHBIX KOHLEHTpalusx, coctaimstommx 20 mr/kr. Coenmnenue |
JaBaJIO 3HAYUTENbHBIE U T0303aBUCHMBbIE CHIDKEHUST HHAY IUPOBAHHBIX LIEPYJIEHHOM aKTHBHOCTEH

CBIBOPOTOYHOW aMHJIa3bl U CBIBOPOTOYHOM JIMMA3bI.
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IIpumep 10. Coeaunenue | cHHKAeT DNDATOJOIHI0O IOMKEJYIAOYHOH JKeJe3bl B

TEPANEBTHYECKOM MOJIEJIH HA MbIIIAX C HCIOJIb30BAHHEM IIEPYJIEHHA

Cemb exxeyacHbIX 1.p. MHbEKUUH LepyJIeNHA TaBaJH JJIsl HHAYKIHH [TAHKPEaTUTa, IpuieM
JKUBOTHBIX YMEPLIBIIIIN crycTst 8 yacos nocine 1-oit uabekunu. Coenunenne I BBogmmm 1.p. 1udo
3a 30 MmuHyT 10 1-0¥ MHBEKIMU LepyJiienHa (mpoduiakTHyeckas cxema), JUOO mocie 3-ed
UHBEKINH (TepaneBTudeckasi cxema). CsA BBOAWIHN p.O. (IEPOPANIbHO) IO TOU K€ CXEME, UTO U
coenunenue I. PesynbraTe! npeacrasiensl Ha ¢ur. 10.

I'mcronaronornueckre OLEHKH MOMyYaly ¢ Y4eTOM HaOMI0AeHNs Ier€Hepallii allMHAPHBIX
KJIETOK, M3MEPEHMsI KOaryJIILIUOHHOIO HeKpo3a, BocnaneHus u oreka. Coenunenue I masano
3HauuTenabHOe 35% CHMXXEHHE MHIYLHMPOBAHHOW LIEPYJEMHOM MAaTOJOTMH B TMOAXKEIYyAOYHON
JKene3e TIpU BBEJEHUM Mocie 3-eff MHBEKIUHU LepyJIenHa, COOTBETCTBYIOLIee 3(PPEKTUBHOCTH B
TepaneBTHUecKOM pexkume. IIpodunaxruueckas obpaborka coenuHeHueM | Taxke CHIDKaja
naTosoruio Ha 26%.

PesynbraTe! yka3piBaroT Ha TO, uTo HHruOuTOpsl CRAC, Takue kak coenuHenue I, obnanarot
3HAYUTENBbHBIM 3()(HEKTOM B OTHOLIEHUH TMCTONATOIOI MYECKUX OLIEHOK ITOIKEITYA0UHON JKee3bl

1pU NPOPUIAKTHYECKOM I TePAeBTHYECKOM BBEIACHUH.

Hpumep 11. Coenunenne 1 Gaoxupyer unavuupoBanubii TLCS Bxox Ca?" B

MbIIIHHBIX AIHHAPHbIX KJETKAX IMOIKEJTYI0YHOM Kejle3bl

Mpimunbie PAC obpabarsiBaniu 500 MkM TLCS u 0, 1 MkM wiu 3 MkM uHruburopa
CRAC coenunenust 1. YpoBHu kanbuus B LUTO30JIe (M3MepsieMble B BHAE COOTHOILIEHUI
F345/F380) usmepsinu s kaxnoit oopadorku. TLCS BricBo60xkaaer Ca>* u3 BHyTPUKIETOUHBIX
neno (ae nokaszano), unuiuupyst SOCE. B atoMm skcnepumenTe coequHenue [ B koHeHTpanuu 1
unt 3 MKM rmomHOCThIO Gnokuposano uHayuuposanubii TLCS Bxon Ca’*. PesynbraTbl
npexacrasieHbl Ha ¢ur. 11.

JTOT pe3ynbTar ykasbiBaeT Ha TO, 4T0 MHIHOUTOpbl CRAC MoryT ObITh 3¢ EKTHBHBIMU
IPU TOJIOKUTEIPHOM BJIMSHUM Ha Tepenadyy CHTHajla € y4YaCTHEeM KaJlbLUsl TPU OCTPOM

MaHKPEATUTE, CBA3AHHOM C JKCJTYHBIM KaMHEM, Y MJICKOIMUTAROIINX.

IIpumep 12. Coeaunnenue I u apyrue CCl uarnoupvior naavouposannoe TLCS

Bblc3060)l()_'lel-ll/le AMMJIA3BI B MBIIIHHBIX AIHHAPHBIX KJIETKAX HOIKEJTYI0THON Kejae3bl

BricBoOoknenne amunasbl 3 PAC nMeeT COCTaBISIOIMYIO, 3aBUCUMYIO OT Kanblus B ER,
U COCTaBJSIOMY0, 3aBUCHMYHO OT CRAC/IUTO30JbHOTO KallbLiUsl. 3aBUCHUMAsi OT KaJIbIUs
COCTABIISIIOIIAsE OJNIOKUPYETCS TIOCPEACTBOM  BBEINEHHsS XENAaTHPYIOLIEro CpeAacTBa i

nByxBasieHTHbIX KaTHOHOB EGTA. MpinuHble anuHapHble KieTku oOpabareiBamu TLCS u
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mr00bM 13 cpenbl, EGTA wmm uarudutopa CRAC, takoro kak coenunenue I, GSK-7975A unmu
coequHeHue II, W moxBeprasd MOHUTOPUHTY B OTHOLIEHWH BBICBOOOKACHMS aMMJIA3bL
Habmronanu, uro naruéuropsr CRAC umutnposamu EGTA cBoum 3¢pdexToM B OTHOIIEHUH
BbICBOOOKAEeHUs ammia3bl. Cm. dur. 12.

Jror pe3ynbraT ykKasbeiBaeT Ha TO, uTo HHruOUTOpel CRAC ONOKHMpPYIOT MOBTOpHOE
noryomenne kanbuus B ER mocne uuaynuposanHoro TLCS BbICBOOOKAEHUS KaJbLHS, TAKUM

obpazom umutupys 3¢ ekt EGTA B OTHOIIEHNN HHIMOMPOBAHUS BHICBOOOKIEHHS aMUJIA3bI.

Ipumep 13. Coennnenne I uurnoupver uuayuuposauubii TLCS HeKpo3 B MBIIIHHBIX

ALMHAPHBIX KJIETKAX MOIKETVI0YHOH JKejle3bl

Mpeimunsie PAC o6pabateiBanu 6o DMSO, mub6o DMSO mmoc 500 MM TLCS, nubo

DMSO nmoc 500 MM TLCS muroc 1 MkM unru6uropa CRAC coenunenus I Hekpos kneTok
mMepsuin B Buge % mnornomenust PI. Muarubutop CRAC coenunenne [ wunruGupyer
u"ayuuposanHblii TLCS Hekpo3 B mbimmHbIx PAC.

DTH JaHHble BMECTe C JaHHbIMU B oTHomenuu Ca’* u amMumasbl ykasblBarOT Ha TO, YTO

coenuHenue | sBisiercs s extuBHbM B Mopenu AP ¢ ucnons3oBannem TLCS.

Ipumep 14. Knunnnueckoe ucnbiTanue ¢aspl 1l Ge3onacHocTy u 3¢ ¢eKTHBHOCTH

coeannnenuii coeauHenuss I, GSK-7975A u coeaunenuss Il v manueHTOB € OCTPHIM

NAHKPEATHTOM

Ileny pmanHoro wucnoeitanusi ¢asel I 3akiouansack B H3y4eHHUH O€30MaCHOCTH,
nepeHocumoct, PK, PD u s¢¢dexkTuBHOCTH OQHOW BHYTPHBEHHOW WH(Y3UH H IMOBTOPHBIX
BHYTPUBEHHBIX HMH(QY3UIl MHrHOMTOpa Mepefaydl CHUTHaja C Y4acTHEM KaJIbLUs, TAKOrO Kak
coenunenue I, GSK-7975A u coemmnenue Il wimm coennHeHUs, BBIOpPAHHBIE W3 TPYIIIBI
COeUHEHMs A, y MalUeHTOB C OCTPBIM MAHKPEATUTOM U comyTcTByromuM SIRS.

Harmmentsr: B nccnenoanne OynyT BKIFOUEHBI 30 MAIIMEHTOB C BHICOKUM PUCKOM Pa3BUTHS
YMEPEHHOI'0 WJIM TSDKEJIOro MaHKpeaTuTa, KOTophIi oueHuBaercs bauiom SIRS, cocraBnstommm
2 nnm OoJiee pY BKIIFOYEHUH B UCCIIEIOBAHUE.

Kpurepuu:

Kpurepuu BKIIOUEHUS:

e BCe CyOBEKTHI JOJKHBI TPUMEHSITh HAJIJIEKAIIYIO KOHTPALIEILIUIO, 9YTOOBI FapaHTUPOBATD,
9TO O€PEMEHHOCTh HE BO3HUKHET B XOJI€ UCCIICIOBAHMSI U B T€YSHHE IO MEHbIel Mepe 12
HEZeb NIOCJI€ BBEACHHUS 103 JJIs1 MY>KUYHMH U B T€UEHHE 32 HeAENb MOCe BBEAEHUs 103 AJIs

JKEHIIUH,
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MHJIEKC MacChl TeJa B IpesieNax Auana3ona 18,5-35 kr/m? BKIIOUUTELHO, JOMOTHUTENLHO
K IMANa3oHy Maccel Tena 55-95 kr;

CYyOBEKT NOJIKEH OBITh CIOCOOEH naTh HHPOPMUPOBAHHOE COTIIACHE U MOKET COOJIFOAATh
TpeboBaHus U rpaduK UCCIETOBAHUS,

KPUTEPHSIM BBIOOPA COOTBETCTBYIOT CYOBEKTBI-MYKUHHBI U KEHIIUHBI BO3pacToM 18 et
WJIN BBILIE;

CyOBEKThI JOJKHBI HCTIBITBIBATD MEPBBIN 3MHU30/1 OCTPOrO MAHKPEATUTA B JKU3HU,
JIMarHO3 «OCTPBIN MAHKPEATUT JOJIKEH OCHOBBIBATHCS Ha 2 U3 CIEAYIOINX 3 KPUTEPHEB:
(1) TunuyHas Gonb B BepXHEH YacTH JKMBOTA; (2) MOBBIIEHHE YPOBHS aMUJIa3bl W/ WU
JIMIa3bl B CBIBOPOTKE KPOBU MO MEHBIIEH Mepe B 3 pa3a OTHOCUTENIBHO BEPXHErO Mpesena
HOpMBI, (3) pe3ynbTaTbl YCUJIEHHOTO KOHTpPAacTHhIM BeuiecTBoM KT-ckanupoBaHus miu
9XOrpamMmy OpPIOIIHON MOJOCTH, AEMOHCTPHUPYIOLINE U3MEHEHHUS] OCTPOro MAHKPEaTHTa,
cyOBEKTBI JOJKHBI IEMOHCTPUPOBATh UCTOPHIO OOJIE3HH, OATBEPIKIAOINY IO 3THOJIOTHIO
JAHHOTO 3IM30/1a TAHKPEATUTA, CBA3AHHYIO C aJIKOrOJIeM, TMIIePTPUIIHLEPUAEMUEN UITH
JKETYHBIMU KaMHSIMHU (B Cllydae IaHKPEaTUTa, CBA3AHHOTO C JKEMTYHBIMU KaMHSIMH,
9XOrpaMma JOJDKHA MCKJIOYaTh OOCTPYKLMIO KaMHEM BO BpeMsl CKPHHUHra IS
UCCIISIOBAHMS ),

CyOBEKThI JOJIKHBI AeMOHCTpUpoBaTh Oayut no BISAP, cocrasisitomuii 3 wiu BbILIE;
Hayayio 00pabOTKH B XONE MCCIEIOBAHUS BO3MOXKHO B TeueHHe 48 4acoB OT MOSIBICHUS

CUMIITOMA.

Kpurepun uckiaroueHus:

BBICOKAsi BEPOSTHOCTh HWHBA3MBHOTO BMELIATEIbCTBA BHYTPb JKETYHBIX MPOTOKOB
(mampumep, ERCP) B HacTynaromyr HeIento;

MOBTOPHBIN 3MH30/] MAHKPEATUTA;

pesynbratel CT, CBUIETENBCTBYIOLIME O HEKPO3€ MOKENYJOYHONH JKeNe3bl MpH
BCTYIUIEHUH B UCCJIEIOBAHHE;

TSDKEJIasi XPOHMYECKasi MOYedHas! HeOCTATOYHOCTh (CKOPOCTh KIIyOOUKOBOW (UITBTPALIIH
B COOTBETCTBHH ¢ (OPMYJIOW pacdera CKOPOCTH TMOYEYHOW (UIbTpaLUU TIpU
3aboneBanmsax mouek (Modification of Diet in Renal Disease) 30 miu/mMuH. win
3aBHCHUMOCTb OT '€éMOHAIN3a),

cepaedHas HENOCTATOUHOCTh Kmacca 11 wmim  Bbiume cornacHo  Hero-Hopkekoii
KapIUOJIOTHUECKOH aCCOLUALINY,

XpoHudeckoe oOcTpykTuBHOe 3aboneBanue jerkux (COPD) ¢ 3aBUCHMOCTBIO OT
KUCJIOPOZA,;

LUPPO3 MEUYEHY,
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e TsDKeNast aHeMust (YPOBEHb FeéMOTJIOONHA COCTABIISIET MeHee 8 /),

e reMaToKpuT HIke 35% wnim Beime 45% NpU BCTYIUIGHWH B UCCIIENOBaHHE (SKUIKOCTH
MO>KHO BBOAMTD JAJIs1 KOPPEKLMU MeMaTOKpUTA Nepel paHAOMHU3alMel Ipy YCIOBUH, YTO
o0paboTka B XOI€ HCCIIENOBAHUS HAYMHAETCSI B TeueHHe 48 4YacoB OT MOSBICHUS
CHMIITOMOB);

e AKTHUBHOCTb aJJAHWHAMHUHOTpaHc(]epasbl B ChIBOpOTKe KpoBH Bbime 250 ME/n mpu
BCTYILJIEHUH B HCCIIEIOBAHUE,

e  KJMHHUYECKAsl HACTOPO’KEHHOCTb B CBSI3U C PA3BUBAIOLIMMCS XOJIAHTUTOM MPHU BCTYIUIEHUU
B MCCJIEIOBAHUE,

¢ AaKTHBHOE XeJly10YHO-KUIIEYHOE KPOBOTEUEHHE,

e CYyIIECTBYIOIEE B MEPUOJA HCCIENOBaHHs 3JI0KAYECTBEHHOE HOBOOOpa3OBaHUE, HE
HaXOZSIIeecss B COCTOSHUM PEMUCCHU (OTIIMYHOE OT 0a3aibHO-KJIETOYHON KapILMHOMBI
KOXN),

e H3MEHEHHOE NCUXHUYECKOE COCTOSHUE,

e KOpPMIJICHHE IPYyIbI0 HIH OEPEeMEHHOCTD B IEPUO]] HCCIIEAOBAHNS,

e JKEHINWHA C PENPOAYKTHBHBIM IOTEHIMAJIOM (MeHee 2 JIeT IMOCiIe MEHOomay3bl uin 0e3
XUPYPIUYECKON CTEpPUIN3aLMK), KOTOpas He TOTOBAa HCIOJb30BaTh AaJ€KBAaTHbIE U
3¢ eKTUBHBIE MEPBI TIO PETYIUPOBAHUIO POKIAEMOCTH;

e  W3BECTHAs TUIEPYYBCTBUTEIBHOCTD K JIFOOOMY KOMIIOHEHTY UCCIIEAYEMOro POIYKTA,

e 3aBHCHUMOE IOJIOKEHUE OT MCCIIEeI0BATENs UM CIIOHCOPA,

e y4yacTHME€ B HCCIEJOBAHMM JPyroro JIEKAPCTBEHHOIO Ipernapara, MpOXOASLIEro
KJIMHUYECKOE UCTIBITAHNE, BO BPEMsI 3TOr0 KJIMHUYECKOTO UCTBITAHUS UM B TeueHue 30
CYTOK /10 Hauaja 3TOro KJIMHUYECKOTO HCIIBITAaHUSI.

IlnaH MccienoBaHus: MCCIEIOBAHUE NPEACTABIsieT COO0OH PaHIOMU3HPOBAHHOE, TBOMHOE

crernoe, IIane0o-KOHTPOJIMPYEMOE, MHOTOLEHTPOBOE, MHOTOHAIMOHAIBHOE CPaBHUTEIbHOE
UCCIIEIOBAHNE, B KOTOPOM CpPAaBHHUBAIOT rpymmy mmianebo ¢ rpynnoil uarubmropa CRAC,
NOJIy4aroiel BHyTpUBeHHYIO 00padoTrky uHruOutopom CRAC nBaxnbl B CYTKH B TEYEHHE
nepyuosa A0 7 MocienoBaTeNbHbIX CYTOK.

B wuccnemoBanme OynyT BKIOYEHBI 45 TAaLHUEHTOB C BBICOKMM PHCKOM Pa3BUTHUS
YMEPEHHOT'0 HJIH TSDKEJIOro MaHKpeaTuTa, KOTophiil oueHuBaercs bamuiom SIRS, cocraBnsiommm
2 nnm OoJee NPy BKIFOYEHUH B UCCIIEIOBAHUE.

OCHOBHBIM OJKHIa€MBIM pPe3ybTaToM siBisieTcs 3¢ ekt narnouropa CRAC B oTHOIEHNH
CHUCTEMHOI0 BOCIIaJIeHUs [IPH OCTPOM MaHKPeaTUTe, KOTOPBIN OTpakeH n3MeHeHueM olleHKH SIRS

i yposHeii C-peaktuHoro 6enka (CRP) B muiazme kpoBu.
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Beenenue marepuana Ui KIMHAYECKOTO HCIBITAHUS OyAeT HAaYMHATHCSA B Ipenenax 24
4acoOB OT IMOSIBJIEHMs] CUMIOTOMOB OCTPOrO MaHKpeaTuTa WM 18 YacoB OT MOCTYIUIEHUS B
oonpHuLy. CyObekTOoB OYyAyT paHAOMU3HPOBATh B COOTHOWeHWH 1:1 ¢ monydeHuem udo
uaruouropa CRAC B onHoM 13 ABYX 1103, b0 ruranedo. Takke OyayT OTCIEeKUBATHCS YPOBHU
uaruouropa CRAC B CbIBOPOTKE KPOBU B KOHLIE KOXKION 2-4acoBOl HHDY3UH.

JUTNTENbHOCTD MCCIENOBAaHUS MUl OTAENBHOro cyObekTa OyneT cocTaBisiTh 14 CyTOK,
COCTOSILIINX M3 CKPUHMHIOBOM OLIEHKH, 32 KOTOPOW OyAer cienoBaTh MEpHOA JBOMHOM Cliernoi
00pabOTKH AUTETBHOCTBIO 10 7 CYTOK, KOTOPBIN OyZIET SIBIATHCS YacThIO MEPHOAa HAOIIOAeHUS
B OOJIbHUIIE, COCTABIIAIOLIETO MO MeHbINEH Mepe 7 CYTOK, M OKOHYATEJIbHOE IOCELICHUE IS
noaBeAeHus: UTOroB B [lenn 14.

OcHoBHEBIE KpuTepuU 3(PHEKTUBHOCTHU:

e koHLUeHTpauusi C-peakTHBHOTO OeJka B CBIBOPOTKE KPOBH,
o u3meHeHue SIRS uepes 48 yacos;
e YPOBEHb aMMJIA3bl U JINIIA3bI B KPOBU.

Bropuunsie kputepuu 3¢ dexkrusroctu, nurudutop CRAC B cpaBHeHuu ¢ mianedo:

e OesomacHocth wuHruOuTopa CRAC B 5TOH mOMyNsALUM MaLUEHTOB (IOCPEACTBOM
CTaHJIAPTHBIX JJAOOPATOPHBIX UCCIIENOBAHUI OE30IaCHOCTH);

e MEIMUMHCKHHA OCMOTP M MOHUTOPHUHI OCHOBHBIE ITOKa3aresel xusHenesrenbuocty, ECG
U COOOIIEHHT 0 HeOIArOMPHUSTHOM SIBICHUH,

e 5ddextsl naruouropa CRAC B OTHOLIEHUM APYTHX MapKepOB BOCHAJICHHS B ILIa3Me
KpOBU (MHTEPJIEWKUH-0, MATPUKCHASI METAJUIONPOTENHAa3a 9, (hakTop HEKpo3a OMyXoJje
anba u T.1.),

e 3(pdexTor uarn6éUTOpa CRAC B OTHOILIEHUH KIIMHUYECKOTO TEUEHUS MAHKpeaTHTa (MCX OIS
U3 M3MEHEHHUI OLIEHOK MO KJIMHMYECKUM LIKAJaM OLIEHKH, TAKMM KaK MHAEKC OLEHKH
TSDKECTH OCTPOTO MaHKpeatuTa «y mocrenu OoipHOro» (Bedside Index for Severity in
Acute Pancreatitis) (BISAP), onienka CHHIpOMa CHCTEMHOH BOCHAJUTENIbHOW peakiuu
(SIRS) u oreHKa 1o MmKajie OLEHKH OCTPBIX M XPOHHUECKUX (PYHKIIMOHATBHBIX H3MEHEHHUH
I (APACHE II), u pe3yibpTaTOB YCUJIEHHOW KOHTPACTHBIM MAaTE€PHAJIOM KOMITBIOTEPHOM
tomorpaduu (CT) Opromnoit monocTy;

e TpOrpecc MO IIKajie JUHAMUYECKOW OIEHKHM OpPraHHOW HemoctarodHocTH (Sequential
Organ Failure Assessment) (SOFA);

e IIpOrpecc Mo IIKajie OLeHKH nojuopraHHoi aucynkumuu (Multiple Organ Dysfunction
Score) (MODY);

e IIPOrpecc CHHAPOMA CUCTEMHOU BOCHAJIUTEIBHON PEaKLUH,;
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e 1mporpecc B BbIpaOOTKE BOCTAJIHMTENBHBIX U NMPOTHBOBOCTIAIUTENbHBIX Menuatopon (IL-
IRA, IL-10, IL-6, IL-18, TNF-a, ICAM-1, IL-10 u T.11.);
e YCWJIEHHE yXOAa A0 CHJIbHOW 3aBHUCHUMOCTH WM IIOMELIEHHWE B PEaHHMALMOHHOE

OTHEJICHUE U IJTUTENIbHOCTh NMpedbIBaHUS B OOJIBHHUIIE.

Ilpumep 15. Coeaunenue I nHTHOMPYeT pa3BUTHE BUPYCA XVYHHH B HHOUIIMPOBAHHBIX

KjaeTkax VeroE6

Knerku VeroE6, nndpunuposanssle xuBbM ocinadiaeHHbM Candid-1 JUNV, oOpabarsiBaroT
6o DMSO, nmu6o DMSO maroc 500 MmkM TLCS, nu6o DMSO mmoc 500 MkM TLCS mroc
1 MM unruburopa CRAC coeaunenus I, mu6o DMSO mmroc 500 MM TLCS mmoc 10 MM
coequnenus I, mbo DMSO mmoc 500 mkM TLCS mmroc 25 MkM coenunenus I, mn6o DMSO
witoc 500 MkM TLCS mumoc 50 MM coenunenus 1. MHpeKLMOHHBIE BUPHOHBI, TIOJYyYEHHBIE U3
STHUX KJIETOK, KOJIMYECTBEHHO OMpEAENSIFOT B aHanu3e oOpasosanust Gokycos. [Toxcuer gokycos
JUNYV BbISABJISET CTATUCTUUECKH 3HAUYMMOE 10303aBUCUMOe cHIkeHue npoaykuuu JUNV Bupyca
nocyie 00paboTku coequHeHuem 1.

OTH NaHHBIE BMECTE C JaHHBIMH B oTHomeHun Ca’” ykas3pIBalOT Ha TO, U4TO coemuHeHue |

ABJsieTcst 3 PeKTUBHBIM B MHrHOUpoBaHUU pa3BuTus Bupyca JUNV.

Ipumep 16. Coenunenue 1 nuddepenunanbno uarudoupyer auddepenunposky Thi,

Th2 u Th17, 3aBHcHUMYIO 0T Aeno-ynpapJasieMoro Bxoaa Ca%*

HauBHble W CTHMYyJIUpPOBaHHBIE MBIIUHBIE T-KJIETKH, KYJIbTHUBHPYEMbIE B YCIOBHSX,
obecneunBaromux nossipusapo auddepentmposku B Thl, Th2, u Th17, obpabateiBatoT mubdo
DMSO, nmu6o DMSO mmoc 500 MM TLCS, mu6o DMSO maroc 500 MM TLCS mmroc 1 MxkM
unruburopa CRAC coenunenust 1. Jleno-ynpasnsembiii Bxon Ca’" (SOCE) konuuecTBeHHO
omnpenensoT B ciydae kaxnod oOpaborku. Coenunenue [ Onokupyer SOCE cunbHee B
mddepennmpoBannbix Th17 knerkax, uem B HauBHbIX T-kyetkax, Th1 nm Th2 knerkax. Kpome
TOTO, MPUCYTCTBUE COeNUHEHMsI | OKa3bIBaeT Oojiee CHIIbHOE BO3eicTBHE Ha npoaykuuio 1L-17A
Th17 xnerkamm mno cpaBHeHuro ¢ mnpoxaykuueidl IFN-y m IL-4 Thl u Th2 xnerkammn,
COOTBETCTBEHHO.

DTH JaHHbIE BMECTE C NaHHBLIMU OTHOcHTenbHO Ca’" M SKCHpeccuM NOMONHMTENLHOTO
tpanckpunuuoHHoro (aktopa (T.e. [L-17A, RORa 1 RORYt) yka3piBatoT Ha TO, 4TO COSAUHEHHE

I ssBnsiercst s exTuBHBIM B HHrHONpoBanuu nuddepenuposku Thl7.
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$OPMYJIA N3BOEPE TEHNA
1. Cnocot ofJjleryeHud CHUMIITOMOB IIaHKpeaTUTa Y UeJIOBEKaA,
BKJIIOU A0 cTagumn UOSHTUPUKALIUN yeJIOBEKa, HyXIOaKnmerocs B
oBJIeTUeHUNM CHMMIITOMOB IIaHKpeaTuTa, M BBEeIOEeHMSI yKa3aHHOMY UeJIOBEKY
MHTUOMTOPAa BHYTPUKIIETOUHOM Iepelaur cuITHaja C
yyacTueM  KaJlbLU4g B nose, IOCTAaTOUHOM OoJIs oBJIeTUeHM A

YKa3aHHBEIX CVMIITOMOB.

2. Crioco® 1o . 1, opuyeM yKa3aHHBEM VHITUOUTOP
BHYTPUKIIETOUHOV IepellauM CUTHalla C ydacTMeM KaJlblIMA OIpelcTaBJIgeT
cobor mHIHMOMTOP SOC kaHala.

3. Crioco® 1o . 1, npuyueM YKa3aHHBEMU VHIUOUTOP
BHYTPUKIIETOUHOW IepellauM CUTHalla C ydacTMeM KaJlblIMa OpelCTaBJIgeT
cobom mHrudtuTop CRAC kaHala.

4. Crioco6 npenylrpexineHmd W oBJIeruyeHmsa CUMIITOMA,

aCCOIMMPOBaAHHOI'O C HapylleHNVeM IIOIKEeJIYOOUHOM XKeJie3H, VY UeJloBeka C

PUCKOM HapylmeHW s [IOMKEJIYDOUHOM XeJIe3H, BKJIOYAMNY cTamuu
UOeHTUOMKALIMM dJeJiJoBeka ¢ (akKTOpOM PMCKAa, AaCCOLUMMPOBAHHEM C
HapyleHreM TIOIXKEJIY IOUHOM KeJIe3H ; u BBeOeHUSI MHTUOKTOPA

BHyTpMKHeTOqHOﬁ rnepeiladnm CHIT'HaJla C YydacTrveM KaJIbLIMA B nose,
OOCTaTOUHOM IOJIA InpenyripexoeHnA VI obJieTueHmU A YKa3aHHOTI'O

nodbouHoro sddperTa.

5. Kommniosuumg, comepxama#d MHPM@MTOp BHYTpMKHeTOqHOﬁ Iriepenadmn
CUIT'HaJla C YydYacTrueM KaJIbIMA UM TIIO MeHbIen Mepe OIHO JIeKapCTBeHHOe
CpenCTBO, acCcColMMpOBaHHOE C oTpMiuaTeJlb HEIM BOBIeVCTBUEM Ha
aAKTVMBHOCTE HOHXeﬂyHOqHOﬁ XKeJIEe3H.

[Io DOBepeHHOCTHU



% Hekpo3a

Kountposnb

1/21

OUI'. 1A

MbIlib

TLCS

576991

TLCS+GSK 10 MM



% Hekpo3a

Kountposb

2/21

OUI'. 1B

YenoBek

TLCS

TLCS+GSK 30 MM



OﬁIIIaSI THCTONATOJIOTHYCCKAHA OLICHKA

3721

OUI'. 2A

NuayuupoBaHHblii nepyjaenHom AP

(runepctumynsinus peuentopos CCK)

"CER G 10°IC50 G 40°IC50

Iepyaeun (CER)



O0mast rucTonaToJIOrHYecKas OLeHKa

4/21

OUI'. 2B

Nuayuuposanubiii TLCS AP

(MoaeJib ¢ NCTI0JIb30BAHUEM KeJTYHOH KHCJI0THI)

TLCSGwM)  G10°C50 G 40°IC50
TLCS




O01mag rucTonaToJIOrH4ecKas OLeHKa

5/21

OUI'. 2C

NuayuupoBanubliiit FAEE AP

(Moaeib ¢ MCMOJIb30BAHUEM MeTA00JINTA AJIKOT0JIs1)

FAEE G 10°C50 G 40°1C50

FAEE-AP




Icrac (% oT KOHTpOJIN)

6/21

OUI'. 3A

Coeaunenue 1

B Orai1l/STIM1: 119sM
® QOrai2/STIM1: 895 uM

Konuenrpauus coenunenus I (Log M)



Icrac (%o OT KOHTPO.Is)

7/21

OUI'. 3B

GSK-7975A

Cpennsisi 1Cso

B Orai1/STIM1: 398sM
® Orai2/STIM1: 1453 uM

¥ T T 3

9 8 7 6 5 -4
Konnentpanusa GSK-7975A (Log M)



Coornomenne (F345/F380)

1.2-

e e e e e e e R R W W R W S

8/21

OUI'. 4A

Jeno-ynpasJjisieMblii

Bxox Ca?"

Boixoa Ca*" u3

ER

300 600

900

Bpems (c¢)

1200

1500



CoorHomenne (F345/F380)

N
B

9/21

OUI'. 4B

| 10 MM CPA/10 micM coen. T |

OTcyTcTBHE A€M0-
1.24. yIPaBJIIEMOro
: Bxoga Ca’' B
1.0+ NPHUCYTCTBHHU
coequHeHus I
0.8 5
S
0.6 . S S - S R S
0 600 1200 1800 2400 3000

Bpewms (¢)



IlepBoHauaabHasi ckopocTh Bxoaa Ca*'

(cooTHOMIEHNE e THHHIIBI/C)

0.006

0.0054

0.004+

10/21

OUI'. S5A

CxopocTh y KOHTPOJIsSI

0.003+ 50% oT 3HaueHus y KOHTPOJIS
0.002
ICs0~ 0,7 MmxM
0.001+
0.000+ AN L A S R S L B L L S R . T
"‘w “T '6 -5

Log xonuenTpaunu coenunenus I (M)



IlepBoHauabHasi ckopocTh Bxoaa Ca**

(cooTHOIIEHNE eTMHHIIBI/C)

0.005

11/21

OUI'. SB

CxopocTh y KOHTPOJIsSI

0.004

0.003

50% oT 3HaueHUs y KOHTPOJIs

0.001+

ICs0~ 0,7 MkM

\d

0.000
-8

rIpR——— LA I S S R A S S S S S S S B S

-7 -6 -5
Log xonuenaTpaunun GSK-7975A (M)



Yposens nuto3oapHoro Ca*

(coornomenne F345/F380)

2.0-

0.5

12/21

OUI'. 6A

10 ’M CCK

Cpennee 3Hauenue st 14 kieTok

0

T T
500 1000
Bpewmsi (¢)

i
1500

2000



% ot Bxoaa Ca*'y konTpoas

Cpena

13/21

OUI'. 6B

. Kierku, noasepruyTbie npeaBapuTeIbHOM
o0paboTke coenniHeHHeM B TeueHue 30 MuH.

nepen Bxogom Ca**

Coen. 1 GS;A




I'pynna

} L{[umoxunsi ¢ peyenmopamnu,
IKCHpeccupyemvimu 6

AUUHAPHBIX K/IIEMKAX

14/21

OUI. 7

IuToKkuH

gFN"}*’

Cpennsia ICso (’M) 1

Coen. I (n=2)

138

IL-4

879

IL-6

135

Lumoxunot,
IKCnpeccupyemsle é

AUUHAPHBIX K/IEMKAX

240

135

303

225

Llumommbl, 6AJICHbIE 6

| pynxyuonuposanuu T-knemox

59

120




CymmapHnast riucronaronoruueckas oueHka (=SE)

15/21

OUI'. 8A

CyMMa TrHCTONMATOJIOIrHY€CKHX OIICHOK HOI[?I(eﬂyIquHOﬁ KeJIE3bl

OLeHKH BKITFOYAU CIENYIOLINE:
1. JlereHepanus aMHApHBIX KJIETOK (MOp(]oIoruyeckre n3MEeHeHHs)
2. KoarynsunoHHBIH HEKPO3 («TEHW» KJIETOK B OYarax HeKpo3a)
3. Bocnanenne/orek (ornyxaHHe HHTEPCTHLUAIBHON TKAHH)
*<(,05 coryacHO JUCTIEPCUOHHOMY aHATH3Y IO
KPpHUTCPHUIO KpaCKCJIa—YOJUH/Ica C HCIIOJIBE30BaHUCM

10 arnocTepHOpHOro Kpurepus JlaHHa JUIs CpaBHEHHMA C
IpyHIoH Hocurens

8- ‘ Cronbiel = cpepnue 3Ha9eHus = SE (n=8/rpymima)




YpoBenb coenunenus I (MkM)

YpoBHU coeauHeHus | B moaxkeny104HoOi

50

40

30

20

10

16/21

OUI'. 8B

To3a CM4620 ip (mr/kr)

KeJie3e
Toukun=3nauenus ot PK mbrmeit (2/rpynma)

- O
] O
Lol
O

=
-
0 5 10 15 20



17/21

OUI'. 9A

AMHRJIA3A

8000+

A:.\m—zv I9ERITHIN G

HOHhOLOd0919) 9LIOHIHLAY

Coeannenue L, ip



18/21

OUI'. 9B

Jlnmaza

I

(/A 19€IHI"

HOHhOLOd0919) 9LIOHIHLAY

Coeaunenue L, ip



CymmapHasi rucTonaroJiornieckasi onenka (+SE)

19/21

OUI'. 10

CYMMa THCTOIIATOJIOIrHYCCKHX OLICHOK HOI[H(eﬂy,HOqHOﬁ KeJe3bl.

1

e JlereHepauus aMHAPHBIX KIETOK
e KoaryasiiuOHHBIN HEKPO3
e Bocnanenue u oTex

*<0,05 cornacHO MUCTIEPCHOHHOMY aHAIN3Y 110 KPUTEPUIO
Kpackena-Yoiuca ¢ HCIIOJIB30BaHIEM allOCTEPHOPHOIO KPUTEPHUS
JlaHHa JUIs1 cpaBHEHMSI ¢ COOTBETCTRYIONEH IpyIIol HocuTens

TepaneBTuueckas IMpopuaaxkTuyeckasn

S

£

B

)
% WUENTK
"
=

E
_ﬁﬁ
£ 3
»

E_2

3

=
2
5 oA % & mom & oA B

2
T

"
*
&

gat

E
& %
sgufg

)

&

TR
e

£
%

2

=
58

O

0 .

HopwmanbHas

Hocurens Coen. 1 CsA Hocwurens Coen. I CsA
20 MT/KT 50 Mr/kr 20 MI/KT 50 Mr/kT



YpoBeHnb nuT03016H0r0 Ca*'

(coornomenne F345/F380)

20/21

OUr. 11

1,8 MM Ca
0 Ca

Wnnyuuposannsiii TLCS sxon Ca**

s Cpena
wmem | MKM CM4620
mem 3 MKM CM4620

Cpe/:[Hee 3HAYCHHUE 110 MEHbITEH MEpEe A 16 KIIeToK JUIs KaXKJI0TO yCJIOBUS

0.9

i i i i

0 100 200 300 400

Bpewms (c)



BoicBoOOkAeHHe aMuIa3bl (Yo OT 001Iero

YPOBHS# 32 BbIY€TOM (DOHOBOTO 3HAYEHHSI)

21/21

OUI'. 12

MbplminHbIE AIIHHAPHBIC KJICTKH

I
o=

-
=

3asucumas ot Bxona Ca*" (CRAC
KaHaJI) COCTABJISFOIIAS

BI:»ICBO60)KZ[€HI/I$I aMMJIa3bl

3aBUCHMAast OT BBICBOOOXKIEHHUSI
Ca?" (ER neno) cocTasisromast

BbICBO60)KZ[eHI/I$I AMMJIa3bl

500 mxM TLCS



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

