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Ccblika Ha POACTBEHHbIE 3asiIBKH

CoracHO HacTOSIIIEH 3asBKE UCIPAIINBAETCS IPUOPUTET B COOTBETCTBUH C IPEIBAPUTEIHHON 3asBKON Ha
Bb1auy marenra CIIA c cepmitabiM Ne 62/167216, mogannoit 27 mas 2015 ., KOTOpas TeM caMbIM BKITIOUCHA B
HACTOSIIIUI JOKYMEHT BO BCE CBOEH MOJIHOTE MOCPEICTBOM OTCHUIKH.

O0J1acTh TEXHUKH, K KOTOPOH OTHOCHTCS HacToOs1Iee H3o0peTeHUe

B HacTosmeM DOKYMEHTE OMHUCHIBAIOTCS CIIOCOOBI MPUMEHEHHS] HHIMONTOPOB ayTOTaKCHMHA M MX (hapMa-
MEBTHIECKUX KOMITO3UIIMH M JICKAPCTBEHHBIX IMPEMapaToB B JICUCHUH COCTOSHHUM, 3a00JIeBaHUN W HApYIICHUH,
ACCOITMMPOBAHHBIX C aKTUBHOCTHIO ayTOTAKCHHA.

IIpexmecTByONUil YpOBeHb TEXHUKHU HACTOSILLIET0 H300peTeHHsl

AytotakcuH (ATX), Taxke U3BECTHBIN Kak mpeactaButens 2 uad ENNP2 cemelicTBa 3KTOHYKICOTUANIU-
podocdaraspr/pochoanscrepassl, mpeacTaBIsieT co00i CEKpEeTHpYEMy0 aaunonuTamMu Juzodocdonunazy D,
KOTOpast KaTaIn3upyeT o0pa3oBaHKe JIUIUAHOTO Menuaropa - Jusodocharnanoin kucnotsl (LPA). Dkcnpeccus
ayTOTaKCHHA YCUIIMBAETCS y MHIUBHIYYMOB C HEKOTOPBIMH COCTOSIHUSIMU HITH 3200JICBaHUSIMH.

CymHocTh n300peTeHns

[TyTe mepemaun curHaiza ayToTakCHH-TH30(oCchaTHIHAS KUCIOTA YIaCTBYET B psAle IMyTel mepeadn Cur-
HaJla, BOBJICUCHHBIX B MUTPALNIO, TPOTU(EPaIio 1 BEDKHBAEMOCTb KJICTOK. biaromaps cBoei poiu B 3THX Imy-
TAX ayTOTAKCHH HCCIIEAYeTCS B KayecTBE IIETH MOWCKA JIEKAPCTBEHHBIX CPEACTB IS JICUCHUS XPOHHYECKOTO
BOCTIAJICHUS, HEBPONATHUECKOH O0yH, (GUOpO3HOTO 3a00JeBaHUS M PA3IMYHBIX pakoB. VIHTCHCHBHBIC yCHIIUS
OBUTH COCPEOTOYCHEI HA BBISBJICHUH HHTHOUTOPOB ayTOTAKCHHA MIPH JICICHUH 3TUX HAPYIICHUH.

CornacHO OJHOMY acCHEKTY B HACTOSIIEM JOKYMEHTE IMPEICTaBICHBI CIIOCOOBI MPUMEHEHUS OJTHOTO WM
HECKOJIbKUX MHTHOWTOPOB ayTOTaKCHHA IS JICUEHHs WM NPERyNpexIeHNsT 3a001eBaHUN WIM COCTOSIHUM, B
KOTOPBIX Y4acTBYeT ayTOTakcuH w/minu LPA, BoBiIeueHHBIE B ITHOJIOTHIO WJIM TAaTOJOTHIO 3a00JIEBaHMS WIIH
MHBIM 00pa3oM acCOIMHMPOBAHHBIC IO MEHBIIEH Mepe ¢ OJHHM CHMIITOMOM HIIM OCJIOKHEHHEM 3a0oJieBaHusl.
Wurnduposanue GpU3N0IOTHUECKON aKTUBHOCTH ayToTakcuHa n/wii LPA npuMennmo B psine 3a001eBaHuN M
coctostuui. IlyTh mepenaun curnaia ayrorakcuH-LPA BoBiekaercsi B puOpo3HbIe 3a00JeBaHMs, KOJIUT, pak,
3yJ, aHTHOTEeHE3, BOCTIAJICHNE, AyTOUMMYHHBIE 3a00JIeBaHI, 3200I€BaHUS PEIPOAYKTHBHBIX OPTaHOB, HEBPOJIO-
THYecKue 3a00JIeBaHNS U IPOTPECCHPOBAHUE OITYXOJIH.

CornacHO OJHOMY acleKTy CHOCOOBI, OTMHMCHIBAEMBIE B HACTOSINEM IOKYMEHTE, BKIIOYAIOT NPHUMEHEHHE
OJTHOTO WJIN HECKOJIBKHUX COSIMHEHUH HHTHOUTOpa ayTOTAKCHHA /IS JICUeHUs 3a00JIeBaHUN WIIH COCTOSHUM, IpH
KOTOPBIX aKTUBHOCTh ayTOTAaKCHHA CIIOCOOCTBYET CHMITOMOJIOTHH WM NPOTPECCHPOBAaHMIO 3a00JIeBaHUs, Ha-
PYIICHUS WM COCTOSAHUA. Takue 3a00JeBaHNs, HAPYIICHUS WM COCTOSHUS MOTYT UMETh OJHY WJIH HECKOJIBKO
U3 TEHETHYCCKOH, ATPOTCHHOH, UMMYHOJOTHYECKON, HH(EKIIMOHHOM, METa00INYeCKOM, OHKOJIOTHYECKOH, TOK-
CHYECKOH, XUPYPTrHYECKOil W/WiIKN TpaBMaTHIECKOH 3THONOTHH. COTIacHO OJHOMY acleKTy CIOCOObI, COeIiHe-
HUA, (apMaleBTHYECKHEe KOMIO3UIMH | JIGKapPCTBEHHBIC MpETaparhl, OMMChIBAEMbIC B HACTOSILEM TOKYMEHTE,
coJiepkaT MHIMOUTOPBI ayTOTAaKCHHA.

CornacHO OJHOMY acIeKTy MHIMOMTOpHI ayTOTaKCHMHA MPUMEHHUMBI JUIs JIeYeHHs 3a00JIeBaHUH WM CO-
CTOSIHMH, TaKuX Kak Oe3 orpaHu4eHust GuOpo3, KOJIUT, KICTOUYHOE NpoiauepaTHBHOE 3a00JIEBaHNE, BOCIIAJIN-
TeNbHOE 3a00JIeBaHNe, ayTOMMMYHHBIE 3a00JIeBaHM, 3a00JICBaHNS PEIPOAYKTUBHBIX OPTaHOB, aCCOLMHUPOBAH-
HOE C TTaTOJIOTHYECKUM aHTHOTE€HE30M 3a00JIeBaHNe, CKIEPOAePMHUS, perep(y3nOHHOE OBPEKICHNE TOJIOBHOTO
MO3Ta WIN CepAla, HelpoaereHepaTuBHOE 3a00ieBaHIe, HEBpOaTHIeckas 001b, nepudeprieckas HEeBpOIaTus,
r1a3Hoe 3aboneBaHue, nMuadeTHYECKas PETHHOIATHSA, MPOTUQeEpaTUBHAS BUTPEOPETUHOMATHS, PYOITyIOIIHIACS
neM(puTon, MeTabOINIeCKOe HApYIICHHE U TIIayKoMa.

CornacHO OJHOMY acCIIEKTy B HACTOSIIEM JIOKYMEHTE MpEACTaBlIeHbl (papMalleBTHYECKHE KOMIIO3HUIINH,
COJIeprKalliie OAWH WIN HECKOJIBKO MHIMOMTOPOB ayTOTAaKCHHA, MX (papMarieBTUHUECKH IPUEMIIEMBIX COJICH HITH
COJIbBATOB, NIPUMEHHUMBIX JUISl JICYCHUS MJIM NPEAYNPEKACHHUS OJHOTO MM HECKOJBbKHX 3a00JIeBaHMH WIH CO-
crostHuil. COrjlacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS (apMareBTHUECKass KOMIO3UINS OCIa0sieT HiIH
o0palaer oJMH WM HECKOJIBKO NMPHU3HAKOB MM CHMITOMOB, aCCOLMMPOBAHHBIX C OJHUM WJIN HECKOJBKUMH
3a00JIeBaHMSAMHE WM cOocTOSHUSIMU. COTJIacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUS (apMaleBTHIECKas
KOMITO3UIHS TIPEIyTIPESKAAeT BOSHUKHOBEHHE OJHOTO I HECKOJIBKHUX OCIOKHEHHH, aCCOIMUPOBAHHBIX C OJI-
HUM WJIM HECKOIBKAMH 3200JIEBaHMSIMA M COCTOSHUSAME. COTIIACHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS
(hapMarieBTHYECKIE KOMIO3UIUU COACPKUT HHTHOMTOp ayroTakcnHa A. COrjjacHO HEKOTOPHIM BapHaHTaM
OCYILECTBIICHHS (hapMaIieBTHYECKIE KOMITO3HIINS CONEPKUT MHrHONTOp ayroTakcuHa B. CoriaacHO HEKOTOPBIM
BapHaHTaM OCYIIECTBJICHUS (hapMalleBTHUECKasi KOMITO3UIINAS COAEPKUT HHTHOUTOp ayroTakcuHa C. CorimacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS (apMaIleBTHYECKass KOMIIO3UIUS CONEPKUT MHTHOUTOP ayTOTaKCHHA
D. CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBICHUs (apMaleBTUUECKass KOMIO3UIMS COACPKUT MHIHOUTOD
ayrotakcuHa E. CoriacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS (hapMaleBTHYECKash KOMITO3ULUS COJCPIKUT
UHruOuTOp ayrorakcuua F. CorsacHo HEKOTOPBIM BapHaHTaM OCYILIECTBICHHS (hapMaleBTHIeCKask KOMITO3HIHS
COJZIEPKUT MHruouTop ayrorakcuHa G. CoriacHo HEKOTOPHIM BapHWaHTaM OCYIIECTBIECHUs (apMarieBTHUecKas
KOMITO3HIUSI COICPKHUT MHrnonTop ayrorakcuna H. CoriiacHO HEKOTOPHIM BapHaHTaM OCYyLIeCTBIICHHs (apma-
[IEBTUYECKAst KOMITO3ULIUSI COJIEP)KUT MHTHOMTOp ayToTakcuHa I. CorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTB-
JeHns papMareBTHIeCKass KOMITO3UIHS JOTIOJHATENFHO COACPIKUT JOMOTHUTEIBHOE TEPANICBTHIECKOE CPEIICT-
B0. COTIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS (papMaIieBTUIECKYI0 KOMITO3UIIHIO BBOIST B KOMOWHAIINN

-1-



039684

C OJTHUM WJTH HECKOJIbKMMU JIOTIOJHUTEIBHBIMH TEPANICBTHYCCKUMH CPEIICTBAMHU MPOTHB 3a00JICBAHUS, HapYIIIe-
HUS Wik cocTOsiHUSA. COTJIaCHO HEKOTOPHIM BapHAHTaM OCYHICCTBICHHS (hapMalleBTHICCKass KOMIIO3UIHS CO-
JICPIKUT TI0 MEHbIIIEH Mepe 0JHO (apMalleBTHUECKH PHEeMIIEMOe BCIIOMOraTenbHoe cpencTBo. COraacHo HEKO-
TOPBIM BapHaHTaM OCYLIECTBIICHHsS (hapMalEBTHYCCKYIO KOMIO3HUIMIO COCTABILSIIOT Ul BBEACHHS MIICKOIIH-
TaroleMy MyTeM BHYTPHUBEHHOI'O BBEICHUS, MOAKOXKHOTO BBEJICHHS, EPOPATIBHOIO BBEICHHUS, HHTAISIIMOHHO-
r0, HAa3aJIbHOTO BBECHUSI, BHYTPHKOXKHOTO BBEJICHHS HJIHM INIa3HOTO BBeAeHHs. COrlIacHO HEKOTOPHIM BapUaH-
TaMm OCYILECTBIICHHs (hapMalleBTUIeCKasi KOMIO3ULUsl uMeeT (HopMmy TabJIEeTKH, MUITIONHU, KAICYIbl, KUAKOCTH,
CYCIICH3UH, Tellsl, TUCIIEPCHH, PACTBOPA, SMYJIbCHUH, Ma3H HIIH JIOChOHA.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCO0 JICUCHUS WK TIPEAYIPEKICHHS
KaKoro-mi0o w3 3a00JICBaHUN WIIM COCTOSIHUH, OMHMCHIBAEMBIX B HACTOSAIIEM JOKYMCHTE, BKIFOUYAIOMIAN BBEIC-
HHUE TeparneBTUYCeCKH 3()()EKTUBHOrO KOMUUECTBA MHTHOUTOPA ayTOTAKCHHA WM €T0 (PapMaIleBTUYECKH IPUCM-
JIEMO¥ COJTM YUTH COJIbBATa MIICKOMUTAIOLIEMY IIPH HEOOXOAMMOCTH 3TOTO.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCO0 JICUCHUS WU TIPEAYIPEKICHHS
KaKoro-mr0o w3 3a00JICBaHUN WM COCTOSIHUH, OMHMCHIBAEMBIX B HACTOSAIIEM JOKYMCHTE, BKIFOUYAIOIIAN BBEIC-
HUE TepaneBTHIeCKH dPPEKTUBHOTO KOJUIECTBA MHTHOUTOpA ayTOTAaKCHHA WX ero (hapMalleBTHUSCKH TIPHEM-
JIEMOW COJIM MJIM COJIbBaTa MJICKONHUTAIOUIEMY HPU HEOOXOJMMOCTH 3TOTO; MPU 3TOM HHIMOMTOP ayTOTAaKCHHA
WM ero (hapMaleBTHYECKU MpHEMIIeMasi COJIb WJIM COJIbBAT HE BBI3bIBAET IeNaToOMIIMAPHOE MOBPEXKICHUE Yy
MJIEKOITUTAIOIIET 0.

CoriacHo 0IHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OITUCHIBACTCS CIIOCO0 JICUCHHS UITU MPEAYIPEKACHHS
Kakoro-im0o n3 3a00JIeBaHUI MIIM COCTOSIHUM, OMHCHIBAEMBIX B HACTOSIIEM JHOKYMEHTE, BKIIOUAIOIIUIl BBe/e-
HHUE TeparneBTUYeCKH 3()()EKTUBHOrO KOMUUECTBA MHTHOUTOPA ayTOTAKCHHA WM €T0 (PapMaIleBTUYECKH IPUCM-
JIEMOH COJIM WJIM COJbBAaTa MIICKOIHUTAIOIIEMY MPHU HEOOXOJMMOCTH 3TOT0; MPH 3TOM OJWH WM HECKOJBKO TIe-
YCHOYHBIX OCJIKOB MOBHIIIAIOTCS HE3HAYUTEIBHO Y CYOBEKTa TIOCIIC BBEJICHUS HHTHOUTOPA ayTOTAKCHHA HITH €T0
(hapMareBTHYCCKH TPUEMIIEMON COMTU WK coibBaTa. COTrNIaCHO HEKOTOPHIM BapUaHTaM OCYIICCTBIICHUS 3HAYH-
TEJNILHOE MOBHIIICHUE KOHIICHTPAIIUH MMEYCHOYHOT0 OeJKa MPEICTaBIET cOOOM MOBEHIIICHUE MO MEHBIICH Mepe
Ha 50, 100, 200 mwm 500% koHIEHTpauu nedeHogHoro oenka. CoraacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIIC-
HUS IEYCHOYHBIM OCJIKOM SIBIISIETCS acmparaTTpancaMutuasa. CorllacHO HEKOTOPBIM BapUaHTaM OCYILECTBICHUS
TIEYCHOYHBIM OCJIKOM sIBiIsieTcs menodHas ¢pocdaraza. CoriacHO HEKOTOPBIM BapHaHTaM OCYIIIECTBIICHHS Tiede-
HOYHBIM O€JTKOM SIBIISICTCS] OMITUPYOHH.

CornacHo JpyromMy acheKkTy B HACTOSIIEM IOKYMEHTE OMUCHIBACTCS CHOCO0 JICUECHHS WU MpPEeAyIpekK/ie-
HuUs (HUbpo3a, 3yaa, KOJIUTa, paka, BOCIIAIUTEIFHOTO 3a00JIEBAHNS HITH COCTOSHHUS, 3200I€BaHMS MJIH COCTOSTHUS
JIBIXAaTEBHBIX IMyTeH, ayTOMMMYHHOTO 3a00JICBaHUS WIIM COCTOSIHUS, HEBPOJIOTUYECKOTO 3a00JICBAaHUS M CO-
CTOSIHUS, OXKUPECHUS, BHYTPUTIIA3HOTO ABJICHUS, HCBPOIATUYCCKOM 0OIH MU UX KOMOWHAIMN Y MIICKOITUTAIO-
IIET0, BKIIFOYAONIUI BBEJCHUE TEPANCBTHYCCKU Y(P(PEKTUBHOTO KOIMYESCTBA HHTHOUTOPA ayTOTAKCUHA HITU €ro
(hapMaleBTHYCCKH TPHEMIICMOIN COJIM WM COJbBaTa MileKomuTaromeMy. COrjacHO HEKOTOPBIM BapHaHTaM
OCYILICCTBIICHHS BBEJICHHE MHTUOUTOPA ayTOTAKCHHA WU €ro (hapMaIleBTUICCKH MPUEMIIEMOH COJH WM COJb-
BaTa ocialisieT 0 MEHBIICH Mepe OJWH CUMITOM U3 (uOpo3a, 3yaa, KOJIUTA, paka, BOCIIAIHTEIBHOTO 3a00J1e-
BaHMsSI WJIK COCTOSIHUS, 3a00JI€BAaHMsI WIIM COCTOSIHUS JIBIXATENbHBIX IyTeH, ayTOMMMYHHOTO 3a00JICBAHUS HIIH
COCTOSIHHSI, HEBPOJIOTUYECKOT0 3a00JI€BaHHs MM COCTOSHHUS, OKUPEHNUS, BHYTPUTIIA3HOTO JaBJICHHS, HEBPOIIa-
THYIECKOU OOJTM MIIN MX KOMOWHAITHIA.

CornacHo 0IHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OITUCHIBACTCS CIIOCO0 JICUEHHS UITU MPEAYIPEeKACHHS
3a00JIeBaHMsl, HAPYILICHHUS MM COCTOSHHS, OMHCHIBAEMOr0 B HACTOSIIEM JIOKyMEHTE, IPU 3TOM CIOCO0 BKITIOYA-
€T BBEJICHUC MHTHOUTOpPA ayTOTAKCHHA MJICKOMUTAIOIIEMY TIPH HEOOXOAUMOCTH 3TOTO; MPHU ITOM IMOCIE BBEIC-
HUS HHTHOUTOpPA ayTOTaKCHHA COAep KaHue TU30(ochaTHIHON KUCIOTH B KPOBH Y MIICKOTIUTAIOIICTO CHIDKACT-
Cs1 0 MEHBIIeH Mepe Ha mpubmm3utensHo 5, 10, 20, 30, 40 wmu 50%.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCOO JICUCHUS WU TIPEAYIPEKICHHS
3a00JICBaHMs, HAPYIICHUS WM COCTOSIHHS, OTIMCBIBAEMOTO B HACTOSIIEM JOKYMEHTE, IIPH 3TOM CITOCO0O BKITFOYA-
€T BBEJICHUC MHTHOUTOpPA ayTOTAKCHHA MIICKOIUTAIOIIEMY TP HEOOXOAUMOCTH 3TOTO; MPHU ITOM IOCIE BBEIC-
HHSI HTHTHOUTOpPA ayTOTAKCHHA COJEPIKAHUE ayTOTAKCHHA B KPOBH y MJICKOIHMTAIOLIETO CHIKAETCS 110 MEHbILECH
Mepe Ha pubam3uTensHo 5, 10, 20, 30, 40 wm 50%.

CoriacHo 0IHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OITUCHIBACTCS CIIOCO0 JIeUEHHS UITU MPEAYIPEKACHHS
3a00JIeBaHMs1, HAPYIICHUS MK COCTOSIHHS, OMHCHIBAEMOr0 B HACTOSIIEM JIOKyMEHTE, IPU 3TOM CIOCO0 BKITIOYA-
eT BBEJICHUE UHIMOMTOpa ayTOTAKCUHA MM ero (hapMaleBTHYECKH MIPUEMIIEMOM COJIH WM COJIbBAaTa, MPU ATOM
MHTHOUTOP ayTOTAKCHHA COCTAaBJISIOT JUIsS BBEJCHUS MJICKOIMTAMOLIEMY MPHU HEOOXOJUMOCTH 3TOTO IyTeM
BHYTPHBCHHOTO BBEJCHUS, IOIKOXHOTO BBEICHUS, MEPOPATBHOTO BBEICHHS, WHTAISIHUOHHOTO, HA3albHOTO
BBCJICHUS, BHYTPUKOKHOTO BBEJICHUS WITH TIIa3HOTO BBCICHUS.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCO0 JICUCHUS WU TIPEAYIPEKICHHS
3a00JICBaHMs, HAPYIICHUS WM COCTOSIHHS, OTIMCBIBAEMOTO B HACTOSIIEM JOKYMEHTE, IIPH 3TOM CITOCO0O BKITFOYA-
€T BBEJCHUC WHTUONTOpPA ayTOTAKCHHA WM €T0 (hapMaIlCBTHYCCKH PUEMIICMON COJIU WIIM COJIbBATa, IPU 3TOM
MHTUOUTOP ayTOTAKCHHA HAXOJWUTCS B (PapMAICBTUYCCKON KOMITO3UIHH, UMCIONICH (OpMY TaOJICTKH, ITHIIFOIY,
KaICyJIbl, )KHIIKOCTH, CYCIIEH3UH, Tellsl, IUCIePCHUH, PACTBOPA, SMYJILCHH, Ma31 HJIH JIOCHOHA.

CoriacHo 0IHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OITUCHIBACTCS CIIOCO0 JICUCHHS UITU MPEAYIPEKACHHS
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(hubpo3a y MIIEKONUTAIOIIETO, BKIFOYAONIUI BBEICHUE TEPAIEBTUICCKU 3(PPEKTHBHOTO KOJIMIECTBA MHTHOUTO-
pa ayTOTaKkCHHA WX €ro (papMameBTHUYCCKH MPUEMIICMON CONHM WIM COJNbBaTa MileKomuTaromemMy. CoriacHo
HEKOTOPHIM BapHaHTaM OCYIECTBICHHS HAKOIUICHHE BHEKJIETOUHOTO MAaTPUKCA WIIM CKOPOCTh HAKOILJICHHUSI BHE-
KJIETOYHOTO MaTpuKca B TKaHU ¢ (UOPO30M CHIIKACTCs MOCJe BBEICHHS MHIMOMTOpA ayTOTAKCHHA HITH €ro
(hapmareBTHUECKH MPUEMIIEMOH COJIM WK coiibBaTa. CoOracHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS GUOpPO3
BKITIOUAET B ce0sl IepuTOHEATbHBIN (HUOPO3, TeTOUHBIN GUOPO3, IEUSHOUHBIH GUOPO3, TOYEHTHBIN GUOPO3, Ta3-
HOM pubpo3 wim KoxHBIN (Hudpo3. B kagecTBe mpumepa, crmocod BKITIOYACT BBEACHHE HHTHOUTOPA ayTOTAaKCUHA
MJICKOITUTAIOIIEMY C MEYSHOUHBIM (HOpo30M. B HEKOTOpBIX Cllydasx MPOsBICHHE LUPPO3a WM EYCHOYHOM
HEIOCTATOYHOCTH OTKJIAJBIBACTCS MM MPEAYMPEKAACTCS MOCIE BBEICHHS WHTHOUTOpA ayTOTAKCHUHA WU €ro
(hapMareBTHYCCKH MPUEMIIEMOI COJIH U COJbBaTa. B HEKOTOPHIX CIy4asx HaKOIUICHHE (PUOPOTCHHBIX KICTOK
W/WIIK OTJIOKEHHE OCIKOB BHEKJIETOYHOTO MAaTPHUKCA B IEYCHU OCIAOSACTCS WM MPEIyNPEKIACTCs MOCIe BBe-
JICHHS. HHTHOUTOpPa ayTOTAKCHHA WK ero (hapMaleBTHYCCKU IPUEMIIEMON COJM WU cojibBaTa. COriIacHO OIHO-
My MPUMEPY CHOCO0 BKJIFOYACT BBEJACHUC HHIMOUTOPA ayTOTAKCHHA MIICKOIHTAIOIIEMY C IMTOYEYHBIM (PUOPO30M.
B HEKOTOpHIX ciTyyasx BBEACHHE MHTHOUTOPA ayTOTAKCHHA MIICKOMUTAIONIEMY HPEAYIPEKIACT MOYCUHYIO He-
JnocTaTo9HOCTh. COrNIaCHO PYroMy MpUMepy Croco0 BKIFOUAET BBEJCHHE HHIMOMTOPA ayTOTaKCHHA MIICKOIH-
TaloIEMy C TIepUTOHEATHHBIM (hrOpo3oM. CoriacHO CIIEAYIONIEMY MPUMEPY CIOoco0 BKIIOUAET BBEICHUE WHTH-
OuTOpa ayTOTaKCHHA MIICKOTIMTAIOMEMY C KOXKHBIM (GHUOPO30M. B HEKOTOPHIX CIIydasx TONIIHWHA KOXH 0Opasia
KOXH ¢ GUOPO30M yMEHBIIaeTCs 10 MEHbIIeH Mepe Ha mpubmausutensao 10, 20, 30, 40, 50, 60, 70, 80 wm 90%
MOCJIE BBEJICHUSI MHTUOMTOPA ayTOTAaKCHHA MK ero (hapMareBTHISCKU IIPUEMIIEMO# COJIM UITH COJIbBATA.

CoriacHo 0IHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OITUCHIBACTCS CIIOCO0 JICUCHHS UITH MPEAYIPEKACHHS
¢ubpo3a y MIICKOMUTAIOIIETO, BKIIOYAIOIMINN BBEJACHUC MIICKOMUTAMOIIEMY TepaneBTHICCKH S((EKTUBHOTO
KOJIMYECTBA MHIHOUTOPA ayTOTAKCHHA WK ero (hapMaleBTHYCCKU MPUEMIIEMOH COJH WJIH COJBbBAaTa W BTOPOTO
TepaneBTHYECKOro cpeactBa. COrlacHO HEKOTOPHIM BapHAHTaM OCYIICCTBICHUS BTOPOE TEPAIEBTUUCCKOE
CPEICTBO COJICPKHUT MHTHOUTOP aHTHOTCH3WHA, KOJXHUIMH, KOPTUKOCTEPOUA, HHTHOUTOP IHIOTCIINHA, UHTEP-
tdbepon-a, naTepneiikun 10, aHTHOKCHIAHT, UHTHOUTOP 3Be3quaThix KieTok nedeHu (HSC), maruourop ACE,
uaruourop ADAM, wmerammodepMeHT, THPPCHHUIOH, TpaHHIACT, (GTOPGEHHUIOH, MPOTHBOBOCHAIUTEIHLHOEC
CPEICTBO, IMMYHOCYIIPECCAHT MU HX KOMOWHAITHUIO.

CoriacHo 0IHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OIUCHIBACTCS CIIOCO0 JICUEHHS WUITU MPEAYIPEKACHHS
KOJIUTA y MJICKOTIUTAIONIET0, BKIIIOYAIOIINI BBEICHHUE TepaneBTUIeCKU 3 (HEeKTHBHOTO KOJIMYeCTBA HHIMOUTOpa
ayTOTaKCHHA WM ero (hapMaleBTHIeCKH MPUeMIIeMON COJIM WM CoJbBaTa Milekonuraromemy. CoriaacHo oHO-
MY acleKTy B HACTOSIIEM JOKYMEHTE OIMHCHIBAETCS CIIOCO0 JICUCHHs WM HPEIyNpekIeHNsT BOCHAIUTEILHOTO
3a00JIeBaHMs KHIICYHUKA Yy MIICKOITUTAIOIIET0, BKIIIOYAIOIINI BBe/IeHHE TepaneBTuuecku 3(dexkTHBHOrO KOIu-
YecTBa MHIMOWTOpA ayTOTAaKCHHA WK ero (papMaleBTUUECKH MPHEMIIEMOIl COJIM WM COJIbBaTa MIICKOMHUTAIO-
nieMy. B HEKOTOpBIX CIoydasX KOJHTOM SIBIISICTCS OCTPBIN KOJHT. B HEKOTOPBIX CIIydasx KOJHUTOM SIBIISCTCS
XpOHHYECKHH KOJIHUT. COrJTacHO HEKOTOPHIM BapHAHTaM OCYIIECTBICHUS KOJIUTOM SIBJSICTCS ayTOMMMYHHBINH
KOJIUT, UAMOTIATUICCKUN KOJUT, ATPOTCHHBIN KOJIHT, COCYANCTOE 3a00I€BaHUC MITH WHPCKITMOHHBIN KOJIHT.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TJOKYMEHTE OMUCHIBACTCS CIIOCOO JICUCHUS WU TIPSAYIPEKICHHS
SI3BCHHOTO KOJHUTA Y MIICKOIIMTAIOIIETO, BKIFOYAIOIIHI BBEICHUE TECPAMCBTHUCCKU dPPEKTHBHOTO KOJIUYCCTBA
MHTHOUTOpA ayTOTaKCHUHA MIIK ero (papMalieBTHUECKH TPUEMIIEMOI COJTH HIIH coiibBaTa Milekonuratoimemy. Co-
TJIACHO HEKOTOPBIM BapHaHTaM OCYILECTBICHHs BBEICHHE NHIHOUTOpA ayTOTAKCHUHA WITH €r0 (hapMaleBTHIeCKU
MpUEeMJIEMON COJIM MJIM COJIbBATa YMEHBILIAET pa3Mep SI3BbI IPH S3BEHHOM KOJIUTE MO MEHbIIeH Mepe Ha Mpu-
omusurensno 10, 20, 30, 40, 50, 60, 70, 80 wiu 90% mociie BBEACHHS.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHHS OJHMH MM HECKOJIBKO MPU3HAKOB MJIM CHMITOMOB KO-
JIUTa YMEHBIIAIOTCS Y MJICKOIHUTAIOIIETO MOC/e BBEICHHS NHIUOUTOpa ayToTakcuHa. [[pU3HAKK WIIM CUMIITOMBI
BKITIOYAIOT B ceOs1 0€3 OrpaHnYCHUs a0JOMUHAIBHYIO 00JIb, TUAPCIO, CIIU3b B CTYJIE, CIIa3Mbl, YyBCTBUTCIIEHOCTh
B 00JIaCTH JKWBOTA, JIMXOPAIKY, KPOBSHUCTHIN CTYJI, B3AYTHE KUBOTA, IPUTEMA CIU3UCTON OOOIOYKH TOJICTON
KHUIIIKY U S3BBL.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCOO JICUCHUS WU TIPEAYIPEKICHHS
KOJIUTA Y MJICKOITUTAOIIECTO, BKIFOYAIOIININ BBEJCHHE MIICKOMHUTAIONIEMY TepaneBTHICCKH 3()(eKTUBHOTO KO-
JMYECTBA MHTHOWTOpA ayTOTAKCHHA WM €ro (papMaleBTUYeCKH MPUEMIIEMOI CONU WM COJbBaTa U BTOPOTO
TepaneBTHYeckoro cpenctBa. COrjacHO HEKOTOPHIM BapHaHTaM OCYLICCTBICHHS BTOPOE TEPaNeBTUUECKOE
CPE/ICTBO BKIIIOYAET B ce0sl CTEPOU I, IPOTHBOBOCIAIHUTENILHOE CPECTBO, UMMYHOCYIIPECCAHT MM X KOMOUHA-
0. CorylacHO OJTHOMY acleKTy B HACTOSIIEM JTOKYMEHTE MPECTABIICH CIIOCO0 JIeUeHHs UITH MPEAYIPEeKACHHS
KOJIUTA y MJICKOIIUTAIOIETO, TIPH ATOM CIIOCO0 BKJIIOYAET BBE/ICHHE MHTHOUTOpA ayTOTAKCUHA U [IUKJIOCIIOPUHA
A. CoriacHo 0JJHOMY acIeKTy B HACTOSIIEM JOKYMEHTE MPEICTABICH CIOCO0 JICUCHUs WU MPeIyNpekICHUs
KOJIUTA Y MJICKOITUTAIOMIETO, IIPH 3TOM CITOCO0 BKIIFOYAET BBEJICHHE HHTHONTOpPA ayTOTaKCHHA M Cyib(dacanasu-
Ha.

CornacHo OJJHOMY acIleKTy B HACTOSIIEM JOKYMEHTE OMUCHIBACTCS CIIOCOO JICUCHUS WU TIPEAYIPEKICHHS
HEBPOJIOTUYCCKOTO 3a00JICBaHUS WM HAPYIICHUS Y MIICKOIMTAIOIIECTO, BKIFOYAIOIINIA BBEJCHUC TCpANICBTHYC-
CKU d(PPEKTHBHOTO KOJIUYCCTBA MHTHMOUTOPA ayTOTAKCHHA WU €ro (papMalleBTUYECKH MPHEMIIEMOW CONU WU
conbBaTa MileKonuTaromeMy. CorllacHO OJHOMY acIEeKTy B HACTOSINEM JOKYMECHTE OMUCHIBACTCS CITOCOO Jieue-
HUSL WM TIPEeIyPERICHUST PACCESIHHOTO CKIIEpo3a y MIICKOITUTAIOIIET0, BKIIIOYAIOIINI BBEICHHE TepaneBTHYe-
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CKH 3((PEKTHBHOTO KOJIMYECTBA MHTMONTOpA ayTOTaKCMHA WM €ro (hapMaleBTHYECKH MPHEMIIEMOH COJIU WM
cojpBaTa MiekonuraroneMy. CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBJIICHUS BBEICHHE MHTHOUTOpa ayTo-
TaKCHHA WU €ro (DapMareBTUIEeCKH MPUEMIIEMO COJIM WMJIM COJbBaTa OclabiiseT, oOpammaeT Wi HHTHONpYyeT
JEeMHUCIHHN3AINI0 y MIleKonuTaromero. CorimacHo HEKOTOPHIM BapHaHTaM OCYIISCTBIICHHS BBEICHHE MHTHOU-
TOpa ayTOTaKCHHA FJIM €ro (apMaIeBTHYECKH IPUEMIIEMON COJIHM WIIH COJIbBaTa MIICKOIUTAIONMIEMY C paccesH-
HBIM CKJICPO30M CHIDKAET YaCTOTY, TSHKECTh W/WIIH NMPOJODKUTEIFHOCTh PEIUANBHBIX CUMIITOMOB PacCcesHHOTO
CKJepo3a y Mmiekonuraromero. CHMIITOMBI pacCeSTHHOTO CKJIepO3a BKIIOYAIOT B ceOs Oe3 orpaHWYCHHs OHEME-
HHUE WM CIa00CTh B KOHEYHOCTH, YACTUYHYIO UM TIOJHYIO TTOTEPIO 3PEHUs, TBOWHOE 3peHHE, HEICHOCTH 3pe-
HUS, OLIYIICHHUE MTOKaJIbIBAHUS, TPEMOP, OTCYTCTBHE KOOPMHAIINY, HEYCTOHUMBYIO ITOXOAKY, HEBHATHYIO peyb,
YCTaJIOCTh U TOJIOBOKPY KEHHE.

CoriacHO 0THOMY acIleKTy B HACTOSIIEM JIOKYMEHTE OITUCHIBACTCS CIIOCO0 JICUCHHS WU MTPEAYIPEKACHHS
HEBPOJIOTHUECKOTO 3a00JI€BaHMS Y MIICKOITUTAIOIIETO, TIPH 3TOM CHOCO0 BKIIFOYAET BBEJICHHE MIIEKOIUTAIONIEMY
TepaneBTHYecKH 3()(hEeKTHBHOTO KOJMYECTBA HHTMONTOPA ayTOTAKCHHA WM €T0 (hapMalleBTHYECKN ITPHUEMIIEMOI
COJIM WM COJIbBAaTa U BTOPOTO TEPANEBTUYECKOTO cpeacTBa. COriaacHO HEKOTOPHIM BapHaHTaM OCYILECTBICHUS
BTOPOE TEPAIEeBTHYECKOE CPEACTBO COAEPKHT KOPTHKOCTEPOWH, MHTep(hepOoH-f, TiIaTupaMepa amerar, JUMe-
tindymapat, GUHTOIUMO, TEPUPIYHOMHI, HATAIN3YyMa0O, MUTOKCAHTPOH, MBIIICYHBIN PEIaKCaHT WIIH X KOM-
OuHarro. B HEKOTOPHIX CIydasx HEBPOJIOTHYECKIM 3a00JICBAHNEM SIBIISICTCS PACCESHHBIN CKIIEPO3.

CornacHO OHOMY acIleKTy B HACTOSIIEM TOKYMEHTE ONHCHIBACTCS CIIOCOO JICUCHNUS WITH TIPEAYIPEKICHHS
3yAa y MIIEKOIHTAIOMIETO, BKIIOYAIOMINN BBEIECHHE TEPANCBTUICCKH d(PPEKTHBHOTO KOIMYECTBA HHTHOHUTOpA
ayTOTAaKCHHA WK €ro (papManeBTHUECKH MPUEMIIEMOH COJIM HWIIM COJbBaTa MieKomuTamomemMy. CoraacHo HEKO-
TOPBIM BapHaHTaM OCYIIECTBICHHUS 3y aCCOLMUUPYETCS C TePHEeTU(POPMHBIM IEPMATHUTOM, AEPMAaTOMUO3UTOM,
nempuronsom, cuaapomoM lllerpena, 6onesnso Jlapne, 60omne3npro Xeitnu-Xeian, nxTno3om, cuaapomom Ile-
rpena-Jlapccona, nepmarodurieii, GONIMKYINTOM, UMIIETHTO U APYTUMH OaKTepHaIbHBIMU HHPEKIHUAMH, YKY-
caM{ HacEeKOMBIX, MEIUKYJIe30M, YECOTKOH, BUPYCHOW MH(EKIMEH, acTeaTo30M, aTONMNYEeCKONH HK3eMOH, KOH-
TaKTHBIM JIEPMaTHTOM, pEaKIMeH Ha JIEKapCTBEHHOE CPEJCTBO, KPACHBIM IIIIOCKHMM JIMIIAEM, POCTHIM XpOHHYE-
CKUM JIMIIaeM, MacTOIMTO30M (TIMTMEHTHON KpanmMBHUIIEH), OTHUIEH, TICOPHA30M, pyOLoM(aMu), KparBHU-
e, KoxHoi T-kimeTouHol nuMQomMoil nim GyHroMJHBIM MHUKO30M, KOKHOH B-kierouHoit nmuMpomoii, nopa-
JKEHUEM KOXH TIPH JIeKo3e, eM(UTONI0M OepeMEHHBIX, TOJTUMOP(HBIM JepMaTO30M OEPEMEHHBIX WIIH IOYe-
cyxoit 6epemeHHBIX. COTTIaCHO OJHOMY ACIEKTY B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCO0 JICYEHUS N
MPEIYIPEXKACHUS XOJIECTATHIECKOTO 3y/la y MIICKONUTAIOIIET0, BKIIOYAIOMNN BBEICHNE TEPAIeBTHICCKH (-
(heKTUBHOTO KOJMYECTBA MHIMONTOpA ayTOTAaKCHHA WK eT0 (papMareBTHIECKH IPUEMIIEMOH COJIM MIIH COJTbBaTa
MIIEKOIIUTAIOMIEMY TIPH HEOOX0auMOCTH 3Toro. COorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS IOCIE BBE-
JCHU MHTHONTOpa ayTOTAaKCHHA YHCJIO TTOYECHIBAIOIINX IBIDKCHUH, HAONIOMAIOMINXCS y MIICKOIHTAIOIIETO C
3yZIOM, CHI)KaeTCsl 10 MEHbIIel Mepe Ha mpubmusutensHo 10, 20, 30, 40, 50, 60, 70, 80 wiun 90%. CornacHo
OJTHOMY acIleKTy B HacCTOSIIEM JOKYMEHTE ONUCHIBACTCS CIIOCO0 JICUCHHS WM NMPEAYNPEKACHHS 3y/1a y MIIEKO-
MHUTAIOLIETO, TIPH 3TOM CIOCO0 BKIIIOYAECT BBEICHHE MIICKOIUTAIOIIEMY TEPaNeBTUUECKH I(PPEKTUBHOTO KOJIU-
YyecTBa MHTMONTOPA ayTOTaKCHHA WIIH €ro (hapMaleBTHIECKH IPUEMIIEMON COJIM MIIM COJbBATa U BTOPOTO Tepa-
MEBTUYECKOTO cpescTBa. COrlacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUSI BTOPOE TEPANeBTHYECKOE CPEJICTBO
COJZICPKHUT MECTHBI KallCauIINH.

CornacHO OHOMY acIleKTy B HACTOSIIEM TOKYMEHTE ONHCHIBACTCS CIIOCO0 JICUCHNUS WITH TIPEAYIPEKICHHS
paka y MIJIEKOIUTAIONIETO, BKIIOYAIOMNN BBEIEHHE TEPAaNCeBTHICCKH (PPEKTHBHOTO KOIWYECTBA MHTHOUTOPA
ayTOTaKCHHA WK €ro (papManeBTHUECKH MPUEMIIEMOH COJIM WM COJbBaTa MieKomuTammemMy. CoraacHo HEKO-
TOPBIM BapHaHTaM OCYIICCTBICHHS PAaKOM SIBIIETCS CONMIHAS OIMyXoib. COTJacCHO HEKOTOPHIM BapHaHTaM
OCYILIECTBIICHHUS PAKOM SIBIISICTCS PaKk MOYEBOTO ITy3BIPSA, PaK TOJICTOW KHIIKH, pak TOJIOBHOTO MO3Tra, pak Mo-
JIOYHOH JKeJIe3bl, paK HAOMETPUS, PaK CepALa, PaK MOYKH, PaK JIETKOT0, pak NEYeHHU, paK MaTKH, paKk KpPOBEHOC-
HOHM M TUM(ATHUECKOI CHCTEM, paK SIMYHUKA, PaK MOPKETYOYHON XKeJle3bl, paK MpeACTaTeNIbHOM JKeNne3bl, paKk
IIMTOBUIHOM JKeJle3bl WM pak Koxku. COrJIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHUSI PaKOM SIBJSIETCS cap-
KOMa, kapuuHoMma win JuMdoma. CoriaacHO HEKOTOPHIM BapHaHTaM OCYILECTBICHHS PaK SIBISCTCS BOCIHPHUHM-
YHBBIM K JICUCHHUIO HHTHOUTOPOM ayToTakcuHa. COrjlacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIICHHS CIIOCO0 10-
MOJIHUTENBHO BKIIIOYAET BBEACHHE BTOPOTO TEPANEBTUYECKOTO CPECTBA MIICKONHUTAIOMIEMY B JONOJIHEHHE K
MHTUOUTOPY ayTOTaKCHMHA WK €ro (apMarieBTHIECKH MPUEMIIEMON COJIM WM cobBary. COriacHO OJHOMY ac-
MEKTYy B HACTOSIIIEM TOKYMEHTE OIHCBHIBAETCS CIIOCO0 JICUCHHS WK TPEAYIPEeKICHIS paka Y MICKOTIHTAIOIIETO,
TP 3TOM CTIIOCO0 BKJTIOYAET BBEACHHUE MIICKOITUTAIONIEMY TepareBTHIecKH 3((HEKTHBHOTO KOJMIECTBA HHTUOH-
TOpa ayTOTAaKCHMHA FJIH ero (apMarieBTHIECKH MPHEMIIEMOI COIHM WM COJNbBaTa M BTOPOTO MIPOTHBOPAKOBOTO
CpEeICTBa WIIN TEPAIHH.

CoriacHO OZIHOMY acIIeKTy B HACTOSILIEM JOKYMEHTE OIHMCHIBACTCS CIIOCOO CHIKEHUS MM MHTHMOMPOBa-
HHS aHTHOTEHE3a y MIICKOMHTAIOIIET0, BKIIOYAIOINK BBEJCHUE TEpareBTHYECKH 3()P(EKTHBHOIO KOJIMYECTBA
MHTHOUTOpa ayTOTaKCHHA WK ero (papMaleBTHYECKH ITPUEMIIEMOI COJIM MK coiibBaTa Milekonuratomemy. Co-
TJIACHO HEKOTOPBIM BapHaHTaM OCYLIECTBIICHHS CHIIKEHHE WIM WHrHOMpOBaHHE aHTHOTE€He3a Y MIICKOITUTAIO-
IIEro JICYUT aTePOCKIIEPO3, TUIIEPTEH3HIO, POCT OITyXOJIM, BOCHAJICHUE, PEBMATOUIHBIN apTPUT, BIaXHYIO (op-
MYy JereHepanuy >KeNTOTO ISITHA, XOPHOWAAIbHYI0 HEOBACKYJISIPU3ALMIO, PETHHAIBHYIO HEOBACKYIISIPH3ALIUIO
WK qrabeTHYecKyto peTuHonaTuio. CormacHO OAHOMY acHeKTy B HACTOSIIEM TOKYMEHTE OMHCHIBACTCS CIIOCO0
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CHIDKCHHS WJIM WHIHOUPOBAHMS aHTHOTCHE3a Y MIICKOMHUTAIOIIETO, MIPH 3TOM CHOCO0 BKIIFOYACT BBEACHUC MIIC-
KOTIMTAIOIIEMY TeparneBTuIecku 3 (HEKTUBHOIO KOJMYSCTBA HHIMOUTOPA ayTOTAKCHHA I €T0 (papMarieBTHIe-
CKHU TIPHEMJIEMOH COJIM FUTM CONbBATa M BTOPOTO TEPANICBTHYECKOTO CPEICTBA MIIM TEPari. B HEKOTOPHIX cITy-
gasx BTOPOE TEPANEeBTUIECKOE CPEICTBO COMEPKUT MHTHOUTOp aHTHoreHe3a, HanpuMmep uarnourop VEGF (Ge-
Banu3ymao), copadeHnO, CYHUTHHHO, ITa30MaHn0, YBEPOITUMYC UITH UX KOMOHHAIIHIO.

CornacHo Jpyromy acrekTy B HACTOAIIEM JOKYMEHTE OMHCHIBACTCS CIIOCO0 JICUCHHS MM IpeayHpexe-
HUS BOCHAIUTEIHHOTO 3a00JIEBaHUS MM COCTOSIHHSA Yy MIICKOITUTAOIIETO, BKIIFOYAIONINIT BBEICHUE TEPAIICBTH-
qeckd 3 (HEKTHBHOTO KOJUIECTBA HHTHOUTOPA ayTOTAKCHHA MITH €T0 (hapMareBTHIECKH MPUEMIIEMOH COJTU WITH
conbpBaTa Miekonurarmemy. CorliacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS BOCIIATHTEIBHBIM 3a00JICBaHH-
€M WJIN COCTOSIHHUEM SIBJIACTCS TICOPHA3, PCBMATOMIHBIN apTPUT, BACKYIIHT, BOCIAIUTEIHLHOE 3a00JICBaHUE KH-
NICYHHKA, ICPMATUT, OCTCOAPTPHT, aCTMA, BOCIIAJIUTEIBHOE 3a00JICBAHNC MBIIII], aJNICPTHUCCKUN PHHUT, BaTrH-
HUT, MHTCPCTUIMATBHBIN [UCTHUT, CKICPOICPMUS, dK3eMa, KpacHas BOJTYaHKA, AePMAaTOMHO3UT, cuHapom lller-
peHa, THPCOUINUT, MHACTCHUS TPaBUC, ayTOMMMYHHAs] TEMOJHUTHYCCKAs aHEMUs, PaCCESHHBIN CKIEpPO3, MYKO-
BUCIIU]I03, XPOHHYCCKHUIA PEIMIUBUPYIONIUI IeMaTUT, ICPBUYHBINA OMIMAPHBIN [IUPPO3, MEPBUYHBIN CKICPO3H-
PYIOILINIA XOJMAHTUT, aJUIEPTUIECKAH KOHBIOHKTUBUT WIH aTONMWYECKHiA nepMaTUT. COTIacHO OJTHOMY acIeKTy B
HACTOSIIEM JOKYMEHTE ONHCHIBACTCS CIIOCO0 JICUCHHS WM IMPEXYNPEKACHUS BOCIAIHTEIHHOTO 3a00JIeBaHUSA
WITA COCTOSIHUS Y MIIGKOITUTAIOIETO, TIPY ATOM CIIOCO0 BKITIOYAET BBEACHHE MIICKOIHUTAIONIEMY TePaIleBTHIECKN
3¢ PexTIBHOrO KOJIMYECTBA HMHTHONUTOPA ayTOTAaKCHHA WU €ro (papMarieBTUIeCKH MPUEMIIEMOM COTM WIIH COJb-
BaTa W MPOTHBOBOCTIAIIUTEIFHOTO JIEKAPCTBEHHOTO cpecTBa. COTIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS
MPOTHBOBOCTIAINTENIFHOE JICKAPCTBEHHOE CPEICTBO BKIIOYAET B C€0S HECTEPOMAHOE IMPOTHBOBOCHAINTEIHFHOE
JIEKapCTBEHHOE CPEJICTBO.

CornacHo Jpyromy acreKkTy B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCO0 JICUCHHS WIIH TPEAYIpExKIC-
HUS AyTOMMMYHHOTO 3a00JICBaHUS WM COCTOSHHS Y MJICKOIUTAOIIETO, BKIFOYAIOIIHIA BBEICHUE TePAIlCBTHYC-
CKU d(PPEKTHBHOTO KOJIUYCCTBA MHIHOUTOPA ayTOTAKCHHA WU €ro (papMalleBTUYECKH MPHEMIIEMOW CONU WU
coibBaTa MieKonuTaromeMy. CorllacHO OJHOMY acHeKTy B HACTOSINEM JOKYMECHTE OMUCHIBACTCS CITOCOO Jieue-
HUS WIN TPEIYNPeXIeHUs ayTOUMMYHHOTO 3a00JIeBaHHUS WIIM COCTOSHUS y MIJICKOIUTAIONIETO, BKIFOYAIOIIHIA
BBEJICHNE MJICKOITUTAIOIIEMY TeparneBTHIecKd 3(p(PEeKTHBHOTrO KOJMYECTBA WHTHOWTOpPA ayTOTAKCHHA HIIM €0
(hapMareBTHYECKH IPUEMIIEMON COJIM WM COJIbBaTa M MMMyHOcynpeccanTa. CoriaacHO HEKOTOPHIM BapHaHTaM
OCYILECTBIICHISI HIMMYHOCYIIPECCAHT BKIIIOYAET B Ce0s TITIOKOKOPTHKOU, UTOCTATUK, aHTHUTEINO, JICKAPCTBEH-
HOE CPEACTBO WM UX KOMOWHAIIHIO.

CornacHo Jpyromy acrekTy B HACTOAIIEM JOKYMEHTE OMHMCHIBACTCS CIIOCO0 JICUCHHS WM Tpeaynpexe-
HUS 3a00JICBAHUS WU COCTOSIHUS IBIXaTEIBHBIX MYTEH y MIICKOIHUTAIOIIECTO, BKIFOYAIOIINAN BBEICHUE TCpPaIleB-
TUYECKU APPEKTHBHOTO KOJIUYECCTBA MHTUOUTOPA ayTOTAKCHHA WX €ro (apMaleBTHYCCKH MPUEMIICMOHN COJH
WK CcOJIbBaTa MileKonuTaroneMy. CoriacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHHUS 3a00JICBAHUEM JIBIXATEINb-
HBIX ITyTEH SBIISICTCS XPOHHMYECKOE OOCTPYKTUBHOE JICTOYHOE 3a00JICBaHUE, MYKOBHCIIUIO3 WK acTMa.

CornacHo Jpyromy acreKkTy B HACTOSIMIEM JOKYMEHTE OMHCHIBACTCS CIIOCO0 JICUCHHS WIIH TPEAYIpExKIc-
HUS BHYTPUTJIA3HOTO JABICHHS y MJICKOMUTAOMICTO, BKIIOYAONINIA BBEJICHUE TCPAICBTUICCKH (PPEKTUBHOTO
KOJINYECTBAa MHIHONTOpA ayTOTaKCHHA M €ro (hapMaleBTHYECKH MPHEMIIEMOI COJIM MIIM COJTbBAaTa MIICKOIIH-
tatomeMy. CorilacHoO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS BHYTPHUIIa3HOE TABJICHNE aCCOIMHUPYETCS C Tiay-
KOMO1.

CornacHo Jpyromy acrmeKkTy B HACTOAILIEM JOKYMEHTE OMHMCHIBACTCS CIIOCO0 JICUCHHS MM TpEeAyIpexe-
HUSl HEBPONATHYECKOH 00JHM y MIICKONHTAIOIIETr0, BKIIOYAIONINI BBEICHHE TEPANeBTHUCCKU 3(P(PEKTUBHOTO
KOJIMYECTBA MHIHOUTOPA ayTOTAKCHHA WU €ro (hapMaleBTHYCCKH MPUEMIICMOI COJIM WM COJIbBAaTa MIICKOIIH-
taroreMy. COrIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS HEBPOIATHYECKAash OONIb SBISCTCS PE3yIbTaTOM
MOBPEKICHUS HEPBA.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCO0 JICUCHUS WU TIPEAYIPEKICHHS
METa0OIMYSCKOTO HAPYIICHUS W/WIA OJHOTO WIIA HECKOJNBKUX COCTOSHHI, aCCONMUPOBAHHBIX C METa0OIMYe-
CKUM HApYIICHUEM, MPH 3TOM CIIOCO0 BKJIOYACT BBCACHHC WHTHOMTOpA ayTOTAKCHHA MIICKOIHTAIOIIEMY TpH
HeoO0xomuMocTH 3Toro. COrTacHO APYrOMY acleKTy B HACTOSAIIEM JOKYMEHTE ONMCBIBAETCS CIOCOO Mpexyrpe-
JKACHUS WM 3aMEIJICHUS MPOSBICHUS 1O MEHBIICH Mepe OTHOTO METa0OIMYECKOTO HAPYUICHHS Y MIEKOIH-
TAIOMIETO C PUCKOM Pa3BUTHS METAOOINIECKOTO HAPYIICHHUS, BKIIOUAIOMINK BBEJICHNE MIIEKONUTAIOIEMY HHTH-
6uropa ayroTakcmHa. CorylacCHO HEKOTOPHIM BapHMaHTaM OCYIIECTBICHHS METa0OJIMYECKOe HApYIICHHE JiedaT
MyTEeM CHIKEHUS COAEP)KaHUS TIIIOKO3BI B KPOBH. B HEKOTOPHIX CIydasx COAEp)KaHHE TIIFOKO3BI B KPOBH CHH-
KaeTcsl y cyOBeKTa Mo MeHbInel Mepe Ha mpubmmsurensHo 10% mocie BBeICHHS MHTHOWTOpPa ayTOTAKCHHA.
CorjacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHUS METaOOMHMUECKOE HAPYIICHHE JIEYaT MYTEM CHIDKCHHS CO-
nepxanus r30(hocaTuaHON KUCIOTH B 1WiazMe. COrllacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS MeTa0o-
JIMYECKOE HAPYIIICHHE JIeUaT IyTeM YIIyYIICHUS YYBCTBUTEIBHOCTH K HHCYIHHY. COTTIaCHO HEKOTOPHIM BapHaH-
TaM OCYIICCTBJICHUS METa0OIMYECKOe HAPYIICHUE JIeUaT IMyTeM YCHIICHHS CeKpelUuu uHCyanHa. CorliacHO He-
KOTOPBIM BapHaHTaM OCYIICCTBICHHUS META00JIMIECKOE HAPYIICHHE JICYAT MyTeM YIIYYIICHUS TOJICPAHTHOCTH K
rimoko3e. COTIacHO HEKOTOPHIM BapHaHTaM OCYIIIECTBICHUS METa0OIIMYCCKOE HAPYIICHUE JIeUaT IMyTeM CHIDKE-
HUS pa3pacTaHus XHpoBOi TKaHHW. COTIAaCHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHS MeTabOIHMYecKoe Hapy-
[IEHHEe He WHAYIHPYeT THhorinkeMuio. CorlacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS METa0OIMYecKoe
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HapYIICHUE BEIOPAHO M3 TPYIIIEI, COCTOSIICH M3 METa0OINIECKOTO CHHAPOMA, TIOBBIIICHHOTO COACPKAHUS TITH0-
KO3bI B KPOBH, PE3UCTCHTHOCTH K MHCYJHHY, HAPYIICHHUS TOJIEPAHTHOCTH K TJIIOKO3€, caxapHOro auadera 2 TH-
ma, caxapHoro amabera 1 Tuma, mpeamabeTa, HEATKOTONBHON >kupoBor Oone3nu mnedenn (NAFLD), Heamko-
ronsHOTO cTeatorenatuta (NASH), oxupenus nimu nx komOuHaruu. CorjJacHO HEKOTOPBIM BapHaHTaM OCYIIe-
CTBJICHHS MJICKOITHTAIOIEE MMEET MHIEKC MACCHI Teia M0 MeHbIIeH Mepe 25 Kr/M’ i 10 MEHbIICH Mepe OJIHH
WM HECKOJIbKO (DaKTOpPOB pHICKAa caxapHOTO nuadera, BRIOPAHHBIX W3 TPYIIIBI, COCTOAIIEH M3 (HU3MUECKOH
WHEPTHOCTH, HAJTMYNS POACTBEHHHUKA MIEPBOI CTENICHN POJICTBA C CaXxapHBIM IuabeToM, IPHUHAICKHOCTH K pace
WJIM STHAYECKOW TPYIINE BEICOKOTO PUCKA, POXKICHUS Y JKEHIITMHBI pebeHka Mmaccoit 6osee 9 GpyHTOB, mpeaBapu-
TEJNLHOTO TUATHOCTHPOBAHUS Y KCHIIUHKI TuadeTa OEpeMEHHBIX, THIICPTCH3HH, COJepKaHus Xonectepruaa HDL
HIDKe 110 MeHbInei mepe 0,9 Mmmous/it (35 Mr/mi), copepaHusl TPUTIIMIEPHIa 110 MEeHbIIEi Mepe 2,82 MMOJb/i
(250 mr/nu) vnw BeIIIE, CHHAPOMA ITOJIMKUACTO3a TUYHUKA Y )KSHIIIUHBI, TSDKEIIOTO 0KUpeHus, acanthosis nigrican
U CepJCYHO-COCYTUCTOTO 3a00IeBaHMS.

CornacHo Jpyromy acrekTy B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCO0 JICUCHHS WIIH TPEAYIpPExKIc-
HUS 0)KUPEHUS Y MIICKOIHTAIOIIETO, BKIIFOYAIOIINI BBEICHHE TePAeBTUICCKH 3P PEKTHBHOTO KOJINYECCTBA HH-
THONTOpa ayTOTaKCHHA WM ero (papMaIieBTHIECKH IPUEMIIEMON COJIHM WIIH COJIbBATa MIICKOIIUTAIOMIEMY.

CornacHO OZHOMY acIieKTy B HACTOSIIEM JTOKYMEHTE ONHCBIBACTCS CIOCOO CHIDKCHHS COJIEpPKAHUSA TIIO-
KO3Bl B KPOBHM MJICKOTIMTAOIIETO, BKJIIOYAIOMINKA BBEIEHHE MIICKONHTAIOIMIEMY HHTHOWTOpa ayTOTaKCHMHA CO
CHIDKEHHEM TeM CaMBIM COAEp)KaHHs TIIIOKO3BI B KPOBH MileKomurtaromiero. Kpome Toro, mpeacrasieH crocod
TPEAYIPEXKACHUS WIN 3aMEUICHHS TPOSBICHUS MOBHIIIEHHOTO COAEPKaHUS TITIOKO3B B KPOBU Y MIIEKOIIUTAIO-
IIET0 C PUCKOM Pa3BHUTHS MOBHIIICHHOTO COMEPKaHHS TIIOKO3BI, IPH 3TOM CIIOCOO BKIIFOYAET BBEIACHHUE MIICKO-
MUTAIONIEMY WHTHOMTOpa ayroTakchHa. COTNIaCHO HEKOTOPHIM BapHAHTaM OCYIIECTBICHHS MIICKOIHTAIOIICE
HUMEET MOBBIIICHHOE COJIEPXKAHKE TIIFOKO3bI B KPoBU. COTTaCHO HEKOTOPHIM BapUaHTaM OCYIIECTBICHUS CIIOCO0
BKITIOYAaeT M3MEPEHUC COACPIKAHUS TIIOKO3bI B KPOBH MICKOMUTaromero. CoriacHO HEKOTOPHIM BapHaHTaM
OCYILIECTBIICHHS CIIOCO0 BKIFOYAET OTOOP MIICKOIIMTAIOIIET0, IMEIOIIETO MOBHIIICHHOE COJICPIKAHHE TIIFOKO3EI B
KpoBHU. MI3MepeHHOE coiepKaHue TIIFOKO3bI B KPOBH MIPEyCMATPUBACT COJICPIKAHKE TIFOKO3bI B KDOBH HATOINAK,
COJIepKaHNE TIIFOKO3BI B KPOBH TOCIIE €IbI, COJICpKaHHe TITFOKO3HI B IIENTFHON KPOBH M COJEpPKAHNE TIIFOKO3HI B
ra3Me KpoBu. COrflacHO HEKOTOPHIM BapHAHTaM OCYIIECTBICHHS COACP)KaHHE TITIOKO3BI B KPOBH CHHKACTCS
aroke 200 mr/m, 175 mr/m, 150 mr/m, 125 mr/mn, 120 mr/on, 115 mr/mn, 110 mr/go, 105 mr/mn v 100 mr/mon
TI0CJIE JICYCHHUS HHTHOUTOPOM ayTOTAaKCHHA.

CornacHO OTHOMY acCIIeKTy B HACTOSIIEM HOKYMEHTE OIHMCHIBACTCS CIIOCOO CHIKEHHUS COMAEpKaHMS JIN30-
(ochaTtuaHON KUCIOTH B TUIA3ME MIICKOIHTAIOIIETO, BKIIOYAIONINN BBEJICHUE MIICKOIMTAIOIIEMY WHTHOHTOpa
ayTOTAaKCHHA M CHMKCHHC TEM CaMbIM COJCPKaHHS TH30(ochaTUIHON KUCIOTH B TIa3ME MIICKOIHTAIOIIETO.
CoriacHO HEKOTOPEIM BapHaHTaM OCYIICCTBICHUS MIICKOIIUTAIOIIEEe UMEET MOBHIIICHHOE COJCPIKAHUE TITFOKO3HI
B kpoBH. COMIaCHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MIICKOITUTAOIICE SBISICTCS PE3UCTCHTHBIM K HHCY-
JIVHY.

CornacHo OJJHOMY acIieKTy B HACTOSIIEM TOKYMEHTE OMUCHIBACTCS CIIOCO0 YIYUIICHHUS YyBCTBUTCIBHOCTH
K WHCYJIMHY, 3aMEIJICHUS TPOSIBICHUS PE3UCTCHTHOCTU K WHCYIUHY W/WIM YCHJICHUSA CCKPCIH WHCYJIHHA Y
MJIEKOIIMTAIOMIECTO, BKIIIOYAONINK BBEJCHNE MIICKOIHMTAIONIEMY MHTHOUTOpa ayTOTAaKCHHA W YIIy4IIEHHE TEM
CaMBIM PE3UCTEHTHOCTH K WHCYJIMHY Y MIICKOITUTATOIIETO.

CornacHO OTHOMY aCTEKTY B HACTOSIIEM JOKYMEHTE OIHCHIBACTCS CIIOCOO YIyYIICHHS TOJIEPAHTHOCTH K
TIIIOKO3€ Y MIJIGKOIHUTAIOMIETO, BKIIFOYAIONINI BBEACHHUE MIICKOIHMTAIOMIEMY MHTHOWTOpA ayTOTAaKCHHA M yIyd-
IIICHHE TeM CaMbIM TOJIEPAHTHOCTH K TITIOKO3E.

CornacHO OJHOMY acCHEKTy B HACTOSIIEM JIOKYMCHTE OIHCBHIBACTCS CIIOCOO YMEHBIICHHS pa3pacTaHUs
JKUPOBON TKaHH y MIICKOITUTAIOIICTO, BKIFOYAIONINI BBEICHHE MIICKOIIUTAIONIEMY HHIHOUTOpA ayTOTaKCUHA W
YMCHBIIICHUE TEM CaMbIM Pa3pacTaHUs KUPOBOW TKaHU y MieKomuTaromero. CoriacHO HEKOTOPBIM BapHaHTaM
OCYILICCTBIICHHS MJICKOIUTAIOIIECE UMEET MOBEIIICHHOE COACPKAHUE TIIOKO3BI B KpoBH. COTTIACHO HEKOTOPBIM
BapHaHTaM OCYILICCTBIICHHS MJICKOUTAIOIICE SBISCTCS PE3UCTCHTHBIM K UHCYIINHY.

CornacHO KakoMy-THOO W3 BBINICYIIOMSHYTBIX MPEICTABICHBI OMOJHUTEIBHBIC BAPUAHTHI OCYIICCTBIIC-
HUS, B KOTOPBIX 3P(EKTUBHOE KOJUIECTBO MHTHOMTOPA ayTOTAKCHHA WIIM €T0 (hapMaleBTUISCKH MPHUEMIIEMON
coi (a) BBOIAT MIICKOIIUTAIOMIEMY CHUCTEMHO; W/Wiu (b) BBOAAT MIEKOMMTAIOIMEMY TepOpaibHO; W/niaH (C)
BBOJISIT MIJICKOITUTAIONIEMY BHYTPUBEHHO; W/wiH (d) BBOIAT WHTANSAIMEH; /Wi (€) BBOIAT MyTeM Ha3aJIbHOTO
BBenleHUsT; w/miu (f) BBOAST MIIEKOIIUTAIONIEMY UHBEKITUEH; /WK (g) BBOIAT MICKOIMTAIOIIEMY MECTHBIM ITy-
TeM; w/win (h) BBOAAT MyTeM TJIa3HOTO BBeIACHUS; W/WIU (i) BBOIAT MJICKOIMTAIONMIEMY PEKTAIbLHO; W/WiH (j)
BBOJIAT MJICKOIIMTAIOIIEMY HECHCTEMHO N JIOKAJIBHO.

CornacHO KakoMy-JIM0O W3 BBIMICYIOMSHYTHIX aCIICKTOB MPEICTABICHBI JOTIOIHUTEIBHEIC BAPHAHTHI OCY-
IIECTBJICHUS, MIPEIyCMATPUBAIOIIAE OJHOKPATHBIC BBEACHUSA 3(PPEKTUBHOTO KOJIMICCTBA HHIMOUTOPA ayTOTaK-
CUHA, B TOM YHUCJIC JIOTIOJHUTEIFHBIC BAPUAHTHI OCYIICCTBICHHS, IPU KOTOPBIX HHIHOUTOP ayTOTAKCHHA BBOIST
MJICKOIIHTAIONIEMY OJTUH pa3 B CYTKU WM HHTHOUTOP ayTOTAKCHHA BBOJST MIICKOIHUTAIOIIEMY HECKOJIBEKO pa3 B
TEYEeHUE OAHUX CYTOK. COrIacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHTHOUTOP ayTOTAKCHHA BBOJAT IO
CXeMe HEMpPEphIBHOTO BBEACHUS N03bl. COTJIaCHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHIHOUTOP ayTOTaK-
CHHA BBOJAT TI0 CXEME HEIPEPHIBHOTO €KECYTOYHOTO BBEACHHUS O3B

CornacHo m000My M3 BBIIICYITOMSHYTHIX aCIEKTOB, BKIIIOYAIOIINX B ce0s JEUCHHE 3aBUCHUMBIX OT ayTo-
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TaKCUHA 3a00JICBaHUI WM COCTOSHHM, JOMONHUTEIBHBIC BAPUAHTHI OCYIICCTBIICHUS BKIIOYAIOT BBEICHUC IO
MEHBIIIEH Mepe OJJHOTO JOIOJHUTEIHFHOTO CPEICTBA B JOMOJIHEHHE K BBEACHHIO MHIMOUTOpa ayTOTaKCUHA HIIH
ero (apMareBTHIeCKH npreMieMoii conn. CoriacHO pa3IHMYHBIM BapHaHTaM OCYIIECTBICHHUS KaXI0€ CPEICTBO
BBOJIAT B JIIOOOM TIOPSIZIKE, B TOM YHCIIE OJHOBPEMEHHO.

CornacHo MOOOMY W3 PacKpHIBAEMBIX B HACTOSIIEM JOKYMEHTE BApHAHTOB OCYIIECTBICHHS MIIECKOITH-
TAIOMIAM SIBIISIETCS YEIOBEK.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS WHTHOWTOPHI ayTOTaKCHMHA, IpEACTaBICHHBIC B Ha-
CTOSIIEM JTOKyMEHTE, BBOJIST YEIOBEKY.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHUS WHTHOMTOPHI ayTOTAKCHHA, TPEACTABICHHBIC B Ha-
CTOSIIIIEM JOKYMEHTE, BBOJST EPOPAIBHO.

[IpencraBneHbl U3IETUS, KOTOPHIC BKIIOYAIOT B Ce0sl YIIAKOBOYHBIN MaTepuaj, HHIHOUTOP ayTOTaKCHHA
WK ero (hapManeBTHYCCKH MPUEMIIEMYIO COJIb B YIIAKOBOYHOM MaTEpHalIe W STHKETKY, HAa KOTOPOH YKa3bIBacT-
Csl, YTO MHTUOUTOP ayTOTAKCHUHA HJIM €0 KOMIIO3UIUIO, WM (PapMaIleBTUYCCKU MPUEMIIEMYIO COJIb, TAYTOMEPHI,
(hapmarieBTHYCCKH TpHeMIIeMbIid N-oKcHI, (hapMaleBTHUYCCKU aKTUBHBIA METabOoNUT, (hapMaleBTHYCCKH TPH-
eMIIeMOe TIPOJIEKapCTBO MU (hapMaIleBTUIECKH IPHEMIIEMBIN COJIBBAT MCIIOJB3YIOT ISl MHTHONPOBAaHUS aKTHB-
HOCTH ayTOTAaKCHHA WU VIS JICUCHUS, IPEAYNPEKACHNS WM OCIA0IeHUS OTHOTO WM HECKOJIBKIX CHMIITOMOB
3a00JIeBaHAS UIIH COCTOSTHHUS, IPH KOTOPHIX OyIeT MoJIe3HO HHrHOMPOBaHNE aKTHBHOCTH ayTOTAKCHHA.

Jpyrue menu, npu3HAKH U MPEUMYIIECTBA HHTHOUTOPOB ayTOTAKCHHA, CTIOCOOOB M KOMIIO3HIINH, OITHCHI-
BaEMBIX B HACTOSIIEM TOKYMEHTE, CTAaHYyT OYEBHAHBIMU M3 CIEAYIOIEro moapodHoro ommcanus. OmHaKo cie-
IyeT y4YHUTHIBaTh, YTO MOAPOOHOE ONMHCaHWE W KOHKPETHBIC MPHUMEpPHI C YKa3aHHEM KOHKPETHBIX BapHaHTOB
OCYIIECTBIICHNS] IPUBOISATCS UCKIIFOUCHHUS C MIUTIOCTPATUBHOM LENBI0, TIOCKONIBKY pa3jInyHbIe U3MEHEHHS U MO-
JTU(UKAIMY B IPEIMETE U 00hEME HACTOSIIECTO PACKPBITHS CTAHYT MOHATHBIMHU CIICIIHAIMCTY B TAHHOMN 00JIacTH
U3 TOAPOOHOTO ONUCAHHS.

Kpartkoe onucanne rpadpuyecknx MaTepuajioB

Ha ¢wur. 1 npencraBieHoO conepkaHue THIPOKCUIIPOIUHA B KOKHBIX OHONTaTaX OT HHBEIUPOBAaHHEIX PBS
WIN UHBEIUPOBAHHBIX OJICOMHUIIMHOM MBIIIECH, 00paboTaHHBIX HHTHOUTOpOM ayToTakcuHa. CoequHenne A oc-
nabIsIeT KOKHBIH GuOpO3 IpH BBEICHUW H03bI MpodHIakTHIecku (mpod.) Wi TeparneBTHIeCcKy (Tep.) Ha MbI-
IIMHOM MOJIEITH TTOAKOHOTO OJIEOMHIINHA.

Ha ¢ur. 2 npencraBneHo comepikaHHE THAPOKCHUIIPOIMHA B HEMUTHPOBAHHBIX M JIMTHPOBAHHBIX MOYKaX
mermeit UUO mocne mpodunaktudaeckoi (A) win TepaneBrudeckoit (B) 06paboTki HHTHOMTOPOM ayTOTaKCHHA.
Coeaunenne A ocnabiseT mouedHblii GUOPO3 TPH BBEACHUH 1036l PODMITAKTHICCKH (A) WU TEpareBTHIECKU
(B) na mpimmno# mogenu UUO.

Ha ¢ur. 3 mpexacraBieHO cofepaHUE THAPOKCHUIIPOIMHA B MBIIIMHON OPIOIIMHE OT MHBECIUPOBAHHBIX
Cpeloi-HOCHUTENIEM HJIH XJIOPTeKCHIMHA TIIIOKOHATOM MBIIIeH, 00paboTaHHBIX HHIHOUTOpOM ayToTakcuHa. Co-
eIMHEHNE A 0CIa0IIsIeT MepUTOHEATbHEIH (GUOpPO3 IPU BBEICHUH O3Bl MPO(PHIAKTHYCCKH HA MBIITHHOW MOJICIIA
XJIOPTeKCHIHA TIIFOKOHATA.

Ha ¢ur. 4 mpencraBiieH MPOLEHT TUIOMAIN MOJOXKHUTEIBHOTO OKpamuBanus PSR B meueHu momryyaBmmx
CDAA/HFD wbrmeii, 06paboTaHHBIX TEPareBTHYECKH CPEIOH-HOCUTENIEM WM WHTHOUTOpaMU ayTOTaKCHHA.
Coenuaenne A W coenuHeHHe B ocnmabnsioT medeHOYHBIH (UOpPO3 MpH BBEACHHWH JO3BI TEPAIEBTHYECKH Ha
meirHON Montenn CDAA/HFD.

IHoapoOHoe pacKkpbITHE HACTOAIET0 N300peTeHH

Aytotakcun u LPA.

Ayrorakcun (ATX, NPP2 wmu ENPP2), rmkonporenn npubmusurensHo 120 x/la, mpencrasisier co0oit
cekperupyemyto Hykieotuanupodocdarasy/dochomuicrepazy (NPP) ¢ aktuBHOCTBIO n30docdomumaser D,
KOTOpast peBpalnaeT BHekIeTouHbli sn3odocharnaunxonnn (LPC) u npyrue musodochomumuast B au3odoc-
tdatumayro kucioty (LPA). Cuutarot, 4To ayTOTaKCHH OTBEYACT 32 OOJBINYIO YacTh MPOAYIMPOBAHUS IHPKY-
mupyromeit LPA.

LPA neifctByeT uepes psabl crienuduueckux coeauHeHHBIX ¢ 6enkoMm G penentopoB (GPCR), Takux kak
LPAI1, LPA2, LPA3, LPA4, LPAS, LPA6, LPA7, LPAS, ayTOKpHHHBIM U ITapaKpUHHBIM 00pa3oM ¢ MOITYICHH-
eM psga Ouosorndeckux oTBeToB. Hampumep, nusodochonumunsl, Takue kak LPA, kak M3BECTHO, HapyIIAlOT
Takue Onosorndeckue GYHKIMU Kak mposmdeparus, nudepeHImpoBKa, BEDKUBAEMOCTb, MUTPAITUs, aAre3ns,
nHBas3wug U Mopdorenes kieTok. Kpome Toro, uzBectHo, uro LPA, urpaeTt poib B TaKUX MpoIieccax Kak aKTHBa-
Ul TPOMOOLIMTOB, COKpAIIEHUE TITaIKAX MBI, 00pa30BaHUE aKTHHOBOTO CTPECCOPHOTO BOJIOKHA M MHUTPALIUS
KJICTOK.

AytoTtakcuH U LPA ObUIH BBISIBICHBI B Pa3JIMYHBIX OMOJIOTHUCCKUX JKUIKOCTAX, TAKHX KaK CHIBOPOTKA
KPOBH, IUIa3Ma, [IepeOpOCTUHANBHAS )KUAKOCTh, CEMEHHAS JKUIAKOCTh, MOYA U CIIFOHA, KaK y )KUBOTHBIX, TaK U Y
JIFOJICH, YTO MOATBEPKIAET TO, YTO OHU SBISIOTCS MOTCHIUAIFHBIMU OHOMapKepaMu Il MPOTHO3UPOBAHHUS OTI-
peAencHHBIX 3a0oeBanuii. HampuMep, KOHIICHTpAIlUs U aKTUBHOCTh ayTOTAKCHHA B CHIBOPOTKE KPOBH ITOBBI-
MIAI0TCsl Y OOJIbHBIX XPOHHUYECKMMH 33a00JIEBaHMSAMH NEYEHW M y OepeMeHHBIX >KeHIIMH. COTiacHO Ipyromy
MPUMEPY aKTHBHOCTH ayTOTAKCHHA TMOBBIIIACTCS B IEPEOPOCIMHANBHON JKUAKOCTH M CHIBOPOTKE KPOBU 0OJIb-
HBIX PEIHUINBHPYIONIM/PEMUTTHPYIOIINN PACCETHHBIM CKJIEPO30M IO CPaBHEHHUIO C OOJBHBIMH IPYTUMH HEB-
porormyeckiuMHu 3aboneBaHUAME. KpoMe TOro, ayTOTaKCHH, KaK H3BECTHO, Ba)XKEH I HOPMAIBHOTO Pa3BUTHSL.
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Hanpumep, Mbimmm ¢ gepunuToM ayTOTaKCHHA YMHPAOT Ha 9,5 CYTKH 3MOPHOHAIBHON CTaIuu C TIIyOOKHMMH
COCYIUCTBIMHE JTe()eKTaMH KakK B KECITOYHOM MEIIKE, Tak U B aMOproHe. KpoMe Toro, BESICHWIH, 4TO Ha 9,5 cy-
TKH YMOPHUOHATILHOW CTaIuy SMOPHOHBI ¢ AEPUIIMTOM ayTOTAaKCHHA HMEIOT AeQOPMUPOBAHHBIA AJIJIAHTOUC, Jie-
(hexThI HepBHOW TPYOKH M aCHMMETPHYHBIE TOJIOBHEIE CKIIAIKH.

CornacHO OTHOMY acIeKTy B HACTOAIIEM JOKyMEHTE MPEICTaBICHBI CIIOCOOB! MPHUMEHEHHS HHTHOUTOPOB
ayToTaKCHHA W (hapMaIeBTHYECKIX KOMITO3UIINHA, COAEPIKAIINX HHIHONTOPHI ayTOTaKCHHA, IS TPeXypesKie-
HUS W/WIH JICYCHUSI COCTOSHIUS, 3a00I€BaHUs WM HapYIICHHS, aCCOIMUPOBAHHOTO C aKTUBHOCTBHIO ayTOTAKCH-
Ha. CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS CIIOCOOBI, PacKphIBaeMBIE B HACTOSIIEM IOKYMEHTE,
BKITIOYAIOT BBEJCHHUC MHTHONUTOPA ayTOTAKCHHA CYOBEKTY C 3a00JICBAHUEM, COCTOSIHIEM T HAPYIIICHUEM, OTIH-
CBIBaCMBIM B HAcTOSIIEM JOKyMeHTe. COTJacHO HEKOTOPBIM BapHUAHTaM OCYIICCTBIICHUS CIOCOOBI, pacKphIBac-
MBI B HACTOSIIEM JOKYMCHTE, BKJIFOUAIOT BBEJICHHE MHTHOUTOPA ayTOTAKCHHA CYOBEKTY, Y KOTOPOTO MPEIIo-
JlaraeTcs WK pa3BUBacTCs 3a00JICBaHNE, COCTOSHHUE WIIM HAPYIIICHUE, OTIMCHIBAEMOE B HACTOSIIEM TOKYMEHTE.

CornacHoO OJHOMY acIieKTy B HACTOSINEM JOKYMEHTE MPEICTABICHBI CITOCOOBI JICUCHUS I MPEIyIPeikK-
JICHHSI OJTHOTO FUTH HECKOJBKUX MPU3HAKOB, CHMIITOMOB WU OCIIOKHCHHH y CyOBbeKTa B pe3yibTaTe 3a0oJicBa-
HUS, COCTOSHUS WM HAPYIICHHUS, OMMCHIBAEMBIX B HACTOAIIEM JOKYMEHTE, IIPH 3TOM CIIOCOOBI BKIIFOUAIOT BBE-
JIEHUE MHTUONTOPA ayTOTAKCHHA CYOBEKTY.

CornacHO OJHOMY acIeKTy B HACTOAIIEM JOKYMEHTE IPEACTaBICHBI CIOCOOBI MPEAYIPEKACHUSI COCTOS-
HUS, 3a00J€BaHMS WIM HApPYUICHHS, aCCOIMUPOBAHHOTO C AKTHBHOCTHIO ayTOTAKCHHA, MPHU ATOM CIIOCOOBI
BKITIOYAIOT BBEJCHNE HHIHONTOPA ayTOTaKCHHA B KOMOMHAITUH C APYTHM MPOPIIAKTHISCKAM TePAleBTHIECKUM
CPEICTBOM.

CornacHoO OJTHOMY acCIEKTY B HACTOSIIEM JOKYMEHTE MPEICTaBICHBI CIIOCOOBI JICUCHUS COCTOSHHUS, 3a00-
JICBaHUS WK HAPYIICHHS, aCCOIMUPOBAHHOTO C AKTHBHOCTBIO ayTOTAKCHHA, IIPH 3TOM CITOCOOBI BKITFOYAIOT BBE-
JICHHE MHTUOUTOpa ayTOTAKCHHA B KOMOWHAITUY C IPYTHM METOOM JICUCHHS.

CornacHO OTHOMY acleKTy B HACTOSAIIEM JOKYMEHTE IPEICTABICHBI CIIOCOOBI OCIAOICHHUS, OOpaleHus
W/WIIA MHTUOMPOBAHUS MPU3HAKA, CUMIITOMA HJIM OCJIOKHEHUS COCTOSIHUS, 3a00JICBAaHUS WU HAPYIICHHUS, aCCO-
IIUIPOBAHHOTO C aKTHBHOCTHIO ayTOTAaKCHHA, TIPH 3TOM CHOCOOBI BKIIIOYAIOT BBEICHNE WHTHOUTOpPA ayTOTaKCH-
Ha.

CorylacHO OJTHOMY acCIeKTy B HACTOSIIEM JOKYMEHTE IMPeACTaBIEHBI CIIOCOOBI OcCiabieHus], oOpameHus
W/WIIA TIpeKpaIleHuss MpU3HaKa, CHMIITOMA MIIM OCIIOKHEHHSI COCTOSIHUSA, 3a00JI€BaHMS WM HapyIIEHHS, acco-
IIUIPOBAHHOTO C aKTHBHOCTHIO ayTOTAKCHHA, TIPH 3TOM CHOCOOBI BKIIIOYAIOT BBEICHNE WHTHOUTOpPA ayTOTAKCH-
Ha B KOMOHWHAINH C OJHUM FITH HECKOJIBKHMH TOTIOTHUTEIFHBIMH TEPANIeBTHUECKUMHE CPEICTBAMHU.

CornacHO HEKOTOPBIM BapUaHTaM OCYIICCTBICHHUS BBEICHHEC WHTHOMTOpPAa ayTOTAKCHHA WM BBEICHHE
(hapMaleBTHYCCKONW KOMITO3HIIAH, COJICPKANICH WHTHOMTOpP ayTOTAKCHHA, OTMKCHIBAEMBIA B HACTOSIIEM JIOKY-
MEHTE, BKIIFOYACT BBEJICHUC WHTUOUTOpPA ayTOTAKCHHA IPH TEPaNeBTHYCCKHU dhdeKkTUBHON no3e. CornacHo He-
KOTOPBIM BapUaHTaM OCYIICCTBICHHS TEPANCBTHYECKH 3 PeKTHBHAS 1032 cOocTaBIsAeT OT mpudmu3uTensHo 0,01
1o 5000 mr. Hampumep, TepaneBTHdecKas 103a cocTaBisieT oT npuoiamsutenbHo 0,1 no npubmmsurensHo 5000
Mr, ot npubnmusutenbHo 0,1 10 npubmmsurensHo 1000 Mr, oT npubnmsurensrHo 0,1 m0 npubmmurensHo 500 Mr,
ot mpubmmsurenasHo 0,1 mo mpubausurenpHo 250 Mr, oT mpubmm3uTensHo 1 g0 npubnusurensao 1000 mr, ot
npubIM3uTeNbHO 1 10 mpubausutensHo 100 MT, OT MpuOIM3UTENsHO 1 10 TpHOIM3UTENHHO 10 MT HITH paBHSET-
csl TI000OMY ILIENOMY YHCIY MEXIY BBIIICYHOMSHYTHIMU 3HaueHUAMHU. COTIIaCHO HEKOTOPHIM BapHaHTaM OCYIIIe-
CTBJICHUS T€PANEBTUIECKU Y PEKTHBHYIO J03Y BBOIAT MOCTOSHHO. COTIIacHO HEKOTOPHIM BapHAHTaM OCYIIECT-
BIICHUSI TepaneBTUICCKH 3P PEKTUBHYIO 103y BBOIAT 4 pa3a B CyTKH, 3 pa3a B CyTKH, 2 pa3a B CYTKH, OJIUH pa3 B
CyTKH, 6 pa3 B HEIENIO, 5 pa3 B HEJIENI0, 4 pa3a B HEJIEHI0, 3 pa3a B HEJENIO, IBA pa3a B HEJCIIO, OIWH pa3 B He-
Jento win pexe. CoracHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHS HHTHOUTOP ayTOTAKCHHA BBOJST B TCUCHUC
TepaneBTHYECKH 3()(HEKTUBHOTO MPOMEKYTKa BPEMEHH B JIFOOOM U3 CHOCOOOB, OMHCHIBAEMBIX B HACTOSIIIEM
JIOKYMCHTE, BKIIOYAIONINX BBEICHHEC MHIHOUTOPA ayTOTaKCHHA WM (hapMaIreBTHICCKONH KOMIIO3UIIUH, COMACP-
JKaleil THruOUTOp ayToTakCHHA. B HEKOTOPBIX CITydasX TEpareBTHYCCKU 3P PEKTHBHBIA MPOMEKYTOK BPEMCHH
MpeJICTAaBIsIeT COOOU BpeMsl, 3aTpaurBaeMOC Ha CHIDKCHUE WIIH YCTPAHCHHUE OJTHOTO MITH HECKOJBKUX MPHU3HAKOB
WA CUMIITOMOB 3a00JICBaHMS, COCTOSIHUS WIJIM HApyIICHHS, ONMCBIBAEMOTI0 B HACTOAIMIEM NOKyMeHTe. Hampu-
Mep, TepaneBTHIeCKH d(HPEKTUBHBIN TPOMEKYTOK BpeMEHHU cOCTaBIseT oT 1 cyTok no 1 roga. [Ipumeps! BbItIe-
YIOMSHYTOH TepaneBTHYCCKON JO3UPOBKU HE SBIISIOTCS OrPaHMYMBAIOIIAME. J|OTOTHUTENBHBIE TEpaleBTHYC-
CKHE PEKUMBI JOMOTHUTEIBHO OMHICHIBAIOTCS B IPYTHX pa3zesiaXx HACTOAIIETO JOKYMEHTA.

Dubdpo3.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPHIBAIOTCS CIIOCOOHI Jie-
yeHus: (pubpo3a MHrHOUTOpOM ayToTakcwHa. COTIaCHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS B HACTOSIICM
JIOKYMEHTE PAaCKPBIBAIOTCS CIIOCOOBI MPEAYIpexacHUS PUOpP0o3a MHTHOUTOPOM ayToTakcuHa. COrIacHO HEKOTO-
pHIM BapUaHTaM OCYIIECTBIICHHS B HACTOSINEM JOKYMECHTE PAcKpPBIBAIOTCSA CIOCOOBI OCIA0JICHUS, OOpamieHus
WM MTHTUOWPOBAHMS MIPU3HAKA WIIA CUMITTOMa (pUOpo3a.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS B HACTOSIIEM JTOKYMCHTE PaCKpPBIBAIOTCS CIIOCOOEI,
BKITIOYAIOIIUE BBEJCHUC MHIHMOUTOpA ayTOTAKCHHA CYyOBEeKTy ¢ (GuOpo3om. COriaacHO HEKOTOPHIM BapUaHTaM
OCYILIECTBIICHHS B HACTOSIIEM JOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI, BKIIOYAIONINE BBEACHNE HHTHOUTOpA ayTo-
TaKCHHA CyOBEKTY, BOCIPHUMUYNBOMY K (HrOPO3y.
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CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHUS B HACTOSINEM TOKYMEHTE PaCKPBIBAIOTCS CIOCOOBI
YMEHBIICHUs (UOpo3a B TKAHH, BKITFOYAONIUC BBCJACHUE B KOHTAKT (hUOPO3HOM KICTKH WM TKAHU C WHTHOHTO-
POM ayTOTaKCHHA B KOJMYECTBE, TOCTATOYHOM JIJIsl CHU)KCHHS W/WiTU WHTHOupoBaHus pudposa. CormacHo HEKO-
TOPBIM BapuaHTaM OCYIIECTBICHHUS (UOpPO3 BKItoUaeT B ceds GubOpo3Hoe cocTossHre. B HEKOTOPHIX CiIydasx
KOJIMYECTBO, TOCTATOYHOE IS CHIDKEHUWS W/WIW WHTHOupoBaHUs (GpulOpo3a, sBIsIeTCS TepaneBTHISCKH dPdek-
THUBHBIM KOJIMYECTBOM.

CorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS yMEHbIeHHe (UOpo3a WM JiedeHHue (GUOPO3HOTO CO-
CTOSIHUS BKITIOYAET B ce0s CHIDKCHHE WM MHTHOMPOBAHIE OJHOTO MM HECKOJBKHX M3 00pa30BaHUS WIN OTIIO-
JKEHUsI OEJTKOB BHEKJIETOYHOTO MATpPUKCa; YHCIA THIOB MPo(HOPO3HBIX KIETOK (Hampumep, yucia ¢pubdpobia-
CTOB WJIM UMMYHHBIX KIICTOK); COJCpPKaHUS KICTOYHOTO KOJIAreHA WIIH THIPOKCUTIPOIINHA B (UOPO3HOM oyare;
9KCIPECCUH WM aKTUBHOCTH (puOporeHHOro Oeika; yMeHbIneHus puodpo3a, aCCOUMUPOBAHHOTO C BOCHATIUTEIb-
HBIM OTBETOM FUTH UX KOMOHMHAIIVH.

Hcnonp3yeMsbiii B HACTOSIIEM JOKyMEHTE TepMHUH "(GrOpo3" OTHOCUTCS K HAKOIUICHHIO KOMIIOHCHTOB BHE-
KJICTOYHOTO MAaTPUKCA, KOTOPBIC MOSBISIOTCS MOCIC TPAaBMbI, BOCHIAIICHHSI, PETCHEPAIIMU TKAaHH, UMMYHOJIOTH-
YECKUX PEaKIui, KIIETOYHOUN TUNepIuIa3uu W/ min Heotutazun. [IpuMepsr ¢pubdpo3a TkaH! BKITIOYAIOT B ce0s Oe3
OTpaHWYEHUS JIETOYHBIN (HUOPO3, moueuHblii Gudpo3, Gudpo3 cepana, muppo3 u Gudpo3 nedeHu, riazHon Guod-
P03, KOKHBIE pyOIbl U KEJOHIbI, MMovYeuHbIid (prbpo3, mepuToHeanbHbI HuOPO3, craliku, Gudpomaros, aTepo-
CKJIEPO3 U aMHJIONUIO03.

CorylacHO HEKOTOPHIM BapHaHTaM OCYIIeCTBIIEHUsT (PHOPO3HOE COCTOSIHUE SBIISETCS MEePBUIHBIM (Gubdpo-
30M. CorTacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUST (GHOPO3HOE COCTOSIHUE SBIIsIETCS Manonatuaeckum. Co-
TJIACHO HEKOTOPBHIM BapUaHTaM OCYIICCTBICHUS (PHOPO3HOE COCTOSHUE ACCOUMUPYETCS (HAIpUMEp, SBISACTCS
BTOPUYHBIM IO OTHOIICHHIO K 3a00JIeBaHUIO) ¢ 3a00JcBaHrEeM (HampuMep, HHPEKIIMOHHBIM 3a00JIcBaHIEM, BOC-
MATUTEIBFHBIM 3a00JICBaHUEM, ayTOMMMYHHEBIM 3a00JICBAHUEM, 3JIOKAUYCCTBEHHBIM U PAKOBEIM 3a00JICBAaHUEM
u/uim 3a00JICBaHUEM COCIAMHUTEIBHON TKAaHU); TOKCHHOM; MOBPEKIAIOIIAM (PaKTOpPOM (HAIpUMEp, BPEIHBIM
BO3JCUCTBHEM OKpPYXKAIOIICH Cpelbl (HampuMmep, acOecT, yroibHas MbLUIb, MONUIHMKIAYCCKAC apOMaTHICCKUE
YTIEBOIAOPOABI), KYPSHHEM CUTapeT, paHSHHEM); MEAULIMHCKIM JICUCHHEM (HallpuMep, XUPYPTUIECKUM pazpe-
30M, XUMHOTepaIieit Wiy o0IydeHreM) WIH UX KOMOWHAIUEH.

CoryiacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS (GUOPO3HBIM COCTOSIHHEM sIBJIsieTCs PruOpo3HOE COCTOs-
HUE JIeTKoro, GUOPO3HOE COCTOSHUE TIeUeHH, PUOPO3HOE COCTOSIHHUE CepIlia UM COCYIAUCTOH ceTH, pudpo3Hoe
COCTOSTHUE TIOYKH, (PHOPO3HOE COCTOSIHUE KOXKH, PUOPO3HOE COCTOSIHHE KENYIOUHO-KHIIEYHOTO TpaKTa, Guod-
pPO3HOE COCTOSIHUE TJa3a, GUOPO3HOE COCTOSHUE KOCTHOTO MO3Ta WJIM KPOBETBOPHOW TKaHHW, GUOpO3HOE CO-
CTOSIHHE HEPBHOHN CHUCTEMBI, (PUOPO3HOE COCTOSTHIE OPIONIMHBI MIIM UX KOMOMHAIIHS.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS (PUOPO3HOE COCTOSIHHE MOPaKaeT TKaHb, BEIOPAHHYIO
W3 OJTHOW WJIM HECKOJBKUX W3 MBIIILBI, CYXOXKHIIUS, XPsIIa, KOXKHU (HanpuMep, KOKHOTO SIHICPMUCA WU HI0-
JiepMuca), TKaHH Cep/Iiia, TKAaHU COCYIOB (HalpuMep, apTepHid, BSH), TKAHH MOKEITYJOYHOH JKeJIe3bl, JICTOYHOM
TKaHU, TKaHU TICUYCHH, TKAHU TOYKH, TKAHU MATK{, TKAHW SUYHHUKA, HCPBHOW TKaHW, TKAHU SUYKA, ICPUTOHE-
ANBHOW TKaHW, TOJICTON KHIIKH, TOHKOTO KHIIICYHHKA, )KETYHBIX MyTCeH, KUIICYHHKA, KOCTHOTO MO3Ta N KPO-
BETBOPHOM TKaHH.

CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHs (GUOPO3HBIM COCTOSIHHEM sIBJIsieTCs PruOpO3HOE COCTOS-
Hue medyeHn. CorjlacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUsS (pHOPO3HOE COCTOSHUE TIEYeHHW BBHIOpAHO W3
OJTHOTO FTM HECKOJBKUX U3 JKUPOBOW OO0JIE3HU TEYEHH, cTearo3a (HalmpuMep, HeallKOTOJIBFHOTO cTeaTorenaTHTa
(NASH)), xonectaruueckoro 3a00yieBaHus MedeHu (HampuMmep, nepBudHoro omnmapHoro muppo3sa (PBC)), mup-
po3a, BEI3BAHHOTO AJTKOTOJIEM MEYCHOYHOT0 (HYUOP03a, MOBPEIKACHHUS )KETUHBIX MPOTOKOB, OMIHAPHOTO GrdOpo3a,
xoJecTa3a Wik XonaHruonatuii. CorJacHO HEKOTOPHIM BapHaHTaM OCYICCTBICHHS TCMATHYCCKUA WX Tede-
HOYHBIH (MOpO3 BKIIOYAET B ceOs Oe3 orpaHHueHMs renaTudeckuii (pudpo3, acCOUMMPOBAHHBIN C aJKOTOJIU3-
MOM, BUPYCHOH HH(eKIHel, HanpuMep rematuroM (Hanpumep, renarturoM C, B uinu D), ayroumMMyHHBIM rema-
TUTOM, HEaJIKOTOJIBHON XHpoBoi Ooie3Hsio nedenn (NAFLD), nporpeccMBHBIM MacCHBHBIM (PHOPO30M M BO3-
JICHCTBUEM TOKCHHOB WJIHM Pa3JipaKUTeNeH (HampuMep, CIHUPTa, (papMaIleBTUYCCKUX JICKAPCTBCHHBIX CPEICTB H
OKPYXKAIOIINX TOKCHHOB).

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUA B HACTOSIIEM JOKYMEHTE OIUCHIBAIOTCS CIIOCOOBI Jie-
YeHUS WIH MpeaynpexaecHus Guoposa meueHn y cyobeKTa, IpH dTOM CIIOCOObI BKITIOYAIOT BBEIEHUE WHTHONUTO-
pa ayroTtakcuHa cyOBEeKTy. B HEKOTOpBIX ciydasx (GuOpo3 SABIAETCS XPOHHYECKAM WM OCTPHIM. B HEKOTOPHIX
ClIydasix BBEICHHE WHTHOWTOpPA ayTOTaKCHHA MPUBOAMT K OCIAOICHUIO, 3aIePKUBAHUIO FUTH MIPEIYIIPERKACHUIO
MpU3HaKa, CUMIITOMa H/WIIA OCIIOKHEHHUs TIedeHOoYHoro (ropo3a. Hanpumep, criocob ocnabiser, 3amepKuBaeT
WK TIPEIYIPEkKAACT IPOSIBICHUE UPPO3a, IEYCHOYHON HEJTOCTATOYHOCTH, MOPTATFHON THIICPTCH3UH H/HITH MX
OCJIO)KHEHUH. THITMYHBIE OCIIOKHEHHS LUPpO3a BKIIOYAIOT B ce€0sl aCIUT, MOYEYHYIO HEJOCTaTOYHOCTb, Ieye-
HOYHYIO SHIIe()aoOmaTHIO ¥ BAPUKO3HOE KPOBOTCUCHHE. B HEKOTOPBIX CIydasiX BBEJCHHE UHTHOUTOpPA ayTOTAK-
CHHA MHTHOUPYET HAKOIUICHUE (PUOPOTCHHBIX KIIETOK H/WITU MPEAYIPEkKAACT OTI0KECHUE OCIIKOB BHEKICTOYHO-
ro Matpukca (HampuMep, KoJUlareHa) B meueHH. VHTHOUTOPHI ayTOTaKCUHA, UCIOJIb3yeMbIe B CIIOCO0OE, Tpe-
CTaBJICHHOM B HACTOSIIEM JOKYMEHTE, MPUMCHUMEI JJIS JICYCHUS MECUCHOYHOTO (hUOPO3a, BEI3BAHHOTO JIFO0OH
MIPUYHUHON MOBPEXKICHUS TIedeHu. [IpuMepsl MpUYUH IIedeHOYHOTO GUOpO3a BKIIOYAIOT B ceOs Oe3 orpaHmdeHuUs
BUpYCHYIO HH]EKIIo (Harpumep, renatut C), ayTONMMMYHHBIH TeNaTUT, HACIEACTBCHHBIN renaTndeckuid puo-

-9.



039684

po3, OakTepuanbHy0 WHOEKIUIO (HampuMmep, Opylenies), mapasuTapHyro HHOEKIUO (HAalpUMep, IXUHOKOK-
K03), 3JI0YIOTPEONICHHE ANKOTOJIEM, IIEPBUYHBINA CKJICPO3UPYIONIMNA XOJIAHTHUT, JCKAPCTBCHHBIC CpeICTBa (Ha-
pUMep, aMHOJAPOH, XJIOPIPOMAKCHH, W30HHA3HI, METOTPEKCaT, METHIAONA, OKCHU(EHUCATHH, TONOYTaMuL),
MEXaHHMYECKOe NPENATCTBHE (HAIpUMep, XHUPYPrHYeCKOe BMEIIATEIhCTBO), HEATKOTONBHBIH CTEaTOTemaTHT
(NASH) n nx koMOWHaIUH.

B HEKOTOpPHIX Cllydasx B HACTOSIIEM ITOKYMEHTE OMHUCHIBAIOTCS CHOCOOBI oOparmienus Gubposa wim per-
peccuro (pubpo3a rnmeyeHn y cyobeKTa, Mpu 3TOM CITOCOOBI BKITFOUAIOT BBEJACHHE HHTHONTOPA ayTOTAKCHHA CYO'b-
eKTYy.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHU JTHO00# Croco0, MPeICTaBICHHBIN B HACTOSIIEM JTOKY-
MEHTE, BKIIOYAONINI BBEICHUC MHTHOUTOPA ayTOTaKCHHA, KPOME TOTO, BKIIOYAET BBEJCHHUEC OJHOTO HIIM He-
CKOJIBKUX JIOMOJHHUTEIBHBIX MPOTUBO(PHUOPO3HBIX TEPANCBTHYCCKUX CPEACTB. [IOMOMHUTEIBHBIC MPOTHBOGUO-
PO3HBIE TEPANEeBTUYCCKUC CPEACTBA BKIIOYAIOT B ceOs, HAPUMEp, BBEICHHEC WHTMONTOpa aHTUOTCH3UHA, KOJI-
XHUIKHA, KOPTUKOCTEPOHIa, HHTHOUTOpA SHAOTENNHA, HHTepdepoHa-a, nHTepneiiknHa 10, aHTHOKCHAAaHTa, UH-
ruouTopa 3Be3auaThix kietok rneyeHu (HSC) mim nx komOuHamm.

CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHUS (PUOPO3HBIM COCTOSTHUEM SIBIIsieTCsl PHOPO3HOE COCTOS-
Hue noyku. CorylacHO HEKOTOPHIM BapHUaHTaM OCYIIECTBICHHs (GUOPO3HOE COCTOSHHE ITOYKH BBIOPAHO W3 OJHO-
IO WJIA HECKOJLKHUX M3 ModeyHoro (pudpo3a (HalmpuMep, XpOHUIECKOTro TodedHoro Gpubposa), HepponaTuid, ac-
COIIMUPOBAHHBIX C TIOBpeXaeHUEM/(HHOPO30M (HampuMep, XpOHUIECKUX HeDpOmaTuii, acCCOIMUPOBAHHBIX C ca-
XapHBIM JauabeToM (HampuMep, auabeTwdeckas HepomaThs)), BOJIIAHKH, CKICPOJCPMHH ITOYKH, TIOMEPYJIIsp-
HOrOo HedpuTa, (HOKATHHO-CETMEHTApPHOTO TIOMEPYJIOCKIepo3a, modyeyHoro (udposa mpu Hedpomartmii IgA-
THTIA, aCCOIIMMPOBAHHON C XpOHMUYECKUM MoUeuHbIM 3a001eBanreM (CKD) uenoBeka, XpOHHYECKO# TPOTPECCH-
pytomeit Heppomatuii (CPN), TyOynomHTepcTUIIMANBEHOTO (HOpPO3a, 3aKYNOPKH MOYETOYHHMKA, XPOHHYECKOU
YpEMUH, XPOHHUCCKOTO MHTECPCTUIINATHHOTO HepHTa, PaJUalliOHHON He(pomaTHii, TI0MEpyIOCKIepo3a, mpo-
rpeccupyromero riaomepyinonedpoza (PGN), 3HAOTETHaTBFHOTO/TPOMOOTHYECKOTO MHUKPOAHTHOMATHYCCKOTO
nopaxxenust, HIV-acconmupoBanHoii Hedponatuii wiu Gubdpo3a, acCCONMUPOBAHHOTO C BO3JICHCTBHEM TOKCUHA,
Pa3IpaXkHUTEIIs WK XUMHOTEPATICBTHICCKOTO CPE/ICTBA.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHHS B HACTOSIIEM JOKYMEHTEC OIMUCHIBAIOTCS CIIOCOOBI Jie-
YeHUS WIH NPeaynpexaeHus Guopo3a MOYKH Y CyOBEKTa, IPH 3TOM CIIOCOOBI BKITIOYAIOT BBEJACHHE HHTHOUTOPA
ayTOTaKkCHHA CyOBeKTy. B HEKOTOPBIX Ciydasx BBEICHHE WHTHOWTOpA ayTOTaKCHHA CYOBEKTy ociabiseT, 3a-
MEIUIAET WM HHTHOUPYET MPOTPECCHPOBAHKE MTOYeYHOT0 PruOpo3a. B HEKOTOPHIX Ciydasx BBeIlEHHE HHTHOUTO-
pa ayToTakCWHA TPUBOIUT K OCIAOJICHHIO, 3aMEICHUIO WM MPEAYNPEKACHUIO TMPU3HAKA, CUMITOMA W/HIH
OCJIOXHEHHS 1moueqHoro ¢pudpo3a. B HEKOTOPHIX ciydyasx BBEICHHE HHIMONTOPA ayTOTaKCHHA CHUYKAET HAKOII-
JICHWE BHEKJIETOYHOTO MATPHUKCA WIIM CKOPOCTh HAKOIUICHHS BHEKJIETOYHOTO MaTpPUKCa B IMOYKE. B HEKOTOPBIX
cilydasix OYeyHbIN (HUOpO3 SABISCTCSA PE3yIbTATOM OCTPOTO WM XPOHHYECKOTO, YCTOHUYMBOTO TOPAXKCHUS TKA-
HHU MOYKHA. B HEKOTOPHIX ciydasx MOYEYHBIH (HUOPO3 XapaKTepU3yeTCs TIIOMEPYIOCKICpO30M. B HEKOTOphIX
CITy4asx MMo4YeyHbIH (HUOpo3 XapaKTepHu3yeTcst TyOyIOMHTEPCTUIIHANBEHBIM (HOPO30M.

B HEKOTOpBIX CiTydasx B HACTOSIIEM JOKYMEHTE OIHCHIBAIOTCS CIOCOOBI oOpaimeHust Gpubdpo3a WUiu per-
peccun GpuOPO3a MOYKH Y CYOBEKTa, TIPU STOM CIIOCOOBI BKITFOUAIOT BBEIICHHE MHTHOWTOpA ayTOTAKCHHA CYOh-
eKTYy.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS 000 crocol, MpenCcTaBIeHHBIN B HACTOSIIEM JOKY-
MEHTe, BKIIIOYAONINI BBEIEHHE MHTHONTOpa ayTOTaKCHHA, KpOME TOTO, BKIIOYAeT BBEJCHHWE OJHOTO WIIM He-
CKOJIBKUX JIOTIOTHUTENBHBIX TePareBTUIECKUX CPEACTB NMPOTHUB (UOp03a W/MIU ModeyHoro 3aboneBanus. Jlo-
TIOJTHUTEEHOE TEPANIeBTHICCKOE CPEACTBO MpEAyCcMaTpHBAET, HApUMeEp, HHTHOMpOBaHHUE IEepelayy CUTHaa
npodubdpoznoro TGF-B/Smad. CornacHo npyromy npuMepy IOMOTHATEIBHOE TEPANEBTUUECKOE CPEACTBO Ipe-
JTyCMaTPUBAET TIOBHIIIICHHE KOHIIEHTPAIMHA MPOTUBOGUOPO3HBIX (DAKTOPOB B MOUYKe, HampuMmep (akTopa pocTa
rematouuToB (HGF) u xoctHOrO Mopdorenermueckoro Oenka-7 (BMP-7), KoTopble MOTYT aHTarOHU3UPOBATh
¢ubporennoe neiicreue TGF-f3. Tunmanasie mpoTHBO(GUOPO3HBIE TEPaNIEBTHUECKUE CPEACTBA TAKXKE BKIIOYAIOT B
cebss 0e3 orpaHWYCHHS BBEICHHE OJHOTO WM HECKONBKMX u3 mupdeHunona (5-metmin-N-denmn-2-(1H)-
MUPUIOHA), TpaHUIacTa, (GropdeHUIOHA, ONOKAIBl PCHHH-aHTHOTCH3MH-aIbI0CTepoHa, UHruoutopoB ACE,
uHruouropoB ADAM u MoHOKIIOHaNIBEHOTO aHTHTeNa npotuB CTGF.

CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHUS (PHOPO3HBIM COCTOSTHUEM SIBIIsieTCsl PHOPO3HOE COCTOS-
HHe Kokd. COriacHO HEKOTOPHIM BapHaHTaM OCYILECTBICHUs pUOpPO3HOE COCTOSHUE KOXKH BEIOPAHO M3 OJTHOTO
WIIM HECKOJIBKUX M3 KOXHOTO (pubpo3a, CKIepoiepMiH, HepOreHHOTO crucTeMHOro (hnubposa (Hanmpumep, B pe-
3yJIbTaTe BO3JACHCTBUS raJI0JIMHUS, KOTOPBIN 4acTO MCTIOIB3YIOT B KaUeCTBE KOHTpAcTHOTO BemecTa aid MRI y
OONBHBIX TSDKETIONW MOYEYHON HEJOCTATOYHOCTRIO), pyOIIeBaHUS U KEJIOU/IA.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHA B HACTOSIIEM JOKYMEHTE OIMCHIBAIOTCS CIIOCOOBI Jie-
YeHUS WM TpenynpexaeHus Gudpo3a KOXu y cyObeKTa, IPH 3TOM CIIOCOOBI BKITIOYAIOT BBEICHNE HHTHOUTOPA
ayToTaKkCHHAa CyOBeKTy. B HEKOTOPBIX ciydasx BBEISHHE WHTHOWTOpA ayTOTaKCHHA CYOBEKTy ociabiseT, 3a-
MEIUISIeT WIM WHCHOUpPYET mporpeccupoBaHue (uOpo3a KOKH. B HEKOTOPHIX Cllydasx BBEACHUEC WHTHOUTOpA
ayTOTAaKCHHA MPUBOJIUT K OCIAOJICHUIO, 3aMEJICHUIO WIIA MPEAYNPEKICHUIO MPU3HAKA, CUMIITOMA /MU OC-
noxHeHus: Gudpo3a Kok, B HEKOTOPHIX CIyYasx BBEICHHC WHTHOUTOPA ayTOTAKCHHA CHUKACT HAKOTUICHHE
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BHEKJIETOYHOTO MaTPUKCA WJIH CKOPOCTh HAKOIUICHUSI BHEKJIIETOYHOTO MaTPUKCa B KOXke. B HEKOTOPBIX ciydasx
(hnOpO3 KOXKH SBIACTCSA PE3YIETATOM OCTPOTO WIIM XPOHHUUECKOTO, YCTOWIHBOTO MTOPAXKCHUS TKAHH KOXKH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS MOCIE BBEICHHUS HHTMONTOPa ayTOTAKCHHA CYOBEKTY C
(hubpo3oM KOXH TOJNIIUHA GUOPO3HON KOXH yMEHbIIaercs. Hampumep, BBeJeHHE HMHTHOWTOpA ayTOTaKCHHA
YMEHBIIAET TONIHNHY (HUOPO3HOH KOXKH MO0 MEHbBIIEeH Mepe Ha mpubnusutensHo S5, 10, 20, 30, 40 wmu 50% no
CPaBHEHHUIO C TOJIIMHOM KOXH JI0 BBEICHHUSI HHTHOUTOPA ayTOTAKCHHA.

CoriacHO HEKOTOPBIM BapHaHTaM OCYILECTBICHHs B HACTOSIIEM JOKYMEHTE OIMHUCHIBAIOTCS CHOCOOBI 00-
pamenus ¢pudpo3a win perpeccub pudpo3a Kok CyObeKTa, MPU ATOM CIOCOOBI BKIIOYAIOT BBEJICHNUE HHTUOM-
TOpa ayTOTaKCHHA CYOBEKTY.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHU JTHO00# Croco0, MPeICTaBICHHBIN B HACTOSIIEM JTOKY-
MEHTE, BKIIOYAONINI BBEICHUEC MHTHOUTOPA ayTOTAaKCHHA, KPOME TOTO, BKIIOYAET BBEJCHHC OJHOTO WM HE-
CKOJIBKUX JIOTIOJIHUTEIBHBIX TEPANICBTUYCCKUX CPEJCTB MPOTUB (HuOpo3a W/iiu KokHOro 3aboneBanus. Tepa-
NEBTUYECKHE CpeAcTBa MNpoTHB (ubpo3a KOXM BKIIOYAIOT B cebs 0Oe3 orpaHuueHus BBepeHue D-
MCHUIWIIAMIHA, OBIYBET0 KOJUIATCHA, METOTpEKcaTta, MUKO(EHoIaTa MO(ETIIa, YeIOBEYCCKOTO PEIaKCHHA,
UHTEPPEPOHA-Ol, AHTHTEI IPOTHB TPAHCPOPMHUPYIOLIETO POCTOBOTO (pakTopa [ Wiin uX KOMOWHAIIHY.

CoryilacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHs (GUOPO3HBIM COCTOSIHHEM sIBJIsieTCsS PruOpo3HOE COCTOS-
Hue 1y1aza. CormacHo HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS (PUOPO3HOE COCTOSIHHE T1a3a BEIOPAHO W3 OJHOTO
WM HECKOJIbKUX W3 TJIAyKOMBI, CyOpeTHHaNbHOTO (hrOpo3a, BO3pacTHOH AereHepanuu xentoro nsaTaa (ARMD),
nmuabernyeckoit permHonatuu (DR), permHonatnm HepoHomeHHBIX (ROP), dubpo3a mocne odrampmomornde-
CKOT'0 XHPYPrHYeCKOr0 BMEIIATENbCTBA (XMPYPrHY€CKOTO BMEIIATENbCTBA MO TTOBOJY IJIAYKOMBI, XUpypruve-
CKOTO BMENIATeIhCTBA 110 TTOBOJTY KaTapaKThl, XUpyprudeckoro BMemarenbctBa LASIK).

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHHS B HACTOSIIEM JOKYMEHTC OIMUCHIBAIOTCS CIIOCOOBI Jie-
YCHHS WM TIpeaynpexaeHus Gpudpo3a riaza y cyObeKTa, MPH 3TOM CIIOCOOBI BKITIOYAIOT BBEIICHIE HHIHOUTOPA
ayTOTaKCHHA CYOBEKTy. B HEKOTOpBIX Cy4asx BBEICHUE WHTHOWTOpA ayTOTaKCHHA CyOBEKTy ocialiser, 3a-
MEUISICT WJIM HHTHOUPYET MPOrPECCHPOBAaHUE MTa3HOTO (prOpo3a. B HEKOTOPHIX CiTydasx BBEICHHE HHTHOUTOPA
ayTOTaKCHHA MPUBOJIUT K OCIAOJICHUIO, 3aMEJICHUIO WIIA MPEIYNPEKICHUIO MPU3HAKA, CUMIITOMA /MU OC-
JIOXKHEHUS TIa3HOTO (huOpo3a. B HEKOTOPBIX CIyYasx BBEJICHUEC HHTMOUTOPA ayTOTAKCUHA CHIKACT HAKOTUICHHE
BHEKJIETOYHOTO MATPUKCa WJIM CKOPOCTh HAKOIUICHHS] BHEKJIETOUHOT'O MAaTPUKCa B ria3y. B HEKOTOPBIX ciiydasx
riazHoil Gudpo3 sIBIIsETCS pe3yIbTATOM OCTPOTO MM XPOHHYECKOTO, YCTOHYMBOTO MOBPEXKICHUS TKAaHH TJIa3a.

CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS MOCIE BBEICHHUS HHTMONTOPa ayTOTAKCHHA CYOBEKTY C
rma3HeIM  GuOpo30oM creneHb (GubOpos3a riaza cHmwkaercs. Hampumep, BBeneHHE WHTHOWTOpA ayTOTaKCHHA
yMeHbIaeT Guopo3 GUIBTPAITMOHHON MOAYIIKH TOCE TPAOEKYIIKTOMHYECKOTO XUPYPTHIECKOTO BMEIIATEb-
CTBA M CHIDKAET 4acTOTy Hed((HEKTHBHOCTH (PHIBTPAIIMOHHON TOXYIIKH M3-3a Grudpo3a Ha MPUOIUZUTETHHO 5,
10, 20, 30, 40 nim 50% 10 cpaBHEHHUIO ¢ OOJBLHBIMH, HE MTOJYYaBIIMMH JICYCHUS] ”HTHOUTOPOM ayTOTaKCHHA.

CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBICHHS B HACTOSIIEM JOKYMEHTE OIHMCHIBAIOTCS CHOCOOBI 00-
pamenus ¢pubposa wim perpeccun Gpudposa rnaza y cyobekTa, IIpH 3TOM CIIOcOOBl BKJIIOYAIOT BBEACHUE MHIH-
OUTOpa ayTOTaKCHUHA CYOBEKTY.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHUS JTH000# Croco0, MPeICTaBICHHBIN B HACTOSIIEM JTOKY-
MEHTe, BKIIIOYAIOIUi BBEJICHHUE MHIMOWTOpA ayTOTAaKCHHA, KPOME TOTO, BKJIIOYAET BBEJICHHE OJHOTO HJIH He-
CKOJIBKUX JIOTIOJHUTENIBHBIX TEPANeBTUICCKUX CPEACTB MpOTHB (hubpo3a w/wim ria3Horo 3aboneBaHus. Tepa-
MIEBTHYECKUE CPENICTBA MPOTHUB Ta3HOTO (prOpo3a BKIItOUYAIOT B ceOsl Oe3 orpaHUveHHs BBEICHUE MUTOMHIIMHA,
5-propypanmna, KOPTUKOCTEPOUIOB, AHTHOMOTHKOB, aHTUTEN MPOTHB TPAHCHOPMHUPYIOIIETO POCTOBOTO (PAKTO-
pa B wiu uX KOMOMHANWY.

CoryilacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHs (GUOPO3HBIM COCTOSIHHEM sIBJIsieTCs GruOpo3HOE COCTOs-
Hue OpromuHbl. COrjaacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM JOKYMEHTE OIMHCHIBAIOTCS
CIOCOOBI JICYEHHSI WM MpeAynpekaeHus (rodpo3a OPIOMMHEI y CyOBEKTa, IIPH 3TOM CIIOCOOBI BKIIIOYAIOT BBE-
JICHHE WHTUOUTOpA ayTOTAaKCHHA CYOBEKTY. B HEKOTOPBIX CIydasx BBEJACHUEC HMHTHOUTOPA ayTOTaKCHHA CyOhEK-
Ty 0ocJabisieT, 3aMeUIseT WM HHrHOUpyeT MpOorpecCHpoBaHne MepUTOHEANIbHOTO (pnbpo3a. B HekoTophIX city-
Yasx BBEJACHUC MHTHMOUTOpA ayTOTAKCHHA MPHUBOJUT K OCITAOJICHUIO, 3aMEJICHUIO I MPEIYPEKIACHUIO TIPU-
3HaKa, CUMIITOMA W/WIHA OCJIOXKHEHUS IEPUTOHECATHHOTO (HOp0o3a. B HEKOTOPBIX clTydasiXx BBEACHUE HHTHOUTOPA
ayTOTAaKCHHA CHU)KACT HAKOIUICHHE BHEKJIETOYHOIO MATPHKCA WM CKOPOCTh HAKOTIUICHHS BHEKJICTOUYHOTO Mart-
puKca B OpronuHe.

CorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS (HrOPO3 OPIOMIMHBI BHI3BIBAETCS NITUTEIBLHBIM ITEPUTO-
HealbHbIM Auanu3oM. COrJIaCHO HEKOTOPBIM BapHaHTaM OCYILIECTBJICHHsS HHTHOWTOP ayTOTAaKCHHA BBOIST
cyOBeKkTy ¢ IepuToHUTOM. COTJIaCHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUS MEPUTOHEATHHBIA (GUOPO3 BBI3BI-
BAeTCsl OJIHUM WIIM HECKOJIBKMMH M3 CIEIYIONIMX MOBPEKIAOIINX (aKTOPOB: OMOHECOBMECTHMBIE THATH3ATHI,
MEPUTOHUT, YPEMHSI W/UITH XPOHHYECKOE BOCTIAJICHHE.

B HEKOTOpBIX CiTydasx B HACTOSIIEM JOKYMEHTE OIHCHIBAIOTCS CIOCOOBI oOparmeHust Gpudpo3a Wim per-
peccun ¢pubpo3a OpIOMMHEI y CyOBbEKTa, IPU 3TOM CIIOCOOBI BKJIIOYAIOT BBEJAECHHE MHIMOMTOpa ayTOTaKCHHA
CyOBEKTY.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS JTH000# Croco0, MPeICTaBICHHBIN B HACTOSIIEM JTOKY-
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MEHTE, BKJIIOYAIOIMINI BBeICHHE HHIMONTOpa ayTOTaKCHHA, KPOME TOTO, BKIIIOYAET BBEICHHE ITPOTHBOBOCIIAIIHN-
TEJILHOTO CPEACTBA WJIM MIMMYHOCYIIPECCaHTa.

CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHs (UOPO3HBIM COCTOSIHHEM sIBJIsieTCs pruOpo3HOE COCTOs-
HHE KeIyJOYHO-KUIIEYHOro TpakTa. COTrJIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS (PHOPO3HOE COCTOSHHE
BBIOpPAaHO W3 OJHOTO WJIM HECKOJNBKHX M3 (prbpo3a, acCONMMUPOBAHHOTO CO CKIECPOACPMEEH; MHIyIHPOBAHHOTO
obmyuennem pudpo3a kumku; Gpudpo3a, aCCOMMUPOBAHHOTO C BOCTIAUTEIHHBIM HAPYIICHHUEM MEPEIHEH JacTh
MHUIIEBAPUTEIIFHOTO TPaKTa, TAKUM Kak MUIIEBo bapperTa m XpoHWYeCKHU racTpuT, W/nim Gudpo3a, acCoIIn-
POBAaHHOTO C BOCIIANUTENFHBIM HapyIICHHEM HIDKHEH 4acTH KHUIIEYHUKA, TAKUM KaK BOCTIAJIHTEIbHOE 3a00IeBa-
wue kumeynuka (IBD), s3BeHHBIN KomuT 1 Oone3Hs KpoHa.

CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHUS (PUOPO3HBIM COCTOSTHUEM SIBIIsieTCsl PHOPO3HOE COCTOS-
HHe jerkoro. CorjlacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUsS (HOPO3HOE COCTOSIHHE JIETKOTO BBHIOPAHO M3
OJTHOTO WJIM HECKOJBKHMX M3 JIErO4YHOro (Gpudpo3a, uauonaruyeckoro jerouynoro ¢puodposa (IPF), odsrunoro un-
TepcTuaibHoro maeBMonuTa (UIP), MHTEpCTHIMANBEHOTO JIETOYHOTO 3a00JIeBaHtsl, KPUIITOTEHHOTo (GrOpo3n-
pytomero ansBeonuta (CFA), obaurepupyromero OpoHXuoauTa uin OpoHXxodKTa3a. CoriacHO HEKOTOPHIM Ba-
pHaHTaM OCyIIecTBICHUA (PUOPO3 JETKOTO SBISETCS BTOPHUYHBIM IO OTHOIIECHHUIO K 3a00JICBaHUIO, TOKCHHY, I10-
BpekaaoneMy (hakTopy, TepareBTHISCKOMY JICICHHIO HITH UX KoMOuHAIwH. COrflacHO HEKOTOPhIM BapHaHTaM
ocyIecTBIeHHS (HOPO3 JIETKOTO aCCOIMHUPYETCS C OJHUM WM HECKOJBKMMH W3 MATOJOTHYECKOTO IIpoIiecca,
TAKOTO KaK acOecTo3 M CIIIMKO3; BPEIHOTO (aKTopa Ha MPOU3BOJCTBE; 3arpSI3HEHUS OKPYXKAIOIIEH Cpensl; Ky-
PEHHS CHUTApeT; ayTOMMMYHHBIX HApyIICHUH COeIMHUTEIHHON TKaH! (HAIpUMep, PEeBMAaTOWAHBIA apTpHUT, CKIle-
pozepMus U CUCTeMHas kpacHas Bodanka (SLE)); HapymeHus: COeTMHUTENLHON TKaHHU, TAKOTO KaK CapKOHI03;
MH(EKIIMOHHOTO 3a00IeBaHMs, HAIIpUMep, HHPEKINHN, B YACTHOCTH, XpPOHHYECKOW NWH(EKINH; TepaleBTHIECKO-
TO JICYCHUS], B TOM 4HCie Oe3 OrpaHHYCHUs JIydeBOH Tepanuy 1 JIEKapCTBEHHOH Teparuy, HapuMep XUMHOTe-
pamuu (HanpuMep, JiedeHne OJICOMHUIIMHOM, METOTPEKCATOM, aMUOapOHOM, Oycyab(paHOM H/WIIM HUTPODypaH-
TonHOM). COTJIaCHO HEKOTOPBIM BapHaHTaM OCYLIECTBIECHHS (HOPO3HOE COCTOSHHE JIETKOTO, KOTOPOE JiedaT
CIoco0aMy B COOTBETCTBHH C HACTOSIINM N300pETEHUEM, acCOLMUPYETCs (HAarpuMep, SIBISIETCS] BTOPUYHBIM 110
OTHOIICHHIO K JICYCHHIO) C MPOTUBOPAKOBEIM JICYCHHEM, HAIIPUMEp JICUeHHEM paka (HampuMmep, INIOCKOKIIETOY-
HOW KapIIMHOMBI, paka sudka, 601e3HN X0HKKIHA 0JICOMUITTHOM).

CoryiacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHs (GUOPO3HBIM COCTOSIHHEM sIBJIsieTCs GruOpo3HOE COCTOS-
Hue cepana. CormacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS (pHOPO3HBIM COCTOSHUEM Cep.Ia SBISETCS MUO-
KapaualbHBIA GUOPO3 (HampuMep, MUOKapAUaIbHBIH (GHOPO3, aCCONMUPOBAHHBIA C PATAAIIMOHHBIM MHUOKAPIH-
TOM, OCJOXHEHHEM IIOCIIEe XUPYPTHUECKOW TPOLEAypHl (HAIpHMep, MHOKAPAWANBHBIA IOCIEOTePAlnOHHBINA
¢ubpo3), nHPpekunoHHbIMH 3a0o0eBaHUAMH (Hanpumep, Oonesns lllaraca, GakTepuanbHbIA, TPUXUHEIIIC3HBIH
W TPUOKOBBIA MHUOKAPINT)); TPaHyIeMAaTO3HBIC HAPYIICHUS, HAPYIICHAS METa00IMICCKOTO HAKOIUICHU (Ha-
npuMep, KapAMOMHONATHs, TeMOXpOMAaTo3); HapyIIeHHUs pa3BUTHs (HAarpuMmep, CyOIHIOKapIuadbHbIH (Guopo-
3J1aCcTO3); apTEPUOCKIEPOTHIECKOE 3a00JICBaHNE WIM BO3/EHCTBHE TOKCHHOB WM pasapakuTesieil (Harmpumep,
WHIYIIUPOBaHHAS JICKAPCTBCHHBIM CPEIICTBOM KapIUOMHUOIATHS, HHAYIIMPOBAaHHAS JICKAPCTBCHHBIM CPEICTBOM
KapJHMOTOKCHYHOCTD, aJIKOTOJIbHAs KapJAMOMHONATH, OTpaBlieHne KOOAIbTOM MJIM BO3JelCTBHE TakoBoro). Co-
TJIACHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS MHOKapAHAIBHBINA (GHOPO3 aCCOIMHUPYETCs] ¢ BOCTIATATEIEHBIM
HapyIIeHHEM TKaHH cepAua (HarmpuMep, MHOKapIHAIBHBINA CApKOHUI03).

CoryiacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUS GUOPO3HBIM COCTOSTHHEM SBJISIOTCS criaiiku. CorracHO
HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS CIIAiKU BBIOPAHBI U3 OJHOTO WIJIM HECKOJNBKHUX U3 a0IOMUHAIBHBIX CIIa-
€K, TICPUTOHCANBHBIX CIIaeK, TA30BBIX CIAeK, NMEPHUKApPIHUANBHBIX CHACK, NMEePHIYPATBHBIX CIIaeK, OKOJIOCYXO-
JKUJIBHBIX CIIACK MJTH aJIre3UBHOTO KaIlCYJINTA.

CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHUS (PUOPO3HBIM COCTOSTHUEM SIBIIsieTCsl PHOPO3HOE COCTOS-
HHe ria3a. CoraacHO HEKOTOPHIM BapHaHTaM OCYHIECTBICHHS (PHOPO3HOE COCTOSIHME Tila3a BKIIOYAeT B ceds
3a00JIeBaHMs MIEPETHETO CErMEeHTa T71a3a, TaKhe KaK IJayKoMa M IIOMYTHEHHE POTOBHIIBI; COTJIACHO HEKOTOPBIM
BapuaHTaM OCYLIECTBICHHS (PUOPO3HOE COCTOSIHUE TJ1a3a BKIIOYAET B ceOst 3a00JIeBaHNE 33/IHETO CETMEHTa IJIa-
3a, TaKO€ KaK BO3pacTHas JereHepanusl JKeJITOro IsTHa, [uabeTnyecKasl peTHHONATHs, PEeTHHONATHSI HeJOHO-
IIEHHBIX ¥ HEOBACKYJLIPHAs TIayKOMa; COTJIACHO HEKOTOPHIM BapHMaHTaM OCYIIECTBICHHS (GHOPO3HOE COCTOS-
HHE TJ1a3a SBISETCS CIeICTBHEM (HHUOpO3a Mocie I1a3HOr0 XUPYPTrUIeCKOTr0 BMEIIATEIbCTRA.

CorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHs (GUOPO3HBIM COCTOSIHHEM sIBJIsieTCS PruOpO3HOE COCTOS-
HHE KOCTHOTO MO3Ta M KpOBETBOpHOU TKaHW. COTJIaCHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUS (GrOpo3HOe
COCTOSIHHE KOCTHOTO MO3Ta SIBISIETCS HEOTHEMIIEMBIM MPHU3HAKOM XPOHHYECKOH MHUENONpOH(epaTHBHON He-
OIIJIa3MH KOCTHOTO MO3Ta, TAKOW Kak MepBHYHBIN MuenoGpuoOpo3 (Takke Ha3bIBaEMBI B HACTOSIEM JOKYMEHTE
arHOT€HHOI MHUENIONAHOW MeTaruiasheld MM XPOHHYECKHM WAMONIATHYeCKUM MHuenopuoposom). CornacHo He-
KOTOpPBIM BapHaHTaM OCYIIECTBIEHHS (ruOpPO3 KOCTHOIO MO3ra acCOUMMpYeTcs: (HampuMep, SBISIETCS BTOPHY-
HBIM TI0 OTHOILICHUIO K) CO 3JI0KQUECTBEHHBIM COCTOSIHHEM HJIM COCTOSIHHEM, BBI3BAHHBIM KJIOHAJIBHBIM ITPOJIU-
(epaTuBHBIM 3a005eBaHneM. COTIaCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS (pHOPO3 KOCTHOTO MO3ra acco-
IUAPYETCS] C TEMaTOJIOTMYECKUM HapylleHHeM (HanmpuMmep, reMaTOJIOTHUECKHM HapylIIeHHEM, BHIOPAaHHBIM M3
OJTHOTO WJIM HECKOJIBKUX M3 MCTHHHOM MOJMIUTEMHH, SCCEHIMAILHON TPOMOOLMTEMHUH, MUEIIOANCIUIA3HH, BO-
JIOCATOKJIETOYHOTO JIeHko3a, TUMGPOMBI (HampuMep, JTUM(POMBI XO/HKKHHA WU HEXOHKKUHCKOW JIMMQOMEI),
MHO>KECTBEHHOW MHUEIIOMBI M XPOHUIECKOTO MHUENOTeHHOTO Jeiiko3a (CML)). CorinacHO HEKOTOPHIM BapHaH-
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TaM OCyIIecTBICHUS (UOPO3 KOCTHOTO MO3Ta acCONUUPYETCs (HAIPUMEp, SBISICTCS BTOPHYHBIM 110 OTHOIICHHUIO
K) C HETEMaTOJIOTHYCCKUM HapyIICHHEM (HAlpUMep, HETeMaTOJOTHYCCKUM HAPYIIICHUEM, BEIOPAaHHBIM U3 METa-
CTa3nca COJHUIHOHN OIyXOJIM B KOCTHBIM MO3T), ayTOMMMYHHBIM HapyIIeHHeM (HalpuMep, CUCTEMHON KpacHOH
BOJYaHKOH, CKIEpOAepMHUEH, CMEIIaHHBIM HapyIICHHEM COCIMHUTENFHON TKAaHHW WM TIOJMMHUO3UTOM), MH(DEK-
nuel (HampuMmep, TyOepKyJIe30M) WIM BTOPHYHBIM THIIEPTIIAPATUPEOUIN3IMOM, aCCOIMUPOBAHHBIM C JSPHUITUTOM
BUTamMuHa D.

Koumur.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPHIBAIOTCS CIIOCOOHI Jie-
YCHHsI KOJIUTA MHTHOUTOPOM ayToTakcuHa. COTJIaCHO HEKOTOPHIM BapHUAHTaM OCYIICCTBICHUS B HACTOSIICM
JIOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI TPEAYIPESKICHHUS KOJIUTA HHTHOUTOPOM ayToTakcuHa. COrIacHO HEKOTO-
pHIM BapUaHTaM OCYIIECTBIICHHS B HACTOSIIEM JOKYMECHTE PACKpPBIBAIOTCSA CIOCOOBI OCIA0JICHUS, OOpaIieHus
WM MTHTUOWPOBAHMS MIPU3HAKA WA CHMITTOMA KOJUTA.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS B HACTOSIIEM JOKYMCHTE PACKpPBIBAIOTCS CIIOCOOEI,
BKITIOYAOIINE BBEJACHUC WHTHOMTOpA ayTOTAKCHHA CYOBEKTy ¢ KOuuToM. COTJIacHO HEKOTOPHIM BapHaHTaM
OCYILIECTBIICHHS B HACTOSIIEM JOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI, BKIIOYAIONINE BBEACHNE HHTHOUTOpA ayTo-
TaKCHHA CyOBEKTY, BOCTIPUIMYUBOMY K KOJIATY.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS B HACTOSINEM IOKYMEHTE DPaCKPBIBAIOTCS CIIOCOOBI
YMEHBIICHUS KOINUTA B TKaHU, IIPH 3TOM CIIOCOOBI BKIIIOYAIOT BBEJICHHE B KOHTAKT TKAaHU C MHTHOUTOPOM ayTo-
TaKCHHA B KOJMYECTBE, JOCTATOYHOM JUISl CHIDKEHHS WJIM HHTHOMPOBAHMS KOJINTA. B HEKOTOPBIX CITydasx KOJIH-
YEeCTBO, JOCTATOYHOE ISl CHIDKCHUS W/MIN MHIHOMPOBAHMA KOJIUTA, SBISIETCSA TEPAIeBTUYECKH d(PPEKTHBHBIM
KOJIMYECTBOM.

Hcnonb3yeMblil B HACTOSIIIEM TOKYMEHTE TEPMHH "KOJHUT" OTHOCUTCS K BOCTIAJICHUIO TKAHU TOJICTOM KHILI-
ku. KomuT BKITFOYaeT B ce0st OCTPHIA, CAMOKYIHUPYIOIIUICS ¥ XpOHHYeCKUil KomuT. Koiut BKitoyaer B ce0s ay-
TOMMMYHHBIH KOJIHUT, UANOTATUYCCKUN KOJIHT, ATPOTCHHBIN KOJUT, COCYINCTOE 3a00JicBaHe 1 HH()EKIIMOHHBIH
KOJIUT. AYTOUMMYHHBIC THITBI KOJIUTA BKJIFOYAIOT B €051 BOCTIAIMTEEHOE 3a00JICBaHNEC KUIIICYHUKA U SI3BCHHBIN
KoJIUT. MlquonaTudeckue TUIBI KOJINTa BKJIIOYAIOT B C€0S1 MUKPOCKOITMIECKUH KOIUT, TAMQOIUTAPHBIA KOIHUT U
KOJTATEHO3HBIA KOJIUT. SITPOTeHHBIE THUIIBI KOJUTA BKIIOYAIOT B c€0S KOJHUT OTKIIOYEHHOW KHIIKH W XAMHYe-
cKkHid KOouT. KonuT, BBI3BIBAEMBIN COCYAMCTHIM 3a00JIeBaHUEM, BKITIOYAET B ce0s HIIeMUIeCKIi KouT. MHpeK-
IIMOHHBIN KOJMWT BKJIIOYaeT B ceOs konuT, Bei3BaHHBIA Clostridium difficile, Shigella dysenteriae mmm mura-
ToKkcuTeHHOH rpymmoi Escherichia coli. CormacHO HEKOTOPBIM BapuaHTaM OCYIIECTBICHUS KOJHUT BKIIOYAET B
ce0s I3BEHHBIN KOJUT.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PACKPBIBAIOTCS CIOCOOBI Jie-
YCHHS KOJIUTA y CYyOBEKTa MMyTeM BBEICHHUS WHTHOUTOpPA ayTOTaKCHHA CYOBeKTy. COTIIaCHO HEKOTOPHIM BapUaH-
TaM OCYIICCTBIICHUS OJTUH WU HECKOJIbKO TPU3HAKOB FJIM CHMITOMOB KOJIMTA YMEHBIIAIOTCS Y CYObEKTa TOCIIe
BBCJICHUST MHTHOWTOpa ayToTakCcHMHA. [IpU3HAKK WM CHMIOTOMBI KOJHTa BKJIIOYAIOT B ceOs 0e3 OrpaHUYCHUS
a0TOMUHANIEHYIO 00JIb, MOTEPIO AIMETHUTA, YCTAJIOCTh, JUAPCIO, CIM3b B CTYJIC, CIIa3Mbl, HIMIICPATUBHBIN TO3BIB K
MOUYEHCITYCKAHHUIO, B3IyTHE, YYBCTBUTCIHLHOCTh B OOJIACTH KHUBOTA, TOTEPIO Beca, U3MECHEHHUS PUTMa OMOPOIKHE-
HUS KUIICYHHUKA, TAKHE KaK MOBBIIICHUE YaCTOTHI, INXOPAIKy, KPOBOTEUEHHE, KPOBSIHUCTHIN CTYI, B3IyTHE KH-
BOTa, 3PUTEMY CIIM3UCTON OOOJIOYKH TOJICTOH KUIIKH U S3BHI.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHS TIOCIIE BBEICHISI HHTHONTOPA ayTOTaKCHHA CYOBEKTY C
KOJINTOM y CyOBEKTa HaONIOJaeTcs yIydIleHHe KIMHUYECKUX MPHU3HAKOB, CHMIITOMOB IJIM THCTOIATOJOTHU
kosmTa. COrJIacHO OJHOMY IPHMEpY MOCie BBEICHHUS MHTHOWTOpa ayTOTAaKCHHA BOCHAIICHHE TOJICTOW KHIIKH
ymeHnbIinaercs. CorilacHO IpyroMy ImpuUMeEpy IMOCIe BBEICHUS MHIHOUTOpPA ayTOTAKCHHA MOPaKEHUE TKAHU 00-
pamaetcs. CoriacHO APYyroMy MPUMEPY MOCIC BBEJCHHUS MHTHOUTOpPA ayTOTAKCHHA MPOTPECCHPOBAHHE MOpa-
JKCHHS TKaHU ocnadisercs. CoriacHO CIeAYIOIEeMy MPUMEPY MOCIe BBEIACHUS HHTHONTOpPa ayTOTaKCHHA Topa-
JKCHHE TKaHU HHrHOupyetcs. [lopakeHre TKaHH MOXKET OBITh BH3YAITH3HPOBAHO, HATIPUMED, C IIOMOIIBIO THCTO-
JIOTHH C MCIOJIb30BAHUEM KPACUTEIIsl, TAKOTO KaK TPEXIIBETHBIA KpacuTelb (o Maccony).

CornacHO HEKOTOPBIM BapUaHTaM OCYILIECTBICHHS TIOCIIC BBEICHHUS MHTHOUTOPA ayTOTAKCHHA CYOBEKTY C
SI3BEHHBIM KOJIUTOM, TUTOIIA b SI3BBI YMEHBIIIACTCS, HATIPUMED, 110 MEHBIIIEH Mepe Ha MPUOIU3NUTENbHO 1, 2, 3, 4,
5, 10, 15, 20, 50, 90, 99% cBoero pa3mepa 10 BBEICHUS HHTHOUTOpa ayToTakcuHa. COTIIacHO APYroMy MpUMEPY
MoCJIe BBEICHUSI HHTHOWTOPA ayTOTAKCHHA TUIOIIA b SI3BBI TI0 MEHBIIIEH Mepe MpUOIU3NTENBHO B 2 pasa, 3 pasa
WK 5 pa3 MEHBIIE 0 pa3Mepy, YeM 0 BBEIACHHS MHTHOWTOpa ayTOTaKCHHA WJIM [0 CPABHEHHUIO C BBEICHHEM
KOHTPOJISL.

CornacHO HEKOTOPBIM BapHAHTaM OCYILIECTBICHHS TIOCIIE BBEICHISI HHTHONTOPA ayTOTaKCHHA CYOBEKTY C
KOJIMTOM Macca Tejla CyObeKTa He IMOBBIIIACTCS WK HE CHIDKaeTcs OoJjiee YeM Ha MPHONHM3UTENBHO 2, 5 Win
10%.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHUS TIOCIIC BBEICHHUSI HHTHOUTOPA ayTOTAKCUHA CYOBEKTY C
KOJIUTOM y CyOBEKTa yIyqIIacTCs KOHCUCTCHIUS CTYIa.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS CYOBEKTa C KOJHMTOM JIieYaT IyTeM BBEACHUS MHIHOU-
TOpa ayTOTAKCHMHA W OJJHOTO WIIM HECKOJBKHX JOTIOJTHUTCIBHBIX TEPAEBTUUCCKUX CPEICTB. [JOMOTHUTENBHEIC
TEpaneBTHYECKUE CPEACTBA BKIIOYAIOT B Ce0s TMAPATAMOHHYIO TEPAIlUIO M BBEACHHUE CTEPOUA, IPOTHBOBOC-
MAUTEFHOTO CPEeICTBA /WM HMMYyHOCYIpeccanTa. COTJlacHO OHOMY MPHUMEpPY JOMOTHUTEIBHBIM JICICHUEM
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sBisieTcs: rukiociopud A (CsA). CortacHo ApyroMy IpuUMepy AONOTHUTEIBHBIM JICUCHUEM SBISCTCS CyTb(a-
CaJla3uH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS KHBOTHOH MOJENH C WHAYIIMPOBAHHBIM KOJIUTOM (Ha-
npumep, DSS-uHAYIUPOBaHHBIM KOTUTOM MM DNBS-uHIYyITMpOBaHHBIM KOJUTOM) BBOAAT (MPOQPMIAKTHIECKU
WA TEPaNeBTHYECKH) MHIUONTOP ayTOTaKCHHA; TIPH ATOM IOCTIe BBEACHUS WHTHOUTOpA ayTOTaKCHHA y JKUBOT-
HOTO HAOIOIAIOT MOBBIIICHNUE JUTMHBI TOJICTOM KHWINKH, ITOBBIIICHHE MACCHl TOJCTOW KUIIKH WJIH TIOBBHIIICHHE
KaK JUIMHBI, TAK ¥ MacChl TOJICTON Kummku. Hampumep, mocie BBeJeHUS WHTMOMTOpA ayTOTaKCHHA MBIIIN HIIH
KpBICE C MHAYLINPOBAHHBIM KOJIMTOM JJIFHA TOJICTOI KUIIKH ITOBBIIIACTCS TI0 MEHBIIEH Mepe Ha MPHOIH3UTENb-
Ho 0,1, 0,2, 0,3, 0,4, 0,5, 1, 2 unu 3 cM 1O CpaBHEHUIO C BBEIECHUEM Cpelbl-HOCUTENS WU KOoHTposist. CorjaacHo
JPYTOMy MPHUMEPY IMOCIe BBEICHHUS MHTUOUTOPA ayTOTAKCHHA MBI WK KPhICEe C WHIYIIUPOBAHHBIM KOJIHTOM
Macca TOJICTON KHUIIKH IMOBBIMIACTCS MO MEHBIIEH Mepe Ha mpuomu3nutensHo 0,05 T Mo cpaBHEHUIO C BBEJCHHEM
cpenbIl-HOCUTENST Wi KOHTpouiss. COrIacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS IOCIIE 0OpaOOTKH WHTHUOH-
TOPOM ayTOTAKCHHA MBIIIN WK KPBICHI ¢ HHAYIIUPOBAHHBIM KOJIUTOM y MBIIIN WA KPHICHI HAOIONAIOT CHIDKE-
HUE IUIOMIAIH SI3BBI IO MEHbIIeH Mepe Ha mpuommsutenbao 10, 20, 50 wm 90% 1o cpaBHEHUIO C ILIOMIAIBIO
sI3BBI 710 BBeAeHHA. COTJIacCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS Tociie 00paOOTKH MHTHOUTOPOM ayTo-
TaKCHHA MBIIITH WA KPBICH ¢ MHIYINPOBAaHHBIM KOJHTOM Y MBIIIH TN KPBICHI HAOMIONAIOT CHIDKEHHUE TUTOIIA M
s3BBI Ha ipuomsutensHo 90, 80, 70, 50, 20 mmm 10% mo cpaBHEHHIO ¢ TUIOMIAABIO S3BBI Y HEOOpaOOTaHHON WITH
KOHTPOJIBHOM MBIIIN WM KPBICH ¢ MHAYIUPOBAHHBIM KOJIHTOM.

3ym.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPBIBAIOTCS CIIOCOOHI Jie-
YCHHS 3yJa HHTHOUTOPOM ayToTakcuHa. COrJIacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHHUS B HACTOSIIEM JOKY-
MEHTE PAaCKPBIBAIOTCS CIIOCOOBI MPEAYNPESKICHUS 3ya HHTHOUTOPOM ayToTakcuHa. COTJIaCHO HEKOTOPHIM Ba-
pHaHTaM OCYIICCTBICHUS B HACTOSIIEM JOKYMEHTE PAaCKPBIBAIOTCS CIOCOOBI Ociaa0iIeHus, 0OpaleHus U HH-
THOMPOBAHUS MO0 MEHBIIICH Mepe OJHOTO MPU3HAKA MU CUMIITOMA 3y/Ia.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS B HACTOSIIEM JOKYMCHTE PaCKPBIBAIOTCS CIIOCOOEI,
BKITIOYAIOIINE BBEICHHE WHIMOMTOpPA ayTOTaKCHHA CYOBEKTy ¢ 3yaoM. CoriacHO HEKOTOPHIM BapHaHTaM OCY-
IIECTBJICHUS B HACTOAIIEM JOKYMEHTE PacKPBIBAIOTCS CIIOCOOBI, BKIFOUAIOIIIE BBEJACHNE HHTHOUTOpa ayTOTaK-
CHHA CyOBEKTY, BOCIPUIMYUBOMY K 3YAY.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSINEM TOKYMEHTE DPacCKPBIBAIOTCS CIIOCOOBI
CHIDKEHHS 3yJa B TKaHH, [IPA 3TOM CHOCOOBI BKIIFOYAIOT BBEICHNE B KOHTAKT TKAHW C HHTHOMTOPOM ayTOTAaKCH-
Ha B KOJIMYECTBE, IOCTATOYHOM JUIS YMEHBIIICHUS WM HHTMOMPOBAHNUS 3y/1a.

3ya mpencTaBiseT co00# COCTOSHUE, BKITFOUAIOIIEe B ce0s JIOKAIM30BAaHHOE HITH 00IIee MOYeChIBaHUE, KO-
TOpOE SBJIACTCS OOIIMM M CTPECCOTCHHBIM CUMIITOMOM IIpH psifie 3a0oeBaHuil. X0Ts 0OBIYHO BO3HHKAET B KO-
ke, 3yJl TAKXKE MOXKET BO3HHKATh HA OTIMYHBIX OT KOKHM YYaCTKaX, TAKAX KaK CIM3UCTHIC 00O0JIOYKH. 3y SBIIS-
€TCSI YaCThIM TIPOSIBICHHEM JIOKAIN30BAaHHOTO KOXHOTO HAPYIICHUS, BBI3BAHHOTO PEAKIMSIMHU TUIICPYYBCTBH-
TENBHOCTH, TAKUMH KaK aJUICPTUYECKUC PEaKIMK Ha YKYCHl HACCKOMBIX HJIM Ha OKPYXKAaIOIIHMEe aJUIepPreHbl, Kpa-
MUBHHUIICH, JepPMATO30M TPUOKOBOTO M OaKTEPHATHHOTO MPOUCXOKICHUHN, IKTOMApa3UTAPHBIMUA HHGEKIUIMHI U
TeMOPPOHUIATBHBIME y3/aMH. COTIIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM JTOKYMEHTE pac-
KPBIBAaeTCS CIIOCO0 JICYCHHUS 3y/a, BEI3BAHHOTO CHCTEMHBIMHU 3a00JI€BaHUSAMH, B TOM YHCIIE, HAIPUMEP, THIIOTH-
Peo30M, THPEOTOKCHKO30M, MYKOKaHAM030M IpU caxapHOM anadere u 601e3np0 XomKkkrnHa. CorracHo HEKO-
TOPBIM BapHaHTaM OCYIIECTBJICHHUS B HACTOSIIEM JOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI JICUCHHUS PUCTYIIOB I10-
CTOSIHHOTO WJIM PEIINBHOTO 3y/a, aCCOIUUPOBAHHOTO CO MHOTUMH CHCTEMHBIMH 3200JI€BaHUSIMHI M KOKHBIMU
HApYIICHUSIMU. 3yJ BKIFOUACT B ceOs 03 OrpaHWYCHUS TOYCUHBIH 3y, XOJIECTATUICCKHUNA 3y, TeMaTOJIOTHIe-
CKUH 3yJ U S)HIOKPUHHBIH 3y.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PACKPBIBAIOTCS CIOCOOBI Jie-
YCHHS 3y/1a, ACCOIMUPOBAHHOTO C 3a00JCBAHUSAMU MCYCHN M BHYTPUIICYCHOUYHBIM WIIA TIOCTTEHATUTHBIM XOJIc-
ctazoM. [ledyeHOUHBIC 3a00JICBaHUS, MPUBOISIIIUC K 3YAY, BKIIOUYAIOT B ccOs MEPBUYHBIA OMIMAPHBIN IUPPO3,
BUpYCHBIM rematuT B u C, MepBUYHBIA CKICPO3UPYIONIMNA XOJAHTUT, KAPIHUHOMY KCIYHBIX MPOTOKOB, KO-
TOJIBHBIN UPPO3, AayTONMMYHHBIN TEMIATHT U JPYTHE.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPHIBAIOTCS CIIOCOOHI Jie-
YeHHS 3ya, BO3HUKAIOMIETO 0 Py IMPUYNH, TAKAX KaK KCEePO3, KOXKHBIE COCTOSHUS (TaKue Kak Icopuas, 3K3e-
Ma, COJTHEUHBIH OKOT, aTJIeTHYecKas CTOMa), YKYChl HaCEKOMBIX, SOBHUTHIC PAacCTCHHUs (TakWe KakK sSOOBHUTHIN
TUTION, SITOBHUTHIA Ty0, cyMax SAOBUTHIN), 00ie3Hh XOMKKHHA, KENTyXa, MOJUIIUTEMHUs], YeCOTKA, BIIH, T€b-
MUHTBI, OOJIE3Hb IIUTOBHUIHON XXeNe3bl, caxapHBI nuadeT, MepXOoTh, aHEMHUS, BBI3BaHHAS HEZOCTATOYHOCTHIO
JKelnesa, TapasuTapHble WH(EKIMHA, MEIUKAMEHTHI, XOJIeCTa3, 3y[A, CBA3aHHBIH C OCPEMEHHOCTBHIO, WH(CKIIHS
HIV, npyrue npu4YuHbI MOYECHIBAHUS WM 3y/1a WA UX KOMOMHAIINH.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PaCKPBIBAIOTCS CIOCOOBI Jie-
YCHHS WU MPEIYIIPEKACHUS 3yAa Y CYObeKTa MPH HEOOXOUMOCTH 3TOTO, TIPU ITOM CIOCOOBI BKITFOYAIOT BBE-
JICHHE MHTHOUTOpa ayTOTaKCHHA CyOBeKTy. COrlIaCHO HEKOTOPEIM BapHaHTaM OCYIICCTBICHUS BBCICHUC MHTH-
OuTOpa ayTOTaKCHMHA CHUXKAET 3yl 110 MeHbLIeH Mepe Ha npubimsutensHo 10, 20, 30, 50 nimm 90%.

CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBIICHHS TIOCIIE BBEICHISI HHTHONTOPa ayTOTaKCHHA CYOBEKTY C
3yZOM y CyOBeKTa COKpaIaeTcs 00Iee YHCIo0 MOYECHIBAIONINX ABIKCHHUN 110 CPaBHEHHIO C YHCIIOM HOYEChIBa-
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HUH 70 BBEJICHUS] HHTHOUTOpa ayToTakcuHa. Hanmpumep, modyeckiBatomnie JBIKEHUS COKPAIAIOTCS 10 MEHbIIEH
Mepe Ha mpudnusutensHo 10, 20, 50 wim 90%. CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUS 3YI MPEIy-
MPEXIAIOT WIH JIeYaT IyTeM BBEACHUS WHTHONTOpA ayTOTAKCHHA M OJHOTO WM HECKONBKHUX JOIOTHUTEIBHBIX
MPOTHBO3YIHBIX TEPANIEBTHUECKUX CPEACTB WM TEPANCBTHUCCKUX CpencTB. [IpOoTHBO3YAHBIE TepaneBTHIECKHEe
CpeICTBa BKIIOYAIOT B ceOst 0e3 OrpaHn4IeHUs] IPUMEHEHHE KPEMOB M JIOCBOHOB JJIS1 KOXKH C IIETHI0 TPEAYIIPExK-
JICHHUS CyXOCTH KOXKH ¥ IPHUMEHEHIE aHTUTICTaMIHa, CTEPOHa Wi aHTHONOoTHKA. [IpOTHBO3yJHEIE TepareBTH-
YEeCKHE CPEICTBA BKIIIOYAIOT B CE0S TOKCETINH, MUTPA3aIliH, rabaleHTHH, allpeIUTaHT, KallCalIIiH, TAKPOJIMMYC,
Y-JIMHOJICHOBYIO KHCJIOTY, XOJECTHPaMHH, pU(aMIHH, OMMOUIHBIH aHTarOHUCT, OHJAHCETPOH M aKTHBHPOBAaH-
HBIN yToJib.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHS B HACTOSIIEM JOKYMEHTE OIMCHIBAIOTCS CITOCOOBI Ipe-
OYNPEXACSHUS WIIH JICYCHNS] TOYEYHOTO 3yAa Y CyOBEKTa, IIPH 3TOM CHOCOOBI BKJIIOYAIOT BBEICHHE MHTHOUTOpA
ayToTakcuHa cyObekTy. CorjacHO HEKOTOPBHIM BapHaHTaM OCYIIECTBIICHUS B HACTOSIIIEM JTOKYMEHTE OIHCHIBA-
I0TCS CITOCOOBI MPEAYIPEKACHIUS WIIN JICYSHHUS X0JIECTaTHIECKOTO 3yAa Y cyObeKTa, IIPH 3TOM CIIOCOOBI BKIIIO-
YaloT BBEJCHHE MHIMOMTOpa ayToTakcHHa cyObekTy. COrlIacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJIICHHUS B Ha-
CTOSIIIIEM JIOKYMEHTE ONHMCHIBAIOTCSI CIIOCOOBI MPEIyNPEKICHUS WIH JICYUCHHUSI TeMaTOJIOTHYECKOT0 3y/a Y CyOb-
€KTa, TIPU 3TOM CIIOCOOBI BKITIOYAIOT BBEJCHWE MHTHOUTOpA ayTOTaKkCcHHA cyOBeKkTy. COTjlacCHO HEKOTOPBHIM Ba-
pHaHTaM OCYIIECTBICHHUSA B HACTOSIIEM JOKYMEHTE OIHCBHIBAIOTCS CHOCOOBI MPEeXyNPEeKACHHS UITH JICICHUS JH-
JIOKPUHHOTO 3y/1a y CYOBEKTa, P dTOM CITIOCOOBI BKJIIOUAIOT BBEIEHHE HHTUONTOPA ayTOTAKCHHA CyOBEKTY.

Hespomorndeckue 3a00aeBaHusl.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacCKPHIBAIOTCS CIIOCOOHI Jie-
YeHHs HEBPOJIOTHYECKOTO 3a00JIeBaHUS, COCTOSHHS WIM HApYIICHHS WHTHOMTOpOM ayToTakcmHa. CormacHo
HEKOTOPHIM BapHaHTaM OCYILIECTBICHHS B HACTOSILIEM JOKYMEHTE PAaCKPBIBAIOTCS CIIOCOOBI MPEayNpeskaeHHs
HEBPOJIOTHUECKOTO 3a00JICBaHMUS, COCTOSIHUS MJIM HAapyIICHUS MHIHOUTOpPOM ayToTakcuHa. COriacHO HEKOTO-
PBIM BapuaHTaM OCYILECTBJICHHS B HACTOSIIEM JOKYMEHTE PacKpBIBAIOTCSI CIIOCOOBI ocnalieHus, oOpalieHus
WJIM MHTUOMPOBaHUS MIPU3HAKA WM CUMIITOMA HEBPOJIOTHYECKOT0 3a00JICBaHUs, COCTOSIHUS HJIH HApYIICHHUSI.

CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS B HACTOSIIEM JOKYMEHTE DPacKpPBIBAIOTCS CIOCOOBI,
BKJTIOYAOIIME BBEICHHE MHTHONTOpa ayTOTAaKCHHA CYOBEKTY C HEBPOJOTHYECKHM 3a00JIEBAaHUEM, COCTOSHUEM
ny HapymeHneM. CormacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS B HACTOSAIIEM JOKYMEHTE PacKpPBIBAIOTCS
CHoco0BI, BKITIOYAIOIINE BBEACHNE HHTMONTOPA ayTOTaKCHHA CYOBEKTY, BOCIPHUMYHBOMY K HEBPOJIOTHISCKOMY
3200JIeBaHNIO, COCTOSHUIO FITH HApYIICHHUIO.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS HEBPOJOTMYCCKUM 3a00JIEBaHUEM SIBISCTCS paccesH-
HBIH CKJIEpPO3. B HEKOTOPHIX CIydasx HEBPOJIOTWYECcKOoe 3a00sieBaHNE BBI3BAaHO TEHETHUYECKUM HapylieHHeM. B
HEKOTOPBIX CIIydasx HEBPOJOTHUECKOe 3a00JieBaHME CBSI3aHO C pa3BUTHEM, HalpuMep, ciimHa oupuma. B Heko-
TOPBIX CIy4asX HEBPOJOTMYECKUM 3a00JICBAaHUEM SIBIISCTCS JereHepaTHBHOE 3a0o0jeBaHKe, HapUMep OOJe3Hb
[MapxuHcona unu 60sie3Hb AnblreiiMepa. B HEKOTOPHIX ciIydasx HEBPOJIOTHYECKOE 3a00JICBaHUE SIBIACTCS pe-
3yJIbTaTOM MHCYJbTa. HeBponorndeckue 3a00yeBaHus, COCTOSHNS M HapyIICHHUS WJIM XapaKTepHbIE 0COOEHHO-
CTH HEBPOJIOTMYECKUX 3a00JICBaHNH, COCTOSHUI U HapyIICHHUH, ISl KOTOPBIX MOAXOJMT Je4eHHUEe HHTHOUTOPOM
ATX, BkirouaroT B ce0si 0e3 orpaHmueHHss O0OKOBOM amuoTpoduyeckuii ckiepo3 (ALS), aprepuoBeHO3HBIE
Manbhopmarn (AVM), aHeBpHU3My T'OJIOBHOTO MO3Ta, OMYX0Jb OJOBHOTO MO3Ta, IypalbHYI0 apTepHOBEHO3-
HYI0 (pHCTYITy, STHICTICHIO, TOJIOBHYIO 0OJIb, HAPYIICHHUS MMaMATH, OoJie3Hb [lapKWHCOHA, MEepUPEPUIECKYIO
HEBPOIIATHIO, MOCTIEPIIETHICCKYI0 HEBPAITHIO, OIYXOJb CIIMHHOTO MO3Ta W MHCYJIBT. B HEKOTOPBIX ciydasx
aKTHBHOCTH ayToTakcuHa mnosbliaercs B CSF (epebpocnmHaibHON KUAKOCTH) U CBIBOPOTKE KPOBH Y OOJIBHBIX
PEIUINBHBIM/PEMUTTUPYIOIINM PACCESHHBIM CKIEPO30M II0 CPABHEHUIO C OOJBHBIMH APYTHMH HEBPOJIOTHYE-
CKUMH 3200ICBaHUAMHU.

CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBICHHS PACCESIHHBIM CKIIEPO30M SIBISIETCS! PELMIUBHBIN-
PEMUTTUPYIOLINHA paccessHHBII CKIIEPO3, PELMINBHBINA PacCESHHBINH CKIEPO3, IEPBUYHO-IIPOTPECCUPYIONINH pac-
CESIHHBIN CKIEpPO3 WM BTOPUUHO-IPOTPECCUPYIOIINI PACCEIHHBIN CKIIEPO3.

CoriacHO HEKOTOPBIM BapHaHTaM OCYILIECTBICHHS PACCESIHHBIM CKIIEPO30M SIBISIETCS! PELMIUBHBIN-
peMuTTHpYOIMH paccessHHBIH ckiiepo3 (RRMS). JIroau ¢ Takum THnoM MS MMEIOT YETKO OlpesesieMble TIpH-
CTYNbI YXy[AIICHHUS HEBPOJOTHMYecKOW (QyHKIMH. 3a TAKUMH MPUCTYNaMH CIECIYIOT MEPHOIBl YaCTHYHOTO HIIH
TIOJTHOTO BOCCTAHOBJICHUS, HAa3bIBAEMBIE PEMUCCHAMHU. Bo BpeMs peMHCCHH CUMITTOMEBI 9acTO YIIydIIaloTcs, i HEe
HaOJroMaeTCsl OUYEBUIHOE YXYIIEHHE WIIM IPOTPEeCCHpOBaHne 3a00eBanus. Y TpUOIH3UTEIHHO 85% roneit ¢
MS chavana auarHoctupytor RRMS.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS PACCETHHBIM CKIICPO30M SIBIISICTCS PEIINBHBIN pacce-
ssHHBIN ckiiepo3 (RMS). RMS Bkimodaet B ce0st Heckoabko Gpopm MS, KOTOpbIe XapaKTEepU3yIOTCs PEIHINBHBI-
MU TIpU3HAKaMH, B TOM YHUCJI€ PELUAUBHBIN-peMuTTHpYyIomuii MS, nporpeccupyroomuii-penuauBebsiii MS u BTO-
pudHO-IIporpeccupyromuit MS.

CornacHO HEKOTOPHIM BapHaHTaM OCYLIECTBJICHHS DACCESHHBIM CKJIEPO30M SIBIIAETCS IEPBUYHO-
nporpeccupyoummid paccesHHblii ckiepo3 (PPMS). Dta ¢opma xapakrepusyeTcs MOCTOSHHBIM YXY/IICHHEM
HEBPOJIOTUYECKOTO (DYHKIMOHUPOBAHUS, HO 0€3 KaKnX-JIM0O SIBHBIX PELMIUBOB MM IIepHoI0B peMuccuu. Cko-
POCTb TPOTrPECCUPOBaHMS Y MHIMBHIYYMa MOXKET BapbHpPOBaTh CO BPEMEHEM, C SMHU30AMYECKUMH IIIATO WIH
BPEMEHHBIMH YIYYIICHUSIMH, HO MPOTPECCHPOBAHME ABISCTCS HENMpephIBHBIM. Y 10% mromelt AMarHOCTHPYIOT
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9TOT TUI MS.

CornacHO HEKOTOPBIM BapHaHTaM OCYIISCTBICHHS PACCESHHBIM CKICPO30M SIBIISICTCS BTOPHYIHO-
mporpeccupyromuii -~ paccesHublii  ckiepo3  (SPMS). Tlocie HadanpbHOrO  mepuona  PEIUIAMBHOTO-
pemutTHpyfomero MS (RRMS) y mHorux mroaei Haunaaetcss SPMS. 3aboneBanue HaYMHACT yXYAIIATHCS 00-
Jiee YCTOMYMBO C SMU30INICCKUMH PEIINBAMHI, PEMUCCHSIMH, WM TUIATO, MITH 0€3 TAKOBHIX.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPHIBAIOTCS CIIOCOOHI Jie-
YeHHS MTOBPEXKICHUS HEPBHOM CHCTEMBI y CyOBEKTa, HATIPUMEP MOBPEKICHUS TOIOBHOTO MO3Ta, CIMHHOTO MO3-
ra W/WiIv HEPBHOW TKaHU, IPH 3TOM CIIOCOOBI BKITIOYAIOT BBEJICHHE HHTHONTOPA AyTOTAKCHHA CYOBEKTY.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PACKPBIBAIOTCS CIOCOOBI Jie-
YCHHS paKa, TOPaXKarollero HEPBHYIO CHCTEMY CYOBEKTa, IPU ITOM CHOCOOBI BKIIFOYAIOT BBEICHUEC MHTHOUTOPA
ayroTrakcuHa cyObekTy. COrlIacHO HEKOTOPBIM IPUMEPaM PaKOM SIBJISIETCS paK TOJIOBHOTO MO3Ta.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PACKPBIBAIOTCS CIIOCOOBI Jie-
YCHHS WHAYIIMPOBAHHOU MOBPEKICHHUEM JEMUCIUHU3AINKA Y CYOBEKTa, MMPH 3TOM CHOCOOBI BKITFOYAIOT BBEJIC-
HHUE UHTUOUTOpA ayTOTAKCHHA CYOBEKTY.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPBIBAIOTCS CIIOCOOHI Jie-
qeHUs] WHPEKIIMA HEPBHOW CHCTEMBI y CYOBEKTa, NMPU 3TOM CITOCOOBI BKITIOYAIOT BBEJCHWE MHTHOWTOpPA ayTo-
TakcuHa CyOBekTy. COrIaCHO HEKOTOPHIM MpuMepaM HHMEKITHS HEPBHON CHCTEMBI BKITFOYAET B C0sI MEHUHTHT.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPBIBAIOTCS CIIOCOOHI Jie-
YEHHSI HEBPOJIOTUIECKOTO 3a00JIeBaHus, HAPYIICHUS W COCTOSAHUS y CYyOBEKTa, IIPH TOM CHOCOOBI BKIIFOYAIOT
BBEJICHUE MHTHOMTOpPA ayTOTAKCHMHA CYOBEKTY NMpH HEOOXO0AUMOCTH 3Toro. CorjacHO HEKOTOPHIM BapHaHTaM
OCYILICCTBIICHHS B HACTOSIIEM TOKYMCHTE PACKPBIBAIOTCS CIIOCOOBI JICUCHUS PACCESIHHOTO CKIIEpPO3a y CYyOBEKTa,
MPY 3TOM CIIOCOOBI BKIIFOUYAIOT BBEICHIE HHTHONTOPA ayTOTaKCHHA CyOBeKTy. COrslacHO HEKOTOPBIM BapUaHTaM
OCYILICCTBIICHUS JICUCHHIE BKITIOYACT B ce0s1 HHIMOUPOBAHKE WK OOpalleHue TeMUeTHHn3anuu. Hruouposanue
JICMHUCIMHU3AIUHN BKIIOYAET B ceOsl CHIDKCHHE CTEIICHH JICMUCITHHU3AINH TI0 CPABHCHHUIO C OTCYTCTBUEM JicUe-
HUS WHTUOMTOPOM AayTOTaKCUHA, MPH ITOM CHIDKCHHUEM CTCIICHH SBJISICTCS CHIDKCHUC ICMUCIUHU3AINH TI0
MeHbIe Mepe Ha 5, 10, 20, 30, 40, 50, 80 wm 90%. B HEKOTOPHIX Cilydasx BBEJCHHUE HHTUOUTOpPA ayTOTAaKCHHA
TPEAYIPEXKIACT, 3aMEIISCT U F/UITH OCcTabiseT JeMUSITHHU3AIIHIO.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSINEM TOKYMEHTE DPacCKPBIBAIOTCS CIIOCOOBI
MPEIYIPEXACHUS WIH JICICHUS MPU3HAKA, CHMIITOMA /MM OCJIOXHEHUS HEBPOJIOTHMYECKOTO 3a00JIeBaHMs, Ha-
PYIICHUS WM COCTOSHUS, IIPX 3TOM CIIOCOOBI BKIIFOYAIOT BBEICHHE HHIHONTOpa ayroTakcuHa. CorjlacHO HEKO-
TOPBIM BapHaHTaM OCYIIECTBJICHHUS B HACTOSIIEM HOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI MPEXYIPEkKACHUS WIH
JICUCHUs] TPU3HAKA, CUMIITOMA /WU OCIOXHCHUS PACCESHHOT'O CKIIEpo3a Y CYOBEKTa, IPU ITOM CIOCOOBI
BKIIIOYAIOT BBEJCHHC WHTHOWTOpA ayTOTaKCHHA CyOBEKTy. [IpH3HAKM M CHMIOTOMBI PACCEIHHOTO CKIEpo3a
BKITIOYAIOT B ce0s1 O¢3 OrpaHUYCHUS] OHEMEHHE HITH OCIa0JICHHUE OJTHON WIJIM HECKOJNBKUX KOHCYHOCTEH, YacTHY-
HYIO WIH MOJIHYI MOTEPI0 3PCHHUS, NBOMHOE 3pCHHE, HEACHOCTh 3PCHHUS, OIIYIICHUE MOKAIBIBAHUI, OLTYIIICHUS
MPOXOXKACHHUS JICKTPUICCKOTO TOKA, TPEMOP, OTCYTCTBUE KOOPAMHAIIMH, HEYCTOMYUBYIO TTOXOAKY, HCBHATHYIO
peyb, YCTaNOCTh, TOJOBOKPYKCHUE U U3MEHECHUS (DYHKIMH KUIICYHUKA /WA MOYEBOTO My3bIps. [Ipumepsr oc-
JIOXXHEHUH PacCESTHHOTO CKIIep03a BKIIOYAIOT B ce0s 6€3 OTpaHWICHUS PUTHIHOCTD MBI, MBIIICYHBIEC CIIa3MBL,
napanny, M3MEHEHHS TICHXHYECKOTO COCTOSIHUSA, TaKhe KaK OSCIaMsATCTBO U Iepenaasl HACTPOCHHUS, ACTIPECCUIO
1 SITUIICTICHIO.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE DPacCKPBIBAIOTCS CIIOCOOBI
CHIDKEHHS YacCTOTHI, TSHDKECTH W/IITH TIPOJOIDKUTEIHHOCTH PEIMINBA HEBPOJIOTHUECKOTO 3a00JIeBaHM, HapyIIIe-
HUS WA COCTOSIHUSA, TIPU ATOM CIOCOOBI BKIIFOYAIOT BBEJICHUEC MHTHOUTOpA ayToTakcuHa. COTrJIacHO HEKOTOPBIM
BapHaHTaM OCYILIECTBIICHHUS B HACTOSIIEM JIOKYMCHTE PACKPBIBAIOTCS CIOCOOBI CHIIKCHHS YaCTOTHI, TSXKECTU
W/WIIA TIPOJTOJDKUTEIIEHOCTH PEIMINBA PACCESIHHOTO CKIEpPO03a, MPH 3TOM CIIOCOOBI BKIFOYAIOT BBEJICHUC HHTH-
ouropa ayToTakcHHA. B HEKOTOPBIX CITydasXx BBEJACHHUC WHTHOWTOpPA ayTOTAKCHHA CHU)KACT WJIM OCTAHABIIHBACT
MPOTPECCUPOBAHKUE OJHOTO WJIM HECKOJBKHX CHMOTOMOB Y OOJIFHOTO PACCESHHBIM CKIIEPO30M. B HEKOTOpPBIX
ClIydasix BBEJICHHE HHTHOUTOpPA ayTOTAKCHHA MPEIYNPEKIACT WIHA 3aMEIISACT MPOSBICHAE CUMIITOMOB PACCEsH-
HOTO CKJIEpO3a.

B HEKOTOpHIX CiTydasx HEBPOJIOTUIECKOE HAPYIICHHE, TAKOE KaK PACCESIHHBIN CKIIepO3, JiedaT KOMOMHAIIN-
eii ”HruouTOpa ayTOTAaKCMHA U OJHOTO WMJIM HECKOJBKUX IOMOJHHUTENBHBIX TEPAeBTHUECKUX CpeAcTB. Jlomon-
HUTEJIbHBIC TEPANeBTHUECKHUE CPEIICTBA BKIIOYAIOT B ce0s1 6€3 orpaHUYeHHs T1a3Mo00MeH, (PU3MUIECKYIO Tepa-
TIHIO, MBIIICYHBIE PEAKCAHTHI, (PU3WdecKue yIpaKHEHNs, OTABIX W BBEACHHE OJHOTO WA HECKONBKHX M3 CJe-
JYIOINX: KOPTUKOCTEPOUIBI, HHTEP(HEPOHBI-f3, TIaTupaMepa arnerar, AUMeTHiIdyMapar, GUHTOIUMOJ, Teprd-
JYHOMHJ, HATAJIM3yMad, MUTOKCAHTPOH M UX KOMOHMHAIIHH.

Herponornueckue 3a00eBaHus, COCTOSHIS U HAPYIICHUS WA XapaKTEPHbIE 0COOCHHOCTH HEBPOJIOTHYC-
CKUX 3a00JICBaHUH, COCTOSIHUN M HApPYIICHWH, JUIS KOTOPBIX MOIAXOIUT JCUYCHHE WHTUOUTOPOM ayTOTaKCUHA,
BKITIOYAIOT B ce0s1 0e3 orpaHryYeHHsI OTCYTCTBUC MPO3PAYHOI NEPErOPOIKY, CBA3aHHOE C KUCIIOH Tnna3on 3a00-
neBaHue, NeQUIUT KUCIONH MallbTa3bl, IPUOOPETCHHYIO SMIICITUPOPMHYIO ada3uio, OCTPBIH PAaCCESIHHBIN JH-
nedanomuenur, ADHD, ToHnmueckuii 3padok D#au, CHHIPOM DiaH, aapeHoNeHKOANCTPOHIO, areHe3 MO30JIH-
CTOTO TeJla, aTHO3UI0, CHHIPOM DKaplu, HeBPOJIOTHYeCKHe ocliokHeHus mocae AIDS, Oone3ns Anekcanmepa,
Oone3nb Aubliepca, ambTEPHHUPYIONMIYIO TEMHILIETHIO, 00Je3Hb AJblreiiMepa, OOKOBOW amMHOTpoduuecKuit
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ckiepo3 (ALS), amdHIedanuio, aHeBpU3MY, CHHAPOM AHreilbMaHa, aHTHOMATO03, aHOKCHIO, aHTH()OCHOIHITHI-
HBIA CHHIPOM, ada3uio, alpaKkCHIo, apaXHOUIAIBHBIC KHCTBI, apaXHOUIHUT, ManbhopManuio ApHonbsaa-Kuapw,
apTEepPHOBEHO3HYIO Masb(hopMaIHio, CHHAPOM Acmeprepa, aTakCchio, HHCYJIbT, cHHApoM bapra, 6one3ns barre-
Ha, MHOTOHHWIO bekkepa, Oone3ns bexuera, mapanud bemra, moOpokadecTBEHHBIH dCCEHIMANBHBIN Osedapoc-
masM, J00poKadecTBeHHYI0 (DOKATbHYI0 aMHOTPO(HI0, JOOPOKAYECTBEHHYIO BHYTPHUEPEIIHYIO THIIEPTCH3UIO,
cuaapom bepurapara-Pota, 6one3ns buncBanrepa, 6nedapocnasm, cuaapom bioxa-Cynbrbeprepa, moBpexe-
HUS TUICYEBOTO CINIETeHUs, CHHAPOM bpendepu-OrricToHa, aHEBpU3MY T'OJIOBHOTO MO3Ta, TIOBPEXKICHHE TOJIOB-
HOro Mo3ra, cuaapoM bpoyH-Cexapa, CADASIL, 6one3np KanaBaHa, Kay3alirwio, KaBepHOMBI, KaBEPHO3HYIO
AHTHOMY, KaBEPHO3HYIO Mallb(hOpMAIIHIO, CHHAPOM IICHTPATBHOTO Mapainya, CHTPAIbHBINA OOJICBON CHHAPOM,
UCHTPAJIBHBIN MOHTHHHBIA MUCITHHONN3, e(haTHICCKHe PACCTPONUCTBA, NEUIMT EPaMHUIa3hl, IepeOCIUIIPHYIO
JIETCHEePaIIHIo, IepeOeIUIPHYIO THITOIIIA3UI0, aHEBPU3MEI COCYIOB TOJIOBHOTO MO3Ta, epeOpaIbHbI apTepHo-
CKJIEPO3, IepeOpanbHyr0 aTpoduro, IepeOpaibHBIN aBUTAMUHO3, IIepeOpaibHYI0 KaBEPHO3HYIO MalTb(pOPMaIIHIo,
1epeOpabHBI TUTAHTU3M, IepeOpaTbHYI0 THIIOKCHIO, IepeOpabHBINA Mapaind, 1epeOpooKkynodanunockener-
HBIA cHHApPOM, Malbpopmanuio Kuapu, Xoper, XopeoakaHTOIUTO3, XPOHIHUYCCKYIO BOCTIAUTCIEHYIO JCMUCITH-
HU3Hpyomyio nmosmaeBponaruto (CIDP), XpoHHYEeCKyI0 OpTOCTATHIECKYIO HEYCTOMINBOCTh, CHHIPOM Kokker-
Ha Il tuma, cuaapom Kodduna-Jloypu, xonmonedannio, KOMy, KOMIUIEKCHBIH perHOHAIbHBIA OOJEBOW CHH-
JIPOM, BPOXKACHHYIO JIMLEBYIO TUIUICTHIO, BPOXKICHHYI0 MHACTCHHIO, BPOXKICHHYIO MHOIATHIO, BPOXKICHHBIC
COCYIHUCTHIE KaBEPHO3HBIE Mallb(OopMaIii, KOPTHKO0A3aIEHYIO IeTeHEPaIlio, BUCOYHBIH apTepHUT, KPAHHOCH-
HOCTO3, dHIehamut Kpu, Oomne3nr Kpehtidenbnra-AIkoda, KyMyJIsSITHBHBIE TpaBMaTHYECKHE DPACCTPOUCTBA,
cuanpoM KymuHra, WHKIIO3MOHHYIO IHTOMETANMIO, IHTOMETraJOBHPYCHYIO HWHQEKIHIo, cuHApoM JleHau-
VYokepa, 6one3np JJoycona, curmpom [le Mopcbe, mapamuy [lesxxepuH-KirtoMIke, JEeMEHITUIO, TPOTPECCUPYIO-
HIyI0 HepeOeIUIPHYIO aTaKCHI0, ICHTATOPYOPaATEHYIO aTPO(HI0, IePMATOMHO3UT, TACIPAKCUIO Pa3BUTHSI, CHH-
npom JleBrka, qruabeTUYecKyI0 HeBponatuio, 1uddy3HsIi ckiepo3, CHHApoM JpaBe, BETeTATUBHYIO TUCTOHHIO,
mucrpaduio, aucharuro, AUCIPAKCHI0, MO3KCYKOBYH) JUCCHHEPTHIO, TUCTOHHH, OYIEOapHYIO CIUHHO-
MO3TOBYIO MBIIICYHYIO aTpo(UI0, SHICHATONATHIO, CHHAPOM IyCTOTO TYPEIIKOTO Ceiyia, dHIedamur, sHieda-
Jorene, SHIE(HanoTPUreMUHATBHBIA aHTHOMATO3, SIMUIIETICHIO, Tapanndu Jpoa-/liomena u Jlexepun-Kmommke,
napanua Opba, SKCTPANOHTHHHBIN MHeTnHOIu3, Oone3nbr ®Pabpu, cuaapom PDapa, ceMelHYIO BETeTaTHBHYIO
IUCTOHHIO, CEMEHHYI0 TEMaHTHOMY, CEMEHHYIO0 HIHUOMATHISCKYI0 KaTbIU(UKAIMIO 0a3aIbHBIX TaHTIIHEB, Ce-
MeHHBIe TIEpHOANYECKHE TIapaiid, CEeMEHHBIN CITaCTUIEeCKUi mapannd, 6one3np @apbepa, GheOprIbHBIE CYI0-
poru, GuOPO3HO-MBIIIEYHYIO TUCTUIa3uio, cuHapoM Pumepa, atakcnio Opunpeiixa U J00HO-BHCOYHYIO TEMEH-
ITHIO.

BocnaneHnue 1 BoCaauTeIbHBIC HAPYIICHHUS.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PACKPBIBAIOTCS CIOCOOBI Jie-
YCHHSI BOCIATHUTEIIEHOTO COCTOSIHUS, 3a00JICBaHUs WM HApYIICHUS MHTHOUTOPOM ayToTakcwHa. COrliacHO He-
KOTOPBIM BapHaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI CHIKCHHUS BOCIIATICHUS
B TKaHU CyOBEKTa, IIPU ITOM CHOCOO BKJIFOYACT BBEACHUC CYOBEKTY MHIHMOHUTOpA ayTOTaKCHHA. B HEKOTOPBIX
CIIydasiX TKaHBIO SIBJISCTCS TKAHb TOJICTOW KUIIKH.

Hcmonb3yeMblii B HACTOSIIIEM PAaCKPBHITHH TEPMHH "BOCIaieHHE" OTHOCHUTCS K XOPOIIO U3BECTHOMY JIOKa-
JIM30BaHHOMY OTBETY Ha Pa3MUYHBIC THUIBI MOBPEXKICHHUS WM MH(EKINH, KOTOPhIE XapaKTeprU3yeTcs MOKpacHe-
HHUEM, XapoM, IPUIYXJIOCTHIO0 U OOJIBIO, a 3a9acTyI0 TaKXKe BKIIOYAIOT B ce0sl TUCOYHKINIO WA CHIDKEHHYIO
TIOJBMKHOCTB.

Crioco0bl, OIMUCHIBAEMBIE B HACTOAIIEM IOKYMEHTE, COTIACHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS
BKITIOYAIOT B ce0sl CIIOCOOBI JICUCHUS, CHIDKCHHS PUCKA M 3aMEIJICHHUS MPOSBICHUSA IPYTHX BOCIATHTEIBHBIX
COCTOSIHUH WM 3a00JIcBaHUI WHTHOMTOPOM ayTOTAKCHMHA, TAKUX Kak (a) TNIa3HOE BOCHAJICHUE, aCCOLUHUPOBAH-
HOE C SI3BOM POTOBUIIBI, THTAHTCKUM NANWUIIPHBIM KOHBIOHKTUBUTOM, OJe(apHToM, XamasMOHOM, YBEHUTOM,
CYXOCTBIO TJIa3, IOCICXUPYPTUICCKAM BOCIIATICHUEM, a TAKIKE aCCOIMUPOBAHHOE C KOHTAKTHBIMH JIMH3aMHU BOC-
nanenue; (b) amreprudeckue 3a00NieBaHUs, TAKUEC KaK CEHHAs JIMXOPAJKa, PUHUT, CC30HHBIA aJUICPTUYeCKHi
KOHBIOHKTUBUT, BECCHHUH KOHBIOHKTHBHT M JPYTUE OMOCPEIOBAHHBIC 03UHODUIAMU COCTOSHHUS, (C) KOXKHBIE
3a0o0JeBaHMs, TAKHE KaK IICOpHa3, KOHTAKTHBIN AePMAaTUT, dK3eMa, HHPEKIIMOHHbIC SI3BBI KOXKH, OTKPBITHIE PAHBI
n nemnonuT; (d) nHpeKImoHHbIe 3a00JIEBaHNUs, B TOM YHCJIE CETICUC, CENITUYECKUH MoK, YHIe(annuT, HHPEKIIN-
OHHBIN apTPUT, SHAOTOKCUUECKUN IIOK, FPaMOTpULIATENbHBIN 10K, peakuus SApuia-I'epkcxaiimepa, mureises,
TOKCHYECKHUH IIOK, IepeOpanbHas Malsapusi, OakTepuaibHBIE MEHHHTHT, OCTPBIH PECHUPATOPHBIN TUCTpPECC-
cuaapom (ARDS), 6one3ns Jlaiima u nadexus HIV; (e) 60y1e3HM HCTOMIEHNS, TaAKHE KaK KaXeKCHs, BTOpHYHAS
1Mo oTHoIIeHHIo K paky u HIV; (f) Bocnanenue, cBsI3aHHOE ¢ TpaHCIUIAHTALMEH OpraHa, TKAHW WIIA KJIETOK (Ha-
mpUMep, KOCTHOTO MO3Ta, POTOBHUIIBI, TOYKH, JETKOT0, IIEYCHHU, CepIia, KOKH, OCTPOBKOB MODKEIYIOYHOH Ke-
JIe3B1), B TOM YHCJIEC OTTOPXKCHHE TPaHCILIAaHTaTa U 3a00JieBaHuEe "TpaHCILIAHTAT NPOTHUB X03smHA"; (g) Hebmaro-
npUATHBIC 3QPEKTH JICKAPCTBECHHOW TEPAIUK, B TOM YHCIIC HEOMAronpusaTHEIC 3()(EKThI IeUeHUs aM(pOTSPHUIIH-
HOM B, HeOmaronpusTHbie 3PQGEKTH UMMYHOCYIIPECCHBHOM Teparuu, HalnpuMep, JICYCHUS WHTCPICHKUHOM-2,
HeOnaronpustHeie 3¢ ¢dexrsl seuenus OKT3, nednaronpustasie s¢dexts! neuenuss GM-CSF, neGnaronpusr-
HbIe 3()(DEKTHI JICUCHUST UKIOCIIOPHHOM U HeOJIaronpusaTHeIC 3PQEKTh JCUYCHUS aMHUHOTIIMKO3UIOM, CTOMATHT
¥ BOCTIAJICHUE CIM3UCTON 000JOYKH H3-3a MMMYyHocymnpeccur; (h) cepledHO-COCYIUCThIE COCTOSIHHSA, B TOM
ymcie 3a00eBaHus KPOBOOOPAIIICHNS, HHAYIIUPOBAHHBIEC WIIH YCUJICHHBIE BOCIIAIUTEIIEHBIM OTBETOM, TaKHe KaK
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UIIEMHs], aTepOCKIIepo3, 3aboieBaHne Nepr(epHIecKnX COCyI0B, PECTEHO3 ITOCIE TUIACTHIECKON ONepaluy Ha
COCyZaxX, BOCIIJINTENbHASI aHEBPH3Ma aOPTHI, BACKYJIHUT, HHCYJBT, MOBPEKACHHE CITMHHOTO MO3Ta, 3aCTOWHas
cepiedHasl HEIOCTaTOYHOCTh, TEMOPPArn4ecKUi MIOK, HIIEMUYEcKoe/penepdy3noHHOE MOBPEKACHHUE, Ba30C-
Ha3M rocje cybapaxHOMAAILHOTO KPOBOM3INSAHMSA, BA30CIa3M IOCIIE HApYLIICHUs] MO3TOBOTO KPOBOOOpAIEHHS,
TUIEBPUT, TIEPUKAPAUT U CEPICUHO-COCYAMCTHIC OCIOXHEHHS caxapHOro awabeta; (1) quayim3, B TOM YHCIE TIie-
PUKapJHUT BCJCACTBHE TMEpPUTOHEANbHOTO awanu3a; (j) momarpa W (K) XUMHUYECKH- WM TEPMHUYECKH-
MHYIIMPOBAaHHOE BOCHAJICHNE, BBI3BAHHOE 0XKOT'OM, KHCIIOTOH, IIEIOYBIO U T.I1.

AyTouMMyHHBIE 3200JI€BaHHUSI.

Crioco0bl, ONHChIBa€MbIE B HACTOSILIEM JOKYMEHTE, COTJIACHO HEKOTOPBIM BapHaHTaM OCYILIECTBICHUS
BKJIIOYAIOT B ce0s1 CrIocoOBI JIEUeHHs], CHIDKEHHUS PUCKa M 3aMeJUICHHs TIPOSIBICHHS ayTOMMMYHHOTO 3a00JeBa-
HUS WIM HapyIIeHHs MHTHOUTOpOM ayToTakcHHa. [IpuMephl ayTOMMMYHHBIX 3a00JIeBaHMI BKIIOYAIOT B ceOs
0e3 OrpaHMYEHUs] OYaroBYIO AJOIEIHIO, BOJYAHKY, aHKWIOZUPYIOIIMH CHOHAWINT, 0osie3Hb MeHbepa, aHTH-
(ochonumuIHBI CHHAPOM, CMeIIaHHOe 3a00JIeBaHUE COCTMHUTEIBHON TKaHH, ayTOUMMYHHYIO 00JIe3Hb Aiu-
COHa, ayTOMMMYHHYIO T€MOJINTHYECCKYI0O aHEMHIO, MHACTCHUIO TPaBHC, ayTOMMMYHHBIH renaTtuT, OObIKHOBEH-
HYIO Iy3bIpUaTKy, 001e3Hb bexuera, NEpHUIIMO3HYIO aHEMUIO, OyIIe3HbINH TeM(Urona, HOAO3HBIH oIHapTepu-
UT, KapAMOMHUOIATHUIO, MOJMXOHAPHIO, LEIHAKUSI-CIPY-AEPMaTUT, MOJIHUIIAHILYIAPHBIE CHHIPOMBI, CHHIPOM
xponudeckor yctanmoctu (CFIDS), peBMaTHUECKYIO TOJMMHUAITHIO, XPOHUYECKYIO BOCHAJIUTEIBHYIO JTEMUCIIH-
HU3ALHUI0, MOJMMHUO3UT M JI€PMATOMUO3MUT, XPOHHUYECKYIO BOCIHAIHUTENbHYIO MOJIMHEBPOIATUIO, TEPBUYHYIO
arammario0ynuHemuro, cuaapoM Yapra-Ctpocc, mepBUIHBINA OUITHAPHBIN UPPO3, pyOIyIouics meMduron,
nicopuas, cuaapom CREST, denomen PeitHo, 601€3Hb X0JI0A0BOH arrimoTHHALMN, CHHIPOM Pelitepa, 601e3Hb
KpoHa, peBMaTn4eckylo JMXOpaiKy, TUCKOMIHYIO BOJYAHKY, PAacCEsSHHBIH CKJIEPO3, PeBMAaTOMIHBIN apTpHT,
NEPBUYHYIO KPHOTJIOOYTMHEMHIO CMEIIaHHOTO THIIA, CapKOWa03, (GUOPOMHAITHIO, CKIEPOAEPMHUIO, OO0JIE3Hb
I'peiica, cunnpomom lllerpena, cunapom ['mitena-bappe, cungpom Crudda-Mana, tupeonanT XammmoTo,
6osie3np Takascy, uauonaTHyeckuii eroynsii @udpos3, TeMIopaIbHBIA apTepHUHUT/TUTAHTOKJICTOUHBIH apTepu-
UT, UIMONAaTHYECKyl0 TpoMmOonenndeckyro myprypa (ITP), s3Bennsiit komut, Hedponaturo IgA-tuma, yBewr,
WHCYJTMHO3aBUCUMBINA caxapHbiid nuabder (I tuma), caxapuwni nquabder (II Tuma), BacKynHT, KpacHBIH IUTOCKUN
JIUIIAd U BUTUIIATO.

CornacHO HEKOTOPBIM BAapHAHTaM OCYIIECTBIICHHUS CIIOCOOBI JICUEHHS, CHIDKEHHS PHUCKA M 3aMEIUICHHA
MPOSBICHUS] ayTOMMMYHHOTO 3a00JIEBaHMS MM HapyLICHUS JOMOJIHUTEIBHO BKIIOYAIOT BBEJCHHE UMMYHOCY-
npeccaHTa. IMMyHOCYIIpEeCCaHThI BKIIOYAIOT B ce0s1 6€3 OrpaHHYEeHNUs TITIOKOKOPTHKOUIBI, INTOCTATHKH, aHTHU-
TeNa W JIEKapCTBEHHBIC CPEICTBA, KOTOpPBIE NEHCTBYIOT Ha MMMYHOGMIHHBEL [IpHMepsl TIIOKOKOPTHKOMIOB
BKJIIOYAIOT B ce0s1 KOPTU30J1, KOPTH30H, IPEAHN30H, MPEIHU30JIOH, METHIIIIPETHU30JIOH, IeKCaMeTa30H, beTame-
Ta30H, TPUAMIMHOJIOH, OEKJIOMETa30H, (IYyIPOKOPTH30H, NE30KCHKOPTUKOCTEPOH M albIoCTepoH. IIpumepsl
IIUTOCTATUKOB BKJIIOYAIOT B ce0s alKWIMPYIOIINE CPEICTBA (HApUMeEp, a30TUCTBIE MIIPUTHI, TAKHE KaK IMKJIO-
(ochamu, HUITPO3OMOUCBHHBI, COCANHEHUS TUIATHHBI) 1 aHTUMETA0O0IUTHI (HapuMep, aHanord (OoINeBON K-
CJIOTHI, TAKME KaK METOTpPEKCaT, aHAJIOTH MypHHa, TaKUe KaK a3aTHONPHH W MPEKANTOIypHH, aHAJIOTH MUPUMH-
JIMHA, TaKWe Kak (Topypar, HHIMOUTOPH! CUHTe3a Oeika). [IpuMepsl 1ekapCcTBEHHBIX CPEICTB VISl TPUMEHE-
HHUS B OIMCHIBAEMBIX CIIOCO0AX BKIIOYAIOT B CE0S LUKJIOCIOPHH, TAKPOIMMYC, CHPOIUMYC, HHTEp(EPOHHI,
onmounsel, ces3biBarome TNF Oenkn, mukodenonat u ¢unromumon. IlpuMepsl aHTHUTEN, MPUMEHUMBIX I
COBMECTHOTO BBEJCHHSA C HMHIMOMTOPOM ayTOTaKCHHA B CIOCOOE, OMMCHIBAEMOM B HACTOAIIEM IOKyMEHTE,
BKITIOUAIOT B ce€0s1 aHTUTHUMOIUTApHBIN r00ynuH, 1D09C3, aganumyma6/D2E7 (Humira; Trudexa), adhemumo-
Mab, apytysymad/GA101 (IT tuma), anemrty3zymad/kammar-1H (MabCampath), amonmnzyma6/HulD10, acenusy-
Ma0, amm3ymad, Oacuimukenmab (Simulect), 6exkrymomad/IMMU-LL2, 6emumymab (Benlysta, LymphoStat-B),
o6eprmmmymad, BL22/CAT-3888, oOpentykcumad/cAC10/SGN-35, Opuaknnymad/ABT-874, kaHakuHy-
Ma6/ACZ885 (Ilaris), nepronmzymad neron/CDP870 (Cimzia), knetonnkcumab, nanery3symad/SGN-40, naxmu-
3ymad  (Zenapax), axynmu3yma6/5Gl1,1 (Soliris),  »dammzymad  (Raptiva,  panee  Xanelim),
ampary3yma6/hLL2/IMMU-102  (Lymphocyde©), donTtonmymad, ¢pe3zomumymad/GC-1008, rammkcu-
Ma6/IDEC-114, raBumnmomab/ABX-CBL, remty3yma0, romumymad/CNTO148 (Simponi), HL2434P (IMMU-
114), nbpuryromad Ttuykceran (MXDPTA)/IDEC Y2BS8 (Zevalin), unpnukcumad/xumepnsiii) (Remicade),
nHonmMoMao/BT563, nnoryzymab, kenukcumab/IDEC CE9.1, nepaemnmyma6/CAT-152, nuatnzymad/HuM 195
(Zamyl), LMB-2, nopBoty3ymab mepransuH, symmwmkcumad/IDEC-152, Lym-1 (Oncolym), MDX-060, memno-
m3ymMab/SB-240563, merenmumyma6/CAT-192, moramynnzyma6/KW-0761/AMG-761, mokceTymomab macymo-
Tokc/CAT-8015/HA22, mypomona6-CD3 (Orthoclone OKT3), natanmuzyma6d (Tysabri, Antegren), Heperumo-
Ma6/CDP571, oxpenmnzyma6/PRO70769 (I tuma), omynumomad, odarymymad/2F2/HuMax-CD20 (Arzerra) (I
Thma), omanmuzymab (Xolair), oremukcuzymad/TRX4, mackonuzyma6/SB 240683, pecimzymad/SCH 55700 (Cin-
quil), purykcuma6/xumepnsiii 2B8 (IDEC-C2BS8) (Rituxan, MabThera) (I tuna), pynianzymad (Antova), SAR-
3419, cexykunyma6/AIN-457, SGN30, cummm3ymad/MEDI-507, termmzyma6/MGAO31/hOKT3yl (Ala-Ala),
tommnmsymab (Actemra), Tozurymomad (II tuma), ycrexmnyma®/CNTO 1275 (Stelara), Bemonmmnzyma6/MNL-
0002, Benty3ymat/IMMU-106/hA20 (I Tuna), Busunusymab (Nuvion), 3anonnmymab/HuMax-CD4, 3omiMomat
aputokc/H65, abatanent/CTLA4-1g/BMS-188667 (Orencia), Oenaranent/LEA29Y, ararmuent/BLyS/APRIL-
Ig, sranepuent/TNFR-Ig (Enbrel), nercynepuent/mernnuposannsiii TNFR-Ig, anedanent (Amevive) u puio-
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Harent (Arcalyst). IMMyHOCYIIpecCHBHBIC aHTUTENA BKIIOYAIOT B Ce0sl aHTHTENA, KOTOPBIC HAICIICHBI HA KOM-
TUIEMEHT-3aBUCUMBIC OCJIKH U MHTEPICHKIHEL.

AHTHOIeHe3.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS OIMCHIBAEMBIE B HACTOSIIEM JOKYMEHTE CIIOCOOBI Jie-
YeHHS WIIU MIPEIyTPEKACHUS aHTHOTeHe3a Y CyOBheKTa BKIIIOYAIOT BBEICHIE MHTHONTOPa ayTOTaKCHHA CyOBeK-
Ty. AHTHOTEHe3 BKJIIOUaeT B ce0s pa3pacTaroIluiicss aHTHOTEHe3 W WHTYCCYCHENIIHOHHbIN aHrnorenes. B Heko-
TOPBIX CIy4asx CHOCOOBI JOMOJHHUTENGHO BKIIOYAIOT BBEICHHE MHIHOMTOpA aHTHOTEHe3a, HallpUMep WHTHOH-
topa VEGF (6eBannzymabda), copadhenndOa CyHUTHHHOA, Ta30MMann0a, 9BepOIUMYyca WITH UX KOMOWHAITHH.

Paxk.

[IpogeMOHCTPHUPOBAIH, YTO ayTOTAKCHH YCHJIMBAET MMOJBHKHOCTH KJIETOK, HEOBACKYJLIPU3AIUIO, TPOITHU-
(hepanuio u arpecCHBHOCTE ommyxojei. OH aKTUBHUPYETCS BO MHOTHX OITyXOJICBBIX JIMHHUAX, TAKHX KaK pak MoO-
JIOYHOM JKeJIe3bl, TOYKH, IIEYCHH, MIN00IaCTOMA, SUYHUKA U TIPEICTATCIBHOMN KEIIe3bl.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS B HACTOSIIEM JOKYMEHTE PacKphIBAIOTCS CIIOCOOBI Jie-
YCHHS paKa HHTHOMTOPOM ayTOTaKCHHA.

AYTOTaKCHH TpeICTaBisieT co00il MmpoMeTacTaTHUeCKUid (PEePMEHT, W3HAYATLHO BBIJICICHHBIA M3 KOHIIU-
IIUOHUPOBAHHOM Cpe/Ibl KIETOK MeJIaHOMBI YesioBeka. Kpome Toro, HaadKCIIpecCHio ayTOTaKCHHA YacTo HaOIIo-
JIAIOT B TKAHSX 3JJ0KAUYECTBEHHOM OITyXOJH, TAKOW KaK pak MOJIOYHOM *eJle3bl, pak MO4YkH, TuMpoma XOIKKH-
Ha, IEYCHOYHOKIIETOYHAS KapIIMHOMA, paK TOHKEITyIOTHOH kKele3bl U rianodimactoma. LPA Takxke crmocoOCTBy-
€T OHKOTeHE3Y 3a CUET YCHUJICHHUS TOABIDKHOCTH W MHBa3UBHOCTH KIIETOK.

Hcmonb3yeMblii B HACTOSIIEM JTOKYMEHTE TEPMHH "pak" OTHOCHTCS K aHOMAJbHOMY POCTY KJIETOK, KOTO-
phIC TIPOSIBIIIIOT TCHICHIUIO K MPONU(epaliiii HEKOHTPOIUPYEMBIM 00pa3oM M B HEKOTOPBIX CIyYasX K MeTa-
CTa3UPOBAHUIO (pacmpocTpaHeHu0). THITBI paka BKIIOYAIOT B ce0st 0¢3 OrpaHUUCHUS CONUIHBIC OMYXOJIH (TaKue
KaK OITyXOJH MOYEBOTO ITy3bIPsl, KHIICYHUKA, TOJIOBHOT'O MO3Ta, MOJIOYHOH KeJe3bl, SHIOMETPHS, Cep/Iia, o4-
KU, JIETKOTO, TICUCHH, MaTKH, TUM(ATHISCKOI TKaHU (JIUMQPOMY), SUIHHUKA, ITOKEITYIOYHON JKEJIe3bl WIH APY-
TOr0 SHAOKPHHHOI'O OpraHa (IIMTOBHIHOMN KeJe3bl), MPEACTATCIBHOMN jKeIe3bl, KOXKHU (MellaHOMY Wi 0a3ajb-
HOKJICTOYHBIN PaK) WIIM TeMAaTOJIOTHIECKHE OITyXOJIH (TaKue Kak JEHKO3bl B TUM(GOMBI) Ha 000 cTaanu 3a00-
JICBaHUS C METacTa3aMH U 0e3 TaKOBBIX.

HeorpannuunBaromuye mpuMepbl pakoB BKIIIOUAIOT B ¢e0s1 OCTPhIi TUMGPOOTACTHBIN JISHKO3, OCTPhI MHe-
JIOWAHBIA JEWKO3, aIpCHOKOPTHKAIBHYIO KapIIMHOMY, PaK aHaJIbHOTO KaHaja, paK alleHInKca, aCTPOIUTOMEI,
ATUNAYHYIO TEPATOUIHO-PAOTOUIHYIO OMYX0JIb, 0a3abHOKIECTOYHYIO KapIIHHOMY, PAK JKEITYHBIX MPOTOKOB, paK
MOYEBOTO ITy3bIPsI, paKk KOCTH (0CTEOCAPKOMY H 3JI0KaUYe€CTBEHHYIO (PHOPO3HYIO TUCTHOIIUTOMY), TITUOMY CTBOJIA
TOJIOBHOTO MO3Ta, OIYXOJIM TOJIOBHOT'O MO3Ta, OIYXOJH T'OJIOBHOTO MO3ra M CIIMHHOTO MO3Tra, paKk MOJIOYHOH
JKele3bl, OpOHXHANBHBIC OMyXOJiH, TUMQPoMy bepkutra, pak IICHKH MaTKU, XPOHUYCCKUN JTHUMQOIUTAPHBIH
JeK03, XPOHMYECKNI MUETIOT€HHBIH JIEHKO3, paK TOJICTOW KHUIIKH, PAaK TOJCTOH M MPSIMOW KHIIOK, KpaHHoda-
pUHTEOMY, KOXKHYIO T-KIETOYHYIO JTUM(POMY, JSCMOUIHBIC OIMYXOJH, SMOPHOHANBHBIC OITyXOIH, PaK SHIOMET-
Py, MEHANMO0IacTOMY, SCHINMOMY, PakK MUIIEBO/IA, CEMEHCTBO OIyxoJicii capkombl FOuHra, pak riasa, pe-
TUHOOJIACTOMY, PaK YKEIYHOTO ITy3bIPs, JKEIYIOYHBIH pak (KETyIKa), KEITyTOYHO-KUIICYHYIO KapIIHHOUIHYIO
OTIYXOJIb, JKEIYJOYHO-KUIIETHYI0 cTpoManbHy0 onmyxoiib (GIST), omyXxomb cTpOMambHBIX KIETOK JKEITYI0YHO-
KHIIEYHOTO TPaKTa, SMOPHOHAIHHO-KIETOYHYIO OMYXO0Jb, TIHOMY, BOJIOCATOKICTOUHBIN JICHKO3, paK TOJOBHI U
ew, MeYCeHOYHOKIIETOUHBIA pak (TieueHun), TuMpoMy XOJDKKHHA, THITO(GapHHTeTBHBIN paK, HHTPAOKYISPHYIO
MEIIaHOMY, OITyXOJI OCTPOBKOBBIX KJIETOK (3HIOKPHMHHOM YacTH IOKEITyIOYHON jKene3sl), capkomy Kamommy,
pak IMOYKH, JIAHTePraHCOKJIETOUYHBIH THCTHOIIMTO3, PaK TOPTAHH, JIEHKO3, OCTPHIH JIMM(OOIACTHBIN JIEHK03, OCT-
PBIH MHETOMITHBIH JICHKO3, XpOHUYECKHI JTUM(POLIUTAPHBIN JEHKO03, XpPOHNYECKHIH MUEIIOTCHHBIH JIEHKO3, BOJIO-
CaTOKJICTOYHBIN JICWKO3, paK IMEYCHU, HEMEIKOKICTOYHBIA paK JETKOT0, MEIKOKICTOYHBIH PaK JISTKOTO, JTUM(O-
My bepkurra, koxkHYI T-KIeTOUHYIO TUMPOMY, TUMBOMY XOJHKKIHHA, HEXOKKUHCKYIO TuMdoMy, TuMdomy,
Makporo0ynnHeMuio BanbaeHcTpema, Meaymno0nacToMy, MEAyJUIOSIHTENINOMY, MEJIaHOMY, ME30TelHOMY,
PaK pOTOBOW MOJOCTH, XPOHHYCCKUI MUCIIOTCHHBIH JICHKO3, MUCIOUIHBIN JICHKO3, MHOKECTBECHHYIO MHUEIIOMY,
HOCOTJIOTOYHEIH pak, HeHPOOJIaCTOMY, HEXODKKHHCKYIO JTUM(OMY, HEMEJIKOKICTOUHBIA PaK JIETKOTO, paK POTO-
BOM TIOJIOCTH, POTOTJIOTOYHBIA pak, OCTEOCAPKOMY, 3JIOKAUYECTBEHHYIO (PMOPO3HYIO THCTHOIUTOMY KOCTH, pak
SUYHAKA, PaK SMUTETUS SMYHUKA, SMOPHOHATBHO-KIETOYHYIO OMYXOJb SIMYHUKA, OMYXOJIb SUYHUKA C HU3KUM
MOTEHIMATIOM 3JIOKAYeCTBEHHOCTH, PaK MOHKEIYIOTHOM Kee3bl, MalmiIIoMaTo3, pak MapandTOBHIHON Kee-
3B, PaK IIOJIOBOTO WIEHA, (hapHHTeaNbHBIA paK, OMYXOJIH TapEHXUMBI IIHITKOBHIHON JKEIe3bl MPOMEXYTOTHON
I epeHINPOBKH, THHEOOIACTOMY M CYIpPaTeHTOPHAIFHBIE IPUMUTHBHBIE HEHPOIKTOACPMAIIbHBIC OITyXOJIH,
OITyXOJIb THITO(H3a, MIa3MOKIETOUYHYI0 HEOIUIA3HUI0/MHOKECTBEHHYIO MHEIOMY, IUIEBPOJIETOYHYIO OlacToMy,
MEPBUYHYIO THM(OMY IEHTPAILHOW HEPBHOM CHCTEMBI, PaK MPEACTATCIBLHOMN KEe3bl, paK MPSIMOU KUIIKH, MO-
YEYHOKIICTOYHBIH paK (MOYKH), PETUHOOIACTOMY, pabIOMHOCAPKOMY, PAaK CIFOHHOM XKeIle3bl, CApKOMY, CHHAPOM
Ce3zapu, pak KOXH, MEITKOKJICTOYHBIH pak JIETKOTO, paK TOHKOTO KHIICYHUKA, CAPKOMY MSATKUX TKaHEH, IIOCKO-
KJICTOYHYIO KapIMHOMY, JXCIyTOYHBIA pak (JKemyaKa), CyNpaTeHTOPHAIBHBIC MPUMHUTHBHBIC HEHPOIKTOICP-
MaJIbHBIC OMYXO0JH, T-KIeToUHYI0 TUM(POMY, paK sIMYKa, pak ropiia, TAMOMY W THMYCHYIO KapIUHOMY, paK IIH-
TOBHTHOM KEJEe3bl, PaK YPETPHI, PaK MAaTKU, CAPKOMY MATKH, BATHHAIBHBIN paK, paKk BYJIBBEI, MAKPOTIOOYIIHHE-
muio BanpaeHctpema u omyxoiib Bunbmca.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHTHOWUTOP ayTOTAKCHHA WM €ro (hapMaIleBTHIECKH
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MPUEMIIEMYIO COJIb IPUMCHSIOT B JICUCHUU paKa STUYHUKA, paKa IMPeJICTaTeIbHOMN JKeJIe3bl, paka MOJIOYHOU JKeJe-
3BI, paKa JISTKOTO, MEIIAHOMBI, paKa TOJOBHI UM IICH, PaKa KHUIICYHUKA (paka TOJCTOW W MPSIMON KHIIOK), paka
MIUTOBUIHON JKEJe3bl, TIUO00IACTOMBI, (POJUIMKYJSPHON TUMGPOMBI, MMOYEYHOTO paka, JUM(OMbI XOJKKHHA,
MIEYCHOYHOKIICTOUHOW KapIIMHOMBI, PaKa IOHKETYIOTHOH KeJIe3bl NN MEJIAHOMBL.

CornacHO HEKOTOPEIM BapHaHTaM OCYIIECTBICHNS HHTHOUTOP ayTOTaKCHHA, PACKPHIBAEMBIN B HACTOAIIEM
JIOKYMEHTE, WJIH ero (papMarieBTHIECKH IPUEMIIEMYIO COITb HCIIONB3YIOT B JICUCHUN METACTa3 B KOCTH.

CornacHO HEKOTOPEIM BapHaHTaM OCYIIECTBICHNS HHTHOUTOP ayTOTAaKCHUHA, PACKPBHIBAEMBIN B HACTOAIIEM
JOKYMEHTE, WIH €ro (GapMareBTHYeCKH MPHUEMIIEMYIO COJb HCIIONB3YIOT B JICUCHWH paka POTOBOM MOJIOCTH,
paka mpeacTaTeNbHOMN JKeIe3bl, paka IPSIMOW KHUIIKH, HEMEIKOKIETOYHOTO paKa JETKOro, paka ryd u poToBO
MOJIOCTH, pakKa IMEeYCHHU, paKa JETKOro, paka aHAIBHOTO KaHalla, paka MOYKH, paka BYJIBBEI, Paka MOJOYHOM Ke-
JIe3bl, POTOTJIOTOYHOTO paka, paka Ha3aJbHOW MOJIOCTH M OKOJIOHOCOBBIX Ma3yX, HOCOIJIOTOYHOTO paka, paka
YPETpHI, paka TOHKOT'O KHIICYHHKA, PaKa JKEITYHBIX MPOTOKOB, paka MOUYEBOTO My3bIps, paka SMIHHUKA, paKa rop-
TaHW, TUMO(APUHICATFHOTO paKa, paka JKEIYHOTO ITy3bIPs, paKa TOJICTOW KHIIKH, paka TOJCTOM W MPSMOU KU-
IIOK, paKa TOJIOBBI W IICH, paka MapalluTOBHIHON JKEIIe3bl, paka MOJIOBOTO YJICHA, BATMHAIBHOTO paka, paka
IIUTOBUIHOHN JKeJe3bl, paka MOHKETYIOYHOH >KeNe3bl, paka MHIIeBOAa, THM(OMBI XOKKUHA, CBSI3aHHBIX C
JIEHKO30M HapyIIeHUH, (yHTOWAHOTO MUKO03a FIIM MUEIOANCIUIACTHIECKOTO CHHAPOMA.

CornacHO HEKOTOPEIM BapHaHTaM OCYIIECTBICHNS HHTHOUTOP ayTOTaKCHHA, PACKPHIBAEMBIN B HACTOAIIEM
JOKYMEHTE, I ero (apMaleBTHICCKH MPUEMIIEMYIO COITb NMPUMEHSIOT B JICYCHUN HEMEIKOKJICTOYHOTO paKa
JIETKOTO, paka IMOHKEITyJOUYHOMN *KeJe3bl, paka MOJIOYHOM JKeJe3bl, paka SMYHUKA, paka TOJCTOM W MPSIMOU KHU-
IIOK WJIM paka TOJIOBHI U IIIEH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHIHOUTOP ayTOTAKCHHA WM €ro (hapMaleBTUYCCKH
MPUEMIIEMYIO COJIb HCIIONB3YIOT B JICYCHUU KAPIIMHOMBI, OITYXOJIH, HEOIUTa3uH, TUM(OMBI, MEITAHOMBI, TITHOMBI,
CapKOMBI WITH 0JTaCTOMEI.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS KaplIWHOMA BhIOpaHA M3 TPYIIIBI, COCTOSAIICH U3 Kap-
LUMHOMBI, aJCHOKapIIMHOMBI, aJIEHOUJI0O-KUCTO3HON KapIMHOMBI, aJIeHOCKBAMO3HOM KapLMHOMBI, aIpeHOKOPTHU-
KaITbHOW KapIIMHOMBI, XOpoIio auddepeHITMpOBaHHON KapIIMHOMBI, TUIOCKOKJIETOYHON KapIIMHOMBI, CEPO3HON
KapIMHOMBI, MEJIKOKJIETOYHOW KapIIMHOMBI, WHBAa3WBHOW IUIOCKOKJICTOYHON KaPIIMHOMBI, KPYITHOKICTOYHON
KapIIMHOMBI, KapIIMHOMBI OCTPOBKOBBIX KJIETOK, OBCSHOKJIETOYHOH KapIWHOMBI, CKBAMO3HOW KapI[HOMEI, He-
mudhepeHIMPOBAaHHON KapIIMHOMBI, BEPPYKO3HON KapIIMHOMBI, IIOYCYHOKIETOYHON KapIIMHOMBI, MaMAUIIPHON
CEpO3HOHN aJeHOKAPIIMTHOMBI, KAPIIMHOMBI KJIIETOK MepKes, NeUeHOYHOKIETOYHONW KapIIMHOMBI, KapIIHHOM MST-
KHX TKaHEH, KapIIMHOM OpOHXHAILHOM *eJe3a, KaMUIIPHOW KapIIMHOMBI, KapIIMHOMBI OapTOJMHUEBOW XKeJre-
3bI, 0a3aILHOKIICTOYHOM KapIIMHOMBI, KaPIUHOCAPKOMBI, MAMHIIIOMBI/KaPIIMHOMEBI, CBETIOKICTOYHON KapIIMHO-
MBI, SHIOMETPUOUTHON aJeHOKAPLHMHOMBI, ME30TEIUATbHOW, METACTATUYECKON KapLHHOMBI, MYKOXIHIAEPMO-
WAHON KapIIUHOMBI, XOJAHTMOKAPIIUHOMBI, aKTHHUYECKOTO KepaTo3a, HMCTaIeHOMBI U IEYEHOYHOT'O aJeHOMATO-
3a.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS OIyXOJb BEIOPaHA U3 TPYIINEL, COCTOSIIEH M3 acTPOIH-
TapHBIX OITYXOJIeH, 37J0KaYeCTBEHHBIX ME30TCIUANBHBIX OITYyXOJICH, SIMOPHUOHANTEHO-KICTOYHOM OITyXOJH SHYHU-
Ka, CyNpaTeHTOPHAJIbHBIX NMPIMHUTHUBHBIX HEHPOIKTOJAEPMANBHBIX OIyXOJeH, omyxoiu BuibMma, omyxoseit ru-
norza, BHETOHATHOH >MOPHOHAIHHO-KICTOYHON OITyXOJH, TaCTPHHOMEI, SMOPHOHAIBHO-KJIETOUYHBIX OITyXO-
JieH, TecTallnOHHON TPOQOOITACTHIECKON OITYXOJIH, OIMyXOJICH TOJIOBHOTO MO3Ta, MUHEATbHBIX W CYNPaTeHTOPH-
ANBHBIX IPUMHUTHBHBIX HEHPOIKTOAEPMAIBHBIX OMTyXOJEH, OMyX0IH TUIo(pu3a, CEKPETUPYIOMIEH COMAaTOCTATHH
OITYXOJTH, OITyXOJIH 3HI0JEPMAIBHOTO CHHYyCa, KAPIIMHOUIOB, IIEHTPAIBLHON epeOpaabHOil aCTPOLIUTOMBI, TII0-
KaroHOMBI, aJ[CHOMBI TICYCHU, WHCYJIMHOMBI, MEIY/UIOMUTCITHOMBI, IIa3MOIUTOMBI, BUTIOMBI M (hEOXPOMOIIH-
TOMBL.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS HEOILIa3us BHIOpaHA W3 TPYIIIBI, COCTOAMICH U3 BHYT-
PHUAMIUTENNALHOW HEOIDIa3UH, MHOXKCCTBEHHOW MHUEIIOMBI/TNIA3MOKJICTOYHON HEOIUIA3HH, IUIA3MOKIICTOYHOMN
HCOIUTa3HH, MEKAIHUTEIUAIBHON MIIOCKOKICTOYHON HEOIUTa3Wd, SHIOMETPUAIBHON THIIEPIDIa3ud, (HOKAIEHOU
HOJYJISIPHOW THUICPIUIA3HH, TEMAaHTUOIHIOTEITHOMBI, TUM(PAHTHOICHOMHOMATO3a U 37I0KAYCCTBEHHON THMOMBI.

CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS JMM(oMa BeIOpaHa U3 TPYIIIBI, COCTOAMIEH n3 uMdo-
MBI HEPBHOW cUCTEeMBI, cBs3aHHOU ¢ AIDS nmumdomsbl, koxkHON T-KIeToUHON JTUM(OMBI, HEXOHKKHHCKON JINM-
(hombl, TUMGOMBI U3 KICTOK MAaHTHHHOHN 30HBI, (DOIUIUKYIISPHON TUMQPOMBI U MaKpOTIO0yTHHEMUU BanbaeHcT-
pema.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHHUS MeJaHOMa BBIOpaHa M3 TPYIIIBI, COCTOSIIEH U3 aKpallb-
HOM JICHTUTMHO3HOM MEJIaHOMBI, TOBEPXHOCTHOM paclpoCTpaHsSIOUIeHCs MEJIaHOMBI, YBEAJIbHOW MEJIaHOMBI,
MEJIAHOM THUIIA 3JI0KAYECTBEHHOTO JICHTUTO, MEJIAHOMBI, HHTPAOKYISIPHOW MEIaHOMBI, aJICHOKAPIIHHOMBI, HOJTY-
JSIPHOW MEJIAHOMBI U TEMAHTHOMBI.

CornacHO HEKOTOPHIM BapHaHTaM OCYIECTBICHHS CapkoMa BBIOpaHa W3 TPYIIbI, COCTOSAIICH U3 aCHOM,
aZICHOCApPKOMBI, XOHJPOCAPKOMBI, CTPOMAJIbHOM capKOMBI MaTKH, capkoMmbl FOunra, capkomsl Kamnomru, jeio-
MHOCAPKOMBI, pa0IOMHOCAPKOMEI, CAPKOMBI, CAPKOMBI MATKH, OCTEOCAPKOMBI U IICEBJ0CAPKOMBL.

CornacHO HEKOTOPBIM BapUaHTaM OCYIICCTBICHUS TJTHOMA BBIOpaHA W3 TPYIIBI, COCTOSINCH M3 TIIHOMEI,
TJINOMBI CTBOJIA TOJIOBHOTO MO3Ta, a TAaK)Ke THIIOTATAMUYECKOH U TITHOMBI 3pUTEIHHOTO MY TH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS OjJacToma BhIOpaHA M3 TPYIIBI, COCTOSINEH U3 JIerod-

-20 -



039684

HOHM 0JIaCTOMBI, TUICBPOJIETOYHON 0JIACTOMBI, pETHHOOIACTOMBI, HEHPOOIACTOMBI, MEAYJIII00IaCTOMBI, TIIHO0IIA-
CTOMBI ¥ TEMaHTHOOJIACTOM.

3aboeBaHus IBIXaTENbHBIX MTyTEH.

BocnanmurenpHbIe COCTOSHUS, 3a00I€BaHUS U HAPYIICHHUS, KOTOPBIE MOXKHO JICYUTh WHTHOUTOPOM ayTo-
TaKCHHA, BKJIIOYAIOT B ceOs 3a0o0ieBaHMs ABIXaTCNBHBIX IMyTEeH, B TOM YHCIIE BOCHAJIEHHE JIETKUX, TAaKOE Kak
XpOHUYECKoe 00CTpyKTHBHOE Jerounoe 3aboneanue (COPD), mykoBuctnaos u actma. COPD rnaBHbIM 00pa-
30M TIPEJICTABIISIET COOOW JABa POJICTBEHHBIX 3a00JICBAHYSI: XPOHUYECKHI OpoHXHT U dMbu3ema. [Ipu oboux 3a-
OoeBaHUAX HAOMIOOAETCS XPOHUUECKas OOCTPYKIINS TOTOKA BO3yXa Yepe3 AbIXaTeIbHbIC MyTH U U3 JIETKUX, U
0OCTPYKIIHS, KaK IIPaBUIIO, SIBIISIETCS TOCTOSTHHOM M MPOTPECCHPYIOIIEH CO BpeMEHEM.

AcTMa SBISCTCS XPOHUYECKUM 3a00JICBAHUEM JIBIXATEIBHBIX IyTCH JICTKUX, XapaKTePU3yeMbIM BOCIIAJIC-
HHEM U IapaJioKCaJIbHBIM CyXXEHHEM OpOHXOB. AcTMa BKIIOYAET B ceOs acTMaTHYECKHE COCTOSHMS, OIocpe-
JlyeMbIe JeicTBUeM T-KJIETOK, B TOM YMCIIC BHI3BAaHHYIO BHCIIHUMHU (PaKTOpaMu acTMy (QJLICPTHYCCKYIO aCTMY),
BBI3BAaHHYIO BHYTPCHHUMH (pakTopaMu acTMy (HEaJUIEPTHYECKYI0 acTMy), CMCHIAHHYI acTMy (BBI3BAHHYIO
BHEITHUMHU (D)aKTOpaMH U BBI3BAHHYIO BHYTPCHHUMH (DAKTOpaMU acTMY), BBI3BAaHHYIO MPO(ECCHOHAIBEHON aesi-
TEJNBHOCTBHIO aCTMY, MHIYIHPOBAHHYIO CPEICTBAMH, TAKUMH KaK TOJIYOJAUHU3OIMAHAT, IIOIUBUHIIIXIOPH, (Ta-
JIeBBIN aHTHAPWA, TPUMEIUIUTOBEIN aHTUAPHU/, IUIUKATOBAs KHCIOTa (TyeBBIC IEPEBbs) MM COIM METAJUIOB, Ta-
Kre Kak IUTaTHHA WM HUKeNb, HHAYIUPOBAHHYIO JIEKAPCTBEHHBIM CPEICTBOM acTMy (B TOM YHCJIE WHAYIHPO-
BaHHYIO aCIHPHHOM aCTMy WJIH acTMy, WHAYIIMPOBAHHYIO HECTEPOMIHBIMH IPOTHBOBOCHAIUTEIBFHBIMH JIEKap-
cTtBeHHBIME cpencTBaMu (NSAID)), uaayrupoBanHy0 (GpU3NIecKol HArpy3Koi acTMy W KanuieByio actMy. Co-
TJIACHO HEKOTOPHIM BapHaHTaM OCYIIECCTBIICHHUS aCTMOM SIBIIICTCS aJUIEPTUYECKOe TN HeaJuIepruiaeckoe acTMa-
TUYECKOE COCTOSIHHE, ONIOCPEI0BaHHOE (hyHKIHEH T-KIeTOK.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS B HACTOSIIEM JOKyMEHTE PacKpbIBArOTCS CIIOCOOBI Jie-
YCHHSI aCTMBI HHTHOUTOPOM ayTOTaKCHHA. Y aCTMAaTHYECKOTO MHIUBUIYYMa BBICBOOOXKICHHE HOPMAIBLHBIX ME-
JUAaTOPOM perapanuu, B ToMm uncie LPA, HEeHOpMaNbHO YBEIHYCHO, WU ACUCTBUS MEIHATOPOB pPerapanyy He-
YMECTHO MPOJIOHTHPYIOTCS, YTO MPUBOIUT K HEMPABWILHOMY PEMOJICIUPOBAHUIO JBIXaTCIbHBIX MyTei. OCHOB-
HBIE CTPYKTYpPHBIE ITPU3HAKH PEMOICIHMPOBAHHOTO IBIXaTEIBHOTO IYyTH, HAOII0aeMble TIPH aCTMe, BKITIOYAIOT B
ce0s YTOJIIICHHYIO PETHKYJISPHYIO IIACTHHKY (TI000HYI0 0a3abHON MeMOpaHe CTPYKTYPY HEMOCPEACTBEHHO
MIOJT STINTETHANBHBIMU KJIETKaMHU JbIXaTeIbHBIX ITyTeH), MOBBIIICHHBIE KOJHYECTBA W aKTHBAIMIO MHOGHOPOO-
JIACTOB, YTONIIEHHUE CJIOS TIAJKUX MBI, TOBBIIICHHE KOJIMYECTBA CIIM3HUCTHIX JKeJIe3 M CEKPEINU CIIM3H, a TaK-
K€ U3MEHEHHS COSIMHUTEIFHON TKaHNU M KaIMIIIPHOTO CJIOS IO BCEH CTEHKE AbIXaTeNbHBIX myTeil. CormacHo
HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS ayTOTakCHH w/niu LPA crocoOCTBYIOT STHM CTPYKTYpHBIM H3MEHEHH-
SIM B JIBIXaTeIbHOM IyTH. COTTIACHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHUS ayTOoTakcuH w/wim LPA BoBieka-
I0TCS B OCTPYIO THUIIEPPEAKTUBHOCTH JIBIXAaTENBHBIX IMyTel npu actMme. [IpocBeT peMoaenpoBaHHOTO acTMaTH-
YEeCKOTO JIBIXaTeNILHOTO IIYTH SIBISIETCS 00Jiee Y3KUM BCIJICACTBHE YTOJIIECHHUS CTEHKH JIBIXAaTENbHBIX MyTEeH, YTO
yMeHbIIaeT MOTOK Bo3ayxa. CorylacHO HEKOTOPBIM BapuaHTaM ocyiuecTBieHust LPA crocoberByeT monrocpod-
HOMY CTPYKTYPHOMY PEMOJIEIMPOBAHHUIO U OCTPOH TMIEPPEaKTUBHOCTH aCTMATHYECKOTO ABIXAaTeNILHOTO ITyTH.
CorylacHO HEKOTOPHIM BapHaHTaM ocymiecTsieHus: LPA crocoOcTByeT rnuneppeakTuBHOCTH, KOTOpasl SBISETCS
OCHOBHBIM TIPH3HAKOM OCTPBIX O0OCTPEHHH aCTMEI.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPHIBAIOTCS CIIOCOOHI Jie-
genus win npenynpexaeauss COPD uarnbutopom ayrorakcnHa. TepMuH "XpOHHUYECKOE OOCTPYKTHUBHOE Jie-
rounoe 3adoneBanue (COPD)" oTHOCHTCS K TpyIie 3a00JIeBaHUi JIETKOTO, B TOM YHCIIE K XpPOHUIECKOMY OpOH-
XUTy, dMpuzemMe U obiauTepupyroniemMy Oponxuonuty. Hambosee pacmpocTpaHeHHBIM H3 ITHX 3a00JIeBaHUMA
SBJISIIOTCSL XpOHMYeckuii OpoHXHT U aMpuzema. Xots naauBuayym ¢ COPD moxer nmers mub0 XpoHHYECKUi
OpoHXUT, MO0 SMHU3EMyY, y HETO WIIM Hee 3a4acTyro OyaeT HaOJIIoAaThCsl CMECh CUMIITOMOB 3THX JIBYX COCTOSI-
HUH. X0Ts dMpu3eMa 0OBIYHO SBISCTCS PE3YIBTaTOM MOBPEKICHUS JIETKUX, BEI3BAHHOTO MOBPEkKAAIONINM (hak-
TOPOM OKpY’KalOIIeH Cpe/ibl, KaK MPaBUio, Pe3yJbTaTOM IIHTEIHLHOIO KypeHus, sM(pU3eMa TaK)Ke MOKET OBITh
BBI3BaHA BPOKICHHBIM OTCYTCTBHEM OLl-aHTHTPHIICHHA B JIETKHUX; IPH 3TOM JAHHBIN THI SM(HU3EMBI, KaK mpa-
BWJIO, HACJIC/TyETCSL.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS B HACTOSIIEM JOKyMEHTE PacKpbIBAIOTCS CIIOCOOBI Jie-
YEeHUs] XPOHUYECKOT0 OPOHXUTAa HHTHONTOPOM ayToTakcHHa. XpoHndeckuit Opouxut (CB) mpencrasnsier coboi
BOCTIAJICHHE OJJHOTO T HECKONBKUX OPOHXOB, KaK MPaBHIIO, BTOPUYHOE 110 OTHOIICHUIO K WHPEKIHH, ¥ XapaK-
Tepu3yeTcs M30BITOYHBIM MPOIYIIMPOBAHHUEM CIH3M B OpOHXaX, CONPOBOXIAIOMIMMCS PEIUINBHBIM KaIllJIeM,
KOTOPBII COXpaHsAeTCS MO0 MEHBIIEH Mepe Ha MPOTSHKEHUH TPEX MECAIEB B TOAy B TEUCHHE IO MEHBIICH Mepe
JIBYX MOCJIEN0BaTeNbHBIX J1eT. CB sBiseTcss OCHOBHBIM HEaCTMaTHUECKUM 3a0oseBaHueM Jerkoro. CB mauImm-
PYIOT MHOTOUYHMCIICHHBIE pa3iH4HbIe (DAaKTOPHI, B TOM YHCIIE KYpeHHE CHTApeT, 3arpsi3sHEHUE OKpYKaromei cpe-
JIBI, XPOHUYCCKUEC MH(DEKIIMU U pa3IiYHbIe TCHETHYCCKUE aHOMaIud. 13 3TuxX GakTopoB KypeHHe CUTapeT SBIs-
eTcsl HanboJsiee pacpocTpaHeHHbIM. [laTonornueckue N3MEHEHNs B JIETKOM BKJIIOYAIOT B ceds (1) runeprpoduro
Y TUIEPIUIa3UN CEKPETUPYIOLINX CIM3b XKeJe3 B OpoHxax, (2) yBennueHHe OOKaJIOBUAHBIX KIETOK, (3) ncuesHo-
BEHHE WIIH MOBPEXKACHHE PECHUYEK U (4) XpOHHYECKUE BOCTIAINTEIbHBIC U3MECHEHHS, a TAKXKE CYKEHHE MEJIKUX
JIBIXaTeBHBIX TyTCH.

CornacHO HEKOTOPBIM BapHaHTaM OCYIECTBIICHHS B HACTOSIIEM JOKyMEHTE PacKpbIBArOTCS CIIOCOOBI Jie-
qeHUs SM(PHU3EMbl HHTHOUTOPOM ayTOTaKCHHA. DMQHU3eMa MPEICTaBIsIET cOO0H JIETOYHOE COCTOSTHHE, KOTOPOE
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SIBIISICTCSL PE3YJIBTATOM MOBPEKICHUS aTbBCOSIPHBIX MEIIOYKOB B JICTKUX, KaK MPaBUIIO, BEI3BAHHOTO JTUTEIIh-
HBIM KypeHHeM. Takoe MOBpexkICHUE MPUBOIUT K MATOJOTHYECKOMY HAKOTUICHHUIO BO3yXa B TKAHSIX.

Beenenne LPA in vivo MHIYIIMPYET THNEPPEAKTHBHOCTH JBIXAaTEIbHBIX IMyTEH, pEeaKIMH IMOYEeCHIBAHUS
IpH 3yAe, NHQUIBTPAIMIO W aKTHUBAIHIO 303MHO(MUIOB M HEUTPO(HUIOB, COCYANCTOE PEMOJICIHPOBAHUE U HO-
UM TUBHBIE (iiekcopHBIe pediaexchl. LPA Takke HHIyIHUpyeT BEICBOOOXKICHIE I'ICTAMIHA U3 TYIHBIX KJICTOK
MBIIIH WIK KPBICHL. [IpH ocTpoii aiepruaeckoil peakiiui rTucTaMiH HHAYITUPYET Pa3InIHbIC OTBETHI, TAKHE KaK
COKpAIlIeHHE TIAIKOM MYCKyNIaTypbl, SKCCYNAIlMIO IUIa3MBl M HPOXYyIHPOBAHUE CIU3U. DKCCyOalHs IIIa3MBbI
Ba)KHA B JBIXaTEIBHOM ITyTH, MMOCKOJIBKY MCTEUCHHE W MOCIEAYIOUINA OTEK CTEHKU IBIXAaTENBHBIX IyTeH CITO-
COOCTBYIOT Pa3BUTHIO THUIEPPEAKTUBHOCTH JBIXATENBHBIX MyTei. COrIacHO HEKOTOPHIM BapUaHTaM OCYIICCTB-
JICHUS B HACTOSIIIEM JIOKYMEHTE PAaCKPBIBAOTCS CIIOCOOBI YMEHBIIICHUS IKCCYAINH IUTa3Mbl BCICACTBUE OCTPOM
ATICPTHYCCKON peakIi HHTHONTOPOM ayTOTAKCHHA.

Oxupenue.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM OKYMCHTE PaCKPBIBAIOTCS CIOCOOBI Jie-
YCHHUS OKUPEHUSI W/WIH CaXapHOTO JradeTa MHTrHOUTOPOM ayTOTAKCHHA.

AYTOTaKCHH OTBeUaeT 3a aKTUBHOCTH 1lysoPLD, BBICBOOOXKIaeMOl aJHMITOIUTAMHK, U OCYIIIECTBIISET Tapa-
KPUHHBIA KOHTPOJIb POCTa MPEAAUTIONMTOB MOCPEACTBOM 3aBHUcHUMOro oT LPA mexanmsma. Kpome Toro, ayTo-
TaKCUH aKTHBHPYETCS NMPH TU(PEpEHIIMPOBKE aTUMOIUTOB U IIPH TeHETHIECKOM OKHUPEHNH. B HEKOTOPHIX CITy-
gasx MRNA ayToTakcHMHa aKTHBHpYyeTCsS B aaumonuTax Mbimei db/db, moarBepkaas, 9YTo aKTHBAIUS ayTOTaK-
CHHA CBs3aHAa ¢ (DEHOTHUIIOM TSDKEJIOTO CaXapHOTO AnadeTa 2 THIA U aAWIIONUTAPHOW PE3UCTEHTHOCTHIO K HHCY-
nuHYy. B HEKOTOPBIX ciydasx akTHBALWSA ayTOTAKCHMHA B aJUIOIUTAX aCCOUMUPYETCS C caxapHBIM nuadeTom 2
THUTIA.

Hcnonb3yeMblil B HaCTOSIIIEM JOKYMEHTE TEPMHUH "OKUpPEHHE" OTHOCHUTCS K METUIMHCKOMY COCTOSIHUIO,
TPY KOTOPOM H30BITOYHBIN )KHUP B OPTaHU3ME HAKOMUJICS JIO TAKOW CTETICHH, YTO OH MOXET OKa3bIBaTh HeOIaro-
TPUATHOE BO3ICHUCTBHUE HA 3I0POBBE, UTO YCYTYOISET MPOOIIEMBI CO 310poBheM. COrlTacCHO HEKOTOPHIM BapHaH-
TaM OCYIICCTBICHUS TEPMHUH "0XKHpeHHE" OTHOCUTCS K YBEITUUCHHUIO MAcChl, YTO COCTaBJISICT IO MECHBIIICH Mepe
5% maccel Bcero oprannzMa. CorjacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSINEM JOKYMEHTE pac-
KPBIBAIOTCSI CIIOCOOBI JICUCHHS ITOCTMEHOIAy3aJIbHOTO OKHUPEHUS H/IJTH BUCUIEPATHFHOTO OKUPEHUSI MHTHOWUTO-
POM ayTOTaKCHHA.

Mertabonryeckne HapyIIeHHUS.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PacKPHIBAIOTCS CIIOCOOHI Jie-
YeHHUs METa0OJIMYECKUX HApyNICHWH M COCTOSIHHH, aCCOIMHUPOBAHHBIX C METaOOIMYECKHMH HapYIICHUSMH,
BKITIOYAIOIIUE BBEJACHUEC HHTHOUTOPA ayTOTaKCUHA. VICIOab3yeMblil B HACTOSIIEM JOKYMEHTE TEPMUH "MeTa0o0-
JMYECKOE HAPYIICHUE" OTHOCUTCS K JIFOOOMY HAaTOJIOTUIECKOMY COCTOSIHUIO, SIBJISIONIEMYCS pe3yJIbTaTOM U3Me-
HEHHs MeTabonu3Ma y cyObekTa. Takue HapyIICHUS BKJIIOYAIOT B CEOS SIBIISIONINECS PE3yIbTaTOM U3MCHECHUS
TOMeOoCTa3a TIIOKO3bI W/WIM WHCYJIMHOBON AuchyHKIMU. MeTabolnveckne HapyIICHHs BKIIIOYAIOT B ceOs 0e3
OTpaHUYCHUS METa0OIUYCCKUN CHHAPOM, IMOBBIICHHOE COJCPKAHUE TIIFOKO3BI B KPOBHU, PE3UCTCHTHOCTD K WH-
CYJHHY, HAPYIICHUE TOJICPAHTHOCTH K TIIFOKO3€, CaXapHbIi nuabeT 2 Tuma, caxapHblid nuaber 1 Tuma, mpeaua-
0eT, HeaIKOTOJIBHYIO JKUPOBYIO 0OJIE€3HB MIEYEeHH, HEAIKOTOJIHBINA CTEATOTeIIaTUT U OXKHUPEHHE.

MertabonmaecKie HapyIIeHUs CBSI3aHbI MEXAY cO00i 1 MOTYT NPUBOIUTH K HAPYIICHUSAM Pa3INIHBIX CHC-
TeM. YCTpaHEeHHEe OCHOBHOTO METa0OJIIYECKOTO HAPYIICHUS MOXKET CHU3UTH TSDKECTh POACTBEHHBIX COCTOSHIH
y OOJBHOTO, B TOM HHCIIE, HAIPUMEDP, CEPIEYHO-COCYAUCTHIX HApYIICHUH (B TOM UYHCIIE, HAIPUMED, HIIeMHUIC-
ckoro 3aboyieBaHHS cepAla, CTEHOKApAWM W MH(papKTa MHOKapna, 3aCTOMHON cepAedHOl HeI0CTaTOYHOCTH,
BBICOKOTO KPOBSTHOTO JTABJICHUS, AHOMAIFHOTO COJICPIKAHMSI XOJIECTePHHA, TpoMO03a TITyOOKHX BEH U JICTOYHOU
9MOOJIMHN), HEBPOJIOTUYECKUX HAPYIICHUH (B TOM YHUCIC, HAPUMEp, MHCYIIbTA, MAapeCTCTHYCCKON MEpAaNTHH,
MUTPCHH, UIUOTIATHYCCKOW U BHYTPHUYCPEITHOMN TUIICPTCH3UH, CTIPECCUU U COIMATFHOTO CTHIMAaTHU3Ma), peBMa-
TOJIOTHYECKUX U OPTONECIUYCCKAX HAPYIICHUH (B TOM YHCIC, HAPUMEp, TOAArPhI, CIa00i MOIBIKHOCTH, OC-
TE0apPTPHUTa U OOJHM B HIDKHEH YaCTH CIIHMHBI), IEPMATOIOTHYCCKIX HAPYIICHUH (B TOM YHCIIC, HATIPUMED, pac-
TSHKEK, YCPHEIOIIET0 aKaHTO03a, JIMM(EIEMBbI, [EIUTI0NINTA), KEITyTOYHO-KUIIICYHBIX HAPYIICHUH (B TOM 4YHCIE,
HampuMep, ractpol3odareansHoi pedurrokcHor 6one3an (GERD) u xonmenuTrnaza (KEIYHBIX KaMHEH)), pecim-
PaTOPHBIX HAPYIICHUH (B TOM YHUCIIE, HAIPUMED, CHHAPOMA 0OCTPYKTUBHOTO allHO? BO CHE, CHHIIPOMAa TUIIOBEH-
THJIALAH BCIICACTBUE O)KUPEHMUS, ACTMBI M YBEITMUCHHBIX OCTIOKHEHHUH BO BpeMs O0IIel aHeCTe3 ), yPOIOTHye-
CKUX W He(DPPOJOTHUECKIX HAPYIICHUH (B TOM YHCIIE, HAIPUMEP, IPEKTIIIFHON AUCHYHKINN, HEACP KaHUSI MOYH,
XPOHUYECKOH IMOYEYHOI HEAOCTATOYHOCTH 1 THIIOTOHAAN3MA).

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUA B HACTOSIIEM JOKYMEHTE OIUCHIBAIOTCS CIIOCOOHI Jie-
YeHHs1 MeTabonndeckux HapymeHuid. COrlacHO HEKOTOPHIM BapHUaHTaM OCYIIECTBICHHUS BBEICHHE HHIHOUTOPA
ayTOTaKCHHA WHIWBUAYYMY C MCETaOOIMYCCKUM HApPYINICHHEM HMECT Psf JKEIaeMBIX Pe3yJbTaTOB, KOTOPHIC
BKITIOYAIOT B ceOs1 O3 OrpaHMUYCHHS CHU)KCHUC COJICPIKAHHS TIIFOKO3bI B KPOBH, CHIDKCHHS COJCPIKAHUS JTH30-
(dbocdaTtuaHON KUCIOTHI B TUIA3Me, YIYUIICHHE YyBCTBUTEILHOCTH K HHCYJIMHY, TIOBBIIICHUE CEKPECIIUU UHCYIH-
Ha, YJIYYIICHHE TOJICPAHTHOCTH K TIIFOKO3€ M CHIKCHHUE Pa3pacTaHus KUPOBOW TKaHU. JIF0OOW M3 3TUX pe3yiib-
TATOB MOXET JICUYUTh, 3aMEJISATh WM MPEIYNPEKIATh MPOSIBICHAE META00IMYCCKOTO HAPYIICHUS, TIPU 3TOM
TaKkre MeTa0OINIeCKUe HAPYIICHHUS BKITIOYAIOT B ce0s1 0€3 orpaHndIeHus] MeTabOoIMIeCKU CUHIPOM, TTOBBIIICH-
HOE COJiepKaHNE TIIOKO3BI B KPOBH, PE3UCTECHTHOCTh K MHCYJIMHY, HAPYIICHHUE TOJIEPAHTHOCTH K TIIIOKO3E, Ca-
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XapHBIN quabeT 2 Thma, caxapHbld quabeT | THIa, mpeanadeT, HealKOTOJIbHYIO )KUPOBYIO OOJIC3Hb MEYCHH, He-
ANKOTOJILHBIN CTEATOTCIIATUT U OXKUPCHHE.

CoriacHO HEKOTOPHIM BapHaHTaM OCYLISCTBIICHHSI B HACTOSILEM JTOKYMEHTE OIHCBIBAIOTCS CIIOCOOBI BBe-
JICHUS] MTHTMOUTOPa ayTOTAKCHHA JUIS CHHIKCHUSI COJEPKaHUsI TIIIOKO3bl B KPOBH HATOILAK Y MBIIIH, COJEpIKa-
mieiics Ha JMeTe C BBICOKUM COJIEpXKaHHEM JKupa. MBIIIb, COAEPIKAIIASCI HA JUETE C BBHICOKHM COZICp)KaHUEM
JKHpPa, KaK MMOKa3aHO B HACTOSIIIEM JOKyMEHTE, HMeeT 0ojiee BBICOKOE COJIepKaHHe IIFOKO3bl B KPOBU HATOIIAK,
YeM MBIIlIb, TPUHUMAIOIAS HOPMaJIbHOE MUTaHHEe. BBeieHe HHIrMONTOpa ayTOTAaKCHHA MBIIIN, COAEPIKALICHCS
Ha JTUeTe C BHICOKUM COJIEpIKaHHEM JKUPA, TIOHMKAIO CO/ICPIKAHUE TIIFOKO3bI B KPOBH HATOIIAK C 00ECIICUYeHUEM
TEM CaMbIM TPUOIIKEHUS COACPIKAHUS TIFOKO3bI B KPOBH HATOIIAK K TAKOMY COJICPKAHUIO, KOTOpOE HaOIo1a-
JIM Y MBIIIY, TPUHUMAFOIIEH HOPMAaTEHOE MTUTAHUE.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS CIOCOOBI, PACKPHIBACMEBIC B HACTOSIIEM JIOKYMECHTE,
BKITIOYAIOT BBCICHUE MHIHMOUTOpAa ayTOTAaKCHHA CYOBECKTY C MOBBIIMICHHBIM COACPIKAHUEM TIIFOKO3BI B KPOBH.
CoriacHO HEKOTOPHIM BapUaHTaM OCYILIECTBICHHUS HMHTHMOUTOP ayTOTAKCHHA WCIOJB3YIOT JJIS JICYCHUS TIEPBO-
NPUIHHHOTO MeTaboimueckoro HapymieHus. COrIacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MeTaOoInde-
CKO€ HapyILICHHE JIeyaT MyTeM CHIDKCHHsS COJepIKaHHs TIIFOKO3bl B KpoBH. COrflaCHO HEKOTOPBHIM BapHaHTaM
OCYIIECTBIICHUS] CYOBEKT UMEET JHIIHUIN BeC WiH okupeHne. COrnacHO HEKOTOPHIM BapHaHTaM OCYILECTBICHUS
CcyOBEKT MMeeT caxapHblii nuader 2 Tuma. CoraacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUS CYOBEKT HMEET
HEaJIKOTOJIbHYIO JKUPOBYIO 0O0JIE3HB MIEUCHU H/MIIM HEANKOTOJIbHBIN cTeaTorenatut. COrllacHO HEKOTOPBIM BapH-
aHTaM OCYILECTBJICHHUs CyObEeKT HEe MMeeT MeTabonuueckoro HapyuieHus. COrJIacHO HEKOTOPBIM BapuaHTam
OCYIIECTBIICHHUS MHTHOUTOP ayTOTAKCHHA 3aMEJIsIeT WM MPEAyHpPEeKAacT MPOsBICHHE MeTabOIMYecKOoro Ha-
PYUICHHS TYTEM CHU)KCHUS IMOBBIIICHHOTO COJICPXKAHUS TIFOKO3BI B KPOBH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS CIOCOOBI, PACKPBIBACMBIC B HACTOSIIEM JIOKYMEHTE,
BKITIOYAIOT CHIDKEHHE conepKaHus au30(hoc(aTuIHON KHUCIOTH B IUIa3M€ y WHAMBHIYyMa IyTEM BBEACHUS
uHruouropa ayrorakcuHa. CorjiacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS COAEpIKaHUE JU30(pochaTHIHON
KHCJIOTHI B TIa3Me y WHIWUBUAYYMA SIBISICTCS MOBBINICHHBIM OTHOCUTEIHHO KOHTPOIs. COTTacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBICHUSI KOHTPOJIEM SIBIISICTCS MHAMBUAYYM Oe3 merabonudeckoro HapyieHus. CoriacHo
HEKOTOPHIM BapUaHTaM OCYILICCTBIICHHs TOBBIIICHHOE cojepikaHue Jin3odochaTHaHO! KUCIOTHI B IIa3Me y
MHIMBHIYyMa CIIOCOOCTBYET PHCKY WIIM MOBBINIACT PUCK PA3BUTHS META0OIMYECKOTO HAPYIIICHHS.

CornacHo HEKOTOPHIM BapuaHTaM OCYIIECTBICHUS B HACTOAIIEM JOKYMEHTE PACKpPBIBAIOTCS CIOCOOBI,
BKITIOUAIOIME BBEIEHUE MHTHONTOpA ayTOTaKCHHA CYOBEKTY C MOBBIMIEHHBIM cojiep)aHueM Jn3odochaTuaHoi
KUCIIOTHI B TJIa3M€ OTHOCHTEJILHO KOHTPOJIss. COrllacHO HEKOTOPBIM BapUaHTaM OCYILECTBICHHS B HACTOSILIEM
JIOKYMCHTE PaCKPBIBAIOTCS CITOCOOBI YIIYUYIICHUS YyBCTBUTEIFHOCTH K MHCYJIHHY, BKITIOYAIOIIUC BBEICHHIC WH-
THOUTOpa ayTOTaKCHHA MHIUBHIYYMY, YYBCTBHTCIHHOMY K HHCYIUHY. COIIACHO HEKOTOPHIM BapHaHTaM OCY-
IIECTBJICHUS B HACTOSIICM JIOKYMEHTE PAaCKPBIBAIOTCS CIIOCOOBI, BKIFOYAIOIIIE BBEJICHUC HHTHOUTOpA ayTOTaK-
CUHA CYOBEKTY C PE3HCTCHTHOCTHIO K MHCYNUHY. COTIACHO HEKOTOPBIM BapHUaHTaM OCYIICCTBICHHS B HACTOS-
nieM JOKYMEHTE PacKPBIBAIOTCS CIIOCOOBI, BKITIOYAIOIIUC BBEJACHUEC MHTHOUTOpPA ayTOTAKCHHA JUIS YIIYUIICHUS
CEKpelUu WHCYNIWHA y HANBHAYyyMa. COTJIaCHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM JIOKY-
MEHTE PaCKpPBIBAIOTCS CIIOCOOBI, BKIIOUAIOIIUE BBEICHHE HHIMONTOPa ayTOTAKCHHA JUIsl YIIy4IlIeHHUs] TOJICPAHT-
HOCTH K TJIFOKO3€ Y HHAMBHIYyMa C YXYIIIEHHOHW TOJNEPAHTHOCTBIO K IItoKo3e. COriacHO HEKOTOPHIM BapHaH-
TaM OCYIICCTBIICHHSI B HACTOSILEM JOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI CHUIKEHHS Pa3pacTaHusl JKUPOBOW TKAHU
y cyObeKTa, BKJIIOYAIOIINE BBEIECHHE CYOBEKTY MHTHOHMTOpa ayroTakcuHa. COTracHO HEKOTOPBIM BapHaHTaM
OCYIIECTBIICHHSI B HACTOSIIEM JOKYMEHTE PACKpPBIBAIOTCS CIOCOOBI JeUCHUs] METabOIMYECKOTO HapYIICHUS y
CyObeKTa, KOTOPBIA UMEET JIMITHUNA BEC WIH OXHPCHHE, BKIIOYAIOIINE BBEJCHUC CYOBEKTY MHTHOUTOpPA ayTo-
TaKCUHA.

WupynupoBaHHas IEKapCTBEHHBIM CPEICTBOM TUIICPTITUKEMUSL.

CornacHO HEKOTOPHIM BapHUaHTaM OCYIICCTBICHUS B HACTOSIIEM TOKYMCHTE PAaCKPBIBAIOTCS CIOCOOBI Jie-
YCHHsT WHIYIHPOBAHHON JICKAPCTBEHHBIM CPEJICTBOM THIICPIIIMKEMUH Y CYOBEKTa, BKIIIOYAIONIUC BBEICHHE
CyOBeKTy HHrHOUTOpa ayroTakcuHa. COrTacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS BBEACHUC MHTHOUTOpA
ayTOTaKcHHA CyOBEKTY JICYHT, HpenynpekaacT, Wik o0ierdaeT CMMITOMbBI HHAYIMPOBAHHOMN JIEKapCTBEHHBIM
cpeacTBoM rumnepriimkeMud. CoriacHO HEKOTOPBIM BapHaHTaM OCYLISCTBIICHHSI BBEICHHE HHIMOUTOPA ayTOTaK-
CHHA CYOBEKTY JICUUT, MPEAYNPEIKAACT WIN 00JIerdaeT CUMITOMBI MHIYLIUPOBAHHON JIEKAPCTBEHHBIM CPEICT-
BOM THIEPTIMKEMHH MyTeM CHIDKEHHUS COJEPIKAHUS TIIIOKO3bI B KPOBH. DapMaKoIOrHIeCKue CPeCTBA MOTYT
BJIMSITH Ha TOMEOCTa3 IIIFOKO3bI, YTO MOXET MPUBOAMTH K rurnepriaukeMun. CoriacHO HEKOTOPHIM BapHaHTam
OCYIIECTBIICHUS] TUMICPIIIMKEMHs HAOII0JaeTcsl MPU OTCYTCTBUHM JHAarHo3a caxapHoro auabera. be3 nedeHus
MOBEIIIICHHOE COJICPKAHUE TIIOKO3BI B KPOBH MOXET IMPUBECTH K HCOOXOAMMOCTH OKa3aHHS CPOYHON MEITUIIIH-
ckoit momornu. CHMIITOMBI BKJTFOUYAIOT B ceOst 0€3 OrpaHHYCHHS YCTAJIOCTh, OCiIadlicHue, PPYKTOBBIN 3amax JibI-
XaHWs, CIIYTAHHOCTh, OTCYTCTBUC KOHIICHTPAIMH, 3aTPYJHCHHUE JBIXaHUs, TOLIHOTY, PBOTY, CYXOCTh KOXHU H
MOKPACHEHUE KOXKHU. PacmpocTpaHeHHBIC KaTETOPUU JICKAPCTBEHHBIX CPEIICTB, KOTOPBIC ACCOIMHUPYIOTCS CO CIO-
COOCTBOBAaHHEM TUIICPTIMKEMHN BKIIIOYAKOT B ceOs1 0€3 OrpaHUYCHUsT aHTHOMOTHKH, TaKHE KaK (PTOPXUHOJIOHBI,
B TOM uucie raTu(IoKcanuH; 3-0JI0KaTOPbI, TaKWe KaK MPOIPAHOJION, METOIPOJION WM aTeHOJION; THA3H], Ta-
KO# KaK TUAPOXJIOPTHA3UI, a TAKXKE IMOJOOHBIC THA3UY TUYPETUKU U TOIOOHBIC THA3UAY JICKAPCTBEHHBIC CPE/I-
cTBa (METOJIa30H); aHTUTICUXOTHUECKHE CPEICTBA BTOPOTo MmokoyieHus (SGA) i "aTHMUYHbIe aHTUTICUXOTHYE-
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CKHE CpelcTBa", TaKUe KaK OJAH3ANWH WM KJIO03alUH, KOPTUKOCTCPOU b, MHTHOUTOPH! KAILIIUHEBPUHA, TAKHC
KaK [[UKJIOCTIOPHH, CHPOJIUMYC WIH TAKPOIUMYC; a TAKXKE HHTHOUTOPHI IPOTEAa3kl, TAKUC KAK PUTOHABHP

WupynupoBaHHas CTPECCOM THITEPTINKEMUSI.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS B HACTOSIIEM TOKYMEHTE PAacCKPHIBAIOTCS CIIOCOOHI Jie-
YeHHSI HHAYIIMPOBAHHON CTPECCOM THIIEPIIIMKEMUH y CYOBEKTa, BKIIOYAIOIINE BBEICHNE CYObEeKTy HHTHOUTOpa
ayrotakcuHa. CorJIacCHO HEKOTOPHIM BapHaHTaM OCYIIIECTBICHUS BBEJCHHE HHIHOUTOPA ayTOTAKCHHA CYOBEKTY
JICYUT, WK TMPERyTPEKIacT, WIN 3aMeIIsIeT MPOSBICHUE HHAYIIMPOBaHHON CcTpeccoM rumeprimkeMun. Cormac-
HO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS BBEICHHE MHIHMOMUTOPA ayTOTAKCHHA CyOBEKTY JICUHT, WIH MPEIy-
NPEeXAACT, WIN 3aMeUISeT MPOsIBICHNE MHAYLIHPOBAHHONW CTPECCOM THIEPIIIMKEMHU IyTEM CHIXXEHUs coJep-
JKaHUs TIIIOKO3bI B KpoBH. MHaynmpoBanHas crpeccoM rumneprivkemus (SIH) npeacrasnsier coboii BpeMeHHOE
MOBBIIIEHHE COJCPKaHMS TIIFOKO3bI B I1a3Me Boitie 200 MI/mj1, 4TO MPOUCXOAMUT P OCTPOH (aze O0Ne3HH HiIH
noBpexaeHnsi. CoracHo HEKOTOPHIM BapHaHTaM OCYILIECTBJICHHS TMIICPIIMKEMUs HaOIr0IaeTcst MpyU OTCYTCT-
BUU JHMarHo3a caxapHoro nuabera. SIH sBnseTcs pe3yabTaToM NPEBBIMICHUS MPOYyIUPOBAHIEM TIIFOKO3BI KITH-
penca rimoko3bl. SIH accorumpyercst ¢ coCTOSHHUSIMU, BKIIOYAIONIMMU B ce0sl 6e3 orpaHn4eHust HHYAPKT MUO-
Kapna, MHCYJIbT U TpaBMy. SIH accommmpyeTrcsi ¢ MOBBIIIEHHEM CMEPTHOCTH U 0ojiee BBICOKOH 3a0oiieBaeMo-
CTBIO 3aCTOIHO CepAeYHOI HEOCTAaTOYHOCTHIO M KapJHOT€HHBIM IIIOKOM Y OOJIBHBIX IOCIIe HH(papKTa MHOKap-
na. Cpeny mepeHecnX WHCYIbT HabIoaatoTest 6ojee BRICOKas CMEPTHOCTb, accoruupoBanHas ¢ SIH, u xyz-
IIMe IIAHCHI )KEJIAeMbIX HEBPOJIOTHYECKHUX HCXOAOB, TIOCKOJBKY COJAEpKaHHE TIIIOKO3BI MOBBIImIaeTcs mpu SIH.
Taroke Mmoxasaiiy, 9TO THIEPTIIMKEMHS SBISETCS MPOTHOCTHYECKHM (DaKTOPOM HWH(EKIIMOHHBIX OCIOKHEHHH B
(dhopme MHEBMOHNM, WHOEKINN MOYEBBIX ITyTeH, paHEeBBIX MHPEKINH U OakTepuii. B 1memom, omyOinrkoBaHHBIE
MCCIIEZIOBaHMS TTOCTOSIHHO JIEMOHCTPUPYIOT OoJiee BBICOKYIO 3a00JIeBaeMOCTh M 00Jiee BBICOKYIO CMEPTHOCTD
cpenun OOJBHBIX, Y KOTOpBIX UMeeTcst SITH.

BHyTpuriasHoe naBieHue

CornacHO HEKOTOPHIM BapHaHTaM OCYIECTBIICHHS B HACTOSIIEM JOKyMEHTE PacKpbIBArOTCS CIIOCOOBI Jie-
YEeHUsI TIOBBIIICHHOTO BHYTPHUTJIA3HOTO JaBJICHNUS, aCCOLMMPOBAHHOTO C TIAyKOMOH, Y CyOBEeKTa, IpU 3TOM CHO-
COOBI BKJTIOYAIOT BBEJICHUE HHTHONTOPA ayTOTAKCHUHA CYOBEKTY

I'maykoma siBisieTcss OIHOW M3 OCHOBHBIX IIPHUYMH CIETIOTHl M XapaKTepU3yeTCs MOBBIIICHHBIM BHYTPH-
rna3aeM gasinerneM (IOP). IOP mpencrasnser co60ii OCHOBHOM (akTop prcKa sl pa3BUTHUS TIAyKOMBI, M PUCK
pa3BHUTHSA TIaykoMa CHUkaeTcs ipu cHikeHun IOP. ['ma3zHas rTHIOTEH3WBHASI TEpaIus SIBJISIETCS OCHOBOM Jieue-
HUs riaaykoMmbl. [loseimennoe IOP Bo3HMKaeT B pe3yiabTaTe MOHIKEHHOTO OTTOKA BHYTPHUTIA3HOW KUIKOCTH
(AH) gepe3 TpabekyIApHBIA MyTh ¥ aKTUBHOCTH ayTOTaKCHHA, MPUBOJIAIICH K M30BITKY Oenka B AH demoBeka.
AYTOTaKCHH CEKpETHPYETCs KIETKaMH TpaOeKyJISIpHOH CETH YeIOBeKa, U aKTHBHOCTh ayTOTAKCHHA CYIIECTBEH-
HO TIOBBIMIACTCSA Y OOJBHBIX TIayKoMod. VHTHOMpOBaHHE aKTHBHOCTU ayToTakchHa B AH myreM MecTHOH u
HHTpaKaMepaIbHOW JOCTABKH HU3KOMOJICKYIISIPHOTO MHTHOUTOpA MPUBOAUT K cHIKEeHUIO IOP y KpoITuKoB.

Hespomnaruueckast 6015b.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS B HACTOSIIEM JOKYMEHTE PacKpbIBAIOTCS CIIOCOOBI Jie-
YEeHUsI HEBPOIIaTHIECKOH 001 MHTHONTOPOM ayTOTaKCHHA.

LPA uaaymupyeT HeBponaTH4IecKylo 00Jb, a TakKe JEMHUCIHHU3AINIO U CBSI3aHHBIE C OOJBI0 M3MEHECHHUS
akcnpeccuu 6enkoB depe3 LPA1. B HEKOTOpBIX CiaydasX reTepO3UrOTHBIE HOKAYTHBIC IO ayTOTAKCHUHY MBIIIH
JEMOHCTPHUPYIOT MpHOIM3uTeNbHO 50% BOCCTaHOBICHHE MHIYLIUPOBAHHOHN MOBPEKACHHEM HEpBa HEBPOIIATH-
4ecKoi 00 IO CPpaBHEHHIO ¢ MBIIIaMHU JUKOTO ThTa. M3BecTHO, uTo mu3odocharummnxonut (LPC) uamynupy-
eT HeBpomaTthieckyio 0ons. B HekoToprix ciywasx wHAylmpoanHas LPC HeBpomatmdeckas 00JIb YaCTHIHO
YMEHBIIIAETCS Y TeTCPO3UTOTHBIX HOKAYTHBIX IO ayTOTAKCHHY MBIIICH.

Hespomarndeckast 605b SBISETCS pe3yJIbTaTOM IOBPEXICHUS HEepBa. B oTiiMume OT HEmocpelnCTBEHHOH
00J1, BBI3BAHHON IOBPEXICHUEM TKaHH COTJIACHO HEKOTOPHIM BapHaHTaM OCYILIECTBJICHHs, HEBpONAaTHUECKAs
00JIb pa3BUBAETCS Yepe3 CyTKU MM MECALBI TI0CIIe TPaBMaTHIECKOro moBpexaeHus. Kpome Toro, HeBpomnaruye-
cKasi 00JIb 3a9aCTYIO SBISACTCS JUTUTCIHHON MM XPOHHYECKOW U MOXKET BO3HUKATh CIIOHTAHHO HMJIM B PE3yJIbTaTe
pa3zapakxeHusl, KOTOpoe B HOPME He SIBIISICTCS] OOJIE3HEHHBIM.

CoearHeHnss HHTHOUTOpa ayTOTAaKCHHA.

CornacHO HEKOTOPBHIM BapHaHTaM OCYIICCTBICHHS WHTHOMTOpP ayTOTAKCHHA, MPEAYCMATPHBAEMBIA IS
MPUMEHEHHUS COTIIACHO JIF0OOMY M3 BapHAHTOB OCYIIIECTBICHHUS, ONMCHIBAEMBIX B HACTOSIIEM JOKYMEHTE, TIpe-
CTaBJIsIET COO0H HIU3KOMOJIEKYJISIPHBIN HHTHOHUTOP.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS MHTHOWTOPOM ayTOTAKCHMHA SBISETCS HU3KOMOJEKY-
JSIPHBIA HHTHOUTOP, KOTOPBII XapaKTepu3yeTcss HATMYUEM OJHOTO WM HECKOJIBKHUX M3 CIEIYIOIINX CBOUCTB!

MoJIeKyJisipHast Macca He 6oiee 700;

cnocoOHOCTh 10 MeHbIneil Mepe 50% nHruOuposanust (mpu 1 MKMoIe) NpeBpaIleHHs] ayTOTaKCHHOM JIN-
30¢ochaTnamIXonHa B T130(H0ochaTuIHYI0 KACIOTY B MOIXOMSIIEM in Vitro aHaiIu3e, TP KOTOPOM H3MEPSIOT
TaKyI0 aKTHUBHOCTE;

CEJICKTUBHOE MHTUOMPOBAHIE AKTUBHOCTH ayTOTAKCHHA;

TIOJXOIUT ISl BBEICHMS YEJOBEKY IIPU TEpareBTHYECKU PEJIEBAaHTHBIX J103aX 10 MeHbIuei mepe ¢ 50%
MHrHOMPOBaHUEM ayTOTAKCHHA IIPH OCTaTOYHOM KOHIICHTPAIINH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHS HHTHOUTOP ayTOTaKCHHA XapaKTePU3yeTCsl CTPYKTYpOH
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coequHeHns A

F OH

Coenunenne A.

CorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJIICHUS COCTUHEHHE A WCIONB3YIOT Kak CBOOOIHYIO KHCIIOTY.
CoriacHO HEKOTOPHIM BapHaHTaM OCYIICCTBJICHUS COCIMHCHHE A HCIONB3YIOT Kak (hapMaleBTHUCCKU MPHEM-
nemMyto coib. COrllacHO HEKOTOPBIM BapHUaHTaM OCYILECTBICHHS COSAMHEHNE A HCTIONb3YIOT KaK COJIb HATPUSI.

CornacHO HEKOTOPBIM BapHUaHTaM OCYILIECCTBIICHHS HHTHOUTOP ayTOTAKCHHA XapaKTEPU3yeTCs CTPYKTYpPO

coequHenus B
@)
R OH

Cl

Coenunenue B.

CornacHO HEKOTOPHIM BapHaHTaM OCYINECTBIICHHS COCTUHEHUE B MCIONB3YIOT KaKk CBOOOIHYIO KHUCIIOTY.
CoriacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS COCAMHCHHE B MCIONB3YIOT Kak (hapMaleBTHYCCKU TPUEM-
nemMyto coib. COrllacHO HEKOTOPBIM BapUaHTaM OCYILECTBICHUs cOeMHEHNE B HCmob3yloT Kak colb HaTpUsl.

CornacHO HEKOTOPBIM BapUaHTaM OCYILECCTBIICHHS HHTHOUTOP ayTOTAKCHHA XapaKTePU3yeTCs CTPYKTYpPO

coequnenus C
/\Q ’

N
N No

Z

F

Coenunenue C.

CorylacHO HEKOTOPBIM BapHaHTaM OCYIIEeCTBICHUS coenuHeHne C HCIONIb3YIOT Kak ¢cBOOOMHBIN amuH. Co-
TJIACHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS coenuHeHHe C HCMONB3YIOT Kak (hapMaIreBTHYESCKH IpHEeMIIe-
My coiib. COTJIaCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS coequHeHrue C HCIONMB3YIOT KaK XJIOPHUCTOBOJO-
POIHYIO COJb.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBIICHHS HHTHOUTOP ayTOTAKCHHA XapaKTEPU3yETCs CTPYKTYPO

coequnenus D
NH
()

3 ~N
A
N
\ O
o
F

Coenunenue D.
CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUS coeanHeHne D ncnonb3yroT kak cBoOoaHbIH amuH. Co-

-5 -



039684

TJIACHO HCKOTOPBLIM BapuaHTaM OCYIICCTBJICHUSA COCAUHCHUC D HCIOJB3YIOT KakK (bapMaHeBTI/I‘IeCKI/I nmpuemiic-
MYIO COJIb. CormnacHo HCKOTOPBIM BapuaHTaM OCYHICCTBJICHUA COCAUHCHUC D HCIOJB3YIOT KaK XJIOPHUCTOBOOAO-

POIHYIO COJb.
JlommomHUTEIHHBIE MHTHOUTOPHI ayTOTAaKCHHA BKITIOYAIOT B C€0S COSIMHEHUS CIETYIOMEeH CTPYKTYPHI:

NH
Q

NH
3 /\/Q
N N
N" o B N/&O
A\ | A\
cl N} N° N
F

s

NH NH
s s
N N o l\ N N’&O
cl N NN
F

U F N

W uX (hapManeBTHYECKH IPHEMIIEMYIO COJIb.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS 4-(pTOpOEH3WIbHAS TpyMIa JII000T0 M3 MPEeAbIIYIINX
COCIMHEHUH 3aMmeHsercss Ha 4-xmopOeHswn; 3-xuopoOemswn; 3-¢propoenswr;  3,5-nudropbenswr;  2,4-
mudropOersun;  3,5-AMXIOPOCH3WI;  2-XJIOPIHUPUIAMH-5-WIMETHI;  2-METOKCHUIIMPHUAMH-S-WiIMeTwr; — 2-
TPUPTOPMETHUIITHAZ0II-5-HIMETHIT; (HEHUINPON-3-1JT; THEH-2-MIMETHI WM 5-XJIOPTHEH-2-NIMETHIL.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS! HHTHOUTOP ayTOTAaKCHHA XapaKTepH3yeTcsl CTPYKTYPOH

coenuuenus E
Q
OH

-

Cl
L&
N

Coenunenue E.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBIICHUS COCNUHCHUE E MCIONB3YIOT Kak CBOOOIHYIO KHCIIOTY.
CoriacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS COeAMHEHUE E MCIONB3YIOT Kak (hapMaleBTHYCCKH MPHEM-
nemMy1o coib. COorllacHO HEKOTOPBIM BapHaHTaM OCYILECTBICHHs coeIMHEeHNE E HCToNb3yI0T Kak coib HATPUSL.

CorylacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS HHTHOUTOP ayTOTAKCUHA XapaKTEePH3yeTCsl CTPYKTYPOi

coenunenus F
(0]
OH

Cl

Coenunenne F.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS COeAMHCHHE F MCIONB3yIOT KaKk CBOOOAHYIO KHCIIOTY.
CoracHO HEKOTOPBIM BapHAaHTaM OCYIIECTBICHHS COCIUHEHHE F MCMONB3yIOT Kak (hapMaleBTHYCCKH PHEM-
nemyto cosb. CoriacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS COSAMHEHUE F UCTIONB3YIOT KaK COJIb HATPUSL.

CornacHO HEKOTOPHIM BapHUaHTaM OCYILCCTBIICHHS HHTHOUTOP ayTOTAKCHHA XapaKTePU3yETCs CTPYKTYPOi
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coequnenus G

OH

Cl

Coenunenue G.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS cOeAuHEHHEe G MCMONB3YIOT KaK CBOOOJHYIO KHCIIOTY.
CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS coenuHeHHe G MCIONB3YIOT Kak (hapMaleBTHUCCKU MPHEM-
nemMyto coib. COrllacHO HEKOTOPBIM BapHUaHTaM OCYILECTBICHUs coeAnHeHrne G UCTONb3yIOT KaK COJIb HATPUSI.

CornacHO HEKOTOPHIM BapUaHTaM OCYILCCTBIICHHS HHTHOUTOP ayTOTAKCHHA XapaKTePU3yeTCs CTPYKTYpPOM

coequnenus H
(@]

OH

Cl

F

S

N\

N
; h
N-N

Cl

Coenunenne H.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHS coeauHeHHe H HCIOab3yI0T KaK CBOOOIHYIO KHUCIIOTY.
CorjacHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHUS coenuHeHHe H MCmonp3yroT kKak (hapMaleBTHYCCKU MPHEM-
nemyto coib. CortacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHS COSIUMHEHUE H MCTIONB3YIOT KaK COJIb HATPUSL.

CornacHO HEKOTOPHIM BapHUaHTaM OCYILIECCTBIICHHS HHTHOUTOP ayTOTAKCHHA XapaKTePU3yETCs CTPYKTYpPO

coequnenusd I
0]

OH

Cl

m
S*we
Zz= o bl

Coenunenue L.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBIICHUS COSAMHEHHE | MCIONB3YIOT Kak CBOOOJHYIO KHCIOTY.
CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUS COoeMHEHNE | MCTIONB3YIOT Kak papMarieBTUIeCKU MpHeMIIe-
My colib. COrJIacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS COCIUHCHHE | CTIONB3YIOT KaK COJIb HATPHSL.

CornacHO HEKOTOPHIM BapHAHTaM OCYIICCTBICHHS MHTHOUTOP ayTOTAKCHHA JUIS MPUMCEHECHUS COTJIACHO
M000My M3 BapHAHTOB OCYIIIECTBICHHUS, OMMMCHIBAEMBIX B HACTOSIIEM JOKYMEHTE, IPEACTaBIsIeT coboii coemu-
HEHUE, OMUCHhIBaMOe B MeXAyHaponaHoi mateHTHol 3asBke Ne PCT/US 2014/066706, monanuoit 20 HOSIOps
2014 r., onyommukoBanHo# kak WO 2015/077503, xoTopast TeM caMbIM BKIIIOYEHA B HACTOSIIMNA JOKYMEHT TIO-
CPEICTBOM CCHUIKH B OTHOIICHHH TAKUX COCIMHEHHI.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS MHTHOWTOP ayTOTaKCHHA JUIA MPUMEHEHHUS COTIACHO
T000My M3 BapHAHTOB OCYIIECTBICHHUS, OMMMCHIBAEMBIX B HACTOSIIEM JTOKYMEHTE, IPEACTaBIsIeT coboil coemu-
HEeHHUe, ONMChIBaeMOe B MeXIyHapomHoW mateHTHOH 3asBke Ne PCT/US 2014/066705, momannoi 20 HOsOps
2014 r., omyonukoanHoi kak WO 2015/077502, xoTopasi TeM caMbIM BKIFOYCHA B HACTOSIIMNA JOKYMEHT IIO-
CPEICTBOM CCHUIKH B OTHOIIICHUH TAKUX COCIMHCHUIA.

CornacHo OJJHOMY aCIEeKTy HHTHOUTOPBI ayTOTaKCHHA UMEIOT (hopMy (papMareBTHICCKH MPUEMIIEMBIX CO-
neii. Takke aKTHBHBIC METAOOJUTHI JAHHBIX COCTMHCHUH, 00JIaIal0IIe TEM KE THIIOM aKTHBHOCTH, BKITFOUCHBI
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B 00bEM HACTOSIIETO PACKPBITHA. KpoMme TOro, MHTrHOMTOPBI ayTOTAKCHHA MOTYT CYIICCTBOBATh B HECOJHBATH-
POBaHHO, a TaK)Xe COJIbBATUPOBAHHON (hopMax ¢ (apMaIleBTHICCKH MPUEMIIEMbIMUA PACTBOPHUTEIISIMU, TAKUMHU
KaK BOJa, 3TaHON W T.I. Takke CUUTAeTCs, YTO CONBBATHPOBAHHBIC (POPMBI COCTUHEHUI, MPEACTAaBICHHBIX B
HACTOSIIEM TOKYMEHTE, PAaCKPBIBAIOTCS B HACTOSIIEM TOKYMEHTE.

Hcmonb3yeMblii B HACTOSIIEM JOKYMEHTe TepMUH "(papMalieBTHIeCK MpHUeMIIeMbIii" OTHOCHTCS K Mate-
pHay, TAKOMY KaKk HOCHUTEIb FJIU pa30aBUTENb, KOTOPHIH HE MMOJABIIET OMOIOTHIECKYI0 aKTHBHOCTD MJIH CBOII-
CTBa COCIMHEHUS M SBISIETCA OTHOCHTEIHHO HETOKCHYECKUM, T.€. MaTepHall BBOIAT HHIUBHUAYYMY 0€3 BO3HHK-
HOBEHHS HEXeJaTeIbHBIX ONOJIOTHIECKUX 3(P(PEKTOB MM BPETHOTO B3aMMOACHCTBHS C KAKUM-THOO M3 KOMIIO-
HCHTOB KOMITO3HIIUH, B KOTOPOH OH COJEPIKUTCSL.

Tepmun "papMarieBTHUECKH PUEMIIEMAst COJIB" OTHOCHUTCS K (DOpME TEpareBTHYCCKU aKTUBHOTO CPEJICT-
Ba, KOTOpasi COCTOUT U3 KaTHOHHOW (hOPMBI TEPANCBTHYECKH aKTHBHOTO CPEICTBA B KOMOWHAIIMU C TIOJXOJsI-
MM aHHOHOM, HJTH COTJIACHO aJbTCPHATUBHBIM BapUAHTaM OCYIECTBICHHS U3 aHUOHHOHN (hOPMBI TeparieBTHYIC-
CKH aKTUBHOTO CPEICTBAa B KOMOWHAIMK ¢ monxomsmum katrnoHoM. Handbook of Pharmaceutical Salts: Proper-
ties, Selection and Use. International Union of Pure and Applied Chemistry, Wiley-VCH 2002; S.M. Berge, L.D.
Bighley, D.C. Monkhouse, J. Pharm. Sci. 1977, 66, 1-19; P. H. Stahl and C.G. Wermuth, editors, Handbook of
Pharmaceutical Salts: Properties, Selection and Use, Weinheim/Ziirich: Wiley-VCH/VHCA, 2002. ®apmares-
TUYECKHE COJIM, KaK MPaBHIIO, SIBIISIOTCS 0OJiee PacTBOPUMBIMH, PACTBOPSIOTCS B JKEIYZOYHOM M KHIICYHOM
cokax ObIcTpee, YeM HEHOHHBIE YaCTUIIBl M, TAKUM 00pa3oM, MPUMEHNMBI B TBEPABIX JAO3WPOBAHHEIX (hopMax.
Kpome TOoro, mockonbKy UX pacTBOPUMOCTH YacTo sBisieTcsl pyHKIued pH, BO3MOXXHO CETeKTHBHOE pacTBOpe-
HHUE B OJHOW WM APYrod YacTH NMHIIEBAPUTEIHHOTO TPAKTa, U 3TOW CIOCOOHOCTHIO MOXXHO MAaHHITYJIHPOBATH,
KaK OJTHUM M3 aCICKTOB MOBEJICHUS C OTJIOKECHHBIM U 3aMEJICHHBIM BBICBOOOXIeHUEM. KpoMe ToTo, MOCKONIBKY
coJicoOpa3yromas MOJICKYJIa MOXKET HaXOAUTHCS B PABHOBECHH C HEHTpPAILHOW (OPMOI, MOKHO PETYIHPOBATh
MPOXO0J Yepe3 OMOTOTHYCCKUEe MEMOpaHEI.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHHS (apMalleBTUYCCKU MPHEMIIEMbIC COJIA MOTYYaroT Iy-
TEM OCYILCCTBIICHUS PEarkpOBaHUSI WHTHOUTOpPA ayTOTAKCHHA C KUCIOTOH. COrllacHO HEKOTOPBIM BapHaHTaM
OCYIIIECTBIICHUSI HHTHOUTOp ayTOoTakcWHA (T.€. (hopMa CBOOOIHOTO OCHOBAHUS) SIBIISIETCSI OCHOBHBIM U pearupy-
€T C OPTaHWYIECKOM KUCIIOTON WIIM HeOpraHMIeCKor KHCIoTol. Heopranudeckue KUCIOTHI BKIIIOUAIOT B ce0s1 6e3
OTPAaHUYEHUS XJIOPHUCTOBOJOPOTHYIO KHCIOTY, OPOMUCTOBOIOPOIHYIO KUCIIOTY, CEPHYIO KHACIOTY, hochopHyIO
KHCIIOTY, a30THYIO KHCIOTY B MeTadochopHyto kuciaoTy. OpraHndecKue KUCIOTHl BKIIOYAIOT B cebst 6e3 orpa-
HUYCHHUS |-THAPOKCHU-2-HAPTOWHYIO KHUCIOTY; 2,2-TUXIOPYKCYCHYIO KHCIOTY; 2-THAPOKCHUAITAHCYIH(POHOBYIO
KHCIIOTY; 2-OKCOTJIYTapOBYIO KHCJIOTY; 4-aleTaMu00€H30MHYI0 KHCIIOTY; 4-aMUHOCATUITMIIOBYIO KUCIIOTY; VK-
CYCHYIO KHCIIOTY; aIUIIMHOBYIO KHCIOTY; acKOpOuHOBYI0 kucioty (L); acmaparunoByro kucioty (L); 6eHzon-
Cynb(OHOBYIO KHCIIOTY; OCH30MHYIO KHCIOTY; KaM(popHyto kucinory (+); xamdop-10-BynbphoHOBYIO KHCIOTY
(+); KaIPUHOBYIO KUCIOTY (JICKAaHOBYIO KHCJIOTY); KAIIPOHOBYIO KHCJIOTY (TC€KCAHOBYIO KHCJIOTY); KalpPHIOBYIO
KHCJIOTY (OKTaHOBYIO KHUCIIOTY); YTOJBHYIO KHCJIOTY; KOPHYHYIO KUCIIOTY; JUMOHHYIO KHCIIOTY; IHKJIAMOBYIO
KHCJIOTY; JTOJNCIUICEPHYIO KHUCIOTY; 3TaH-1,2-TuCyIb(OHOBYIO KUCIIOTY; STAHCYIH()OHOBYIO KHUCIOTY; MYPaBb-
HUHYIO KHCIOTY; (DyMapoBYIO KHCIIOTY; TaJlaKTApOBYIO KHCJIOTY; TEHTU3WHOBYIO KHCIIOTY; TIFOKOTCITOHOBYIO
kucioty (D); rimokoHOBYI0 KHcioTy (D); TimokypoHoBYIO KUCHOTy (D); TIyTaMUHOBYIO KHUCIIOTY; TIIyTapOBYIO
KHCJIOTY; TIUIEepo(ocHOpHYIO KHUCIOTY; TIHKOINEBYIO KUCIOTY; THIITYPOBYIO KHUCIOTY; U30MACIISIHYIO KHCIIO-
Ty; MOJIOUHYIO KUCJIOTY (DL); 1akTOOMOHOBYIO KHCIIOTY; JIAYPHHOBYIO KHCIIOTY; MaJICMHOBYIO KUCJIOTY; S0JI0Y-
HYI0 KHCIOTy (-L); MalloHOBYIO KHCJIOTY; MUHAaIbHYIO kucioty (DL); MeTaHncynbQOHOBYIO KHCIIOTY; HadTa-
TuH-1,5-11cyTh(OHOBYIO KHUCIIOTY; HadTaIHH-2-CYJIb()OHOBYIO KHCIOTY; HUKOTHHOBYIO KHCIOTY; OJCHHOBYIO
KHCJIOTY; OKCAIMHOBYIO KHUCIIOTY; MAJIEMUTHHOBYIO KHCIIOTY; MAMOBYIO KHCIOTY; (hOCOPHYIO KHCIOTY; IIPO-
MUOHOBYIO KUCIIOTY; MUPOTIYTAMUHOBYIO KUCIOTY (-L); CaMHIUIOBYIO0 KUCIOTY; CE0AIMHOBYIO KUCIIOTY; CTea-
PUHOBYIO KUCIIOTY; STHTAPHYIO KHCJIOTY; CEPHYIO KHCIOTY; BHHHOKAMEHHYIO KHCIOTy (+L); THONHMaHOBYIO KU-
CJIOTY; TOIYOJICYIH(HOHOBYIO KHCIOTY (p) U YHACIIHICHOBYIO KUACIIOTY.

CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBICHUS MHTHOUTOP ayTOTAKCHHA MOJyJaroT B BUJIC XJIOPUIHOM
coid, cyib(haTHON COIHM, OPOMUIHON COJIM, ME3UIIATHOM COJIH, MaJeaTHON COJH, IIUTPAaTHOU conu wiu docdat-
Ho comm. CorimacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS WHTHOWTOp ayTOTaKCHMHA MOJYYaloT B BUAE XJIO-
PUCTOBOAOPOAHON COJIH.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS (papMaleBTUUECKH MPHEMIIEMBIE CONM IMOTYYaroT IIy-
TEM OCYIIECTBIICHHUS PearupoBaHUs HHTHOUTOpA ayTOTaKCHHA C OcHOBaHMEM. COTIIaCHO HEKOTOPHIM BapHaHTaM
OCYILECTBIICHHUSI HHTHOUTOP ayTOTAKCHHA SBISETCS KHCIOTHBIM M PEearupyeT ¢ OCHOBaHHMEM. B Takmx ciydasx
KHCJIOTHBIM MPOTOH MHTHOUTOpPA ayTOTaKCHHA 3aMEHIETCS MOHOM MeTaylla, HAllpUMEp MOHOM JIUTHS, HATPHA,
KaJusi, MarHusl, KaJIbIUs WU aJIOMHHUSA. B HEKOTOPHIX CITydasX WHTHOUTOPHI ayTOTAKCHHA BCTYHAIOT B KOOP-
JUHALNMOHHYIO CBS3b C OPraHWYECKHM OCHOBAaHUEM, TAKMM Kak 0e3 OrpaHUYCHUS STaHOJIAMUH, JUITAHOJIAMIH,
TPHUATAHOJIAMUH, TPOMETAMUH, METITYMUH, N-MeTHITTIOKaMUH, JIEIMKIIOTCKCUIIAMUH,
TpUC(TUAPOKCHUMETHI)METHIIAMUH. B Ipyrux ciydasx WHTHOWTOPHI ayTOTAaKCHHA 0Opa3yrT COJHM C aMHHOKHC-
JIOTaMH, TAKUMH Kak 0e3 OTpaHWYCHUS apTHHUH, JTU3UH U T.1I. [IpremiieMbie HEOpraHHYECKUE OCHOBAHMSI, UC-
MOJIb3yEeMBbIC TSI 00pa30BaHMS COJICH C COCTUHCHUSAMU, KOTOPHIC BKITFOUAIOT B Ce0sl KUCIOTHBIN MPOTOH, BKITIO-
4aroT B ceOa 0e3 orpaHWYeHHs THAPOKCHI ATFOMUHUS, THAPOKCHI KalbLWs, THAPOKCHI Kaiusd, KapOOHAT Ha-
TpHs, KapOOHAT KaJwsl, TUAPOKCH HATPHA, TUAPOKCH TUTHA U T.I. COrIacHO HEKOTOPHIM BapHaHTaM OCYIIe-
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CTBJICHUS NIPEJCTABJICHHBIE B HACTOSAIIEM AOKYMEHTE COEIUHEHUS MOTYy4aroT KaK COIb HATpUs, COJIb KaJbLud,
COJIb KaJHsl, COJb MarHusi, COJIb MErIyMUHa, COlb N-METHITIIIOKAMUHA UK CONb aMMOHUs. COrnacHO HEKOTO-
PBIM BapHaHTaM OCYIIECTBIICHUS IPEACTABICHHBIE B HACTOSIIEM JOKYMEHTE COCIMHECHHS IMONY4YaroT Kak COJb
HATpHSL.

Crenyer y4uThIBaTh, YTO YIOMHHAHUE (apMalleBTHUECKHA MPHUEMIIEMON COJM BKIIOYAaeT B ceOs (Hopmbl
npucoequHEeHUs pacTBopuTens. COrjlacHO HEKOTOPHIM BapHaHTaM OCYIECTBICHHS COJBBATHI COAEpPXKAT JIMOO
CTEXHOMETPUIECKHE, JINO0 HECTEXHOMETPHUECKHE KOJIMIECTBA PACTBOPHUTEIS M 00pa3zyroTcs B IpoIecce KpH-
CTAJUTM3alUH ¢ (hapMaIleBTHIECKH MTPUEMIIEMBIMI PACTBOPHUTEISIMH, TAKUMHU KaK BOJA, ITAHON | T.I. I mapaTsl
00pa3yIoTCsl, €CII PAaCTBOPUTEIIEM SIBIISICTCS] BOJA, WIIM aJIKOTOJISATH 00pa3yIoTcsl, €CIIN PACTBOPUTEIIEM SIBIISIETCS
crupt. ConbBaThl HHTHOUTOPOB ayTOTAKCHHA YCIICIIHO MOJIYyYal0TCs MM 00pa3yloTcs B Ipolieccax, OMichIBae-
MBIX B HacTOsIIIEM JoKyMeHTe. KpoMe Toro, coequHeHNs, IpEe/ICTaBICHHbIE B HACTOSIIEM JIOKYMEHTe, HeoOs3a-
TEJILHO CYIECTBYIOT B HECOJIBLBATUPOBAHHOM, a TAaK)Ke COJIbBATUPOBAHHON hopmax.

Crioco0BI M COCTaBbI, ONHUCHIBAEMBIE B HACTOSILIEM JOKYMEHTE, BKJIIOYAIOT NpUMeHeHHe N-OKCHIOB (B
cilydae HEOOXOAMMOCTH), KPUCTAIHIECKUX (POpM (Taxke M3BECTHBIX KaK IMOJMMOPQBI) WK (papMarieBTHIECKH
MPUEMIIEMBIX COJIEHf HHTHOUTOPOB ayTOTAKCHHA, a TaK)Ke aKTUBHBIX METaOOJIUTOB JAaHHBIX COCTUHEHUH, 00a-
JAIOIINX TEM K€ TUTIOM aKTHBHOCTH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHS YYAaCTKH B OPTaHMYECKHX paJHKaiax (Hampumep, ai-
KAJBHBIX TPYIIAX, apOMATHIECKUX KOJBI[AX) HHIHOUTOPOB ayTOTAaKCHHA BOCIPUUMYMBEI K PAa3THYHBIM METa-
0oNMMYecKNM peakuusM. BKIroueHHe COOTBETCTBYIOIINX 3aMECTHTENEH B OPraHUYECKHE pauKajbl OyAeT CHH-
’KaTh, MUHUMH3UPOBATh JIN YCTPAHATH TaKOW MeTa0oimmyecKuii myTh. CormacHO KOHKPETHBIM BapHaHTaM OCY-
IIECTBJIEHUS] COOTBETCTBYIOLIUM 3aMECTUTENEM ANl CHIDKEHHS MIH YCTPAHEHHs BOCIPUUMUYUBOCTU apoOMaTUye-
CKOT'0 KOJIbIIa K METa0OJINYECKUM PEaKIHSM SIBISICTCS. HCKITIOUUTENIFHO B Ka4eCTBE IIpUMeEpa rajoreH, AeHTepui,
IKWIbHAs TPYNIIA, rajloreHAKWIIbHAS TPYIIIa WK AeHTepOoalIKMIIbHAS TPYIIIa.

CornacHO ApYroMy BapHaHTY OCYIIECTBICHHS WHTHOHWTOPHI ayTOTaKCHHA SBIISIFOTCS MEUEHHBIMH H30TO-
1IOM (HanpuMep, paJAuON30TONIOM) WJIH IPYTHM CPEICTBOM, B TOM YHCie 0e3 OTpaHHYCHHUS C IIPUMEHEHHEM XpO-
MO(OPOB WM (HIYOPECICHTHBIX (PparMeHTOB, OMOTIOMHHECIICHTHBIX METOK HMJIM XEMUITIOMUHECTICHTHBIX METOK.

WHrnbutopsl ayToTakCHHA BKJIIOYAIOT B Ce0Sl MEUCHHBIE HM30TOIOM COCTUHEHHS, KOTOPBIC SIBISIOTCS
WICHTUYHBIMH YIOMHHA€MBbIM B pa3HBIX (popMysax M CTPYKTYpax, MPEICTaBICHHBIX B HACTOSIIEM OKYMEHTE,
3a HCKITIOYEHUEM TOTro (haKTa, YTO OJTUH HMJIH HECKOJIBKO aTOMOB 3aMEHSIOTCS aTOMOM, HMEIOIIMM aTOMHYIO Mac-
Cy WJI MacCOBOE YHUCIIO, OTJIMYHOE OT aTOMHON MAacChl WJIM MAacCOBOTO YHCIA, OOBIYHO BCTPEUAIOIIUXCS B IIPH-
poze. IIpumeps! H30TOMOB, KOTOPHIE MOTYT OBITh BKIIFOUYEHBI B COCITUHEHUS B COOTBETCTBHH C HACTOSIIUM H30-
OpeTeHHeM, BKJIIOYAIOT B ceOs M30TOIBI BOAOPOJA, YIIepoja, a3oTa, KHCiIopoaa, Gpropa U xjopa, TakHe Kak,
Harpumep, 2H, 3H, 13C, 14C, ISN, 18O, 170, 35S, 18F, 3%Cl. Cormacuo OJHOMY aCHEKTY MEUEHHBIE U30TOIIOM MHTHU-
GUTOPHI AYTOTAKCHHA, HAIPHMEp, TAKHE, B KOTOPHIE BCTPOCHBI PaIMOAKTUBHEIC H30TOMBI, Takue kak “H u '“C,
NPUMEHUMBI B aHAJIN3aX paclipeleIeHus JIEKapCTBEHHOTO CPeJICTBa W/WiH cyocTpara B TKaHH. COrlacHO OJTHO-
MY aclleKTy 3aMelleHHe M30TONaMH, TAKMMH Kak JielTepuii, odecrieunBaeT HEKOTOPBIE TeparleBTHIECKHUE Tpe-
MMYILECTBA, SBILIONINECS pe3yIbTaToM 0ojiee BBICOKOH METa00NNIecKol CTaOMIIbHOCTH, TaKOH KaK, HarpuMmep,
TIOBBIIICHHBIH iN ViVO TIEPHOJ MTOTYBEIBEICHUS, WIIA CHIDKCHHUS HEOOXOTUMOHN TO3UPOBKH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS MHTHOUTOPHI ayTOTAKCHHA UMEIOT OAWH FUTH HECKOJIb-
KHX CTEPEOILICHTPOB, M KAXKIBIA CTEPEOICHTP CYIIECTBYET HE3aBHCHMO JMOO B R-, b0 B S-xoHpuUrypanuu.
CoenuHeHHMs, IPEACTAaBICHHBIC B HACTOSIIEM JOKYMEHTE, BKIIIOYAIOT B ce0sl Bce QUACTEPEOMEpHBIC, SHAHTHO-
MEpHBIE, aTPONION30MEPHBIE U AMMMEpPHBIE (POPMBI, a TAKKE HX COOTBETCTBYIOImNE cMecH. CoenHEeHNs U CIo-
co0OBbl, MpeACTaBICHHBIC B HACTOSIIEM JOKYMEHTE, BKIIOYAlOT BCEe LUC, TpaHC, cuH, aHTH, "entgegen" (E) m
"zusammen" (Z) U30MepHl, a TAKXKE UX COOTBETCTBYIOINE CMECH.

OTnenbHbIE CTEPEON30MEPHI MOIYYaloT ITPH HE0OOXOIMMOCTH CIIOCO0aMH, TAKMMHU KaK CTEPEOCENCKTHBHBIH
CHHTE3 W/MJIM pa3/ielieHHe CTEPEOM30MEPOB C MMOMOIIBIO XUPAIBHBIX XpoMaTorpaduueckux KojaoHOK. CoriacHo
HEKOTOPHIM BapHaHTaM OCYILIECTBICHHUS WHTMOWUTOPHI ayTOTAaKCHHA MOJYYalOT B BHJAE MX OTACIBHBIX CTEpeo-
U30MEpOB ITyTE€M OCYLIECTBICHMS PEarMpOBAaHUS PALEMHUYECKON CMECU COEAMHEHHS C ONTUYECKH aKTUBHBIM
PacTBOPSIOLINM CPEACTBOM C 00pa30BaHHEM ITaphl TUACTEPEOM3OMEPHBIX COCTUHEHUI/CONet, pa3eleHns Tua-
CTEPEOMEPOB U M3BJICUCHUS ONTHIECKH YHCTHIX YHAHTHOMEPOB. COTTaCHO HEKOTOPHIM BapHaHTaM OCYIIIECTBIIE-
HUS pa3JesicHIe YHAHTHOMEPOB BBIMTOJHSIOT C HCIOIH30BAHUEM KOBAJICHTHBIX THACTEPEOMEPHBIX MPOU3BOIHBIX
MHrUOUTOPOB ayToTakcuHa. COTTacHO JPYroMy BapuHaHTY OCYIIECTBICHHUSA JHACTEPEOMEPHI Pa3ACIIAIOT METOIH-
KaMU OTJIEJICHUs/pa3ieNieHHsI HA OCHOBAHWHM Pa3sHHIEI B pacTBopuMocTH. COrtacHO APYTHM BapHaHTaM OCYIIe-
CTBJICHUS pa3JieliCHIE CTEPEON30MEPOB BHIMOIHSIIOT ITyTEM XpoMaTorpaduu Wim myTeM 00pa3oBaHHS JUacTepe-
OMEpHBIX COJICH M pa3zeleHHs C IOMOIIBI0 NEePeKPUCTAIUIN3AINHY, I XpoMaTorpapuu, WM KaKOoH-THO0 HX
komOuHanmu. Jean Jacques, Andre Collet, Samuel H. Wilen, "Enantiomers, Racemates and Resolutions", John
Wiley And Sons, Inc., 1981. CornacHo HEKOTOPHIM BapHaHTaM OCYIIECTBIECHHUSI CTEPEON30MEpHI MOJIYYaloT C
MOMOIIBIO CTEPEOCENEKTUBHOIO CUHTE3A.

CornacHO HEKOTOPHIM BapHaHTaM OCYLIECTBJICHHS WHTHONTOPHI ayTOTAaKCHHA IOJYYaloT B BHAE IpOJIe-
KapcTB. TepMuH "mponekapcTBo" OTHOCHTCSA K CPEACTBY, KOTOPOE MPEBpAllaeTCs B UCXOAHOE JIEKaPCTBEHHOE
cpencto in vivo. IlponekapcTBa MPUMEHSIOT 9acTO, TIOCKOJIBKY B HEKOTOPBIX CITydasX MX BBOIHTH JIETUE, YEM
MCXOIIHOE JIEKapCTBEHHOE cpeacTBo. OHMU, HAPUMeEp, SBIISIOTCS OMOZOCTYIHBIMH IIPH IIEPOPATEHOM BBEICHHH,

-29 -



039684

TOT/Ia KaK UCXOJHOE CPEACTBO - HET. B KauecTBe MOMOHEHHS WM aJbTePHATUBBI IIPOJIEKAPCTBO TaKkke o01aga-
eT yNyYIICHHON PacTBOPUMOCTHIO B (papMaleBTUUCCKUX KOMITO3UIMSX MO CPABHCHUIO C MCXOJTHBIM JEKapCT-
BEHHBIM cpeacTBoM. CoriacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS pa3padOTKa MPOJIEKapCTBa ITOBBIIIAET
3¢ (eKTHBHOCTh PACTBOPHMOCTH B Boje. HeorpaHMYMBAIOIINM IMPUMEPOM IPOJIEKAPCTBA SBISETCS WHTHOUTOP
ayTOTaKCHHA, KOTOPBIH BBOJAT B BUJIE CIOKHOTO dupa ("mposnekapcTsa’), HO 3aTeM OH MeTabOJIMIECKH THIPO-
nI3yeTcs ¢ obecredeHrneM aKTUBHOTO coeanHeHus. CIIeAyIONNM PHIMEPOM MPOJIEKAPCTBA SBISETCS KOPOTKHHA
nenTu 1 (TTOJTMaMUHOKHUCIIOTA), CB3aHHBIM C KHUCIOTHOM TPYMITON, P 3TOM TENTHA MeTaboIM3upyeTcs ¢ odec-
TeYeHHeM aKTHBHOTO (pparmenTta. CorilacHO HEKOTOPHIM BapHaHTaM OCYIISCTBIICHHUS IMPH in Vivo BBEIECHUH
MPOJICKAPCTBO XUMHUYCCKUM ITyTEM MPEBPANIACTCsS B OMOJOTHYCCKH, (DapMalEBTHUCCKU WU TEPaICBTUUCCKU
aKTUBHYIO (GopMmy coeauHeHHs. COTTaCHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MPOJICKAPCTBO (hepMEHTa-
TUBHO METa0OJIM3UPYETCS OTHOM(OMHUM) WM HECKONBKMMH CTaJWAMHU WIH TMPOIECCAMU 10 OUOJIOTHYCCKH,
(hapMaleBTHYCCKH WIH TCPATICBTHICCKH AKTUBHON (POPMBI COCTUHCHHS.

[IponekapcTBa HHTHOUTOPOB ayTOTAKCUHA BKIIOYAIOT B ce0st 0€3 OrpaHUYCHUS CIOXKHBIC d(QUPHL, 3PUPHI,
KapOOHATHI, THOKAPOOHATHI, N-aIMIIbHBIC MPOU3BOAHEIC, N-aIMIIOKCHAIKIIIFHBIC TPOU3BOIHBIC, YCTBEPTHYHBIC
MIPOM3BOIHBIC TPETUYHBIX aMHHOB, N-0cHOBaHUS MaHHIXa, ocHoBaHu [lIndda, aMHUHOKHCIOTHBIE KOHBIOTATHI,
cioxHble 3Qupbl GochopHO KUCTOTH B CyIb(HOHATH CIOXKHBIX 3QupoB. Cm., HanpuMmep. Design of Prodrugs,
Bundgaard, A. Ed., Elseview, 1985; Method in Enzymology, Widder, K. et al., Ed.; Academic, 1985, vol. 42, p.
309-396; Bundgaard, H. "Design and Application of Prodrugs" in A Textbook of Drug Design and Develop-
ment, Krosgaard-Larsen and H. Bundgaard, Ed., 1991, Chapter 5, p. 113-191; u Bundgaard, H., Advanced Drug
Delivery Review, 1992, 8, 1-38, kaxxaast u3 KOTOPBIX BKIIOYEHA B HACTOSIIHUNA TOKYMEHT TIOCPEACTBOM CCHUIKH.
CoriacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS THIPOKCUIBHYIO TPYIITY B COCIUHCHHSIX, PACKPHIBAEMBIX B
HACTOSIIEM JOKYMEHTE, HCIOJB3YIOT Ui 00pa30BaHUs TPOJCKAPCTBA, MPH STOM THAPOKCHIBHYIO TPYIIILY
BKITIOYAIOT B ANMJIOKCHAIKUIOBBIA 3(QHpP, ATKIIOKCHKAPOOHWIOKCHATKUIOBBIH CIOXHBIN 3(QUp, aTKUIOBBINA
CJIOKHBIH 3()Up, apUIIOBBIM CIOXHBIA 3(Up, CIOXKHBIA 3hup GocdopHON KHUCIOTHI, CIOXKHBIN 3up caxapos,
3¢up u T.1. COrNIacCHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS THAPOKCHIBHAS TPYMIa B COCTUHCHHUSIX, pac-
KPBIBa€MBIX B HACTOSIIEM JTOKYMEHTE, SBIISICTCS MPOJIIEKAPCTBOM, IIPH 3TOM THAPOKCHII 3aTeM MeTaboInu3nupyeT-
¢ in vivo ¢ obecriedeHreM TpyIIbsl KapOOHOBOM KUCIOTHL. COTJIaCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS
KapOOKCHIILHYIO TPYIITY HCIIONB3YIOT ISl 00eCTIeUeH s CIIOKHOTO dhupa Wik amuza (T.e. poJieKapcTBa), Ko-
TOPBIN 3aTeM METabOM3UPYETCs in Vivo ¢ obecriedeHreM rpyIbl KapOoHOBOH KUCI0Th. COracHO HEKOTOPBIM
BapHaHTaM OCYIIECTBICHUS MHTHOUTOPHI ayTOTAKCHHA MOYyYaroT B BHJIE MPOJEKAPCTB AIKHIOBOTO CIIOXKHOTO
a¢upa.

IIponekapcTBeHHBIC (HOPMBI ONMCHIBACMBIX B HACTOSIIEM JOKYMCHTE COCTUHCHUH, IIPU 3TOM IPOJICKapCT-
BO METa0OJIM3UPYETCS in VIVO ¢ 00CCIIeYeHUeM MHTHOUTOpPA ayTOTAKCHHA, KaK M3JI0KEHO B HACTOSIIEM JIOKY-
MEHTE, BKIIFOUCHBI B 00beM (HOpMYIBl H300peTeHUs. B HEKOTOPBIX CiTydasiX HEKOTOPHIC U3 ONKCHIBAEMBIX B Ha-
CTOSIIIEM JTOKYMEHTE COCIMHEHUH SIBIISIOTCS MPOJICKAPCTBOM JUIS JPYrOro MPOW3BOJHOTO WM aKTUBHOTO CO-
€/INHEHUSL.

CornacHo JAOTOJTHHUTEIFHBIM I CIICAYIOIIAM BapHaHTaM OCYIIECTBICHHS HHIHOUTOPHI ayTOTaKCHHA Me-
TabOMU3NPYIOTCS TIPHU BBEJCHUHN B OPTAHHU3M B CIIydae HEOOXOIMMOCTH ¢ 0OECTIeUeHHEM MeTa0O0JINTa, KOTOPBIH
3aTeM UCIIONB3YETCS LISl TTOJydeHUs skesaeMoro 3¢ (deKTa, B TOM YHUCIIE JKeIaeMOro TepareBTHIeckoro 3¢ dex-
Ta.

Tepmur "MeTabouT" HHTHOUTOpA AyTOTAKCHHA TIPEJICTABISIET COOOH MTPOU3BOIHOE TOTO COSAMHEHUS, KO-
Topoe obpasyeTcs Mpy MEeTa0OIM3UPOBAHNN COSTMHEHUS. TepMUH "aKTUBHBIN MeTabOIHUT" OTHOCUTCS K OHOJIO-
THYECKN aKTHMBHOMY MPOHM3BOJHOMY COEAMHEHUS, KOTOpoe oOpasyeTcs Nmpu MeTaOOIM3MPOBAaHUU COCTUHEHHS.
Hcnone3yemblii B HACTOSIIIEM JOKYMEHTE TEPMHH "METa0OJM3UPOBAHHBIH" OTHOCHUTCS K CyMME IPOIECCOB (B
TOM YHcie 03 OrpaHHYCHHS THIPOJU3HBIX PEaKIUi U peakluil, KaTalu3upyeMbIX (PepMEHTaMHu), C MTOMOIIBIO
KOTOPBIX KOHKPETHOE BEIIECTBO M3MEHSETCS B opraHu3Me. TakuMm o0pa3oM, epMEHTHI MOTYT OCYIIECTBIISTH
cnenu(uIecKue CTPYKTYPHBIC H3MEHEHUS B coequHeHnu. Hampumep, nutoxpom P450 katanmusupyeT psn oKuc-
JUTEIBHBIX ¥ BOCCTAHOBHUTENBHBIX PEAKIHH, TOTIa Kak ypunuHandochaTrirokypoHuaTpanchepassl KaTalu3u-
PYIOT IEPEHOC aKTUBUPOBAHHON MOJIEKYIBI TIIIOKYPOHOBOM KHCIIOTH B ApOMaTHUECKUE CITUPTHI, aln(aTHIECKIe
CHHPTHI, KapOOHOBBIE KHCIIOTHI, aMHHBI I CBOOOAHBIC CYNb()rUIpHUILHBIE TPYIIEL. MeTaOoIuTH COeNNHEHUH,
PacKphIBAEMBIX B HACTOSIIEM JOKYMEHTE, HEOOs3aTeIbHO MACHTU(QHUIHPYIOT JIHOO IyTeM BBEICHHS COCAUHE-
HHUH XO35MHY 1 aHaJIM3a 00pa3IoB TKaHM XO3iWHA, JIN0O ITyTeM WHKYOAI[ COSANHEHUH C MIEYCHOYHBIMHU KJIET-
KaMH in vitro ¥ aHaIM3a MOJIYYCHHBIX B Pe3yIbTaTe COSTUHEHHH.

HexoTopas TepmuHoorusi.

Ecnu He ykazaHO WHOe, CIIeIyIOIINE UCTIONB3yeMble B HACTOSIIEH 3assBKE TEPMUHBI UMEIOT OIIPEEIICHNUS,
NpUBEJICHHBIC HIDKe. [IpuMeHenne TepMuHa "BKiIIoYaonmi B ceds", a Takxke Apyrux GopM, Takux Kak "BKIIO-
yath B ce0s", "BKitouaeT B ceOs" 1 "BKIIOYAroT B ce0s1" HE SBISETCS OrPaHWYMBAIOIIUM. 3arojoBKH Pa3/elioB,
UCIIOJIE3YEMBIX B HACTOSAIIEM JOKYMEHTE, CIIY)KaT UCKIFOUUTEIFHO OPTaHU3AIMOHHEIM [IEJISIM M HE MpeaHa3Ha-
YCHBI OTPAaHUYHBAThH OITMCHIBACMBIH 3asBIIIEMBIA O0BEKT.

TepmuH "mpuemiieMblii" B OTHOLIEHHUH COCTaBa, KOMIIO3ULMU WIM MHTPEIHUEHTAa, UCHOJIb3YeMbIX B Ha-
CTOSIIEM TOKYMEHTE, O3Ha4aeT OTCYTCTBHE ITOCTOSTHHOTO BPEIHOTO BIIMSHHS Ha OOIIee COCTOSHHE 3I0POBBS
CyOBeKTa, MOAJIeIKAIIETO JICICHHUIO.
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Hcnonp3yeMslil B HACTOSILEM AOKYMEHTE TEpPMUH "MOAYIHUPOBaTh" O3HauaeT B3aUMOJCHCTBUE C LENBIO
100 HEMOCPEACTBEHHO, TMO0 OMOCPEOBaHHO C M3MEHEHHUEM aKTHBHOCTH 1I€JIH, B TOM YHCJIC HCKITIOYUTENFHO B
Ka4ecTBE IIpUMepa C YCUICHHUEM aKTUBHOCTH I€JIH, C MHTHOMPOBAaHHEM aKTHBHOCTH LIEJH, C OTPAaHUYEHHUEM aK-
THUBHOCTH LIEJIU WM C MIPOJUICHUEM aKTUBHOCTH LIEIIH.

Hcrmonb3yeMblii B HACTOSIIIEM JTOKYMEHTE TEPMUH "MOAYIATOP" OTHOCHUTCS K MOJIEKYJIEe, KOTOpas B3anMO-
NIEUCTBYET C IIeNbI0 OO0 HETOCPEICTBEHHO, MO0 OMOCPENOBaHHO. B3anmMopeicTBus BKIIOYAlOT B ceds Oe3
OTPaHUIEHUSI B3aNMOJCHCTBHS arOHNUCTA, YaCTUYIHOTO arOHUCTa, 0OPATUMOTO arOHUCTA, AHTArOHUCTA, IECTPYK-
Topa Wi uX KoMOuHaIwmi. CoraacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUSI MOIYJISATOPOM SIBISICTCSI aHTAro-
HHCT. COrIacCHO HEKOTOPHIM BapHaHTaM OCYLIECTBIICHUS! MOLYJISITOPOM SIBIISIETCS IECTPYKTOP.

Hcnonp3yeMmsle B HACTOAIIEM JOKYMEHTE TEpPMUHBI "BBOIUTH", "mpuMeHeHue", "BBefeHue" U T.I. OTHO-
cATCSL K croco0aM, KOTOpBIE MOTYT OBITh MCIIOJI30BAHbI [UIsi 0OECTIEYeH!s JOCTABKU COCAMHEHUH MM KOMIIO-
3HUIUHA B JKEJIAEMBIH y4acTOK OMOJIOrHMYecKoro aeicTBus. Takne crocoObl MpeaycMaTpHBaOT 03 OrpaHUYCHUS
HepopajbHble MyTH, MHTPAAyOAEHAIbHbIE MYTH, MapeHTEPAIbHYI0 HHBEKIHIO (B TOM YHCJIE BHYTPHBEHHYIO,
MOAKOXKHYIO, BHYTPHIIEPUTOHEAIBHYIO, BHYTPHUMBIIICYHYIO, BHYTPHUCOCYIUCTYIO WM HH(Y3UIO), MECTHOE H
pextanpHOe BBeneHHe. CrenuanicTaM B JaHHON 00JIaCTH U3BECTHBI METOJUKH BBEICHUS, KOTOPbIE MOTYT OBITh
UCIIONIb30BaHbl C COCOMHEHUAMH M CIIOCO0aMH, ONMCHIBAEMBIMU B HAcTOAMIEM A0KyMeHTe. COrinacHO HEKOTO-
PBIM BapHaHTaM OCYIIECTBICHUS COSANHEHUS M KOMIIO3UINH, ONMCHIBAEMBIC B HACTOSIIEM JAOKYMEHTE, BBOASAT
HEePOPATBHO.

Hcmonb3yeMble B HACTOSIIEM JOKYMEHTE TEPMHHBI "COBMECTHOE BBEJCHHE" WM T.TI. OXBaTHIBAIOT BBEJIC-
HHE BBIOPaHHBIX TEPANIEBTUUECKHX CPEICTB OJHOMY OOJIIBHOMY M BKIIIOYAIOT PEKUMBI JICUCHHUS, TIPU KOTOPBIX
Cpe/CTBa BBOJAT OJJHAM M TE€M K€ WIIM HHBIM ITyTEM BBEJCHUS MO0 OJHOBPEMEHHO, TNOO B Pa3HOE BPEMSL.

Hcnonp3yemble B HAcTOSIIEM JOKYMEHTE TEPMHHBI "I((QEKTUBHOE KOJMYECTBO" WIHM "TEepaneBTUUECKH
3¢ PeKTUBHOE KOJIMYECTBO" OTHOCSTCS K JOCTAaTOYHOMY KOJIMYECTBY CPEACTBA MIIM COCIAMHEHHUSI, IT0ICKAIIIETO
BBE/ICHHIO, KOTOpOEe OyzneT o0jeryarb JO HEKOTOPOH CTENEHH OJWH MM HECKOJBKO CHMITOMOB 3a00JIeBaHUS
WM COCTOSTHUSL, TIOJICIKAIIETO JICYEHHI0. Pe3ysibraT BKIIIOUaeT B ce0sl CHIDKCHNE W/WIIH 00JIeTYeHIe TPU3HAKOB,
CUMIITOMOB WJIM TIPUYMH 3a00JIeBaHUS WJIM KaKOTO-TMOO APYroro KeJaeMoro oOJerdeHuss B OMOJIOTHYECKON
cucteme. Hanpumep, tepmuH "3¢h(eKTHBHOE KOMWYECTBO" IUIsI TEPANIEBTHUESCKUX TMPUMEHEHUH MPEACTaBIIsSET
c000i1 KOJIMYECTBO KOMIO3HUIINH, COACPIKAIIECH COeINHEHUE, PACKPBIBAEMOE B HACTOAIIEM JOKyMEHTE, HEOOXO-
JUMOE JUT 00eCTIedeHUs] KIMHUUECKH CYIIECTBEHHOTO YMEHBIIEHHUS CUMITOMOB 3a0oneBanus. COOTBETCTBYIO-
mee "3QPpeKTUBHOE KOTMUYECTBO" B IIOOOM OTIEIHHOM Clydae HeoOsS3aTeIbHO ONPEACIISIOT ¢ UCTIOIB30BaHUEM
METOJIUK, TAKUX KaK UCCJIECOBAHNE C TIOBBIIIIEHUEM JIO3bI.

Hcnonp3yeMsle B HACTOALIEM JOKYMEHTE TEPMUHBI "yCHUINBaTh" WM "ycuaeHHe" 03HAuaroT MOBBIIICHUE
WM TIPOJIOHTUPOBaHKUE JTHO0 3(PPEKTUBHOCTH, MO0 MPOJOILKUTEIBHOCTH kenaeMmoro 3¢ ¢exra. Takum obpa-
30M, B OTHOIICHHUU ycwiIeHHs 3¢ dexTa TepaneBTHUECKUX CPEACTB TEPMHH "yCHIICHHE" OTHOCHUTCS K CIIOCOOHO-
CTH TIOBBIIIATH WJIM HPOJIOHTUPOBATH JINO0 3 (HEKTUBHOCTD, MO0 IPOAOIKUTEIBHOCTS d(PPeKTa Ipyrux Tepa-
MEBTUYECKHUX CPE/ICTB B CHCTEME. Vcnonb3yeMblii B HAaCTOSAIIEM JOKYMEHTEe TepMUH "ycunmBaromniee 3¢ GeKTrB-
HOE KOJIMYECTBO" OTHOCHTCSI K KOJIMYECTBY, aJIeKBaTHO YCHWIMBAIOIIEMY 3(P(GEKT Ipyroro TepaneBTHYECKOTO
CPEZCTBA B JKEJIAEMOH CHCTEME.

Hcmonb3yeMblii B HACTOSIIIIEM JTOKYMEHTE TepMHUH '"(papMalneBTHIecKass KOMOMHANMA" O03HAYaeT MPOIYKT,
KOTOPBIH SIBJICTCS PE3YJIbTATOM CMEIIMBAaHUA WM 00BbEIUHEHHS O0see 4YeM OJHOTO aKTUBHOTO MHTPEIUCHTA U
BKJIIOYACET B ce0sl Kak (PMKCUPOBAHHBIE, TaK 1 HE(PUKCHPOBAHHBIE KOMOWHAIIMY aKTHBHBIX MHIPEIUCHTOB. Tep-
MUH "(QUKCHpOBaHHAS KOMOWHAINA" O3HAYAET, YTO aKTUBHBIC MHTPEAUCHTHI, HAPUMEP UHTHOUTOP ayTOTaKCH-
Ha WK ero (papMaleBTHYECKN IPHEMIIEMYIO COJIb U COITYTCTBYIOIIEE CPEICTBO, BBOST OOIEHOMY OJJTHOBPEMEH-
HO B (popMe OIHO¥ eMHUIIEI W J103MPOBKU. TepMuH "HeuKkcHpoBaHHAs KOMOMHAIMA" O3HAYAET, YTO aKTHB-
HblE MHTPEJUEHTHI, HAalpUMep MHIMOUTOP ayTOTAaKCHHA MM ero (hapMalleBTUUECKH MPUEMIIEMYIO COJIb M COITYT-
CTBYIOILIEE CPEJCTBO, BBOJAT OOJHLHOMY OIHOBPEMEHHO, NMapajlIeJbHO WM ITOCIIEOBATEIbHO Oe3 OIpeaeieH-
HBIX NPEIETbHBIX CPOKOB MEXIy HUMHM, IIPU ATOM Takoe BBeAeHHE oOecrieunBacT d(QEKTUBHOE COACPKAHUE
JIBYX COEAMHEHHWI B opraHmsme OosibHOTO. IlocnenHee Takke NMPUMEHUMO ISl KOKTEHIBHOW Teparuu, Harpu-
Mep Ul BBEJCHUS TPEX WK 00JIee aKTUBHBIX HHIPEIUECHTOB.

Tepmunb! "Habop" 1 "u3aenue" UCMONB3YIOT KAK CHHOHUMBI.

TepmuH "cyObekT" i "O0MpHON" OXBaTHIBAET MICKOTMTAIOIMNX. [I[pUMephl MICKOTIMTAIOIINX BKIIOYAIOT
B ceOst 0e3 OrpaHMUCHHMS JIIOOOTO MPEACTaBUTENS Kiacca MICKONMMTAIONIMX: JIOJAEH, OTIMYHBIX OT YEIOBEKa
MPUMATOB, TAKNX KaK IIUMIIAH3€, APYTHX BUAOB Y3KOHOCHIX 00€3bsSH M OTIMYHBIX OT Y3KOHOCHIX 00€3bsIH; CEllb-
CKOXO3SHICTBEHHBIX XHMBOTHBIX, TAKAX KaK KPYNHBIN POraThlii CKOT, JIOMIAAH, OBIIbI, KO3bI, CBUHBH; JOMAIIHUX
JKMBOTHBIX, TAKMX KaK KPOJIMKH, COOAKH W KOUIKH; JJaOOPATOPHBIX JKUBOTHBIX, B TOM YHCIIE TPHI3YHOB, TAKHX
KaK KpPBICBI, MBIIIIH U MOPCKHE CBUHKH, U T.II. COTJIaCHO OJJTHOMY acIeKTy MIICKOITUTAIOIINM SIBJISETCS YEIOBEK.

Hcnonp3yemsle B HACTOSIIEM JOKYMEHTE TEpMUHBI "neuuTs", "mpouecc edeHus" unu "nedeHue" BKIIO-
4aroT B ce0sl ociabiieHne, CMArYeHne WM O0JIerdeHre 10 MEHbLIEH Mepe OHOTO CHMIITOMa 3a00JIeBaHus WU
COCTOSIHUSI, MPEAYNPEKACHUE IOMOJHUTENBHBIX CHMIITOMOB, MHTHOWpOBaHME 3a00JICBAaHUS WM COCTOSHUS,
HarpyuMep T0/IaBJICHUE Pa3BUTHS 3a00JICBaHMUS WM COCTOSHHS, YCTpaHEHHE 3a00JIeBaHUs HIIM COCTOSHMS, obec-
MIEYCHNE PErpeccur 3a00JIeBaHMUs WM COCTOSHMS, yCTPAHEHHE COCTOSIHUS, BBI3BAHHOTO 3a00JICBAHUEM HIIH CO-
CTOSIHHEM, WM MPEKpPaIleHNe CUMITOMOB 3a00/I€BaHNS WIIM COCTOSIHUS MPO(MIAKTHYECKH W/WITN TepaneBTHye-
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CKH.

WurubupoBanue ayTOTaKCHHA.

CornacHo pa3IHMYHBIM aCHEKTaM B HACTOAIICM JTOKYMEHTE IPEICTABICHBI CIIOCOOBI MPEIyNPEKACHUS WITH
JieYeHUs 3a00JIeBaHs, HAPYIICHUS WM COCTOSHUS Y CyOBeKTa, Il KOTOPOro OyJeT Mojie3HO WHTHOWPOBaHKE
WIN CHIDKEHHE aKTHBHOCTH ayTOTaKCHHA, BKJIOYAIONINE BBEJCHHE CyOBeKTy MHruOmTopa ayrorakcuHa. Co-
TJIACHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS B HACTOAIIEM JOKYMEHTE IPEICTABIICHBI CIIOCOOBI CHIKCHHUS
AKTUBHOCTH ayTOTAaKCHHA B IUIa3Me Y CyOBeKTa MpH HEOOXOANMOCTH 3TOTO, BKIIOYAIOIINE BBEJCHHE TEPAIICB-
THYECKU 3P (HEKTUBHOTO KOJIMYECTBA HHTHOUTOpA ayTOTaKCHHA CyOBEKTY TIpH He0OX0oauMOoCTH 3Toro. CoriaacHo
HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS CyObEKT, HYKIAIOUIUICS B JICUCHHUH, CTPaacT 3a00JIcBaHHEM, HapyIIie-
HUEM WJIM COCTOSIHHEM, aCCOLMHUPOBAHHBIM C aKTUBHOCTHIO ayTOTaKCHHA. B HacTOsIEM JOKyMEHTE ONHCHIBA-
IOTCSI HCOTPaHUYHBAIOIIHE IPUMEPHI 3a00JICBaHUI, HAPYIICHUI U COCTOSHUIA.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHHS B HACTOSIIEM JOKYMCHTC OIMUCHIBAIOTCS CIIOCOOBI Jie-
YCHHS OJJHOTO WJIM HECKOJIBKHX COCTOSIHWM, 3a00JICBaHUIN W/WIH HApPYIICHUH Y YeTIOBEKa, BKIIIOYAIOIINE BBEIC-
HHUE MHTHOUTOpPA ayTOTAKCHHA, IPH TOM WHTHOUTOP ayTOTAKCUHA IMOIXOIMT JJIS BBEACHHUS YEIOBEKY IPU Tepa-
MEBTHYECKN PEJIEBAaHTHBIX /103aX MO MeHbmed mepe ¢ 50% WHTHOMpPOBaHWEM ayTOTAKCHHA IPH OCTaTOYHON
KOHIICHTPAIINH.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHHA B HACTOSIIEM JOKYMEHTE OIMCHIBAIOTCS CIIOCOOHI Jie-
YeHHUS OJHOTO WJIM HECKOJNLKHX COCTOSHUH, 3a00JeBaHUM W/WIM HApYIICHHH y CYOBEKTa, NMPH 3TOM CIOCO0
BKIIIOYAeT BBEICHHE HEKOHKYPEHTHOTO WHTHOWTOpa ayTOoTakcWHa. HeorpaHmumBaromupe NpUMEphl HEKOHKY-
PEHTHBIX HHT'HOUTOPOB ayTOTAKCHHA BKIIOYAIOT B ce0s1 coemmHeHne A 1 coequHeHue B.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHHS B HACTOSIIEM JOKYMEHTE OIMUCHIBAIOTCS CIIOCOOBI Jie-
YCHHSI OJJHOTO WJIM HECKOJIBKHX COCTOSIHWM, 3a00JICBaHUI W/WIH HAPYIICHUH y CyOBEKTa, BKIIFOYAIOIIUE BBEIC-
HUE MHTHOUTOpA ayTOTAKCUHA CYOBEKTY, IMPH 3TOM HHTHOUTOP ayTOTAKCHUHA Xapaktepusyetcs in vitro 1Csy uH-
rHOMpOBaHMS ayTOTakcHHA MeHee npuonmutensho 100, 50, 40, 30, 20 wau 10 HM. CortacHO HEKOTOPBIM TPH-
MepaM in vitro aHaTU3 MHTHOMPOBAHKS ayTOTAKCHHA BKIIIOYACT B ceOs aHAJH3, OIIMCHIBACMEBIA B TIpUMEpax.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUA B HACTOSIIEM JOKYMEHTE OIMCHIBAIOTCS CIIOCOOBI Jie-
YeHUS] OJHOTO WJIM HECKOJLKMX COCTOSHUH, 3a00J€BaHUM W/WJIM HApyIICHHH y CyOBEKTa, NMPH 3TOM CIOCO0
BKITIOYAET BBEICHHE WHTHOWTOpA ayTOTAKCHHA, TIPH 3TOM HHTHOUTOP ayTOTaKCHHA MPEINOYTHTEIEHO WHTHOH-
pyeT akTUBHOCTH ayToTakcuHa 1o cpaBHeHHio ¢ ENPP1, ENPP3, ENPP6 n/unu ENPP7. CormacHo HEKOTOPBIM
BapHaHTaM OCYIIECTBICHHUS HHTHOUTOP ayTOTaKCHHA, IPUMEHUMEBIN B CIIOCO0ax JICUeHUs, ONMMCHIBAEMBIX B Ha-
CTOsIIIIEM JTOKyMeHTe, Xapakrepusyercs [Csy ans marnoupoanust ENPP1, ENPP3, ENPP6 wim ENPP7 Goinee
npubnznTensHo 10, 20 wn 100 MKM B in vitro aHanmu3e, B KOTOPOM M3MEPSIOT TaKyl0 aKTUBHOCTh. B TakoM in
vitro aHanmse coequHeHue A u coenuHenue B nemonctpupoBanmu ICsy 6onee 10 MkM mist ENPP 1,3, 6 u 7.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHHS B HACTOSIIEM JOKYMEHTC OIMUCHIBAIOTCS CIIOCOOBI Jie-
YCHHsI OJTHOT'O WJIM HECKOJBKHX COCTOSHHM, 3a00JEeBaHUI W/WIM HApYIICHWHA y CyOBEKTa, MPU ITOM CIIOCOO
BKITIOYACT BBCJCHUEC HHTHOUTOPA ayTOTaKCHUHA, TPH 3TOM HHTHOUTOP ayTOTaKCHHA MO MeHbIIeH Mepe Ha 80, 90,
95, 96, 97, 98 nimu 99% cBA3BIBACTCS ILIA3MOM.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHS B HACTOSIIEM JOKYMEHTE OIHCHIBAIOTCS CIIOCOOBI Ipe-
IYTIPEXKACHUS WIIH JICUCHHUS OJHOTO WIJIM HECKOJBKUX COCTOSHUH, 3a001eBaHMil W/WiK HapyIIeHUH y CyOBeKTa,
TIPY 3TOM CITOCOO BKIIIOYACT BBEICHUE HHTMONTOpa ayTOTaKCHHA, IPH 3TOM HHTHOUTOP ayTOTAKCHHA BBHI3BIBAET
OCTPYIO WJIM XPOHHYECKYIO TOKCHYHOCTP B IedeHH. COrTacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS TOKCHY-
HOCTH B TICYEHU MOXET OBITh OIIEHEHA B IMOAXOJIINX in Vivo aHanm3ax. CorjlacHoO HEKOTOPBIM BapHaHTaM OCY-
IIECTBJICHUS TOKCHYHOCTh B IEUYCHU OLCHUBAIOT MYyTEM MOHHTOPHHTA KaKUX-THOO MOBBINICHUNA COJICPIKAHUSI
neueHOYHbIX MapkepoB ALT, AST, AlkP u Ounupy6buna. Hampumep, B HOAXOIAIIEM HCCICIOBAHUN TOKCHY-
HOCTh B TICUYCHU COOAKH COCIMHCHUE A IEMOHCTPHPOBATIO HEXKEIATSIEHOE MOBBIIICHUE TICYUCHOYHBIX MapKePOB,
TOra Kak coenuHenne B He neMoHcTpupoBano Takux 3¢@ekToB. CormacHo HEKOTOPHIM BapHAHTAM OCYIICCTB-
JIeHUs He HaOJIro/1a)Iy NoBkIIeHue eueHoYHbIX MapkepoB ALT, AST, AlkP u OunupyOuna amst coenunenus B
npu BBeAeHUU 10361 100 MI/KT Macchl Tella B TEYCHUE 5 CYTOK.

DapMareBTHIeCKHe KOMITO3UITHH.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS MHTHOUTOPHI ayTOTaKCHHA COCTABIIIOT B (papMarieBTH-
YecKre KoMIo3uiuu. dapMarieBTHIecKie KOMIO3HIINN COCTABISIOT TPAJAUIIMOHHBIM CIIOCOOOM C HCIIONIB30Ba-
HHEM OJHOTO WJIM HECKOJBKUX (papMameBTUUECKH MPHUEMIIEMBIX HEaKTHBHBIX WHTPEIUCHTOB, KOTOpPbIE 00Jer-
4ailoT 00pabOTKy aKTHUBHBIX COCTUHEHHH B MPENapathl, UCIONb3yeMblie (papMmarieBTudecku. COOTBETCTBYIOIIHNA
COCTaB 3aBHCUT OT BBEIOpaHHOTO MyTH BBeldeHH. KpaTkoe ommcanue GpapManeBTHICCKUX KOMIIO3HUIINH, OIHCHI-
BaeMBIX B HACTOSILEM JIOKYMEHTEe, HaXOAuTcs, Harpumep, B Remington: The Science and Practice of Pharmacy,
Nineteenth Ed (Easton, Pa.: Mack Publishing Company, 1995); Hoover, John E., Remington's Pharmaceutical
Sciences, Mack Publishing Co., Easton, Pennsylvania 1975; Liberman, H.A. and Lachman, L., Eds., Pharmaceu-
tical Dosage Forms, Marcel Decker, New York, N.Y., 1980; u Pharmaceutical Dosage Forms and Drug Delivery
Systems, Seventh Ed. (Lippincott Williams & Wilkins, 1999), BKIFOYCHHBIX B HACTOSIINNA JOKYMECHT ITOCPEICT-
BOM CCBUIKH U TAKOTO PACKPBITHSI.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS HHIHOUTOPHI ayTOTaKCHHA BBOIAT JHOO OTAEIHHO, JIU-
60 B xoMOMHaNIMH ¢ (papManeBTUUECKU NIPHEMIIEMBIMH HOCHTEIISIMH, BCIIOMOTATEIHBIMU CPEICTBAMU WM Pa3-
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OaBHUTEIIMU B (hapMaICBTHICCKON KOMIIO3UIIUH. BBeleHne HHTHOUTOPOB ayTOTAKCUHA M KOMITO3UIIHIA, OTIHCHI-
BacMBIX B HACTOAIIEM OKYMEHTE, MOXET OBITh OCYIICCTBICHO JIFOOBIM CLIOCOOOM, KOTOPBI 00ecreunBacT 10c-
TaBKY COCIMHEHUI Ha y4acTOK neiicTBusa. Takue crocoObl BKIIIOYAIOT 03 OrpaHWYCHHS JOCTABKY C ITOMOIIBIO
SHTEPAIBHBIX MyTeH (B TOM YHCIIE MEPOPATBHOTO, JKEIYA0YHOTO MM TyOJEeHAIFHOTO 30HA JJIS MUTAHUS, PEK-
TaJBHOTO CYNIO3UTOPHS M PEKTAIBHOW KJIM3MBI), TApEHTEPAIBHBIX MyTeH (MHBEKIMH WIIH HH(Y3UU B TOM YHC-
Jie BHyTpHApTEepUaIbHON, BHYTPUCEPACUHOM, BHYTPUKOKHOM, HHTPAyOIeHATLHON, HHTPAMEAYJUISIPHON, BHYT-
PHUMBIIIEYHOH, BHYTPUKOCTHOM, HHTpANIEPUTOHEATLHOH, BHYTPHOOOI0YETHOH, BHYTPUCOCYTUCTON, BHYTPHBEH-
HOW, WHTPaBUTPEATbHON, IMHUIYPaTbHOW M IMOAKOKHOW), WHTAISIIMOHHOTO, YPECKOXKHOTO, YPECCIU3UCTOTO,
MOBSI3BITHOTO, OYKKAIEHOTO W MECTHOTO (B TOM YHUCIIC HAKOKHOTO, BHYTPUKOKHOTO, KIIM3MOH, TIa3HBIMH Karl-
JISIMH, YITHBIMH KaIUIMHU, HHTPaHA3JILHOTO, BATHHALHOTO) BBEICHHS, XOTS HaHOOJee MOIXOIANINNA TyTh MO-
JKET 3aBUCETb, HAPUMEP, OT COCTOSIHUS M HapyIIeHHs peuurnuenTa. VCKIoYuTensHo B KauecTBe puMepa, UH-
THOUTOPHI ayTOTAKCHHA MOTYT OBITh BBEJICHBI JIOKAIBEHO B 30HY IPU HEOOXOJAMMOCTH JICUCHUS, HATIPUMED, ITy-
TEM JIOKAJIbHOW WH(Y3UH B XOJI¢ XUPYPTHUSCKOT'0 BMEIIATEIILCTBA, MECTHBIM HAHECCHHEM, HAIIPHMEp, KpEMaMHu
WK Ma3siIMU, UHbEKIIMEH, KaTeTepoM WM UMILUIAaHTOM. BBeieHHe TakKke MOKET BKIIIOUATh MPSIMYI0 HHBEKIIUIO B
Y9acTOK OOJBHBIX TKAHH WIIM OpPTaHa.

CornacHO HEKOTOPBIM BapHaHTAM OCYIIECTBICHUS (DapMaleBTHUECKHEC KOMITO3UINU, MOIXOIAIINE IS
MIepOPANTBEHOTO BBEICHUS, IPEACTABICHBI B BIIE AUCKPETHBIX SAWHUII, TAKUX KaK KalCyIbl, calle Win TablIeTKH,
KaXasi U3 KOTOPBIX COAEPIKHUT IMPEIBAPUTEIHFHO ONPEACICHHOE KOJMYECTBO aKTUBHOT'O WHTPENNCHTA; B BHUJE
TIOPOIIKA FIJIH TPAaHyIl; B BUAE pacTBOpa WIIM CYCIICH3MH B BOIHOM cpelie MM HEBOIHOM cpesie; Wil B BUAC KU~
KO# SMYJIBCHH MAacjo-B-BOJE WM KXHUIKOH dMYJIbCHH Boga-B-Macie. COrjlacHO HEKOTOPBIM BapHaHTaM OCYIIe-
CTBJICHUS aKTUBHBIA MHTPEIUCHT IPEICTABIICH B BHJIE OOJIOCA, JICKTyapHsl WK TACTHL.

®dapManeBTHYECKUE KOMIO3HIIUU, KOTOPBIE MOTYT OBITh HMCIOJIB30BaHBI MEPOPAIBHO, BKIIOYAIOT B CeOs
TaOJCTKH, TBEP/bIC KAICYJIbI, BHITOMHCHHBIC M3 JKEIATHHA, a TAaKXKE MATKHUE, 3aleyaTaHHbIC KarCyJibl, BBITOJ-
HCHHBIC U3 JKEJIATHHA U TUTACTU(PHUKATOPA, TAKOTO KaK TIIUICPUH WK copOuT. TadiaeTku MOTyT OBITh H3TOTOBJIC-
HBI IyTEM MPECCOBAHUA WIH (OPMOBAHHS, HEOOI3aTSIBPHO C OJHAM WJIM HECKOJIBKAMH BCIIOMOTATECIBHBIMY HH-
rpeaueHTaMH. IIpeccoBaHHBIC TAOIETKH MOTYT OBITH TIOJIYYEHBI ITyTEM IPECCOBAHMS B MOIXOMAIIEM YCTPOHCTBE
AKTUBHOTO MHTPEIUCHTA B CHITydel Gopme, Takoi Kak MOPOIIOK WM TPAaHyIIBI, HEOOS3aTEIFHO CMEIIIAHHOTO CO
CBSZYIOIINMH, HHEPTHBIMH Pa30aBUTEISIMU HIIH CKOJIB3SIIIIMH, TIOBEPXHOCTHO aKTHBHBIMH WIIA JAUCIIEPTHUPYIO-
muUMH cpeacTBaMi. @OpMOBaHHBIE TAOJIETKH MOTYT OBITh TONYYEHBI ITyTeM (POPMOBAHHS B MOIXOMSAIIEM YCT-
POWCTBE CMECH TMOPOIIKOOOPA3HOTO COEOMHEHWS, CMOUYSHHOTO HHEPTHBIM KHIKAM paszbasureneM. CoriacHO
HEKOTOPBIM BapHaHTaM OCYIIECTBICHHA TaOJIETKH MOKPHIBAIOT WIIM BEIMOIHAIOT HACEUKY M COCTABISIOT Tak,
YTOOBI 00ECICUYNTh MEJICHHOS WM KOHTPOJHPYEMOE BHICBOOOXKICHHE aKTHBHOTO WHTpEAMCHTA U3 Hee. Bce
COCTaBbI AJIsl IEPOPATILHOTO BBEJACHUSI JOJDKHBI UMETh JJO3UPOBKH, MOIXOSLINE JIsl TAKOTO BBEACHUS. TBepAbIe
KarcyJibl MOTYT COJIEP>KaTh aKTHUBHbIE UHIPEJUEHTHI B CMECH C HANIOJHUTENIEM, TAKUM KakK JIAKT03a, CBA3YIOIIU-
MU, TAKAMH KaK KPaxMallbl, W/IIU CKOJB3SAIIAMU CPEICTBAMH, TAKUMH KaK TaJbK WU CTEapaT MarHus, U HeoOs-
3aTeNbHO CTA0MIN3aTOpaMu. B MSTKUX Karcyliax aKTHBHBIC COCAMHEHUSI MOTYT OBITh PACTBOPCHBI HITU CYCIICH-
JUPOBAHBI B IMOJXOMSIIUX KHUIKOCTAX, TAKUX KaK HEJICTyYyUe Macla, KUAKUA mapaduH WU KUJKHE TOJIHITH-
nenrnukond. CoriacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS T00ABISIIOT CTaOMIM3aTOpHL. JpakupoBaHHBIC
aapa 00ecreunBalOT MOIXOMAIIMMA TTOKPBITHAMU. {71 3TOH 1ienm MOTyT OBITH WCIOJB30BAHBI KOHIIEHTPHUPO-
BaHHBIC PACTBOPHI CaXxapoB, KOTOPHIE HEOOS3aTEIIFHO MOTYT COAEP)KaTh apaBHUICKYIO Kamellb, TajbK, TOJIHBH-
HIITUPPOIUIOH, KapOOIIOIOBBIN T'ellb, OTMATHIICHTIINKOIb W/MITH JHOKCHA THTaHa, PACTBOPHI JTAKOB M ITOAXO-
JIIMe OpraHWYeCKUe PaCTBOPHUTENN MIIM CMECH pacTBopuTeneil. MoryT OBITh JOOAaBIICHB! KPACUTEIH WIIN ITHT-
MEHTHI B TaOJICTKH WU JPAKUPOBOYHBIC MTOKPBITHS ISl UACHTH(DHUKALINN WIH IS XapAKTEPUCTUKU PA3ITUIHBIX
KOMOUWHAIIMI 103 aKTHBHOTO COCINHCHUS.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS (hapMalCBTHYCCKUEC KOMITO3UITUH COCTABJISIOT JJIS Ta-
PEHTEpaTBbHOTO BBEACHUS IYTEM WHBEKIIMH, HAIPUMEP IMyTeM OOJIFOCHOW WHBEKIUU WM HEMpPephIBHOU UH(DY-
3un. COCTaBHI AJIs1 MHBEKIIMU MOTYT OBITh MPEICTABICHEI B CAMHUYIHON JO3UPOBAaHHON (hopMe, HAIIpUMEp B aM-
MyJaxX WX B MHOTOIO30BBIX KOHTCHHEpaxX, ¢ JOOABICHHBIM KOHCEPBaHTOM. KOMIO3HMIIMK MOTYT MpPUHUMATH
Takre OPMBI KaK CYCIICH3WMHU, PACTBOPHI WM SMYJIHCHH B MACISHBIX MM BOIHBIX CpPeIaxX-HOCUTEISIX U MOTYT
COZIepXKaTh BCIIOMOTATENbHBIE CPEACTBA, TaKHe KaK CYCICHAMPYIOIINE, CTaOMIN3UPYIOMKEe W/HIN JUCIEpPTH-
pytomtue cpeactsa. KomMmosummm MoryT OBITh MPEICTABICHB! B OJTHOJO30BBIX FIJIM MHOTO/I030BBIX KOHTEHHEpax,
HaIpUMep 3alleyaTaHHBIX aMITyllaX U (pJIakoHaX, U MOTYT XPaHHUTHCS B IOPOIIKOBOM (OpMe WK B BBHICYIIEHHOM
BBEIMOpaXMBAaHUEM (JIMOPUIN3UPOBAHHOM) COCTOSIHUH, TPEOYIOIIEM TOJIBKO JOOABICHHS CTEPHUIIHHOTO JKHUIKOTO
HOCHUTENS, HampuMep (HU3MOJIOTHYECKOTO PAcTBOPA MM CTEPHJIBHOW alMpOTEeHHON BOMBI, HEIIOCPEICTBEHHO
nepes; MPUMEHEHHEM. DKCTEMITOPANTbHBIC UHBEKIIMOHHBIC PACTBOPHI M CYCIICH3UU MOTYT OBITH MOJIYYCHBI U3
CTEPUIILHBIX ITOPOIITKOB, TPAHYJ U TA0JIETOK paHee OMMCAHHOTO BHJIA.

dapmareBTHUCCKUE KOMITO3UIHH TSI IAPCHTEPATbHOTO BBEACHUS BKJIFOUAIOT B CeOs BOJAHBIC M HEBOJIHBIC
(MacnsHBIC) CTepUIIbHBIC WHBEKIIMOHHBIC PACTBOPHI AKTUBHBIX COCAMHCHHN, KOTOPHIE MOTYT COJCPKATh AHTH-
OKCHJIAHTHI, Oy(depbl, 0AKTEpUOCTATHKH W PACTBOPCHHEBIC BEHICCTBA, KOTOPBIC ICNAIOT COCTaB M30TOHHUYHBIM
KpPOBH MPEIINOIaraeMoro pelunuenTa; a TakKe BOJAHbIE U HEBOJHBIE CTEPUIIbHBIE CYCIIEH3UH, KOTOPHIE MOTYT
BKITIIOYATh B ce0s CyCIIEHANPYIOIINE CPEACTBA U 3aryCTHTENH. [loaxonsamue TUnoGHIbHEIE PACTBOPUTENH HITH
CPEIBI-HOCHUTEH BKIIFOYAIOT B ce0sl HENIETY4IHe Maciia, TAKHE KaK KyHKYTHOE Maclio, MM CHHTETHIECKHE CII0XK-
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HBIC 3(DUPBI )KUPHBIX KHUCIIOT, TAKUE KAaK ITHIIONEAT VI TPUTITHIICPHUIBI, WM JUIIOCOMBI. BOTHBIC WHBEKIIMOH-
HBIC CYCIICH3UHM MOTYT COJACPIKaTh BEIICCTBA, KOTOPHIC YCHIIMBAIOT BA3KOCTh CYCIICH3MH, TAKUE KaK HATPHUS Kap-
OOKCHMETIIIIIEIUTION03a, COPOUT MM AeKcTpaH. HeoOs3aTeIbHO CyCIIeH3Us TaKXKe MOXKET COAEPIKATh MOIXOIS-
mue cTabmIN3aTophl MIIH CPECTBA, KOTOPHIC YCHIMBAIOT PACTBOPUMOCTh COSIMHEHUH I 00ecIeueHus Moy-
YeHHS BRICOKOKOHIICHTPHPOBAHHBIX PACTBOPOB

dapmaneBTHIECKNE KOMITO3UIIMH TaKKe MOTYT OBITh COCTABJICHBI B BHJE JeNO-TpenapaTa. Takue coCTaBbl
JUTATENIFHOTO NIEHCTBUSA MOTYT OBITh BBEIICHBI ITyTEM WMIUIAHTAIWH (HATIPHIMEp, TIOAKOKHO WM BHYTPUMBIIICY-
HO) WJIM ITyTe€M BHYTPHUMBIIICYHON HHbEeKIHU. Takum 00pa3oM, HapuMep, COeTUHEHNS MOTYT OBITh COCTaBIIe-
HBI C MTOIXOASAIIMMHE MTOJIMMEPHBIMU WK THAPOGOOHBIMU MaTeprataMu (HalpuMep, B BUAC SMYIbCHU B TIPHEM-
JIEMOM MacJjIe) WU HOHOOOMCHHBIMH CMOJIAMY, FJTH B BUJIC YMEPEHHO PACTBOPUMBIX TPOU3BOIHEIX, HAIIPUMED B
BUJIC YMEPCHHO PAaCTBOPUMOM COJIH.

JInst OYKKaIIbHOTO WJIH MOIBSI3bIYHOTO BBEACHUS KOMIIO3UIIUN MOTYT IIPUHUMATh (POPMY TaOJIETOK, JICACH-
[[OB, TIACTHJIOK WJIHM TeJICH, COCTaBICHHBIX TPAJIUIMOHHBIM 00pa3oM. Takue KOMIO3HUIMH MOTYT COACPIKATh aK-
TUBHBII HHIPEIAUCHT CO BKYCOBOW OCHOBO#, TAKOW KaK caxapo3a M aKalueBasi KaMeIb WIH TParakaHT.

dapmaneBTHIECKHNE KOMIIO3HINU TaKXKe MOTYT OBITh COCTABJICHBI B PEKTAIbHBIE KOMITO3HUIINH, TAKUX KaK
CYIIIIO3UTOPUH WIIH yIIECPKUBAIOIINE KIM3MBI, HAIPIMEP, COACPIKaIINe TPaIHIIMOHHBIE OCHOBBI IS CYIIIO3HUTO-
pHsL, TAKHE KaK Maclio Kakao, IMOJMATHIICHIJINKOJIb WITH IPYTHE TIHIECPHIBL.

®DapMareBTHYECKHe KOMIIO3UITNH MOTYT OBITh BBEICHBI MECTHBIM ITyTEM, T.€. IIyTeM HECHCTEMHOTO BBe-
JIeHHUA. JTO MpeaycMaTpUBaeT HaHECEHNE MHTMONTOPa ayTOTAKCHHA B COOTBETCTBHH C HACTOSIINM M300peTeHH-
€M BHEIIHAM 00pa3oM Ha SMUAEPMHUC WIH OYKKaJIBHYIO MOJOCTh W 3aKalbIBaHHE TAKOTO MHTHOWTOpa ayTOTaK-
CHHA B yXO, TJIa3 ¥ HOC TaK, YTO COCIUHCHUE MOMAIacT B KPOBOTOK HE 3HAYUTENHLHO. HanmpoTuB, CHCTEMHOE BBE-
JICHHE OTHOCUTCS K TIEPOPAIIbHOMY, BHYTPUBCHHOMY, HHTPAICPUTOHCATEHOMY U BHYTPHUMBIIICYHOMY BBEJIC-
HUIO.

®dapManeBTHYECKUE KOMITO3UIINH, TOAXOSIINE UIST MECTHOTO BBEICHUS, BKIIIOYAIOT B CeOS )KUIKUC WITH
MOJYXKHUIKAC MPETapaTsl, MOAXOSIIUE I MPOHUKHOBEHUS Yepe3 KOXKY B yUaCTOK BOCHAJICHHS, TAKHAE KaK Te-
T, TAHAMEHTHI, JJOCBOHBI, KPEMBI, Ma31 WM ITACTHl U KAaIUTH, TIOAXOIAIINE U1 BBEICHHS B TJIa3, YXO WM HOC.
AKTHBHBI HHTPEIUECHT MOXET COCTAaBIATE s MecTHOro BBeaeHus ot 0,001 no 10% mac./mac., Hammpumep, ot |
110 2% OT Macchl COCTaBa.

®DapMarneBTHYECKHe KOMIIO3UITNH U BBEJICHHS MHTAIIMEH yI00HO IOCTAaBIATh M3 MHCYy(diiTopa, ar-
PO30JBHBIX 0AJIIOHOB, HAXOMSIIMXCS O] TABJICHUEM, N JPYTUX YIAOOHBIX CPEICTB JOCTaBKU a’po3ois. bai-
JIOHBI, HAXOISIINECS TI0 JaBIEHHUEM, MOTYT COAEP)KAaTh MOIXOIIIININ Ta3-BRITECHUTENb, TAKON KaK JUXJIOPIU}-
TOPMETaH, TPUXJIOP(PTOpPMETaH, AUXIOPTETPaQTOPITaH, MUOKCH] YIIEpoaa WK APYrod MOAXonsAmuil ras. B
ciTydae HaxOJSIIErocs MO JaBICHUEM a3po30Jis JO3MPOBaHHAS CAMHUIA MOKET OBITh OTpe/IecHa IMyTeM o0ec-
TICYCHUSI KJIATIaHa JUIs JOCTABKH OTMEPEHHOTO KOJMYECTBA. B KauecTBe aNbTepHATHBEI IS BBCICHUS MHTAIISIIH-
et wim nHCyddsiupeit hapManeBTHYSCKUE TIpenapaThl MOTYT IPHHAMATE (OPMY KOMITO3UITHH CYXOTO MOPOIII-
Ka, HaIlpuMep MOPOITKOOOPa3HOW CMECH COSIMHCHUS U MOAXOMASIMICH MOPOIIKOBOM OCHOBEI, TAKOH KaK JIaKT03a
win kpaxmai. [TopomrkoBass KOMIO3HITUS MOXKET OBITH IPEJACTABJICHA B CAMHUYHON NO3MPOBAaHHOU (Qopme, Ha-
prMep B KalCylax, KapTPHUIDKax, JKeTaTHHOBBIX WM OJMCTEPHBIX YIMAaKOBKaX, M3 KOTOPHIX MMOPOIIOK MOXKET
OBITH BBEJICH C TMIOMOIILI0 HHTAIATOpA MM HHCY(DdIaTopa.

CrnemyeT yduTHIBaTh, 9YTO B JOIOJIHEHHE K MHTPEIMECHTAM, KOHKPETHO YIIOMSHYTBHIM BBIIIE, HHTHOUTOPHI
ayTOTaKCHHA W KOMIIO3HIIUH, ONHMCHIBAEMBIE B HACTOSINEM TOKYMEHTE, MOTYT BKJIIOUATh B CeOs Ipyrue MpHHS-
THIC B JAHHOW 00JaCTH CpeACTBA, MMEIOIINE OTHOIICHHUE K THUIY PACCMATPHBAEMOTO COCTaBa, HAIIPUMEP, MOIX0-
JUIIIUE UTS IEPOPaTbHOTO BBEJICHHS, MOTYT BKIIIOYATh B ceOs apOMaTH3aTOPHI.

CriocoObI BBEICHUS TO3BI M PEIKUMEBI JICUCHUSI.

CornacHoO OJHOMY BapUaHTy OCYMICCTBICHUS WHTMOMTOPHI ayTOTAKCHHA WM UX (papMareBTUYCCKU TpPH-
EMIIEMYIO COJIb HCIIONB3YIOT B MOMYYCHUH JICKAPCTBCHHBIX MPETAPATOB JJIS JICUCHHS 3a00JICBAaHIIA HITH COCTOSI-
HUH Y MIICKOTIMTAIOIIET0, IPU KOTOPBIX OYAET MOJe3HO HHTMOMPOBAHUC T CHUKCHUE aKTUBHOCTH ayTOTAKCH-
Ha. CriocoObI JIeueHHs JIF000TO U3 3a00JICBaHUNA MM COCTOSHHM, ONMHMCHIBACMBIX B HACTOSIIEM JOKYMECHTE, Y
MIIEKOTIIMTAIOMIETO TPH HEOOXOAWMOCTH TAKOTO JICYEHHS, BKIIOYAIOT BBEACHHUE (hapMaIleBTHICCKUX KOMIIO3H-
U, KOTOpBIE BKJIIOYAIOT B ceOs MO0 MEHBIIEH Mepe OJUH WHTHOWTOp ayTOTaKCHHA WM €ro (papMameBTHIECKH
TPUEMIIEMYIO COJIb, aKTUBHBIA METa0OJIHT, MPOJICKAPCTBO WK (hapMaIleBTUIECKH MIPUEMIIEMBIA COJBBAT, B TE-
paneBTHYecKH 3P PEKTHBHBIX KOJIMYECTBAX YKa3aHHOMY MIICKOITUTAIOMIEMY.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS KOMIO3HIINH, COICPIKAIINE COSAMHEHHE(HMs), OMUCHI-
BaeMbI€ B HACTOSIIEM JOKYMEHTE, BBOAAT ISl MPO(IIAKTHIECKOTO W/WIH TepaneBTHIecKoro jJederus. Coriac-
HO HEKOTOPBIM TEPAIEeBTUYCCKAM MPUMCHECHUSAM KOMITO3UIIUH BBOJAT OOJIBHOMY, YK€ CTpagaromeMy 3a0oneBa-
HUEM WJIH COCTOSIHHEM, B KOJHYECTBE, JOCTATOYHOM JJIS M3JICYCHUS WU IO MCHBIICH Mepe YaCTUYHOTO Ipe-
KpalleHus MPOSBICHUS M0 MEHBIICH MEpe OJHOTO W3 CHMITOMOB 3a00JicBaHMS WM cOCTOsHUs. Kommuectsa,
3¢ (heKTUBHBIC I TAKOTO MPUMEHEHUS, 3aBUCST OT TSHKECTU M TCUCHHS 3a00JICBaHUS WM COCTOSHUS, TpeBa-
PHUTETHHOMN TEpaIiK, COCTOSHHS 3I0POBBS OOJBHOTO, MACChl M OTBETA Ha JICKAPCTBCHHBIC CPEACTBA, a TAKXKE OT
MHCHHS JIeyalnero Bpava. TepaneBTudecku 3h(HEeKTUBHBIC KOJIMYECTBA HEOOS3aTEIBHO OMPEICIIOT CIIOCO0aMH,
BKITIOUAIONUMU B ceOs 03 OrpaHUYCHHS KIMHUYECKHE WCTIBITAHUS C YBEIUYCHHUEM JIO3bI W/WIH C TOAO0pOM
ONTUMAaJILHON JO3BI.
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[pu npodumakTHICCKUX MPUMEHCHHUSX KOMIIO3UIMH, COJACPKAIINE WHTUOMTOPHI ayTOTAKCHHA, BBOMIST
00JBHOMY, BOCIPUUMYHUBOMY K KOHKPETHOMY 3a00JICBAaHUIO, HAPYIICHUIO MU COCTOSHHIO, WU, B POTUBHOM
ciydae, ¢ pUCKOM Pa3BUTHUS TAaKOBBIX. Takoe KOJMYIECTBO OMPENENSIOT Kak "mpodumakTudecku 3¢ eKTHBHBIS
KoymdecTBO wim 103y". IIpu TakoM mpuMeHEHHH TOYHBIE KOJMYECTBA TaKXKE 3aBHCAT OT COCTOSHUS 3IOPOBBS
6ompHOTO, MaccHl U T.II. [Ipu HCHONIB30BaHUU Y OONBHBIX A(PQPEKTUBHBIE KOIMYECTBA IS TAKOTO MPUMEHEHHUS
OyAyT 3aBHCETh OT TSDKECTH M TE€UCHHUS 3a00JieBaHMS, HAPYIICHUS WM COCTOSIHUS, IPEIBAPUTEIIHHON TepaIuHy,
COCTOSIHUS 3[JOPOBbsI OOJIFHOTO, MAacCHl M OTBETA Ha JIEKAPCTBEHHBIE CPEICTBA, a TaK)KE OT MHEHHMS JICUAIIEero
Bpada. CoryiiacHO OTHOMY aclieKTy NMPO(UIAKTHIECKHE TEPANEBTHUECKUE CPEACTBA BKIIOYAIOT BBEICHHUE MIIC-
KOTIMTAIOIIEMY, KOTOPOE paHee HCIBITHIBAJIO 10 MEHBIICH Mepe OJUH CUMITOM 3a00JICBaHMS, ITOIJICIKAIICTO
JICUCHUIO, ¥ B HACTOSIIUI MOMEHT HAXOJIUTCS B COCTOSHHH PEMHUCCUH, (PapMaIleBTUICCKONH KOMITO3UIIUH, CO-
JiepKalel HTHrHOUTOp ayTOTAaKCUHA HITH er0 (hapMaleBTHYCCKH IPUEMIICMYIO COJIb, JJIS MPEIYIPEkKACHUSI BO3-
BpAICHAS CUMIITOMOB 3a00JICBAHUSI WJIH COCTOSTHUSI.

CornacHO HEKOTOPHIM BapHaHTaM OCYILECTBICHHS, €CIIH COCTOSIHAE OOJNIFHOTO HE yNydYINaeTcs, TO Ha YC-
MOTPCHHE Bpaya BBEJCHHE WHTHOMTOPOB ayTOTAKCHHA OCYIICCTBISIOT XPOHHUYCCKH, T.C. B TCUCHUC YBEIUYCH-
HOTO TIEpHOJIa BPEMEHH, B TOM HYHCIIEe Ha MPOTSHKECHUH JKU3HU OOJBHOTO, JUIS 00JIerdeHus], WIH MHBIM 00pa3oM
KOHTPOJIMPOBAHUS, MM OTPAHUICHUS CHMITOMOB 3a00JICBaHHUS MIIH COCTOSTHHS Y OOJIHLHOTO.

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBIICHUS, €CIIH COCTOSHHE OOJBHOTO YIIydIIaeTcs, TO J03Y Jie-
KapCTBEHHOTO CPEJCTBA, MOICKAIIETO BBECHHUIO, BPEMEHHO CHIDKAIOT I BBEJICHHE BPEMEHHO IPHOCTAHAB-
JUBAIOT Ha OMpeAeIIEHHBIH MPOMEXYTOK BpeMeHH (T.e. "OTABIX OT JIEKapCTBEHHOTO cpeactpa’). CoriacHO KOH-
KPETHBIM BapHaHTaM OCYIIECTBICHHUS MPOIODKATENFHOCTS OTABIXA OT JIEKAPCTBEHHOTO CPEJICTBA COCTABIISIET OT
2 cyTok 1o 1 To/1a, B TOM YHCJIE HCKIIOYUTEIHFHO B KAUECTBE MPUMeEpa 2 CYTOK, 3 CYTOK, 4 CYTOK, 5 CYTOK, 6 cy-
TOK, 7 cyTOK, 10 cyTok, 12 cyToK, 15 cyrok, 20 cyTok, 28 cyTok wim 6onee 28 cyrok. CHIKEHHE 03Bl Ha MPO-
TSOHKCHHUHU OTIbIXa OT JIGKAPCTBEHHOI'O CPEJICTBA COCTABIISICT, MCKIFOUUTEIBFHO B KadecTBe mpumepa, ot 10 mo
100%, B TOM uncie UCKIIOYUTENBHO B KauecTBe npumepa 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75,
80, 85, 90, 95 u 100%.

Kak TompKO MPOUCXOIUT YITYUIICHHE COCTOSHHUHA OONBHOTO, MPHU HEOOXOIMMOCTH BBOAAT HOIIEPKUBATO-
IIyIO 103y. 3aTe€M COTIACHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHHS JO3UPOBKY, FIJIN YaCTOTY BBEACHUS, WIH U
TO M APYrOe CHIDKAIOT KaK (PYHKIMIO OT CHMIITOMOB JI0 YPOBHS, IIPH KOTOPOM YIIydIIeHHE 3a00JIeBaHUs, HAPY-
IIEHUS] WIH COCTOSHUS coxpansercs. CorflacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS, OJHAKO, OOJIHHOMY
TpeOyeTcsl HHTepMUTTHPYIOIIAs Tepansl Ha [UTUTEIHHOW OCHOBE MPH JTI000M PEUINBE CHMIITOMOB.

KommgecTBo maHHOTO CcpencTBa, KOTOPOE COOTBETCTBYET TAKOMY KOJHMYECTBY, BAPBHPYET B 3aBUCHUMOCTH
OT (paKTOPOB, TAKUX KaK KOHKPCTHBIH MHTHOUTOP ayTOTAKCHHA, COCTOSHUE 3a00JIEBaHUS U €T0 TSHKECTh, HHIIH-
BUyaJIbHAsi 0COOCHHOCTH (HAaIIpUMep, Macca, o) CyObhEeKTa HiIH XO35UHA, HY)KIAFOMIEToCs B JICUCHHH, HO BCE-
TaK{ ONPENCIICTCA B COOTBETCTBHH C KOHKPETHBIMH O0OCTOSITEILCTBAMH, CBI3aHHBIMU C STHM 3a00JICBAaHHEM, B
TOM YHCIIe, HAIpUMeEp, KOHKPETHOE CPEJCTBO, MOJUICKAIICEe BBEICHHUIO, ITyTh BBEJCHHUS, COCTOSHUE, MOk~
TIee JICYCHUIO, U CYOBEKT WK XO35UH, TPEOYIONIHIA JICUCHUS.

OmHako 0OBIYHO J03bI, HCMOIB3yEMBIC JUI B3POCIOrO YEJIOBEKa, KaK MPABUIIO, HAXOAATCS B AHANa30HE OT
0,01 mr 5000 mr B cyTku. COrJIacHO OJHOMY acCIIeKTY JIO3bI, HCITOJIb3yEeMbIe ISl B3POCTIOTO YeIOBEKa, COCTaB-
JSI0T OoT npubam3uTenbHo 1 no npubausutensHo 1000 mr B cyTku. COrlacHO OJHOMY BapHaHTY OCYIIECTBIIC-
HUS JKemaeMast 103a Il yaoOcTBa IpecTaBlIeHa B BUAE OJHOKPATHOM T03BI WIIHM B BHJE Pa3IeiCHHBIX 03, BBO-
JUMBIX OJHOBPEMEHHO WJIA C COOTBETCTBYIOIIMMH MHTEpPBaJaMH, HalpUMeEp, B BUIE JIBYX, TPEX, YETHIPEX HIH
Oonee JacTei 103 B CyTKH.

CornacHO OJTHOMY BapHaHTy OCYILIECTBICHHS CYTOYHBIC TO3HMPOBKH, TOIXOAIINE ISl HHTUOUTOpA ayTO-
TaKCUHA WU ero (papMaIleBTHICCKH MPUESMIICMOHN COJH, COCTABISIOT OT mpuOmusutensHo 0,01 mo mpudmmsu-
TenbHO 50 Mr/kr mMaccel Tena. COrJacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS CYTOYHBIC HO3UPOBKA HIIH KO-
JMYECTBO aKTHBHOTO WHTPEIMCHTA B JIO3UPOBAHHON (hopMe HIDKEC WIIM BBINIC TUANA30HOB, YKAa3aHHBIX B Ha-
CTOSIIEM JTOKYMEHTE, B 3aBUCHMOCTH OT PsiJia IEPEMEHHBIX, KaCaIONIMXCsl MHINBUAYAIFHOTO PEXXUMA JICUCHHUS.
CoriacHO pa3nMYHBIM BapHaHTaM OCYIICCTBICHUS CYTOYHBIC U CAMHUYHBIC TO3UPOBKU MCHSIOT B 3aBUCHMOCTHU
OT psiia IEPEMEHHBIX, B TOM YHCIIe 6€3 OrpaHIMYCHHS OT aKTUBHOCTH HCIIOJIB3YEMOT0 HHTHOUTOpa ayTOTaKCHHA,
3a00JIeBaHHS WIIM COCTOSIHUS, MOMJISKANTUX JICYCHHUIO, CII0c00a BBEJICHHS, TPEOOBAHUHN OTIENHHOTO CYOBEKTa,
TSOKECTH 3a00JI€BaHUS WIIA COCTOSHUS, MTOJIIEKAIIETO JICUSHUIO, 1 MHEHHS JISJallero BpaJa.

ToxcnyHOCTD M TepaneBTHYECKas 3PPEKTHBHOCTh TAaKUX TEPANEBTHUECKUX PEKUMOB OMPEHEIIIOT CTaH-
JApTHBIMH (apMareBTHIeCKUMHU IPOIeyPAMH Ha KIETOYHBIX KYJIbTYpax MM SKCTIEPUMEHTAIBHBIX KUBOTHBIX,
B TOM 4mciie 6e3 orpanndenus onpenenenne LDsy u EDsy. OTHOIIEHNE 103 ¢ TOKCUYECKUM U TepareBTHICCKUM
a¢dexTamu IpeAcTaBiIsieT co00i TepaneBTUUECKUH MHIEKC M BhIpakaeTcst kak oTHomeHnue LDsy k EDsy. Co-
TJIACHO HEKOTOPHIM BapUaHTaM OCYILICCTBIICHHS JaHHBIC, TIOTYYCHHBIC U3 aHAIN30B C KJICTOYHBIMU KYJIBTypaMu
Y MICCIICTIOBAHUI Ha )KUBOTHBIX, HCIIOJB3YIOT B COCTABIICHHU TePANCBTHYCCKH 3D (HEKTUBHOTO Uana3oHa CyTO4-
HOW JTO3UPOBKHU W/WJIM TEPATICBTUYCCKH Y(PPEKTHBHOTO KOJIMYCCTBA CTUHIYHON TO3UPOBKHU JUIS MPUMCHECHUS Y
MIICKOITUTAIONINX, B TOM YHcJe Jrojeii. COraacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS KOJIHYCCTBO CYTOY-
HOW JTO3MPOBKHM HHIHOWUTOPOB ayTOTAKCHHA JIGKUT B JHMANA30HE HUPKYIHPYIONIMX KOHIICHTPAIUi, KOTOPBIC
BKITto4aoT B ceba EDsy ¢ MUHUMAanbHOH TOKCHYHOCTHIO. COTITacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS
IMara3oH CyTOYHOW AO3WPOBKH /U KOJMYECTBO €IUHWYHOHN TO3HMPOBKH BaphHPYET B 3TOM JAHAIA30HE B 3a-

-35-



039684

BUCUMOCTH OT UCIIOJIE3YEMOH JO3UPOBAHHOM (DOPMBI U HCIIOJIB3YEMOTO ITyTH BBEACHUS.

CornacHoO KakoMy-JIM0O W3 BBIMICYIOMSHYTBHIX aCIICKTOB MPEICTABICHBI JOMOIHUTEIBHEIC BAPHAHTHI OCY-
MIECTBIICHUS, B KOTOPHIX d()PEKTUBHOE KOJIMYECTBO MHTHONTOpPA ayTOTAaKCHHA WIW €ro (hapMaIleBTHUSCKH TIPH-
emiieMoll coy (a) BBOAST MIICKOITUTAIONIEMY CHCTEMHO; W/WiH (b) BBOAAT MIEKOIHUTAIOIIEMY IEPOPATBHO;
n/vnm (C) BBOIAT MIIEKOITUTAIONIEMY BHYTPHUBEHHO; W/WiK (d) BBOAST MIIEKOITUTAIONIEMY WHBEKIMEH; W/miHn ()
BBOJIAT MJICKOTIMTAIOIIEMY MECTHBIM ITyTeM; W/HiH (f) BBOIAT MIICKOTIMTAIOIIEMY HECHCTEMHO HJIH JIOKAJIBHO.

CornacHO KakOMy-JIH0O U3 BBIIIEYIOMSHYTHIX aCIEKTOB MPEICTABICHBI JOTIOIHUTEIbHBIC BApHAHTHI OCY-
IIECTBJICHHUS, BKIIOYAIONINE OJHOKPATHBIC BBEACHUS 3((EKTHBHOTO KOJIMYECTBa MHTHOMTOpa ayTOTAKCHHA, B
TOM YHCIIC JOMOJHUTEIBHBIC BapUAHTHI OCYMICCTBICHHS, MPH KOTOPBIX (1) MHTHOUTOpP ayTOTAKCHHA BBOMST
OJIMH pa3 B CyTKH; WiH (ii) HHTHOUTOP ayTOTAKCHHA BBOJSAT MIICKOITUTAIOIIEMY HECKOIBKO pa3 B TCUCHHUE OJTHUX
CYTOK.

CornacHO KakoMy-JIM0O W3 BBIMICYIOMSHYTBIX aCIICKTOB MPEICTABICHBI JOTOIHUTEIbHEIC BAPHAHTHI OCY-
IIECTBJICHUS MPEIyCMATPUBAIOIINEC MHOTOKPATHBIC BBEACHUS 3QPEKTHBHOTO KOJIUYECTBA HHTUOUTOpA ayTOTaK-
CHHA, B TOM YHCJIC JOIOJHUTEIBHBIC BAPHAHTHI OCYIICCTBICHHS, IPH KOTOPHIX (1) HHTHOUTOpP ayTOTaKCHHA BBO-
IIT TIOCTOSIHHO FUTH C MTPOMEXYTKaMHU: B BUJIE OJHOKpPATHOH 103l (ii) BpeMs MeXIy MHOTOKPAaTHBIMH BBEJeC-
HUSAMU cocTaBisieT 6 4; (iil) MHTHOUTOP ayTOTAKCHMHA BBOJAT MJICKOTHMTAIOIIEMY Kaxable 8 4; (iv) HHrHOUTOp
ayTOTAaKCHHA BBOAST MIICKOIHMTAIOMIEMY Kaxable 12 d; (V) HHrHOUTOp ayTOTaKCHHA BBOIST MIICKOIUTAIOLICMY
Kaxnaele 24 4. CoriacHO JOTOTHHUTENBHBIM WM aJbTePHATHBHBIM BapHaHTaM OCYIIECTBICHHS CIOCOO mpemy-
CMaTPHUBAET OTABIX OT JICKAPCTBEHHOTO CPEACTBA, MPH KOTOPOM BBEICHHE MHIHOMUTOPA ayTOTAaKCHHA BPEMEHHO
MPUOCTAHABINBAIOT MM 03y MHTHOMTOpa ayTOTaKCHHA, ITOAJICIKAIIEro BBEICHUIO, BPEMEHHO CHIDKAIOT; IO
OKOHYAaHWHU OTJAbIXa OT JICKAPCTBCHHOTO CPEJICTBA BBEICHHE I03bI MHIHOUTOpAa ayTOTaKCHHA BO30OHOBJISIOT.
CoriacHO OJTHOMY BapUaHTy OCYIICCTBIICHUS MPOJOJDKUTEIBHOCTh OT/ABIXA OT JICKAPCTBEHHOTO CPEICTBA Baphb-
upyer ot 2 cyTok 1o 1 rona.

CornacHO HEKOTOPBIM BapUaHTaM OCYIICCTBICHUS BBEICHHC TCPAICBTUYCCKH d(PPEKTHBHOMN 03Bl WHTH-
OuTopa ayTOTAKCHHA HE BBI3BIBACT TeMATOOMIMApHOE MOBpexkaAcHUe. COrTacHO HEKOTOPHIM BapHaHTaM OCYIIe-
CTBJICHUS BBEJCHHE MHTHONTOpA ayTOTAKCHHA HE BBI3BIBACT MOBBIIICHNE WM HE BBI3BIBACT CYIIECTBEHHOE IO-
BBIIIICHUE COJACPKAHMUS B CHIBOPOTKE KPOBH OJTHOTO HMJIM HECKOJBKUX ITEYCHOUHBIX OenkoB. [leueHOUHBIE OemKn
BKIIIOUatoT B cebsi 0e3 orpanHmdeHus acnpararrpancammaasy (AST), Owmupyoun um menounyio (ocdarasy
(ALP). B kauecTBe mpuMepa CYIIECTBEHHBIM MOBBINICHUEM SIBJISICTCS TIOBBINICHUE 10 MEHBIIEH Mepe Ha TpH-
ommsutensHO 50, 100, 200% wnu Gomnee comepikaHus Oellka B CBIBOPOTKE KPOBHU IIOCIIC BBEICHHS MPOQPHUIAKTH-
YeCKOW WIIM TepamleBTHYCCKON JT03bI HHIMOMTOpPa ayTOTAaKCHHA TI0 CPAaBHEHHIO C COJACpKaHMEM Oelka B CBHIBO-
POTKE KPOBH JI0 BBEACHHS WHTHOWTOpA ayTOTaKCHHA. l3MepeHHe MEeYeHOUYHBIX (DEPMEHTOB IMOCIC BBEACHUS
BKITIOYAET B ccOs M3MEPCHUE TICUCHOYHBIX (DEPMEHTOB IOCIIE 3aBEPIICHUS TEPANCBTHYCCKOTO pexkuma. 3mepe-
HHUE IMEYCHOYHBIX ()CPMEHTOB IOCTIC BBEACHUS BKIIOUACT B CeOsl M3MEPEHUE TIEYCHOYHBIX (DEPMEHTOB Ha MPOTS-
JKCHHUU TEPAIIeBTUICCKOTO PEKUMA.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHUS BBEICHHC TCPAICBTUYCCKH (PPCKTHBHOMN 03Bl WHTH-
OuTOpa ayTOTaKCHHA HE BBI3BIBACT MOBHINICHHS B CBIBOPOTKE KPOBH COJICpKaHUs actpaTarTpancamuHasbl (AST)
M0 CPAaBHEHHIO C COJlepKaHWeM B ChIBOpOoTKe KpoBHu AST mo BBeneHwns. CorjlacHO HEKOTOPHIM BapHaHTaM OCY-
IIECTBJICHUS BBEIICHHE TEPANeBTUYCCKH A(PPEKTHBHOIN O3Bl MHTHOMTOpa ayTOTAKCHHA BBI3BIBACT MEHEE YeM
10-xpaTHOE, 5-KpaTHOE, 3-KpaTHOE MM 2-KpaTHOE TOBBIIeHHE coaepkanusi AST B CHIBOPOTKE KPOBH IO CpaB-
HeHnIo ¢ coaepkanueM AST B CBIBOpPOTKE KpOBH /10 BBeAeHHUSA. COTTacHO HEKOTOPHIM BapHaHTaM OCYIIIECTBIIE-
HUS TIOCIIE BBENEHUS TeparneBTUYECKH d((HEKTHBHOW O3Bl MHTHOMTOpPA ayTOTAaKCHHA CYOBEKTY COJMEp)KaHhe
AST B CHIBOPOTKE KPOBH y CYOBEKTa COCTABIISCT OT MPUOIM3UTENBHO § 10 mpubnusutensHo 200 en./n, oT mpu-
ommurensHo 8 1o 100 en./n, ot mpubmusurensHo 8 1o 80 exn./1 nim oT npubau3uTensHo § 1o 60 ex./m.

CornacHO HEKOTOPBIM BapUaHTaM OCYIICCTBICHUS BBEICHHUC TCPAICBTUYCCKH (PPEKTHBHOMN 03Bl WHTH-
OuTopa ayToTakCHHA CyOBEKTY HE BBI3BIBACT MOBBIMICHHS COACPIKAHUSI OMIHPYOUHA Y CYOBEKTA IO CPABHEHUIO
C colepxkaHueM OmnrpyOuHa 10 BBeaeHUs . CortacHO HEKOTOPBIM BapHaHTaM OCYIICCTBIICHUS COJCpPKAHUC OU-
npyOrHA HE 3HAYUTEIHHO TOBBIMIACTCSA B Mpeaeiax | wiu Ooliee CyTOK, HEJENb, MECAICB MM JICT MOCie Ha-
YJaFHOTO BBEJCHHS HHIMONTOPa ayTOTaKCHHA. 3HAYUTEIBHOE TIOBHIIIICHHE BKIIFOYAET B Ce0s IO MEHBIIEH Mepe
2-KpaTHoe, 3-KpaTHoe, 4-KpaTHOE WIIH 5-KpaTHOE TIOBHIIICHUE COACPKAHMS OMITUPYOUHA TI0CTIe BBEACHUS WHTH-
OuTOpa ayTOTaKCHHA.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS BBEICHHE TEPAIEBTUUECKH A(PPEKTHBHOMN T03BI WHTH-
OuTOpa ayTOTaKCHHA CyOBhEKTY HE BBI3BIBACT TMOBBINICHUS COJEpKaHUS IIeo9Hoi docdarassl (ALP) y cyOnek-
Ta Mo cpaBHEHHMIO ¢ coxepkaHneM ALP nmo BBemenus. CorimacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS CO-
nepxanne ALP He 3HAUMTENBEHO TOBBIMIACTCS B TpeAenax | wim 6onee CyTOK, HeIelb, MECSIICB WM JICT MOCTe
HAYaIBHOTO BBEJCHHS WHTHOWTOpA ayTOTAKCHHA. 3HAYUTEIHHOC IMOBBINICHUE BKIIFOYACT B CeOs IO MEHBIICH
Mepe 2-KpaTHoe, 3-KpaTHOe, 4-KpaTHOE WM S-KpaTHOE MOBBINICHHE coqiepxkanns ALP mociie BBeaeHUs: MHTHOH-
TOpa ayTOTaKCHHA.

CornacHO HEKOTOPHIM BapUaHTaM OCYIICCTBICHUS BBEICHHC TCPAICBTUYCCKH d(PPCKTHBHOMN 03Bl WHTH-
OuTopa ayTOTakCHHA CyOBCKTY HE BBHI3BIBACT YCUIICHUS B OKpAIMBaHHE JKEIYU B 00pasle MEYCHU OT CyOheKTa
M0 CPABHEHUIO C OKPAIIMBAHNEM KeTdd 10 BBeleHHA. COrjlacCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS OKpa-
IIMBaHHUE JKETYN HE 3HAYNTEIBHO YCIIINBACTCA B Ipeenax 1 mim 6omee CyToK, Helelb, MECSIICB FIIH JICT ITOCIIe
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HAYaIBHOTO BBeJcHHs nHruouropa ATX.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBIICHUS IOCIC BBEICHHS TEpaneBTHYCCKH d(H(HEKTUBHON O3B
MHTUOUTOpa ayTOTaKCHHA CyOBEKTY COAEp)KaHHe, HE BBI3BIBAIOIIEE BHAWMBIX HEOIATONPHUSATHBIX W3MEHEHHN
(NOAEL), cocraBnsieT o MeHbInei mepe 1, 10, 20, 50, 100, 500 wmu 1000 mMr mHrHOUTOpa ayTOoTakCHHA Ha 1 KT
Macchl Tena (Mr/Kr Macchl Tena). CorilacHo HeKOoTOpbIM mpuMepaM 7-cyrounoe NOAEL nmist KpbIChl, KOTOPOH
BBEJIM MHTHOWTOP ayTOTaKCHHA, COCTABIIIET 10 MEHbIEH Mepe nmpubmmsurenasHo 200, 300, 400, 500, 600, 700,
800, 900, 1000, 1500 mmm 2000 mr/kr Maccel Tena. CoriaacHo HEKOTOphIM TpuMepaM 7-cytouHoe NOAEL st
co0aku, KOTOPOH BBEIM MHTHOUTOP ayTOTaKCHHA, COCTABJISET IO MeHbIIeH Mepe mpuommsutensHo 10, 20, 30,
40, 50, 60, 70, 80, 90, 100, 200, 500 mr/kr Macchl Tena. CorllacHO HEKOTOPEIM TpuMepam S-cyrounoe NOAEL
JUIst co0aKy, KOTOPOi BBEJIM MHTMOUTOP ayTOTaKCHHA, COCTABISIET 110 MEHbIIEH Mepe npubnmsurensHo 10, 20,
30, 40, 50, 60, 70, 80, 90, 100, 200, 500 MI/Kr MaccHI Tela.

KomOuHMpOBaHHEIC TEPANICBTUICCKHIE CPEACTBA.

B HEKOTOPHIX CiTydasx Lenecoo0pa3HO BBOJUTE MO MEHBIIICH Mepe OJTUH HHTHOUTOP ayTOTAKCHUHA MU €TO
(hapMaIeBTHYCCKH TPUEMIIEMYIO COJIb B KOMOWHAIIMA C OJHUM WJIH HECKOJIEKHMMH JPYTUMU TePareBTHICCKIMU
cpencreamu. CorflacHO BapHaHTaM OCYIIECTBICHUS (hapMarieBTHICCKast KOMIIO3HUIUS TOTIOTHUTEIHFHO COICPIKUT
OJTHO WJIM HECKOJIBKO TIPOTHBOPAKOBBIX CPEJICTB.

CorylacHO OJTHOMY BapHaHTy OCYIIECTBICHUS TeparneBTHIECKYIO 3 ()EKTHBHOCTH OJHOTO M3 HHTHOUTOPOB
ayTOTaKCHHA YCHJIMBAIOT ITyTE€M BBEIEHHS aIabloBaHTa (T.e. caM Mo ceOe amploBaHT 00JIagaeT MHUHUMAIBHOU
TEpaneBTHYECKON MOIB30M, HO B KOMOMHAIINY C APYTHM TEPAIEBTUIESCKAM CPEICTBOM O0IIasi TepaneBTHIESCKAS
MoJIb3a UL OONBHOTO ycwiamBaeTcs). M cormacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS IOJIB3Y, KOTOPYIO
omryniaeT OOJIBHOM, YCHIUBAIOT MyTEM BBEACHUS OJHOTO W3 MHTHOMTOPOB ayTOTAKCHHA C JAPYTHM CPEICTBOM
(dro Takke MpeoyCMaTPUBACTCSA TEPAICBTUYCCKUM PEXKHMOM), KOTOPOE Takke 00JagacT TepameBTHYCCKON
TMOJIb30H.

CornacHO 0OTHOMY KOHKPETHOMY BapHaHTY OCYIICCTBICHHS MHTUOUTOP ayTOTaKCHHA WM ero (hapMmares-
TUYECKU MPUEMIIEMYIO COJIb BBOJSAT COBMECTHO CO BTOPHIM TEPANICBTHUCCKUM CPEACTBOM, IIPH 3TOM HHTHOUTOP
ayTOTaKCHHA WM €ro (papMareBTUIECKH IpUEeMIIeMast COJIb M BTOPOE TEPANIEBTHUECKOE CPEACTBO MOIYIHPYIOT
pa3uYHbIe ACHEKTHl 3a00JIeBaHMS, HAPYIICHHUS WIIH COCTOSHIS, TOUIC)KAIIETO JICUCHHIO, C 00ECTICUCHIEM TeM
caMbIM OOJIBIIIeH OOIIEH MOTB3bI, YeM BBEACHHE KaKOT0-IN00 TepPareBTHIeCKOro CPEACTBA OTACIBHO.

B mo6oMm ciydae He3aBHCHMO OT 3a00JIeBaHMSA, HAPYIICHUS WM COCTOSHUS, TOIIESKAIIIETo JISYeHUT0, 00-
I1as UCTIBITEIBaeMast OONBHBIM MOJb3a MPOCTO CYMMHPYETCS OT IBYX TE€PAIEBTUUECKUX CPEACTB, WIN OOIBHON
WCTIBITBIBAET CHHEPTUIECKUH 2P PEKT.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS Pa3IMYHBIC TepareBTHICCKH () (HEeKTUBHBIC JO3UPOBKH
WHTUOUTOPOB ayTOTAKCHHA OYIYT HCIIONB30BATHCS B COCTABICHUU (PapMAIleBTUYECKON KOMIIO3HMIIUH W/WIA B
peXUMax JICYCHUS, SCITH MHTUOUTOPBI ayTOTAKCHHA BBOJSAT B KOMOWHAIIMU C OJJHUM HWIIH HECKOJIBKAMU JOIIOJI-
HUTEIBHBIMH CPEICTBAMH, TAKIMH KaK JTOTIOJIHUTEIHHOC TEPANleBTUYCCKH d(P(PEKTUBHOE JICKAPCTBEHHOE CPE-
CTBO, aJblOBaHT win noaoOHoe. TepaneBrudecku 3(h(heKTUBHBIC JO3UPOBKH JICKAPCTBEHHBIX CPEACTB M JAPYTHX
CPEICTB AJsl MPUMEHCHHS B KOMOWHHPOBAHHBIX PEKHMaX JICUCHUS HEOOS3aTENBHO ONMPEICISIOT ¢ MOMOIIBIO
CPEICTB, MOJOOHBIX TEM, UTO H3JIOKEHBI BBIIIE IS aKTUBHBIX MHIPEANEHTOB caMuX 1o cebe. Kpome Toro, crmo-
COOBI TIpeIyNPEKACHNSA/TICUCHNS, OTINCHIBAEMBIC B HACTOSIIEM TOKYMEHTE, BKIIIOYAIOT IPUMEHEHHE METPOHOM-
HOTO BBEJICHHA JI03HI, T.€. obecniedeHne 0ojiee 4acThIX, 00JIee HU3KHX J03, I MUHAMH3AIUN TOKCHIECKHUX T0-
60uHBIX 3 (ekToB. COrTacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS KOMOMHUPOBAHHBIN PEXXUM JICUCHUS OX-
BaTBHIBACT PEKUMBI JICUCHHS, IPH KOTOPHIX BBEACHHUE HHTHONTOpPA ayTOTAaKCHHA MIIH €r0 (hapMaIleBTHICCKH MIPH-
EMJIEMOM COJTM HAYMHAKOT JI0, B XOJIC WIIH IOCIIE JICUYCHUS BTOPBIM CPEICTBOM, ONMUCHIBAEMBIM B HACTOSIIEM JI0-
KYMCHTE, ¥ MPOJODKAIOT A0 KaKOTO-THOO MOMCHTa BPEMEHHU B XOJE JICUCHUS] BTOPBHIM CPEIACTBOM HIIH ITOCIIC
OKOHYAHUS JICYCHHS BTOPHIM cpeacTBoM. OH TakkKe BKIIOUACT TEPAIIeBTUICCKUEC CPEICTBA, B KOTOPHIX HHTHOH-
TOp ayTOTAKCHHA HJIH €T0 (papMaleBTUYCCKU MPUEMIIEMYIO COJIb U BTOPOE CPEICTBO, IMOAJICKAIINE UCTIONB30Ba-
HUIO B KOMOWHAITNH, BBOIST OJHOBPEMEHHO WJIM B Pa3HbIC MOMCHTHI BpEMEHH H/WJIH C YMCHBIIAIOIIUMUCS WU
YBEJIMYHMBAIONIMMUCS WHTEPBATAMHU Ha MPOTSHKEHUH TIeproja JeucHus. KoMOMHUpOBaHHAS Tepanus, KpOMe TO-
T0, BKJIFOYAET B ceOs MePHOANICCKIE TepPaeBTUIECKIE CPECTBA, KOTOPHIE HAUMHAIOTCS M OCTAHABIIMBAIOTCS B
pa3IUIHbIE MOMEHTHI BPEMEHH JUIS COACHCTBUS KIMHUIECKOMY JICUeHUIO OOIBHOTO.

CrnenyeT y4WTHIBaTh, YTO PEKUM BBEICHHS JO3BI IJIS JICUCHHUS, NMPEIYNPEKACHUS WIN OOJETYCHUS CO-
cTostHusI(Mi), KOTOpoe TpedyeT obJerdeHusi, MOTUPHUITUPYIOT B COOTBETCTBHH C PsAAOM (DaKTOPOB (HAIpUMep,
3a0oneBaHne, HAPYIICHNE MIIH COCTOSHIE, KOTOPBIM CTpagaeT cyOBeKT; BO3pacT, Macca, 1o, AUeTa U MEIUIINH-
CKO€ COCTOsSIHHE cyObekTa). Takum 00pa3oM, B HEKOTOPBIX CIIydasx (PaKTHUECKH HUCTIONb3YEMBIH PEKUM BBEJIC-
HUS JIO3BI MEHSETCS U COTJIACHO HEKOTOPHIM BapUaHTaM OCYMICCTBICHHS OTIMYACTCS OT PEIKUMOB BBCACHUS
JIO3BI, M3JIOKCHHBIX B HACTOSAIIEM JOKYMCHTE.

JInss KOMOMHUPOBAHHBIX TEPAIEBTUYCCKUX CPEIICTB, ONMUCHIBAEMBIC B HACTOSAIIEM JTOKYMCHTE, TO3HPOBKH
COBMECTHO BBOJMMBIX COCTUHCHHUI BapbHPYIOT B 3aBUCHMOCTH OT THIIA COBMECTHO HCIIOJIB3YEMOTO JICKAPCT-
BEHHOTO CPEJNICTBA, OT KOHKPETHOTO HCIOJIB3YEMOT0 JICKAPCTBCHHOTO CPEACTBA, OT 3a00JICBAaHUS MU COCTOS-
HUS, TIOJICHKAIIETO JICYCHUI0, U T.J. COTJacHO JOTONHUTEIFHBIM BapHAHTaM OCYIICCTBIICHHS TIPH COBMECTHOM
BBEJICHUW C OJHUM WJIA HECKOJBKHMH JAPYTHMHU TEPAIIEBTUYECKUMHU CPEICTBAMH MHTHOUTOP ayTOTaKCHHA BBO-
IAT MO0 OTHOBPEMEHHO C OJHUM WIJIM HECKOJIBKUMH JPYTHMH TEPANeBTHUECKAMHE CPEICTBAMH, JTHOO IOCIIEI0-
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BaTEIBHO.

IIpu KOMOMHHUPOBAHHBIX TEPANEBTUUCCKUX CPEACTBAX HECKOJIBKO TCPANICBTHYCCKUX CPEICTB (OJHO U3 KO-
TOPBIX SBJSIETCS OJHUM W3 MHTHOMTOPOB ayTOTAKCHHA) BBOIAT B JIIOOOM MOPSAKE MM JaKe OJXHOBPEMEHHO.
Ecnu BBeneHue sSBISIETCS OJHOBPEMEHHBIM, TO HECKOJIBKO TEPAIeBTUIECKUX CPEICTB, UCKIIOYUTEIHHO B Kade-
CTBE MpUMepa, 00ECTICYNBAIOT B OAHON YHU(PHUIIUPOBAHHOW (hopMe WIIM B HECKONBKUX (hopmax (Hampumep, B
BUI€ OJTHOW TFJTIOJIM WJIH B BHJIE IBYX OTAEIHHBIX MITIOND).

WHrnbutopsl ayToTakCMHA WK €ro (papMaleBTUIeCKH MPHUEMIIEMYIO COJIb, a TaKKe KOMOWHHUpPOBAHHEIC
TEpaneBTHYECKUE CPEICTBA BBOIAT 110, B XOJ€ WM TOCTE MPOSBICHUS 3a007I€BaHUS WM COCTOSHUS, W BpeMs
BBCJICHUST KOMITO3HIINHU, COJICPIKAIEH HHTHOUTOp ayTOTAKCHHA, BapbHpyeT. Takum 00pa3oM, COTIACHO OJHOMY
BapHaHTY OCYIICCTBICHHUS HWHIHOUTOPHI ayTOTAKCHHA HCIIONB3YIOT KaK MPOQHUIAKTUKY M BBOIST IOCTOSHHO
CyOBEKTaM CO CKIOHHOCTBIO K Pa3BUTHIO COCTOSHHI WM 3a00JEBaHUN IS MPEIYNPEKICHUS TPOSIBICHUS 3a-
OoneBaHus win coctosiHuA. COTNIaCHO APYroMy BapHaHTY OCYIIECTBICHUS HHTHOUTOPBI ayTOTAKCHHA H KOMITO-
3UIUU BBOJAAT CYOBEKTY MPH MPOSBICHHHA CAMITOMOB WM B MPEICIFHO KOPOTKUE CPOKHU MOCIE MPOSBICHHS
cumntoMoB. COTTIacCHO KOHKPETHBIM BapHaHTaM OCYIICCTBIICHUS WHTHOUTOPHI ayTOTAKCHHA BBOMAT B KpaTdaii-
MK CPOK TIOCIIE MPOSABICHUS 3a00JI€BaHNS MITM COCTOSIHUS WM TIPH TOJO3PEHUH TaKOBBIX M B TEUCHHE BpeMe-
HH, HE00XO0AUMOTO IS JIedeHns 3a0oseBanus. CorylacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHHUS HE0OXoauMas
MPOIOJDKUTEIBHOCTE JICUCHHSI BAPBHPYET M PErYIHUPYETCS] B COOTBETCTBHH C KOHKPETHBIMH TOTPEOHOCTAMHU
Kaxnoro cyOwrexTa. Hampumep, coriacHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHHS HHTHOHTOP ayTOTaKCHHA
WIIA COCTaB, COACPIKAIINN MHTHOUTOP ayTOTaKCHHA, BBOIAT IO MEHBINEH Mepe B TEUCHHE 2 HEleb, IPHOIH3H-
TeJIbHO | MecsIa 10 MPHOIU3UTEHLHO 5 JIeT.

TunuyneIe cpenCcTBa U IPUMEHEHUS B KOMOMHUPOBAHHOW TEepaIvy.

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS HMHIHOUTOP ayTOTAKCHHA WM €ro (hapMalleBTUYCCKH
MPUEMIIEMYIO COJIb BBOJST B KOMOMHAIIMU ¢ XMMHOTEPAIUCH, OJOKHPYIOMICH TOPMOHBI TEPAITUCH, paaranuoH-
HOW Tepanueil, MOHOKJIOHAJIEHBIMU aHTUTEIIAMH WIIA UX KOMOUHAIIASMHU.

CornacHO HEKOTOPHIM BapHaHTaM OCYILICCTBIICHHS MO MCHBIICH Mepe OJJHO JOMOIHUTEIHFHOS TepPareBTH-
YECKOe CPEJICTBO BBOZSAT B TO JK€ CaMOE BpPEMsI, UTO M HMHIHOUTOp ayTroTakcuHa. COrJIacCHO HEKOTOPEIM BapuaH-
TaM OCYIIECTBIICHUS MO MEHBIIEH Mepe OJHO IOTOJHUTEIHHOE TEPAIEBTUUECKOE CPEICTBO BBOAAT PEXeE, YeM
uHrnouTOp ayrorakcuHa. CorslacCHO HEKOTOPHIM BapHaHTaM OCYIISCTBIICHHS 10 MEHBIIEH Mepe OJHO JOMOIHH-
TEJIEHOE TePANleBTHYECCKOE CPEICTBO BBOMAT Hallle, YeM MHTHONUTOp ayroTakcuHa. COTJIacHO HEKOTOPHIM BapH-
aHTaM OCYIIECTBIICHHUS 10 MEHBINEI Mepe OJTHO TOMOTHUTEIHHOE TEPAIIeBTHIECKOE CPEICTBO BBOIAT /10 BBEIE-
HUS UHTHOUTOpa ayroTakcuHa. COTJIacCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHMS 10 MEHBIIEH Mepe OTHO I10-
MOJTHUTEIEHOE TEPATICBTHYCCKOE CPEICTBO BBOJAT IOCIIC BBEACHUS HHIHONTOPA ayTOTaKCHHA.

Brokupyromiasi TOPMOHBI Tepanusi BKIFOYACT MPUMCHEHUE CPEJCTB, KOTOPBIC OJIOKHUPYIOT TPOIyIHHPOBa-
HHUE 3CTPOTCHOB U OJIOKHPYIOT SCTPOTCHOBBIC perenTopbl. COrJacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHHUS
ONoKHpyromas TOPMOHBI TePANKs BKIIOYACT MPUMEHCHHE MOIYJIATOPOB SCTPOTCHOBBIX PEICNITOPOB M WHTUOH-
TOPOB apomarasbl. MOIYIATOPEI 3CTPOTCHOBBIX PEICITOPOB BKIIIOYAIOT B CeOs TPU(CHIIITUICHOBEIC POU3-
BOJHbIE (HampuMmep, TaMokcudeH, TopeMudeH, nposokcuder, 3-runpoxcuramokcuden, unokcugpen, TAT-59
(bochopmmmpoBarHoe Tpon3BoaHOE 4-THApOKcuTaMokcrpena) u GW5638 (kapOOHOBOKHCIOTHOE MPOU3BOI-
HOe TaMoOKcH(eHa)); HECTEpOHIHBIE MOAYJISATOPHl 3CTPOTEHOBBIX PEIENnTOpPOB (HANpHUMEp, paloOKCH(]EH,
LY353381 (SERM3) m LY357489); crepouanHble MOAYIATOPHI 3CTPOTCHOBBIX perenTopoB (Hampumep, 1CI-
182.780). MTuruOuTOpsl apomMaTasbl BKIIOYAOT B ce0s CTEPOMIHBIC HHTHOWTOPHI apoMaTas3bl U HECTEPOUIHBIS
WHTHOUTOPHI apoMaTa3bl. CTEpOUIHbIE HHTHOUTOPHI apoMaTas3bl BKIIIOYAIOT B ce0s1 O€3 orpaHuyYeHus], TaKue KaK
akceMecTaH. HectepoumHbie MHTHOUTOPEI apoMaTasbl BKIIIOYAKOT B ce0sl 03 OrpaHUYCHUS, TAKUE KaK aHACTPO-
30J1 4 JIETPO30IL.

XuMuoTepanus BKIIFOYACT IPUMCHEHUE POTUBOPAKOBEIX CPEICTB.

CornacHO HEKOTOPBIM BapHaHTaM OCYIICCTBIICHHS MPOTUBOPAKOBEIC CPEACTBA JUIS MPUMCEHEHHS B KOMOU-
HAIlMK C UHTHOMTOPOM ayTOTAKCHHA WU €ro (papMalleBTUYCCKHA MPHUEMIIEMON COJIBIO BKIFOYAIOT B ceOsl OJMH
WA HECKOIIbKO W3 CICAYIOIUX: abuparepoH; abapelnkc; adpakcaH, aJpUaMUIIMH; aKTHHOMHUIIUH, al[MBHUIINH,;
aKIapyOHMIMH; aKoAa3oja THAPOXJIOPHI, aKpOHWH; aJ03€JIe3MH; AJIICCICHKIH; aleMTy3yMmal; aJuIOIypHHOI;
ANUTPETHHOWH;, aNpTeTaMUH;, aMETaHTPOHA aIeTaT; aMUHOTJIYTETUMHUI; aMHHOJICBYJIMHOBAS KHCIIOTa; aMU(O-
CTHH; aMCaKpWH; aHACTPO30JI; aHTPAMHIIMH; alpEUHAHT; TPUOKCH] MBIIIbIKA; acllaparnHasa; aclepinH; a3a-
[UTHIMH, a3eTerna; a30TOMUIIMH; OaTuMacTaT; OeHJIaMyCTHHA THAPOXIOpHI; OeH3o0emna; OeBaru3ymad; Oekca-
pOTeH; OWKayTaMuI, OMCaHTpeHa TUAPOXIOPUI; OucHADU I TUME3NIaT, Ou3ene3nuH; OJICOMUIINH; OJICOMHUITTHA
cynbhat; 6opTe30Mub; OpeKBUHAP HATPHUS, OPOTTUPUMUH, OyCyib(aH; KAKTHHOMHIINH, KATYCTEpOH; KapaleMu/l;
KapOeTuMep; KapOOILIaTHH; KapMYCTHH, KapyOUIIMHA THAPOXJIOPUI;, Kap3elie3uH; KalCIUTa0uH, IeIehUHTO,;
HeTyKCcUMa0; XJI0paMOYIIWIT; ITUPOJICMHUIINH; IIUCIUIATHH; KIAAPHOWH; KIo(papaOWH; KPUCHATOJIA ME3UIIAT, K-
nodochamuy;, nuTapabuH; AakapOa3HWH; JaCATHHUO, MAHOPYOWIIMHA THUIPOXJIOPHI; HAKTHHOMHUIIWH, TapOero-
9THH anb(da; JenuTaOuH; IeraperKe; ICHIICHKIH TU(QTUTOKC; JEKCOPMAIUIATHH, EKCpa3aKcaHa THAPOXIOPUIT;
Jie3aryaHuH; Je3aryaHuHa ME3WIaT; JWa3HKBHOH; JOIETAKCEN;, JOKCOPYOUINH;, TOKCOPYOUIIMHA THIPOXIOPHI;
IpostokcudeH; Ipoyiokcu(eHa MUTpaT; IPOMOCTAHOIOHA IPOIMOHAT; AYa30MHUIIUH; 3aaTpeKcaT; 3(QIOpHUTHHA
THIPOXIIOPHI; JICAMUTPYLIHH; AITPOMOONAr OJAMHH; SHJIOIUIATHH; SHIPOMAT; SMUIPONHINH; SIHPYOUIITHA
THUIPOXJIOPHI; ITOATHH O 30YI030I1;, SPIOTHHHOA TUAPOXIOPUI;, I30PYOUIIMHA THUAPOXIOPHUI; ICTPAMYCTHH;
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acTpaMycTHHa Gocdar HaTPuUsl; ITAHUAA30JT; ITOIO3H; dTONo3nuaAa (ocdar; ITONPHH; IBEPOIIUMYC; IKCEMECTAH;
(anpozona ruapoxiopun; dazapadbun; penpernnun; Gunrpactum; ¢iokcypuHun; diayxapaduna docdat; dro-
pypatr;, Guryporutabu; GockBumI0H; HOCTHINMH HATPHSI;, QyJIBeCTpaH; TeQUTUHNO; TeMIIMTA0NH; TeMIIUTA0H-
Ha THUAPOXJIOPHI; TEMIIUTA0NH-IUCIIATHH; TEMTY3yMa0 030TaMUIIMH; TO3epefHa aleTaT; THCTPEHA aIleTaT;
THUAPOKCUMOYEBHHA; HIAPYOUIIMHA TUAPOXIIopua; nbochamum, nmModo3nH; HOpUTyTOMad THyKCETaH; Haapyou-
i H; udochamMuI; IMaTHHNOA ME3WIAT; UMUKBUMOJI; HHTepeikuH 11 (B TOM dncie peKOMOMHATHBIN HHTEPIICH-
kuH 11 wim rIL2), uatepdepon a-2a; uarepdepon o-2b; uatepdepon a-nl; uarepdepor o -n3; uaTEpHEPOH -
la; uaTepdepon y-1b; UMporIaTHH; UPUHOTEKAHA THIPOXIIOPHI; MKCAOCIIIOH; JAHPCOTUIA AlleTAT; JIalaTH-
HHUO; JICHAJTHIOMUM;, JICTPO30J;, JICYNMPONUIa aleTar; JCHWKOBOPUH KaJIbIHS, JICHIpOINIa ameraT; JIEBaMH307;
JUIIOCOMANIBHBINA TIUTAapaOHH; JHap0o30a THAPOXIOPHI;, JOMETPEKCON HATPHS; JIOMYCTHH; JOCOKCAaHTPOHA TH-
POXIIOPHT; MacOMIPOKOJ; MaTaH3WH; MEXJIOPAITAMUHA THAPOXIIOPHI; METECTPOJIa aleTaT; MEJICHIeCTpoIa are-
TaT; MendaraH; MCHOTAPUIT; MEPKANTOIYPUH; METOTPEKCAT; METOTPEKCAT HATPHIT, METOIIPHH, METype/IeIia; MU-
TUHIOMH]]; MUTOKAPIUH; MUTOKPOMUH, MATOWJUTHH, METOMAJIIUH; MUTOMHUIIMH C; MUTOCIICD; MUTOTAaH; MUTOK-
CaHTpOHA THIPOXJIOPHI; MHUKO()EHOIOBAsT KHCIOTA; HAAPOJIOHA (PCHIIPOIHOHAT; HeJapaOWH; HIUJIOTHHHO; HOKO-
na3ol; HodeTyMoMad; HoramamwuilnH, odaTyMyMmald; OIMpPETIBEKHH, OPMAIUIATHH, OKCAIWIUIATHH, OKCUCYPAaH;
MaKJIATaKCeIT; NanuepMUH; TaATOHOCTEPOHA THAPOXIIOPHUT; MAMHUIPOHAT; METPHUITPACTUM; TIEMETPEKCEe I TNHAT-
pysi; TICHTOCTaTHH; MAHUTYMyMa0; ma3onaHuba TUAPOXIOPUT;, MEMETPEKCE JUHATPHUS; TuIepukcadop; mpaiar-
peKcart; Tmeracrnaprase; IMeJJMOMHIIMH; MTEHTaMYyCTHH; TIETUIOMUIIMHA cyibdaT; nepdochamMu; MUIIOOpoOMaH; TH-
nocyndaH; MTUPOKCAHTPOHA THAPOXJIOPHI; IUIMKAMHIINH, IUIOMECTaH; MmopduMep HATpHil; MOpGUPOMUIINH;
NPEIHUMYCTHH; pOoKapOa3suHa THAPOXIOPHUI; TyPOMHUIINH; IIyPOMHUIIMHA THAPOXIOPH; THPa30pypHH; KBHHAK-
pUH; paokcudeHa THAPOXJIOPHI; pacOyprKa3a; pekoMOMHATHAs JByXBajeHTHast BakunHa HPV; pekomOuHat-
Has YeThIpexBaJieHTHas BakiuHa HPV; pubonpuH; pormeTuMuz; pUTyKCHMad;, POMHIEICHH; POMHILUIOCTUM;
caduHTON; cadUHTONA THAPOXIOPUI; CarpaMOCTHH; CEMYCTHH; CUMTpa3eH; cumyieinen-T; copadenud; crap-
(docar HATpHs, CMAPCOMUIIMH; COHPOTEPMAHHS THUIPOXJIOPHUI; CHUPOMYCTHH; CHHPOIUIATHH; CTPCITOHHUIPUH;
CTPENTO30IHH; Cylo(eHyp; CYHUTHHNOA MajaT; TAJIHCOMHUIINH, TAMOKCH(EHA IUTPAT;, TEKOTaJaH HATPUH; Te-
radyp; TelOKCAaHTPOHA THUAPOXJIOPHUI; TEMO30JOMHI; TEMONOP(HHUH; TEMCHPOJINMYC; TEHUIIOCH; TEPOKCHPOH;
TECTOJIAKTOH; TAaJHIOMHUI;, THAMUIIPYH; TUOTYaHHMH, THOTEMNA; THa30()ypUH; THPANO3aMUH, TOMOTEKAHA THIPO-
XJIOPHT; Topemuiter; TosutymMoMab i I Hox TosuTyMOMal; TpacTy3ymab; TPEeCTOIOHA aIleTaT; TPETHHOMH;
TpuupuOuHa ¢ocdar; TpUMETpeKcar;, TpuMeTpecara TIIYKypOHAT; TPUIITOPEINH, TyOys030Jla THAPOXIOPHI;
YpaMyCTHH; ypelena; BaIpyOuIIuH; BampeoTHI; BepTernmoppuH; BUHOIACTHHA CyNIb(haT; BUHOJACTHH; BUHKPH-
CTHHA Cynb(aT; BUHIE3WH; BUHIE3NHA CYIb(aT; BHHENNINHA Cyib(}aT; BUHTININHATA CyNb(})aT; BUHICYpO3HHA
cynb(hat; BUHOPEIOWHA TapTpaT; BHHPO3UANHA CYIh(aT; BUH30JUINHA CYIb(paT; BOPHHOCTAT;, BOPO30J; 3CHHUII-
JIATHH; 3UHOCTATHH; 30JICHAPOHOBAS KUCIOTA M 30pYOHUIINHA THAPOXIOPH.

MOoHOKIIOHANILHBIE aHTHTENAa BKITIOUAIOT B ce0s 0e3 orpanndeHus Tpacty3ymad (Herceptin) u purykcumad
(Rituxan).

CornacHO HEKOTOPHIM BapHaHTaM OCYILIECTBICHHS IO MEHBIIICH Mepe OJHO AOMOJHHUTEIEHOES XUMHOTEpa-
MEBTHYECKOE CPEICTBO BBIOPAHO UCKIFOUUTEIHFHO B KAYECTBE MIPUMEpPA U3 aleMTy3yMada, TPUOKCHIA MBIIIbIKA,
acrmaparuHassl (TIeTHIIHPOBAHHON WM HEMCTWIIMPOBAaHHON), OcBanm3ymada, eTykcuMada, COeIMHCHUH IIaTh-
HBI, TAKUX KaK LUCIUIATHH, KIaApHONHa, TayHOpYyOuIMHa/ ToKcopyOHIIMHa/niapyOnurHa, npuHOTeKaHa, (uryna-
pabuna, 5-propyparriia, reMmry3ymMada, METOTpEKcaTa, TaKCoJa, TEMO30JIOMH/IA, THOTYaHHHA WA KJIacCOB Jie-
KapCTBEHHBIX CPE/ICTB, BKIIOYAIONINX B c€0s1 TOPMOHBI (AaHTUICTPOTEH, aHTHAHAPOTESH I aHAJIOTH BBICBOOOXK-
JTAFOIIETO FOHAJOTPONMH TOPMOHA), HHTEPPEPOHOB, TAKUX KaK HHTEP(HEPOH-Cl, A30THCTHIX UIPUTOB, TAKUX KaK
Oycynbdan, I MeNBajaH, WM MEXJIOPTaAMUH, PETHHONAOB, TAKUX KaK TPETHHOMH, HHTHOUTOPOB TOIIOU30ME-
pas3bl, TaKUX KaK MPUHOTEKAH WM TOTOTEKaH, MHTHOWTOPOB TUPO3WHKMHA3HI, TAKUX KaK TH(EHUTHHUO WIH
UMaTHHUO, WIN CPEACTB [UIA JICUCHHUS MPU3HAKOB HMIIM CHMIITOMOB, HHAYIIMPOBAHHBIX TaKOW Tepamueil, B TOM
YUCIIe AJUTOYPUHO, (GUITapCTHUM, TPAHUCETPOH/OHIAHCETPOH/TTAJIOHOCETPOH, IPOHAOWHOIT.

CornacHO OTHOMY acHeKTy MHTHOUTOP ayTOTaKCHHA I €ro (apMarieBTHIeCKH IMPUEMIIEMYIO COJb BBO-
JIT WIH COCTABIITIIOT B KOMOWHAIIMH C OJHUM HJIM HECKOJIBKUMH MPOTHBOPAKOBBIMU cpeacTBamu. CoriacHo
HEKOTOPBIM BapHaHTaM OCYIICCTBICHUS OJHUM FUTH HECKOJIBKHMH U3 IMIPOTHBOPAKOBBIX CPEICTB SBISIOTCS IPO-
aTmoNTHYCeCKUE cpencTBa. [IprMepsl MPOTHBOPAKOBBIX CPEJICTB BKIFOYAIOT B ceOs O€3 OrpaHUUCHUS JIFOOBIC U3
CJISIYIONINX: TOCCHUIIOJN, TeHaceHc, nonmdenon E, xmopdy3uH, MOTHOCTBIO TpaHC-PETHHOEBAas KHCIOTA
(ATRA), OpuocTaTuH, CBsI3aHHBIH ¢ ()aKTOPOM HEKpO3a OITyXOJIM HHAYyLMpYIomuil anonro3 surady (TRAIL), 5-
a3a-2'-Ie30KCUIIUTUINH, [TOJTHOCTHIO TPAHC-PETHHOEBAs KHCIOTA, JOKCOPYOUIIMH, BHHKPUCTHH, STOMO3HI, TeM-
nuTabuH, UMaTHHUO, TenganaMunnH, 17-N-ammnamuHo-17-gemMerokcurenganamunve (17-AAG), dmaBomupu-
noi, LY294002, 6oprezomusd, kapduizoMuo, Tpactysymad, BAY 11-7082, PKC412 unu PD184352, maknurak-
CeJl M aHAJIOTH MaKJIuTaKcena. Takke MoKa3aii, 9TO COSANHEHHS, KOTOPBIE HMEIOT OCHOBHOM TaKCAHOBBIA CKe-
JIET B Ka4ecTBe OOIIET0 CTPYKTYpPHOTO TNMpH3HAKa, 00JalaroT CIOCOOHOCTHIO OCTaHABIMBATHL KieTkd B G2-M
(hazax BciencTBHe CTAOMIM3AMA MUKPOTPYOOUEK M HEOOs3aTeIbHO IPUMEHUMBI JIJIS JICYEHHs paka B KOMOU-
HAIIMY C HHTHOUTOPAaMH ayTOTaKCHHA.

JloTIOTHUTEIBHBIC IPUMEPHI POTUBOPAKOBBIX CPEICTB JJS NMPUMECHEHUS B KOMOMHAIIMU C HHTHOUTOPOM
ayTOTAaKCHHA WJIH ero (papMaIleBTUYECKH MPUEMIIEMON COBIO BKIIFOYAIOT B Ce0si HHTUOUTOPHI TICpEAayn CUTHANIA
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MUTOT€H-aKTUBUpYEeMOH mpoTenHkuHa3ol, Hampumep U0126, PD98059, PD184352, PD0325901, ARRY-
142886, SB239063, SP600125, BAY 43-9006, Bopt™manuun wiu LY294002; unrudutopsl Syk; MHTHOUTOPHI
mTOR; nHrHOUTOPHI aHTHBWHA, HHIHOUTOPEI PKM2, nHrHOUTOpH! c-fms M MHrHOUTOPHI THCTOHACAICTHIA3EI.
Crnenyromue mpuMephl IPOTHBOPAKOBBIX CPEICTB IS IPUMEHEHHSI B KOMOWHAIIMK ¢ MHTHOUTOPOM ayTOTAaKCH-
Ha WIK ero (apMareBTHUECKH MPUEMIIEMOHN COJIbIO BKITIOYAIOT B ce0sl MHTHOUTOPHI apoMaTasbl. MHTHOUTOPHI
apomarasbl BKIIIOUAIOT B ce0s CTepOMIHBIE HHIHONTOPEI apoMaTasbl U HECTEPOUIHbIE MHTHOUTOPH apOMaTasHbl.
CrepougHbie HHI'MOUTOPHI apoMaTas3bl BKIIIOUAIOT B ce0s1 Oe3 orpaHHdYeHus 3KceMecTaH. HecTepouaaple HHTH-
OUTOPHI apoMaTa3bl BKIFOYAIOT B ce0s1 6€3 OrpaHUICHHS aHACTPO30JI U JIETPO30JI.

Crnenyromue MpOTHBOPAKOBBIC CPEICTBA I MPUMEHEHHS B KOMOWHAIIMM C WHTHOMTOPOM ayTOTaKCHHA
WK er0 (apMarleBTUUCCKU MPUEMIIEMON CONBIO BKIIFOYAIOT B Ce0sI aKIIIUPYIOIINE CPEACTBA, AHTUMETAOOUTHI,
HATypaJbHBIC MPOAYKTHI MU TOPMOHBI, HAPUMEP a30THCTHIC HIIPUTHI (HAIPUMEpP, MEXJIOPITAMHH, UKIOHOC-
¢damupa, ximopamMOynun u T.1.), ajJKWiICydb(poHaThl (Hanpumep, Oycynb(aH), HUTPO3OMOYEBHHBI (HArpuMep,
KapMYCTHH, JOMKCTHH ¥ T.I.) WJIH Tpua3eHbl (1ekapOasuH u T.1.). [IpuMepbl aHTHMETaOOIUTOB BKIIOYAIOT B
ceOs1 Oe3 orpaHUYCHUS aHAIOT (POJTMEBOM KUCIOTHI (HAPUMEP, METOTPEKCAT) WM aHAJIOTH MUPUMUIMHA (Ha-
puMep, UTapabuH), aHAJIOTH MypUHA (HapUMep, MPEKaNTOMyPHH, THOTYaHWH, IEHTOCTATHH).

[Ipumeps! HaTypalbHBIX MPOAYKTOB JIJIs MPUMEHEHHS B KOMOMHAIIMM C MHTHOWTOPOM ayTOTAKCHHA WM
ero ¢apManeBTHISCKH MPUEMIIEMOH COJIbIO BKITIOUAIOT B ce0s1 O6e3 orpaHNyYeHUs alKaJlon bl OapBHHKA (HATpH-
Mep, BUHOJIACTHH, BUHKPHCTHH), SMUTOMO0PMIIIOTOKCHHBI (HApHUMEp, JTOMO3W[), aHTHOMOTHKH (HAIpUMEp,
JIAyHOPYOHIINH, JOKCOpyOuIHH, OaeoMuIinH), ¢hepMeHThl (HanmpuMmep, L-acmaparunasy) Wi MOAU(DHUKATOPHI
OHMOJIOTHYECKOTO OTBETa (HAIIpUMEp, UHTEP(PEPOH ).

[IpuMeps! anKIIUPYIOMUX CPEACTB I MPUMEHEHUS B KOMOWHAIIMK ¢ MHTHOMTOPOM ayTOTaKCHHA WM
ero (papMarieBTUICCKH MPUEMIIEMOM COJIbIO BKJIFOUAIOT B ceOs1 03 OrpaHMYCHUS a30THCTHIC UIPUTHI (HATIpUMeED,
MEXJIOpP3ITaMUH, HUKI0hochHaMua, XIOpaMOYIIHI U T.JI.), STUWICHAMHUH U METHIMEIAMUHEI (HallpUMeEp, TeKcaMme-
TWIMEIAMUH, THOTEMNA), ANKWICYIb(QOHATH (Hampumep, Oycynb(aH), HUTPO3OMOYCBHHEI (HAIIPUMEpP, KapMy-
CTHH, JIOMYCTHH, CEMYCTHH, CTPENTO30IMH U T.J.) HJIM TPHA3CHBI (IekapOa3uH U T.1I.).

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHIHOUTOP ayTOTAKCHHA WM €ro (hapMalleBTUYCCKH
MPUEMIIEMYIO COJIb UCTOIB3YIOT JJIs JICUCHHS Paka B KOMOWHAIIMU C aHTUICTPOTCHOM (HArpuMep, TaMOKcHde-
HOM), aHTHAHAPOTEHOM (HampuMmep, OWKaTyTaMHuIoM, (QIIyTAaMHIOM), aHAJIOTOM BBICBOOOXKIAIONIETO TOHAIO-
TPOTIMH TOPMOHA (HApUMED, JICYIIPOITHIOM).

Hpyrue cpenctBa, KOTOpBIE HEOOS3aTENBHO HCIIONB3YIOT B CIIOCO0aX M KOMIIO3UITHSX, OMTUCHIBAEMBIX B Ha-
CTOSIIEM JOKYMEHTE, /IS JICUCHUS WK MPEIYIIPEKACHUS paKka BKIIIOYAIOT B Ce0s1 KOOPAWHAIIMOHHBIE KOMILICK-
CBI TUTATHHBI (HAPUMED, MUCTIIATHH, KapOOTUIaTHH), aHTPAlleHANOH (HaIpUMep, MUTOKCAHTPOH), 3aMEIICHHYIO
MOYEBHHY (HampuMmep, THAPOKCUMOYEBHUHY), IPOU3BOIHOEC METHITHIApa3uHa (Hampumep, mpokapOa3uH), aape-
HOKOPTHKAIBHBIHA Cympeccop (HampuMep, METOTaH, AMUHOTITY TETUMU/T ).

[IpuMepsl TPOTHBOPAKOBBIX CPEACTB, KOTOPHIC NEHCTBYIOT MyTeM NOiaBlieHus KiIeTok B G2-M da3zax
BCJIC/ICTBHE CTAOMIIM3AIMH MUKPOTPYOOUEK, BKIIOUAIOT B ceOsi 6e3 orpaHMYCHUs CIEIYIOINe MMEIOIecs Ha
PBIHKE JICKapPCTBEHHBIC CPEICTBA M pa3padaThiBacMEIC JICKAPCTBEHHBIC CPEICTBA: 3pOyno3oi, monactatud 10,
MHBOOYyIHHA M3eTHOHAT, BUHKpUCTHH, NSC-639829, nmuckonepmornua, ABT-751, antoprupTtuHsl (Takue Kak
antoprupTuH A u antopruptuH C), CIIOHTHCTATHHBI (TaKUe KaK CTIOHTHCTATHH 1, CTIOHTHCTATHH 2, CTIOHTHCTA-
TUH 3, CHOHTUCTATHH 4, CIIOHTHCTAaTHH 5, CIIOHTUCTATHH 6, CHIOHTUCTATHH 7, CIIOHTUCTAaTHH 8 M CIIOHTHCTaTHH
9), eMaoTHHA TUAPOXIIOPHU, ITOTHIOHBI (TaKWe Kak AMOTWIOH A, smoTwioH B, smotwion C, smotwioH D,
snotwiioH E, smormnon F, smormimona B N-okcma, smotuimona A N-okcwmpa, 16-a3za-smotwion B, 21-
aMUHOATIOTIIIOH B, 21-runpokcmsnoTimiion D, 26-dTopanotuioH, aypuctatud PE, coOnmMmoTHH, BUHKPHUCTHHA
cynbhar, KpUnToGUIKH 52, BUTHICBYaMU, TYOYJIH3UH A, KaHAJICH30J, [ICHTAyPEeUIuH, OHKOIUANH Al, Qum-
KuaHonua B, nmaynuManuy, HapKO3WH, HACKAIWH, TEMHACTCPJIMH, BAaHAMOIICHA AlCTHIIAIICTOHAT, WHIAHOIWH,
9NeyTepoOuHBl  (TakMe KakK JIECMETHIIECYTepOOMH, Je3adTHIIICYTepoOrH, H303jeyrepoOun A u  Z-
2eyTepoOrH), Kapuba’03ul, KapruOad’0JIuH, TATUXOHAPUH B, nuazoHaMun A, TaKKaJOHOMUA A, JHO30CTATHH,
(-)-¢bennnarucTin, MuoceBepuH B, pecBepactun ¢ocdar HaTpus.

CornacHoO OJTHOMY acHEeKTy MHTHOUTOP ayTOTAKCHHA HIIH €ro (papMaIleBTUYCCKH IMPUEMIIEMYIO COJb BBO-
JIIT COBMECTHO C TPOMOOJIUTHICCKUMU CPEACTBaMU (HAIIPHMeEp, alTeIlia3a aHUCTpeEIia3a, CTPENTOKHHA3a, Ypo-
KMHAa3a WIA TKAHEBOW aKTHBATOP IUIa3MHHOTEHA), TeIapuHOM, THH3AMapuHOM, BappapHHOM, Ja0HraTpaHoM
(manpumep, naburaTpaHa 3TEKCHIIAT), MHTHOUTOpaMu ¢akTopa Xa (Harmpumep, GOHIANAPUHYKC, JApanapuHyKC,
puBapokcaban, DX-9065a, oramukcaban, LY517717 wim YM150), tuknonuauaom, kinonuaorpenem, CS-747
(nmpazyrpen, LY640315), xcumenaratpanom miu BIBR 1048.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS MHTHOWUTOP ayTOTAaKCHHA WM €ro (hapMaIleBTHIECKH
MPUEMIIEMYIO COJIb HCIIONB3YIOT B KOMOWHAIIMH C TIPOTUBOPBOTHBIMU CPEACTBAMH IS JICUCHHS TOITHOTHI WA
PBOTHI, KOTOpasi BOSHUKAET B Pe3y/bTaTe MPUMEHCHHUS MHTHOUTOpA ayTOTAKCHHA WIH ero (hapMaleBTHYCCKU
MPUEMIIEMOU COJIH, TIPOTUBOPAKOBOT'O CPEACTBA(CPEICTR) U/WIH PATHANIMOHHON TEPATTHH.

[IpoTHBOPBOTHEIC CPEICTBAa BKIIOYAIOT B ceOsl 0€3 OTpaHWYCHUS arOHUCTHI pPelenTopa HeHpOKWHWHA-1,
aHTaroHUcTH perenropa SHT3 (Takue kak OHAAHCETPOH, FPAHUCETPOH, TPOIMUCETPOH, TAJIOHOCETPOH U 3aTHCE-
TpoH), aroHucTsl peuentopa GABAp (Takue kak 0OakinoQeH), KOPTHKOCTEPOUIBI (TaKHe Kak JeKCaMeTa3oH,
TIPEIHU30H, TPETHI30JI0H MK IPYTHE), TOTTAMHUHOBBIC aHTaTOHUCTHI (TaKue Kak 0e3 OrpaHnIeHUs JOMIICPHIOH,
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JPOTICPHU/IOI, TAJOIEPHIOI, XJIOPIIPOMA3HH, IPOMETa3HH, IPO3JIOPIIEPAa3HH, METOKIONPAMH), AaHTHIMCTAMHUHEI
(anTaronuctsl peuenropa H1 rucramuna, Takue kak 0e3 orpaHHMYCHUS NUKIN3MH, TU(OEHTUIPAMIH, TUMEHTH/I-
pUHAT, MEKIIM3HUH, IPOMETa3WH, THAPOKCHU3HMH), KaHHAOMHOUIB! (Takue Kak 0e3 orpaHMyYeHUs] KaHHAOWC, Mapu-
HOJI, IPOHAOWHON) | JApyTHe (Takue Kak 0e3 orpaHndeHus TpUMET0o0EeH3aMHU/I; THHTEP, IMETPOJI, Tiporiod o).

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHTHOWUTOP ayTOTAKCHHA WM €ro (hapMaIleBTHYECKH
MPUEMIIEMYIO COJb MCTIONIB3YIOT B KOMOMHAIIMHN CO CPEACTBOM, MPHUMEHUMEIM B JICYCHUHN aHEeMUHU. TakuM cpea-
CTBOM IS JICYCHUSI aHEMUU SIBISICTCS, HAPUMeEp, aKTHBATOP PEUENTOpa dPUTPOIOI3a JIUTEILHOTO NeHCTBUSA
(Taxoif KaK 3MOATHH-C).

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS MHTMOWUTOP ayTOTAKCHHA MM €ro (hapMaIleBTHIECKH
TIPUEMIIEMYIO COJIb HCIIOB3YIOT B KOMOMHAIIMN CO CPEICTBOM, IPUMEHUMBIM JUIS JIedeHus Heiirponiernnn. [Tpu-
MEpHBI CPECTB, IPUMEHUMBIX B JICYCHHH HEHTPOIIEHHH, BKIIOYAIOT B ceOs Oe3 OrpaHWYeHHs reMaToNodTHYe-
CKHUH (haKTOp poCTa, KOTOPBIH PEryJupyeT MPOIyKIHUIO U (YHKIMOHUPOBaHUE HEHTPO(MIIOB, TaKOH Kak KOJO-
HUECTHMYJIMPYIOIHH (akTop rpaHynountoB yenoseka (G-CSF). Ilpumepst G-CSF Brirouarot B cedst purpa-
CTHM.

CornacHO OTHOMY aCHEKTy WHTHOMTOp ayTOTAaKCHHA MM €ro (apMaleBTUYECKH NPUEMIIEMYIO COJIb BBO-
T B KOMOWHAITNH C OIHUM WM HECKOJIBKHMH MMMYHOCYIIpecCaHTaMu. VIMMYHOCYIIPECCHBHYIO TEpaIHIoO MC-
MOJNB3YIOT KIMHUYECKH IS JICUCHHS WIH TIPSIyNPEKICHAS OTTOPXKEHHS TPAaHCIUIAHTHPOBAHHBIX OPTaHOB U
TKaHeH (HampuMmep, KOCTHOTO MO3Ta, CepAla, MOYKH, ITEYeHN); JICUCHIs] ayTOMMMYHHBIX 3a00J€BaHUI HITH 3a-
OoeBaHuUl, KOTOPEIE, BEPOSATHEE BCEr0, MMEIOT ayTOMMMYHHOE MPOUCXOXKACHUE (HAIpUMep, peBMATOMIHBIN
apTpUT, MHACTEHIS TPABHC, CUCTEMHAs KpacHas BOJIYaHKa, 00Je3Hh KpoHa ¥ S3BEHHBIN KOJIUT); JICUEHUS HEKO-
TOPBIX JPYTUX HEAYTOMMMYHHBIX BOCIIAJIUTEIBHBIX 3a00J€BaHU (HApuUMep, IS JOJTOBPEMEHHOT'O KOHTPOJIS
JUIEPTrHYECKOM acTMBI); a Takxke JedeHus! pUOpo3HbIN cocTosiHNI. VIMMyHOCYIIpeccaHThl BKIIIOUAIOT B ceds 0e3
OTPaHWYEHUsI TITIOKOKOPTUKOWIBI, INTOCTATHKHY, aHTUTENA U JIGKAPCTBEHHBIE CPEJICTBA, KOTOPHIE ACHCTBYIOT Ha
uMMyHO(IHHBL. [IprMeps! TIIOKOKOPTHKOMIOB BKIIOYAIOT B ce0sl KOPTH30JI, KOPTU30H, MPEAHU30H, MPEIHHU-
30JI0H, METHJINPEIHN30JI0H, JeKcaMeTa30H, OeTaMeTa3oH, TPHUAMIMHOJIOH, OEKIOMeTa30oH, (IyIpOKOPTH30H,
JIE30KCUKOPTUKOCTEPOH U aJbJOCTEPOH. [IpHMephl IUTOCTATUKOB BKIIOYAIOT B ce0s aJKMIMPYIOIINE CPEACTBA
(HanpuMep, a30THCTbIE MIIPHUTHI, TAKHE KaK IHUKIo(pochaMul, HOITPO3OMOUYEBHHBI, COCTUHEHHS IUIATHHBI) U aH-
TUMETa00INUTHI (HAaIlpUMep, aHaJOTH (POIUEBOM KHUCIOTHI, TaKHE KaK METOTPEKCAaT, aHAJIOTH IypHHa, TaKHe KaK
a3aTHOTIPUH W MPEKANTOIYPHH, aHAJIOTH MUPUMHUINHA, TAKUE KaK PTOPYpaIil, HHTUOUTOPHI CHHTE3a OCITKOB).
[IprMeps! TlekapcTBEHHBIX CPEACTB U NPUMEHEHHS B OMUCHIBAEMBIX CIOCc00axX BKIIOYAIOT B CeOs IHKIIOCTIO-
pHUH, TaKPOIUMYC, CUpOIUMYC, nHTepdeponsl, ommouapl, TNF cBs3biBaromme Oeiaku, MUKOGEHOIAT U (DHHTO-
mrmon. [IpuMeps! aHTHTEN, TPUMEHUMBIX TSI COBMECTHOTO BBEICHUS C MHTHOMTOPOM ayTOTaKCHHA B CIIOCO0E,
OTICHIBAEMOM B HACTOSIIEM JIOKYMEHTE, BKIIOYAIOT B ce0s aHTUTUMOIIMTAPHBIN ro0ynuH, 1D09C3, aganumy-
Ma6/D2E7 (Humira; Trudexa), adpenumomad, apyryzyma6/GA101 (II tuna), anemrysymad/kammar-1H (Mab-
Campath), amommzyma6/HulD10, acenmsyma0d, arim3yma0, Oacunmkcnmab (Simulect), ©extymomat/IMMU-
LL2, 6exnmyma0 (Benlysta, LymphoStat-B), 6eprunnmyma6, BL22/CAT-3888, 6pentykcumad/cAC10/SGN-35,
opuaknayma6/ABT-874, xanaknnyma6/ACZ885 (Ilaris), nepromusymad meros/CDP870 (Cimzia), kineToaukcu-
Ma0, nanery3yma6/SGN-40, naknmmzymad (Zenapax), skynuzymad/5G1.1 (Soliris), adanusymad (Raptiva, panee
Xanelim), snpary3yma6/hLL2/IMMU-102 (Lymphocyde®), dontonusymad, dppeszonnmymad/GC-1008, rammk-
cuma6/IDEC-114, raBunmumomat/ABX-CBL, remty3yma0, romumymad/CNTO148 (Simponi), HL2434P (IMMU-
114), nbpuryromabd tuykceran (MXDPTA)/IDEC Y2BS8 (Zevalin), nadmukcumad/xumepnsiit A2 (cA2) (Remi-
cade), wHOMMMOMa0/BT563, wuHory3ymad, kemukcumalb/IDEC  CE9.1,  nepmenmmmyma6/CAT-152,
muHTH3YyMa0/HuM 195 (Zamyl), LMB-2, nopBoty3ymad mepransuH, symuwiukcumad/IDEC-152, Lym-1 (Onco-
lym), MDX-060, memnonmm3yma6/SB-240563, merenumymad/CAT-192, moramymm3ymab/KW-0761/AMG-761,
MokceTymomMad macynotokc/CAT-8015/HA22, mypomona6-CD3 (Orthoclone OKT3), naranuszymad (Tysabri,
Antegren), nepenmumomad/CDP571, okpennzyma6/PRO70769 (I tuma), ogynumomad, oparymymad/2F2/HuMax-
CD20 (Arzerra) (I tuna), omanmu3zyma6 (Xolair), orenukcuzymad/TRX4, mackonu3zymad/SB 240683, pecnu3y-
Ma6/SCH 55700 (Cinquil), purykcumad/xumepnsiii 2B8 (IDEC-C2BS8) (Rituxan, MabThera) (I tumna), pynnuzy-
Mab (Antova), SAR-3419, cekyknnymao/AIN-457, SGN30, curum3zyma6/MEDI-507,
termm3ymab/MGAO031/hOKT3y1(Ala-Ala), TOIMIIN3YMad (Actemra), TO3UTyMOMa0 (I THTIA),
ycrekuayMa0/CNTO 1275 (Stelara), Benonuzymad/MNL-0002, senty3ymad/IMMU-106/hA20 (I Tuma), BU3HITH-
3ymab (Nuvion), 3aHonmnmyma6/HuMax-CD4, 3oinmomab apuroxc/H65, abarament/CTLA4-1g/BMS-188667
(Orencia), Oenaranent/LEA29Y, arammuent/BLyS/APRIL-Ig, stanepuent/TNFR-Ig (Enbrel), mercynep-
nent/nerunupoBanubiii TNFR-Ig, anedanent (Amevive) u pmionanent (Arcalyst). UMMyHOCcynpeccHBHBIE aH-
TUTEJIa BKIIIOYAIOT B ce0sl aHTHUTENA, KOTOPHIE HAICTMBAIOTCS HA KOMILIEMEHT-3aBICHMBIE OCITKH U MHTEPIICIHKH-
HBL

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHTMOWUTOP ayTOTAKCHHA MM €ro (hapMaIleBTHYECKH
MPHUEMIIEMYIO COJIb BBOIAT C KOPTUKOCTepouaoM. COrflacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHUS HHTHOUTOP
ayTOTaKCHHA WK ero (hapManeBTHYECKU IPHEMIIEMYIO COJIb BBOJST C TEPANleBTHUYECKUM CPEICTBOM, BBHIOpaH-
HBIM M3 MHT'HOUTOPOB KaJIbIIMHEBPUHA (TaKuX Kak 0e3 OrpaHWYEHHs LIUKIOCIIOPHH, TAKPOJIUMYC); HHTHOUTOPOB
mTOR (Takux Kak 6e3 OrpaHHMYEHUS CUPOIIMMYC, BEPOJIMMYC); aHTHITPOJIU(QEPATUBHBIX CPEICTB (TaKMX Kak 0e3
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OTpaHWYEHUsI a3aTHONPHH, MUKO(EHOIOBasE KUCIIOTa); KOPTUKOCTEPOUAOB (TaKMX Kak 0e3 OrpaHuueHHs Ipel-
HHM30H, KOPTH30HA aleTaT, MPeIHU30JI0H, METHIIPEIHU30JI0H, JIeKcaMeTa30H, OeTaMeTa30H, TPUaMIIMHOJIOH,
OexstomMeTa3oH, (IIyAPOKOPTH30HA alleTaT, JAC30KCHKOPTHKOCTEPOHA aIleTaT, ajbJI0CTEPOH, THAPOKOPTHU3OH);
aHTuTeN (TaKuX Kak 0e3 orpaHMYeHUs] MOHOKJIOHAJIBHBIE aHTHTeNa NpoTHB perentopa IL-2Ra (6acunukcnmao,
JaKkau3ymMad), MONUKIOHATBLHBIX aHTUTEN MPOTHB T-KIIeTOK (aHTHTHMOIUTApHBIA TI00ymuH (ATG), aHTHINM-
(dhorurapnsii riooyuH (ALG)), B-keTouHbIe aHTarOHUCTHI, pUTYKCHMAa0, HAaTaTu3ymao.

Hpyrue TepameBTHdeckne CpeaCTBa, MPUMEHUMBIC I KOMOMHAIIMA C WHTHOMTOPOM ayTOTaKCHHA, OIHU-
CHIBACMBIM B HACTOSIIEM JIOKYMEHTE, BKJIIOYAIOT B ceOs 0e3 orpaHuueHuss MUKIOGochamMul, MeHUIIHUIAMAH,
IIUKJIOCTIOPHH, HUTPO30MOYEBHHBI, IIUCIUIATHH, KapOOTUIaTHH, OKCAJHUIDIATHH, METOTPEKCAT, a3aTHONIPHH, Mpe-
KaIlTOITypHH, aHAJIOTH MUPUMUANHA, HHTHOUTOPHI CHHTE3a OelKa, TaKTHHOMHIIMH, aHTPAIUKINHBI, MUTOMHUIIMH
C, 6neomurinH, MuTpaMuiinH, Atgam®, Thymoglobuline®, OKT3®, Gacunukcumad, nakin3ymad, MUKIOCIIO-
puH, Takponumyc, cupoiumyc, narepdeponsl (IFN-f, IFN-y), ommouast, TNF cBs3siBatonie 6emku (MHOINK-
cuMab, dTaHEepIeNT, ajaTuMyMad, TonuMymal), JedIyHOMU, 30J0TO-THOTIIIOKO03a, 30JI0TO-THOMAJaT, aypo-
¢un, cynapdacana3uH, THAPOKCUXIOPXUHIH, MHHOIIMKIIUH, PAlaMHUIIUH, MUKO(QESHOIOBYIO KUCIOTY, MHKO(EHO-
nara Mmoderui, FTY 720, a Takxke nepeunciennsle B natenre CIIIA Ne 7060697.

CornacHO OZTHOMY BapHaHTy OCYIIECTBIICHHS HHTHOUTOP ayTOTaKCHHA MM ero (hapManeBTHIECKH TpHeM-
JIEMYIO COJIb BBOAAT B KoMOuHanmu ¢ nukiocrnopuaoM A (CsA) wim takporumycoM (FK506). CornacHo omHO-
My BapHaHTY OCYIIECTBJICHHUS MHTMONTOP ayTOTaKCHHA WJIN €ro (apMaleBTUUECKH MPUEMIIEMYIO COJIb BBOIST
MIIEKOIIMTAIOMIEMY B KOMOWHAIIMH C MPOTHBOBOCIIAJIHTEIBHBIM CPEICTBOM, B TOM uuciie 0e3 OrpaHHMYEHHS C
HECTEPOUIHBIMH MTPOTHBOBOCTIAIUTEILHBIMU JieKapcTBeHHBIMU cpeacTBamu (NSAID), uaruduropamu docdo-
nmuacTepasbl-4, HrnouTopamMu kuHa3el JNK 1 kopTukocTeponaamMu (TIIFOKOKOPTUKOUTAMH ).

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHIHOWUTOP ayTOTAKCHHA WM €ro (hapMaIleBTHUIECKH
MPUEMIIEMYIO COJb BBOIAT C KOPTUKOCTEpOoUAaMu. KOPTHKOCTEPOHIBI BKIIOYAIOT B ceOst Oe3 orpaHudeHus: Oe-
TaMETa30H, NMPEIHU30H, AIKIOMETa30H, albIOCTEPOH, aMIIMHOHKM, OCKIOMETa30H, OeTaMeTa3oH, OyAecOHW,
IUKJIECOHM, KJI00eTa30J, KJI00eTa30H, KIOKOPTOJIOH, KJIOTIPEIHOJ, KOPTU30H, KOPTHBA30JI, Ieda3aKkopT, je-
30KCHKOPTHUKOCTEPOH, JI€30HUJ, J€30KCUMETa30H, JE30KCHKOPTOH, JEKCaMeTa30H, ANU(IIOpa3oH, AU(IIyKOpTO-
JIOH, AUQUIyTIpeaHaT, (IIyKIOPOJIOH, (GIyApOKOPTH30H, (GIyApOKCUKOPTHA, (iaymerasoH, diayHMzomun, diyo-
IIMHOJIOH alleTOHH, (QIyOUMHOHUA, (IIyOKOPTHH, (DIyOKOPTOJIOH, (PTOPMETOIIOH, (IIyneposoH, (IynpeIHuIcH,
¢ryTHKa30H, GOPMOKOpPTAI, TANIUHOHU, TaJIOMETa30H, THAPOKOPTH30H/KOPTH30JI, THAPOKOPTH30HA alETIOHAT,
THIPOKOPTH30HA OyTerpaT, T’MAPOKOPTH30HA OYTHpAT, JIOTENPEIHO, MEAPU30H, METIPEAHN30H, METHIIIIPETHH-
30JI0H, METWINPEIHNU30JI0OHA alleloHaT, MoOMeTa3oHa (ypoar, mapaMeTa3oH, IpeIHUKapOaT, MpeIHu-
30H/IPEAHN30JIOH, PUMEKCOJIOH, THKCOKOPTOJ, TPUAMIIMHOJIOH U YI00eTa30.

CornacHO 0JJHOMY BapHaHTY OCYIIECTBIICHHS HHIHOUTOP ayTOTaKCHHA WK ero (papMareBTUIECKU MPHUEM-
JIEMYIO COJIb BBOJST MJICKOTIMTAIOMIEMY B KOMOHMHAIIMM C HECTEPOUIAHBIM IPOTHBOBOCHIAINTEIFHBIM JIEKapCT-
BeHHBIM cpencTBoM (NSAID). NSAID BkimouaroT B ce0Ost 6€3 orpaHUYeHHs acIIUPUH, CATUITUIOBYIO KHUCIIOTY,
TEeHTU3WHOBYIO KHCJIOTY, XOJHH MarHus CaJMIMIIAT, XOJIHH CAJMINIAT, CAIUIMIAT MarHus, CATUIIIIAT HATPHS,
mudayHnzan, kaprpodeH, gpeHonpodeH, dpeHonpoder Kanplus, diaypodunpoden, ndynpodeH, KerormpodeH,
HaOyTOH, KETOJIOPAK, KETOJIOPAK TPOMETAMUH, HAIPOKCEH, OKCAPO3HH, TUKJIO(EHaK, eTo0NaK, HHIOMETAIHH,
CYJIMH/IaK, TOJIMETHH, MeKIo(eHamaT, MeKIoeHaMaT HaTpus, Me()eHaMOBYIO KHCIIOTY, TMPOKCHKAM, MEJIOKCH-
kam, COX-2 crnenuduueckue HHrHOUTOPHI (Takue Kak 0e3 OrpaHHuCHHs EIEKOKCHO, POPEKOKCHO, BaJIIEKOK-
cu0, mapeKokcuo, STopukokcnO, tymupakokcno, CS-502, JTE-522, L-745.337 u NS398).

CornacHO HEKOTOPHIM BapHaHTaM OCYIICCTBICHUS MHTHOWUTOP ayTOTAKCHHA MM €ro (hapMaIleBTHYECKH
TIPUEMIIEMYIO COJIb BBOJSIT COBMECTHO C aHAJIBIECTHKOM.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS MHTHOWUTOP ayTOTAKCHHA WM €ro (hapMaIleBTHYECKH
MIPUEMJIIEMYIO COJIb MCTIONB3YIOT B KOMOWHAITMHN ¢ paJualliOHHON Tepanuel (wim paguorepanueii). Pamquanuon-
Hasl Tepamsl MpeACTaBIsIeT co00il IedeHne paka U IpyTruX 3a00JIeBaHUI HOHM3NPYIOMHUM o0yueHneM. Pamma-
[IUOHHYIO TEPaIMI0 HEOOS3aTENBHO HCIONB3YIOT JUIS JICYCHUS JIOKAITN30BAHHBIX COJNMIHBIX OITyXOJEH, TaKHMX
KaK PaKkd KOXH, s3bIKa, TOPTaHHU, T'OJIOBHOTO MO3ra, MOJIOYHOW KeJe3bl, MpPEACTATeILHON JKeJe3bl, TOJICTOH
KHUILIKH, IEYE€HH, MaTKU W/ 1eiiky. Takxke ee Heo0s3aTeNIbHO UCHOIB3YIOT ISl JICUCHHS JICHKO3a U TUM(OMBI
(paKkoB KpOBETBOPHBIX KJIETOK M JIMM(ATHYECKOI CHCTEMbI COOTBETCTBEHHO).

MeTtoarka ToCTaBKM OOJTYYCHHUS B PAKOBBIC KJICTKU 3aKII0YACTCS B MOMEIICHUU PAHOAKTHBHBIX UMILIAH-
TaTOB HEINOCPEICTBEHHO B OMYXOJb WJIM IOJOCTh OpPraHW3Ma. DTO Ha3bIBACTCS BHYTPEHHEW paauoTepamnueit
(OpaxuTepanusi, BHyTpeHHEEe 00IydeHHE ¥ BHYTPUIIOIOCTHOE O0JIydeHHE SBISIOTCS TUIIAMK BHYTPEHHEH pauo-
tepanun). C HCIIOJNB30BaHWEM BHYTPEHHEH paJHOTEpariiyd 103y OONydeHHUs KOHIEHTPUPYIOT Ha HEOOJBIION
30HE, U OOJBHOM OocTaeTcs B OONBHHUIIC HA HECKOJIBKO CYTOK. BHYTpEeHHIOI0 panoTepanuio 9acTo HCIOIB3YIOT
TIPU paKax si3bIKa, MaTKH, MPEICTaTeIbHOMN KeJe3bl, TOJICTOW KUIIKU U IIEHKH.

Tepmun "pamuorepanus” win "HOHU3HUpPYIOIIee o0mydeHue" BKIIOYAIOT B ceOst Bce GOpMBI OOJTydeHus, B
TOM uucie 6e3 OrpaHUYEHUs o, 3 ¥ Y H3IyUYeHHE U YIbTPpa(HOIETOBOE H3ITydeHHUE.

CornacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHUS WHTHOMTOpP ayTOTAaKCHHA BBOIAT C ITOHIKAIOIINAM CO-
JIepKaHKe TIIOKO3EI cpeacTBOM. COTIIacCHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHUS MOHIDKAIOIIEE COepKaHue
TJTFOKO3bI CPEJICTBO BHIOMPAIOT M3 aroHucTa (Y, AyadbHOT'O MM OOIIETro) perenTopa, akTUBUPYEMOTO MEPOKCH-
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comHbIM nponugepatopom (PPAR), maruburopa aunentunmnnentunasst (IV), aHamora rimrokaroHnomo0HOTo
nentuna-1 (GLP-I), uacynuHa uiam aHanora MHCYJIMHA, CTUMYJISITOPA CEKPEIIMU MHCYIIMHA, HHTHOUTOpa HAaTpHH-
3aBUCUMOT0 TIepeHOCUHKa TIoKo3bl 2 Trma (SGLT2), rmokodara, 4eIoBedYecKoro aHajaora aMmiInHa, OUTyaH -
Jla, FHFHOUTOPA O-TIIFOKO3U1a3bl, METJIMTHHHIA, THA30IUICHANOHA U CYIb(HOHIIMOYCBHHEL. COTIIACHO HEKOTO-
PBIM BapHaHTaM OCYILIECTBIICHHS MHTHOWTOP ayTOTaKCHHA BBOIAT C MET(HOPMHUHOM, CHTATIHITHHOM, CaKcar-
JUNTHHOM, PENarivHUAOM, HATETIIMHUAOM, SKCEHATHUAOM, JHPATIYTHAOM, WHCYIMHOM JIH3IPO, WHCYINHOM
acTmapT, MHCYJINHOM TJapTHH, WHCYIMHOM JETEMHUp, HHCYIUHOM H30()aH M TIIOKArOHIOAOOHBIM MENTHIOM-1
nm 10001 ux komOuHaieir. CorlacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHSI HHTHOUTOP ayTOTaKCHHA BBO-
JT C TIOHIDKAIOIIMM COJepKaHNE JTUHIOB CPEICTBOM.

CornacHO HEKOTOPBHIM BapHaHTaM OCYIIECTBIICHUS MHIHOUTOP ayTOTaKCHHA BBOAAT B KOMOWHAITHH IO
MEHBIIICH Mepe C OJJHOM JOTONHUTEIFHON TePaUeH, UCTIOIB3yEeMOW IS JICUCHHSI CEPACIHO-COCYAUCTOTO 3a00-
neBanus. COTacHO HEKOTOPHIM BapHaHTaM OCYILECTBICHUS Teparuel, NCTIONb3yeMOH ISl JIEUeHUs! CepiedHO-
COCYZMCTOTO 3a00JIeBaHus, SIBISICTCS MHIMOMTOP aHTrHOTeH3MH-npeBpaatonero ¢pepmenta (ACE), Giokarop
penentopa anruotensuHa 1l (ARB), B-6mokarop, AnypeTHK, GJIOKaTOp KaJbIIMEBHIX KaHAIOB, HHTHOUTOD CHC-
TEeMBI peHHH-aHTHOTCH3UH (RAS), pa3XmKkarommii KpoBb MEJIUKAMEHT, CTaTUH U (UOpaT, a Takke Jrodas ux
KOMOWHAIIHS.

HaGops! 1 u3nenus.

B HacrosiieM JOKYMEHTE OMHCHIBAIOTCS HAOOPHI IS JICYCHUST COCTOSHHS, 3a00JIeBaHIS WIIN HAPYIICHUS,
ACCOITMMPOBAHHBIX C aKTUBHOCTHIO ayTOTAaKCHHA, BKIIOYAIONIETO BBEACHNE YKa3aHHOMY WHAWBUAYYMY MHTHOH-
TOpa ayTOTaKCHHA.

g TepaneBTHYECKUX MPUMEHEHHUH, OTMCHIBAEMBIX B HACTOSAIIEM JOKYMEHTE, HAaOOPBI W M3IEIHS TaKXKe
OMHCHIBAIOTCS B HACTOSIMIEM IOKyMeHTe. COrllacHO HEKOTOPHIM BapHaHTaM OCYIIECTBICHHS TaKue HaOOPHI
BKITIOYAIOT B ce0sI HOCUTEIh, YIIAKOBKY WJIM KOHTEHHEP, KOTOPHIN pa3/ieiseTcss Ha YacTH, UL Pa3MEIICHUS O-
HOTO HJIM HECKOJBKHX KOHTCHHEPOB, TAKUX KaK (DIaKOHBI, TyOBI M T.N., IPU STOM KaXKIBIH U3 KOHTCHHEPOB,
BKJTIOYAIOLINX B CE€0sl OJMH M3 OTIEIBHBIX JJIEMEHTOB, NOMJISKHUT HCIOIB30BAHUIO B CIIOCOOE, ONMCHIBAEMOM B
HacTosIeM JokyMmenTe. [logxoasmye KOHTeHHEPHI BKIIIOYAIOT B ce0sl, HATPUMEp, OYTHUIKH, (IIaKOHBI, ITTPUIIBI
1 TyObl. KoHTElHEpBI MOTYT OBITH CICTAHBI U3 PsJIa MATCPUAIIOB, TAKAX KaK CTCKIJIO HIIH ITACTHUK.

Wznenusi, mpeacTaBICHHBIC B HACTOSIIEM JOKYMEHTE, COACPIKAT YITAKOBOYHBIC MaTepUalibl. [Ipumepsr
(hapManeBTHUECKUX YIMAKOBOYHBIX MaTEpHUaOB BKIIOYAIOT B ce0s Oe3 orpaHUUYEHHUs ONMCTEpPHBIE YIAKOBKH,
OYyTBUIKH, TYOBI, HHTAIATOPHI, HACOCHI, TIAKETHI, (PIIAKOHBI, KOHTEHHEPHI, IIPHUILI, OYTHIIIKA U KaKOH-JIN0O yria-
KOBOYHBII MaTepua, MOIXOMAIINA Ui BEIOPaHHOTO COCTaBa M IIPEINOIaraeMOro IIyTH BBEICHHS W JICUCHHUS.
IIpenycmaTpuBaeTcs IMMUPOKHUI CIIEKTP COCTABOB COEJWHEHUN M KOMIIO3UIMHM, MPEJACTABICHHBIX B HACTOSIIEM
JIOKYMEHTE, a TaKXKe s TePAeBTHUECKUX CPENICTB IS KAKOTO-IN00 HApYUICHHS, IPU KOTOPOM TOJIE3HO MHTH-
OmpoBaHME ayTOTAaKCHMHA, WIHM NPH KOTOPOM ayTOTAKCHH SIBISIETCS MEIMATOPOM WM MCTOYHHKOM CHMIITOMOB
W TPUYHHBL

Konreiinep(b1) HE0Os3aTEIFHO UMEET OTBEPCTHE IJISI CTEPIIBHOTO A0CTyMa (HanpuMep, KOHTEHHep Tpe-
CTaBISACT COOOM MakeT C BHYTPUBCHHBEIM PACTBOPOM MU (PIIAKOHOM, UMEIOIIMM MPOOKY, MPOKATBIBAEMYIO UT-
JIOH JUIsl OAKOXKHOW MHBEKINH). Takne Habophl HEOOSA3aTEIBHO COJIEPIKAT COCTUHEHHE C HICHTH(QUIMPYIOMNM
OIHCaHHUEM, WM ITUKETKOW, MM MHCTPYKIUSIMHI OTHOCUTEIBHO €0 MPUMECHEHUS B CIIOCO0aX, OMUCHIBACMBIX B
HaCTOSIIIEM JOKYMEHTE.

Habop, xak npaBmiio, OyaeT BKIIOYATh B ceOS OJAMH WIM HECKOJIBKO JOTOITHUTENFHBIX KOHTEHHEPOB, KaXK-
IBIHA C OTHUM WJIM HECKOJBKUMH Pa3MTUYHBIMU MaTepHasaMH (TaKUMH KaK peareHTHI, HeoOs3aTeIbHO B KOHIICH-
TPUPOBAHHOW (hOpMe, W/WIIN yCTPOHUCTBA), MOAXOMSIIUMU C KOMMEPUYECKON M MOTPEOUTEIIbCKOH TOUKH 3PCHHS,
JUTS TIPUMEHEHUS COSIMHEHNS, ONMCBIBAEMOT0 B HACTOSIEM JOKyMeHTe. HeorpaHmumBalomue npuMepsl TaKuxX
MaTepHaJOB BKJIIOYAIOT B ce0s1 O6e3 orpanudeHus Oydepsl, pazdaBuTenn, GUIBTPHI, UTIIBI, IIIPHUITLI, HOCUTED,
YIIaKOBKY, KOHTCHHEp, (IaKOH W/UITN KPYTOBBIC 3TUKETKHU C MEPEYUCICHUEM COJCPKUMOTO, W/WITH HHCTPYKIHH
MO TIPUMCHEHUIO, 4 TAKXKE JINCTKU-BKIAIBIINN C HHCTPYKIUSIMH 10 MpuMeHeHHI0. OOBIYHO TaKXkKe BKIIOYAIOT
HA0Op MHCTPYKIUH.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHUS STHUKCTKA HAXOJWTCS Ha KOHTCHHEpPE WM CBS3aHA C
HUM. JTHUKETKA MOKET HAXOJUTHCS Ha KOHTCHHEpE, KOr/ia OYKBEI, MU(PPHI WIH JPYTUE CUMBOIIBI, COCTABIISIONINE
ITHKETKY, IPUKPEIUIIIOT, (OPMYIOT WM TPaBHPYIOT HA CaMOM KOHTCHHEpPE; STHKETKA MOXET OBITh CBs3aHA C
KOHTEHHEepOM, eCIIi OHa MPECTaBICHa B KOPOOKE MM HOCHTENE, KOTOPhIE TAaKXKe COAep)KaT KOHTEHHep, HAllpH-
Mep, B BUE JIMCTKa-BKIabIIa. Ha 3THkeTKke MOXKET OBITh YKa3aHO TO, YTO COACPKUMOE TOMJICKUT UCIOIH30-
BAaHUIO TSI KOHKPETHOTO TEPAINEBTHYCCKOTO MPUMEHECHHS. DTHKETKa Tak)Ke MOXKET YKa3bIBaTh HAIPaBICHUS
MIPUMEHEHHUS COAECP)KUMOTO, HalpIMep, B CIIOCO0ax, ONMCHIBAEMBIX B HACTOAIIEM JOKYMEHTE.

CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS (hapMarleBTHUECKash KOMITO3UIHS, COAep Kalas WHTHU-
O6uTop ayTOTaKCHMHA, IPEACTaBICHA B YIIAKOBKE MIIM JO3UPYIOUIEM YCTPOUCTBE, KOTOPBIE MOTYT COAEPKATh OTHY
WIA HECKOJBKO CIMHUYHBIX JTO3MPOBAaHHBIX (OpM. YIAKOBKA, HAPHUMEP, MOXKET COACPIKATh METAJUIMICCKYIO
WX TIACTUKOBYIO (DONBTY, HApuUMep, ONUcTepHas yrnakoBka. K yrmakoBke WM JO3HPYIOMIEMY YCTPOHCTBY MO-
TYT MPUIATaThCSI HHCTPYKIIMU IO BBeAcHUIO. K yrmakoBKe MU 03aTOPY TaKKe MOTYT MPUIATATHCS YBEIOMIIC-
HUE, CBSI3aHHOE C KOHTCHHEpOM, B (hopMe, IPEAMUCAHHON MPABUTEIBCTBEHHBIM OPTaHOM, PETYIHPYIONUM TIPO-
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W3BOJICTBO, MCIIOJB30BAHKE HIIH MPOAaXy (apMalleBTUYECKUX MPENapaToB, MPH 3TOM B YBEIOMIICHHU OTpaXKa-
eTcst 0100peHre OpraHoB (POPMBI JICKAPCTBCHHOTO CPEICTBA JUTS BBEICHUS YCIIOBEKY WM IJISI BETCPHHAPHOTO
npuMeHeHns. Hanpumep, Takoe yBeImOMIIEHHE MOXET OBITh dTHKETKOH, omoOpeHHoi Ympasnenuem CIIIA mo
CaHWTapHOMY HaJ30py 3a Ka4eCTBOM ITHIIEBEIX MPOAYKTOB H MEANKAMEHTOB [UIS PEIENTYPHBIX JICKApCTBECHHBIX
CPEICTB, WIN OZOOPEHHBIM JINCTKOM-BKIaapimieM. KoMno3unuy, comepikane MpeacTaBIeHHOS B HACTOSIIEM
JOKYMEHTE COeIMHEHHE, COCTaBICHHOE B COBMECTUMOM (hapMaIleBTHIECKOM HOCHTEIE, TaKXKe MOTYT OBITh I10-
JIy9EHBI, TOMEIIECHBI B COOTBETCTBYIOIINNA KOHTEHHEP M TOMEUCHBI [T JICUCHHST YKa3aHHOTO COCTOSHHS.
BapuaHTBI ocyliecTBIeHHs HACTOALIEr0 N300peTeHus

Bapuant 1. Cnoco0 neueHHs WM TpeaynpexacHus Gudposa, MpypuTa, BOCHAIUTSIHFHOTO 3a00JICBaHHS
WA COCTOSIHUS, ayTOMMMYHHOTO 3a00JICBaHUS WIIM COCTOSIHUS, pakKa, 3a00JICBAHMS MM COCTOSHHS JTBIXaTCIb-
HBIX IyTEH, OXKUPCHUSI, BHYTPUIIIA3HOTO JABJICHUS, HEBPOIIATHUCCKOW OOH WM WX KOMOHMHAIUH Y MIICKOTIH-
TAIOMIET0, BKIIFOYAIOIINN BBEJICHUEC MICKOITUTAIONIEMY HHIHOUTOPA ayTOTAKCHHA CIICTYIOIIEH CTPYKTYPHI:
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Cl

win  Coemunenue I,

WK ero (papMareBTUICCKU MPUSMIICMOMN COJIH WK COJIbBATA.

Bapuanr 2. Cnioco6 coriacHo BapuaHTy 1, B KOTopoM coequHeHne A, coenuHenue B, coenunenue E, co-
enunenue F, coenuuenne G, coemunenue H, coenuuenue 1 BBomsaT B hopMe (hapManeBTHUSCKH TMPUSMIIEMON
COJIHL.

BapuanT 3. Crioco0 coryiacHO BapHaHTy 2, B KOTOPOM coenuHeHue A, coeaunenne B, coenunenue E, co-
equaenne F, coemunenue G, coennaenue H, coennnenue [ BBogsT B popme conm HATpHS.

BapuanT 4. Crioco6 cormacHo JT000My U3 BapHaHTOB 1-3, B KOTOPOM HHTHOHWTOP ayTOTAaKCHHA BBOJIST Me-
CTHBIM ITyTEM, BBOZST MEPOPATBEHO WM BBOJAT MAPEHTEPATHHO MIICKOIIUTAIOIIEMY.

BapuanT 5. Cnioco6 coryacHo Jr000My U3 BapuaHTOB 1-4, B KOTOPOM MHTHOWTOP ayTOTAKCHHA BBOJAT CH-
CTEMHO MJICKOITUTAIOIIEMY.

Bapwuant 6. Cioco6 coriacHo JIr000My U3 BapUaHTOB 1-5, B KOTOPOM HHTHOUTOP ayTOTAKCHHA BBOJSAT Tic-
POPANBEHO MIICKOIUTAIOIIEMY.

Bapuant 7. Cioco6 neueHus win npeaynpexacHus Guopo3a y MICKOMUTAIOIIETO, BKIFOYAIOIIUI BBEIC-
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HHUEC MJICKOIIUTAIOIEMY I/IHFI/I6I/ITOpa ayTOTaKCHHa cneay}omei/i CTPYKTYPBbI:
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S
N—cl Y N\
cl N /l:;j:<§—0| cl N
F h cl N F 2/\”
N-N F q N-N
N-
) { )

Coenunenne F, Coenunenue G, Coenunenne H

AN

-n

umn  Coenunenue I,

WIN ero (papMareBTHUECKH IPHUEMIIEMON COJTM MK COJIbBATA.

BapuanT 8. Crioco6 coryiacHo BapuaHTy 7, B KOTOPOM coennHeHHe A, coeauHennue B, coenunenue E, co-
enunenue F, coenunenne G, coequnenne H, coenunenne I BBomar B (opMme (apManeBTHUECKH MPHEMIIEMOM
COJIH.

Bapuanr 9. Cnioco6 coritacHo BapuaHTy 8, B KOTOpOM coequHeHne A, coenuHenue B, coenunenue E, co-
ennnenue F, coennnenne G, coenqunenne H, coenunenue I BBogsar B hopme conu HaTpusL.

Bapuanr 10. Crioco0 coriacHo mo0oMy U3 BapHaHTOB 7-9, B KOTOpoM (GuOpO3 SBISETCS BOCTIPUUMYHUBBIM
K JICYEHHIO UHI'MONTOPOM ayTOTAKCHHA.

BapuanT 11. Cnioco6 cormacHo mo6omy u3 BapuaHTtoB 7-10, B koTopoM (GuOpPO30M SIBISAETCS JIETOYHBIN
(ubpo3, meueHoIHbIH (HHUOpPo3, MoYeHHbIH (uOpPO3, TIazHoi Gudpo3, mepuToHeaANbHBIH (HUOPO3 WM GUOPO3
KOKH WJIN UX KOMOHHAIIHN.

BapuanT 12. Crioco6 cormmacHo o6oMy u3 BapuanToB 7-11, B KOTOPOM MHTHOUTOp ayTOTAKCHHA BBOJISAT
MECTHBIM IIyTEM, BBOAAT NEPOPAIBHO MM BBOZIST IAPEHTEPATIHHO MIICKOITUTAIOIIEMY.

BapuanT 13. Crioco6 cormacHo 0o00My U3 BapuaHTOB 7-12, B KOTOPOM MHTHOWUTOp ayTOTAKCHHA BBOJSAT
CHCTEMHO MJICKOITUTAIOIIEMY.

Bapuanr 14. Crioco6 cormnacHo mo00My U3 BapHaHTOB 7-13, B KOTOPOM MHIMOMTOP ayTOTAaKCHHA BBOJIST
MEepOPaIbHO MIICKOITUTAIOIIEMY.

Bapuanr 15. Crioco6 cornacHo BapuanTy 14, B KOTOPOM HHI'MOMTOP ayTOTAKCHHA BBOJST MIICKOITHTAIO-
meMy B hopMe nepopasbHOTO pacTBOpa, NEPOPaIbHON CyCIeH3MH, TOPOILKA, MUITI0JIN, TaOIETKH NN KarCyJIbl.

Bapuanr 16. Crioco6 cormnacuo no00oMy U3 BapHaHTOB 7-13, B KOTOPOM MHIMOMTOP ayTOTaKCHHA BBOJIST
MJICKOITUTAIOIIEMY HHBEKIUEH M BHYTPUBEHHO.

BapuanT 17. Cioco6 coriiacHO BapHaHTy 7, B KOTOPOM MHTHOUTOP ayTOTAKCHHA WHTHOWPYET MITH CHIDKA-
€T CKOPOCTb HAKOIUICHUS! (PMOPOTEHHBIX KJIETOK U OTJIOKEHHE OEIKOB BHEKJIETOYHOTO MaTPHKCA B TKAHIX MJle-
KOIUTAIOIIETO.
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Bapuanr 18. Crioco0 neyeHnst Wi IperynpexIeHns IpypuTa y MIEKOIMTAOIEr0, BKIIIOYAIONINi BBeIe-
HHE MJICKOIIMTAIOIEMY HHTHONTOPa ayTOTAaKCHHA CIIEIYIOIIEH CTPYKTYpHI:
O

Q 3 OH Q
F OH E OH
S
S S
N—cl
N cl N N—cl
N N
cl i F h cl
a N-N F 2/\|¥
N’N NfN
Coenunenue A, Coenunenue B, Coenunenue E,
Q 0
OH o i
N= OH OH
S\ / 3 N.—/ S
N—cl \ N
cl N A\ Cl cl N
N
F 2/\” Cl I E 2/\”
N-N 7 N-N
) C
Coenunenue F, Coenunenue G, Coenunenue H
O
R OH
S
N—cl
cl N
F 2/\”
N’N

unu  Coenunenue I,

w1 ero GpapMareBTHUECKH IPUEMIIEMON COJIM WIIN COJIbBATA.

Bapuanr 19. Cnoco6 corsacHo BapuaHty 18, B KOTOopoM coeanHenue A, coeaunenne B, coenunenue E,
coenunenue F, coenunenne G, coenunenue H, coenunenue I BBogsT B hopme papmarieBTHIECKH MPUEMIIEMOH
COJIH.

Bapuanr 20. Cnoco6 corsacHo Bapuanty 19, B KoTopoM coeanHenue A, coeaunenne B, coenunenue E,
coenunenue F, coenunenne G, coequnenne H, coenurenue I BBoIAT B hopMe COTM HATPHSI.

BapuanT 21. Crioco6 cormacHo o6omMy 13 BapuaHToB 16-20, B KOTOPOM 3y aCCOIMUPYETCS C TePIICTH-
(hOpMHBIM AEpMATUTOM, AEPMATOMHO3UTOM, ieMpuronmom, cuaapomoM Illerpena, 6osre3npo Japne, 60JIe3HBIO
Xetinu-Xeiinu, nxtuo3om, cuaapomom lllerpena-Jlapccona, nepmMatopuTreid, HOITUKYINTOM, UMIIETUTO U JIPY-
TUMH OaKTepHambHBIMU MH()EKUMSIMH, YKYCaMH HACEKOMBIX, IEIHUKYJIE30M, YECOTKOH, BUPYCHON MH(pEKIueH,
acTeaTro30M, aTONMUYECKON 3K3eMOH, KOHTAKTHBIM JIEPMAaTUTOM, PEaKLIUEeH Ha JIEKapCTBEHHOE CPEACTBO, Kpac-
HBIM IUIOCKHM JIMIIAEM, IPOCTHIM XPOHUYECKHUM JIMIIAEM, MaCTOIIUTO30M (MUI'MEHTHOH KparuBHUIIEH), MaJISIpHU-
e, mcopuazomM, pyouom(amn), KpanuBHULEH, KOKHOHM T-kiaerodnoil smmdomoit wiu QyHrOMIHBIM MHKO30M,
KOKHOHM B-knerounoil nmuM¢poMoi, mopaxeHneM KOXKH IpH JieHKko3e, neMuronjoMm 0epeMeHHbIX, TOJIUMOp Q-
HBIM JIEpPMaTO30M OEpPEMEHHBIX WM IToYecyXol OepeMeHHbIX.

Bapuanr 22. Cnoco6 coriacHo mo6omy u3 BapuaHToB 18-20, B KOTOPOM 3yA BBEI3BaH XOJICCTaTHYECKUM
HIPYPUTOM.

BapuanT 23. Crioco6 cornacHo 000My u3 BapuaHToB 18-22, B KOTOPOM WHTHOUTOP ayTOTAaKCHHA BBOJIST
MECTHBIM IIyTEM, BBOAAT NEPOPAILHO MM BBOIST MaPEHTEPATIHHO MIICKOITUTAIOIIEMY.

BapuanT 24. Crioco6 cornacHo o00My u3 BapuaHToB 18-23, B KOTOPOM HWHTHOUTOP ayTOTAaKCHHA BBOJIST
CHCTEMHO MJICKOITUTAIOIIEMY.
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Bapuanr 25. Crioco6 cornacHo mo00oMy U3 BapuaHTOB 18-24, B KOTOPOM MHT'MOUTOP ayTOTaKCHHA BBOJIST
MEepOPaIbHO MIICKOITUTAIOIIEMY.

BapuanT 26. Crioco0 coriacHo BapHaHTy 25, B KOTOPOM WHTHOHTOP ayTOTaKCHHA BBOJIST MIICKOITUTAIO-
meMy B (hopMe IepopaIbHOTO PacTBOPA, IEPOPATFHON CYCIIEH3NH, TOPOIIKA, MO, TAOJETKH WA KaTICYJIbI.

BapuanTt 27. Cioco6 cornacHo o00My u3 BapuaHToB 18-23, B KOTOPOM WHTHOUTOP ayTOTAaKCHHA BBOJIST
MIIEKOIIUTAIOIEMY HHBEKIEH MITH BHYTPUBEHHO.

BapuanT 28. Crioco0 nedeHust Wik IperynpexaeHns BOCTIAINTEILHOTO 3a00JIeBaHUS WIIH COCTOSHYSI, FITH
ayTOMMMYHHOTO 3200JI€BaHIS WM COCTOSHHS Y MIIEKOIIHTAIOIIETO, BKIFOYAIOTIH BBEICHIE MIICKOITUTAIOIIEMY
MHIHOMTOpa ayTOTaKCHHA CIIEAYIOIEH CTPYKTYPBI:

O
Q F OH Q
E OH F OH
S
S S
N—cl
) cl N N—ci
N N
of i F 2/\” cl
a N-N P
Q,N QfN
Coenunenue A, Coenunenue B, Coenunenue E,
Q 0
OH o i
N= OH OH
S\ / N=

S

N—cl Y N\ ¢

c N N\Cl - N
F2/\|‘

7
N F 2/\” ]N
N

Coenunenue F, Coenunenue G, Coenunenne H

umu  Coenunenue I,

WM ero (papManeBTHIECKU MPUEMIIEMO COIH WIIH COJIbBATA.

BapuanT 29. Crioco6 coryiacHo BapuaHTy 28, B KOTOPOM coeinHeHue A, coeaumHenue B, coemunenne E,
coenunenue F, coequnenne G, coenunenne H, coequnenne I BBoAsAT B hopMe dapMareBTUIECKH PUEMIIEMON
COJIHL.

BapuanT 30. Crioco6 coryiacHo BapuaHTy 29, B KOTOpOM coennHeHue A, coeaumHenue B, coenunenne E,
coenunenue F, coenunenne G, coequnenne H, coenqunenue 1 BBogsT B popme conm HaTpus.

Bapuanr 31. Crioco6 cornacHo nro00oMy n3 Bapuantos 28-30, B KOTOPOM BOCHAJIHMTEIBHBIM 3a00JI€BaHUEM
W COCTOSIHAEM I ayTOMMMYHHBIM 3a00JIEBAaHUEM HJIM COCTOSIHUEM SIBIISIETCS TICOpMa3, peBMAaTONIHBIN apT-
PHT, BACKYJIUT, BOCHAJIHUTEIbHOE 3a00JIEBaHNE KHUIICYHHKA, NEPMATUT, OCTEOAPTPHUT, aCTMa, BOCIIAIUTEIHLHOE
3a00JIeBaHNE MBIMIL, AUIEPTHYECKUH PUHUT, BarMHUT, WHTEPCTHLHUAJIBHBIM LIUCTUT, CKIEPOIECPMHUS, DK3eMa,
KpacHasl BOJIYaHKa, JIEPMaTOMHO3MT, cuHApoM lllerpena, TMpeonanT, MUacTEeHHs TpaBHC, AyTOMMMYHHAas TeMO-
JUTHYECKAs aHEMUS, PACCESTHHBIN CKJIEPO3, MYKOBHUCIIHI03, XPOHUIECKUH PEIHINBUPYIONIUHA TeaTHT, IePBHY-
HBIA OMJTHAPHBIA [UPPO3, TIEPBUIHBIN CKIEPO3UPYIOMIUNA XOJAHTHT, aJNIEPTHISCKUN KOHBIOHKTUBUAT WU aTOIIH-
YECKHUH IepMaTHUT.
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Bapuanr 32. Cnoco6 coriacHo BapuaHTty 31, B KOTOPOM BOCIAIMTEIGHBIM 3a00JIEBAHNEM HITH COCTOSIHHU-
€M, WM ayTOUMMYHHBIM 3200JI€BaHHEM MJIM COCTOSIHUEM SIBIISICTCS BOCHAJIMTENLHOE 3a00JIeBaHNE KUIIIETHUKA.

BapuanT 33. Cioco6 cormacHo BapuaHTy 32, B KOTOPOM BOCHAIHTEIHHBIM 3a00JI€BaHIUEM KHIIICUHHKA SIB-
JSIETCSI KOJIUT.

BapuanT 34. Cioco6 coriacHo BapuaHTy 33, B KOTOPOM KOJUTOM SIBIISIETCSI OCTPBIN KOJIUT.

BapuanT 35. Cioco6 coriacHo BapuaHTy 33, B KOTOPOM KOJUTOM SIBIISIETCSI XPOHUIESCKUH KOJIUT.

BapuanT 36. Crioco6 coriacHo BapuaHTy 33, B KOTOPOM KOJHMTOM SIBIISIETCSI ayTOMMMYHHBIN KOJIHT, UHO-
MaTUYECKUH KOJINT, ATPOTEHHBIN KOJIIUT, COCYANUCTOE 3a00JIeBaHNE MM MHPEKIIMOHHBIN KOJINT.

Bapuanr 37. Cioco6 coriacHo BapuaHTy 33, B KOTOPOM KOJIMTOM SIBJISIETCSI SI3BEHHBIH KOJIMT.

Bapuanr 38. Cnoco6 cornacHo 1r000My U3 BapuaHTOB. 28-30, B KOTOPOM BOCHAJIMTEILHBIM 3a00JIeBaHUEM
WY COCTOSTHHEM HJIM ayTOMMMYHHBIM 3200JIEBaHUEM WJIN COCTOSIHHEM SIBIISICTCSI PACCESTHHBIN CKIIEPO3.

Bapuanr 39. Croco6 coriacHo BapuaHTy 38, B KOTOPOM DPAacCEsIHHBIM CKJIEPO30M SIBIISIETCSI PELUINB-
HBII1/pEMUTTUPYIOLINH PACCESHHBIN CKIEPO3, PELMINBHBINA PACCESHHBIH CKIEPO3, IEPBUYHO MTPOTPECCHPYIOIIUH
paccesiHHBIN CKIIEPO3 WIIM BTOPHYHO MTPOTPECCUPYIOIINI PacCEesTHHBIH CKIIEpO3.

BapuanT 40. Cnioco6 coryacHo Bapuanty 39, B KOTOPOM HMHTHOUTOP ayTOTAKCHH CHHXKAET YacTOTY, TS-
JKECTh W/UITH MPOIOIDKUTENBHOCTD PELUINBA OJHOTO WM HECKOJIBKHX CHMITOMOB PacCEsHHOTO CKIIEPO3a.

BapuanT 41. Crioco6 coriacao Bapuanty 40, B KOTOPOM CHMIITOMBI PACCESTHHOTO CKJIEp03a BKIIOYAIOT B
ce0s1 OHEMEHHE WX CJ1a00CTh B KOHEYHOCTH, YACTHUHYIO MIIH TTOJIHYIO ITOTEPIO 3PEHUS, TBOMHOE 3pEHHeE, Hesic-
HOCTb 3pPCHHS, OIYIICHUE MTOKAIBIBAHUS, TPEMOP, OTCYTCTBHE KOOPJAWHALINH, HEYCTOHUUBYIO IOXOJIKY, HEBHAT-
HYIO pedb, yCTaJIOCTh, TOJIOBOKPYXECHUE MIIM UX KOMOHHAIIHH.

Bapuanr 42. Cnoco0 JiedeHus paka y MIEKONUTAIONIET0, BKIIOYAIONINI BBEACHHE MIEKOIUTAIONIEMY HH-
THOMTOpa ayTOTaKCHHA CIIEAYIOMEH CTPYKTYPBIL:
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Coemunenue A, Coenunenue B, Coenunenne E,
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SN\ / ] N.,/ s
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F 2/\” cl f ! h
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Coenunenue F, Coenunenue G, Coenunenue H
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\

unn  CoenuHenue I
w1 ero GpapMareBTHUECKH NPUEMIIEMON COJIM WIIN COJIbBATA.
Bapuanr 43. Cnoco6 corsacHo Bapuanty 40, B KOTOpoM coeanHenue A, coenunenne B, coenunenue E,
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coenunenue F, coenunenne G, coenunenue H, coenunenue I BBogsT B hopme papmarieBTHIECKH TPUEMIIEMOH
COJIH.

BapuanT 44. Crioco6 coryacHo BapuaHTy 41, B KOTOpoM coenuHeHue A, coeauHenue B, coenunenne E,
coenunenue F, coennnenne G, coequnenne H, coenurenue I BBoIAT B hopMe COTM HATPHSI.

BapuanT 45. Crioco6 coriacHo obomy u3 BapuaHToB 40-42, B KOTOPOM PAKOM SIBJISIETCSI COJIUIHAS OTTY-
XOJIb.

BapuanT 46. Crioco6 coriacHo o0oMy U3 BapuaHTOB 40-42, B KOTOPOM PaKoOM SIBIISIETCS PaK MOUYEBOTO
My3BIPA, PaK TOJCTOW KHUIIKH, PaK TOJIOBHOTO MO3Ta, PaK MOJOYHOM JKeJe3bl, pak SHAOMETPHS, pak cepama, pak
MOYKH, PaK JIETKOTO, paK MCYCHH, pak MaTKH, PaK KPOBCHOCHON M JTHUM(ATHUCCKON CHUCTEM, paK SUYHUKA, paK
MOJKEITYIOYHOH JKeJe3bl, pak MpeAcTaTeIbHOMN JKelle3bl, pak IMUTOBUIHOH JKeJe3bl TN PaK KOXKH.

Bapuanr 47. Crioco6 cormnacHo mo6oMy u3 BapuaHTOB 40-42, B KOTOPOM pakoM SIBJIIETCS CapKoMma, Kap-
UHOMA WK TuMdoma.

Bapuanr 48. Crioco® cHWXEHHS WM MHTHOMPOBAaHHS aHTMOTCHE3a Y MIJIEKOIHTAIOLIETO, BKIIFOYAIOIIUH
BBE/ICHHE MJICKOIIMTAIONEMY HHTHONTOpA ayTOTAaKCHHA CIEIYIOIEH CTPYKTYpBI:
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W ero GapMareBTHUECKH IPUEMIIEMON COJIM WIIN COJIbBATA.

Bapuanr 49. Cnoco6 coryacHo BapuaHty 48, B KOTOpoM coeanHenue A, coeaunenne B, coenunenue E,
coenunenue F, coenunenne G, coenunenue H, coenunenue I BBogsT B hopme papmarieBTHIECKH MTPUEMIIEMOH
COJIH.

BapuanT 50. Crioco6 coryiacHo BapuaHTy 49, B KOTOpOM coennHeHue A, coeauHenue B, coenunenne E,
coenunenue F, coennnenne G, coequnenne H, coenurenue I BBoIAT B hopMe COTM HATPHSI.

BapuanT 51. Crioco6 cormacHo 1r0060My n3 BapruaHToB 48-50, B KOTOPOM CHW)KCHHE WJIM WHTHOUpPOBaHWE
AQHTHUOTEeHE3a Y MIICKOMUTAOIIET0 JIEYUT aTepPOCKIePO3, THIIEPTEH3HUIO, POCT OIYXOJIH, BOCTIAJICHNE, PEBMATON-
HBIH apTPHT, BIAXHYIO (GOPMY JeTeHEpAIiH JKEJITOTO MATHA, XOPHOUIATBHYI0 HEOBACKYIISIPU3AIIIIO, PETHHAIb-
HYIO0 HEOBACKYJISIPU3ALHNIO I THA0ETHIECKYIO PETHHOIIATHIO.
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Bapuanr 52. Crioco6 cornacHo mo0oMy U3 BapuaHToB 1-51, TOMOJIHUTENBHO BKIIOYAIOINI BBEACHHE I10
MEHBIIIEH Mepe OHOTO JOTIOIHNUTEIBHOTO TEPAIICBTUIECKOTO CPEICTBA MIICKOIIUTAIOIIEMY .

BapuanT 53. Crioco6 cormacHo m00oMy U3 BapuaHTOB 1-52, B KOTOPOM MIIEKOTTUTAIOIINM SIBIISIETCS Y€JI0-
BEK.

TIpumepst

Crnenyromue NpUMEPH! PEACTABICHB HCKIIOYUTENFHO B WIDIIOCTPATHBHBIX LEISIX M HE OTPaHWYHBAIOT
00BeM (HOpMyITEI H300PETEHHUS, TIPEICTABICHHON B HACTOSIIIEM JTOKYMEHTE.

Ipumep 1. Cunares  3-((6-xmop-2-nukmonpornwi-1-(1-3tun-1H-mupazon-4-mn)-7-¢prop-1 H-unnon-3-
WIT)THO)-2-(hTOpOEH30IHOW KUCTIOTHI (COeANHEHUS A)

Iyts 1
AlCl3, BCl, cl )
XJTOPAUECTOHUTPHI onporin MgBr AN
Cl NH CH:Cl2, o6paTHEit cl NH, TOIyOIL, 5 H
F XOJI0 JU/IbHHUK, F 0°C-RT, 14 F
1 14 4., 3 v HCI, o6parHsrit 2 3
XOJIOIUITBHHK, 3 .
E COzEt
Br—C N F COft
;QNV ] s
N,N’-1aMeTHII- A\ HS AN
STUICHAHAMUH, a N NCS, CH,CI,, ol N
K4POy, Cul, F 2/\” RT, 16 4. F /
Tonyon, 140 °C, 16 «. -N Nfl\l

E CO,Na F OzH
S D
NaOH
N A\
al N cl N
F 8/\” F 2/\”
N-N N-N
Hatpuesas conb coenunenus A Coenunenue A
F F PMBSH F F
Br. CO;H  EtOH, H;SO,  Bn COyEt  Pdy(dba); kcarrdoc pue~S COEt TFA HS CO,Et
oOparHbli DIPEA, 1,4-1uoxcan 80°C, 12
XOJIOTUIIBHEK, 24 4. .
A1 A2 A3 6

Cranus 1. Cunres 1-(2-amnHo-4-x510p-3-¢Topdherm)-2-xmnoparan-1-oHa (2).

B nmepememmBaemsiii pacteop AlCI; (10,0 T, 75,01 mmons) u BCl; (1M B H-rekcane) (74 mu, 75,01 MMoIh)
B CH,Cl, (80 M) mobasisin 3-xi10p-2-dropanmmmn 1 (9,0 T, 6,18 MMOIIB), a 3aTeM pacTBOp XJIOPALETOHUTPHIIA
(11,6 r, 153,64 mmois) B CH,Cl, (20 M) mpu 0°C B mHEpTHOU atMocdepe. ObecnieunBany repeMennBanie
peakmmonHo# cmecu ipu RT B Tedenne 30 MUH; HarpeBaiu IO TEMIIEPATyPHI MOSBICHUS KOHACHCAINN U TIOA-
JiepxuBany emie 14 4. 3areM peakimoHHYI0 cMech oxyaxmanu 10 0°C, noGasmsuii Bogabid 3H. pactBop HCI
(100 mur) ¥ TIOBBINIATM TEMIIEPATYPY IO MOSBICHUS KOHACHCATa U TIepeMennBaid B Teuerue 3 4. [Tocie 3aBep-
menust peakiuu ¢ nmomombsio TLC peakimonHyio cMech oxnaxkaann 10 RT, pazbasnsumm Bomoit (50 M) 1 9KCT-
parupoamu ¢ CH,Cl, (2x150 mur). O0beqHEHHBIE OpraHUYEeCKUE SKCTPaKThl cymuin Hax Na,SO,, uibrpoBa-
JIM ¥ KOHIICHTPHUPOBAIH NP TMOHWKEHHOM IaBJICHHH C MOJYYCHHEM HEOUYHIIEHHOTO Mpoaykra. HeounmeHHsii
MPOAYKT OYHINAIN ITyTEM PACTUPAHUS C H-IICHTAHOM C IOJTydeHneM coenuHenus 2 (4,5 r, 33%) B Bume rpsa3HO-
0eJI0TO TBEP/IOTO BEIECTRA.

'"H SIMP (500 MTI'tr, DMSO-dq): & 7,61 (d, J=9,0 ', 1H), 7,35 (br s, 2H), 6,72 (d, J=9,0 I'n, 1H), 5,06 (s,
2H).

Cranus 2. Cunres 6-xiop-2-1ukionponui-7-gprop-1H-unnona (3).

B nepemenmBaemsiii pactBop coeannenus 2 (4,5 r, 20,3 mmous) B Tomyone (50 mir) moOGaBisun IMKIIO-
npormmaraust 6pomun (0,5M B THF; 102,0 mi, 50,9 mmons) pu 0°C B uHEpTHOH aTMocdepe. PeakimonHyo
cMmech nepememmBanu npu 0°C B Teuenue 15 MuH, a 3atem HarpeBaiu 1o RT u mepemeruBanue mpoaoikaiu
eme 1 4. [Tocne 3aBepmenust peakiuu ¢ oMoribio TLC peakmoHHYI0 CMeCh TaCHIIM HACKHIIIEHHBIM PacTBOPOM
xnopuga ammonus (10 M) u skcTparupoBaiu ¢ nomorsio EtOAc (3x75 mur). OObequHEeHHBIE OpTaHUYecKue
SKCTPaKTHI cynmiui Hag Na,SO,, GMIBTpOBaIN M KOHIICHTPUPOBAIH IIPH MOHIKEHHOM JaBIICHUH C TIOTy9IeHUEM
HEOYHIICHHOTO TPOAYyKTa. HeouWImeHHBId MPOAYKT ouHumanu (xpomarorpadus Ha cuiukarene; 1%
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EtOAc/rekcanbr) ¢ nonydenuem coemurenus 3 (2,7 r, 63%) B BUae TpsI3HO-0€7I0T0 TBEPAOTO BENICCTBA.

'H SIMP (500 MI', DMSO-dg): & 11,55 (s, 1H), 7,18 (d, J=8,5 ', 1H), 6,97 (dd, J=8,5, 6,5 I'r;, 1H), 6,16
(s, 1H), 2,03-1,99 (m, 1H), 0,99-0,96 (m, 2H), 0,83-0,80 (m, 2H); LC-MS (ESI): 91,6%; m/z 208,1 (M-H"); (ko-
nonka: X Select CSH C-18, 50x3,0 mm, 3,5 mxm); RT 4,32 mun; 5 MM NH;OAc: ACN; 0,8 mMi/MuH).

Cranus 3. Cunres 4-6pom-1-atun-1H-nupazona (4).

B nepemenmuBaemsrii pactsop NaH (34,0 r, 0,85 moins; 60% B Munepansnom macie) B8 THF (400 mi) mo-
Gasis pactBop 4-6pom-1H-mupazona (50 r, 0,34 mons) B8 THF (100 M) mpu 0°C B uHepTHOH aTtMocdepe.
Peakunonnyto cMech HarpeBanu A0 RT u moanepxuBanu npu To ke Temmeparype B TeueHue 1 4. PeakunoH-
HYI0 cMech cHoBa oxiaxnaanu no 0°C m memnenHo nobGasmsum Etl (63,67 r, 0,408 Monb) B TeUeHHWE 5 MUH.
ObecnieunBaIy HarpeBaHME MMOJIYICHHOTO B pe3yibTare pactBopa 10 RT, a 3arem nmepememuBany B TedeHne 16
4. [Toce 3aBepmieHus peakuu (KOHTpopoBaiy ¢ moMotbio TLC) peakImoHHYI0 cMeCh TaCHIIH JICJITHOW BO-
noit (100 M) m akcrparupoBanu ¢ nomomibio EtOAc (3x250 mir). OObeTMHEHHBIE OPTaHUYECKHE DKCTPAKTHI
cymmau Hax Na,SO,4, GUIbTpOBaNM W KOHICHTPUPOBAIHM IPH MOHWKEHHOM [ABICHUU C IMOJIYYCHHEM HEOUH-
IMIEHHOTO TpoayKTa. HeounmeHHbIH mnpomykT ouMmanu (Xpomarorpadueil Ha cuiukarene; 4-6%
EtOAc/rekcanbr) ¢ monydeHuem coenunenus 4 (43 r, 72%) B Buae OJIeTHO-KEITOMN KUIKOCTH.

'H SIMP (500 MI'u, CDCly): & 7,45 (s, 1H), 7,41 (s, 1H), 4,15 (q, J=7,5 T, 2H), 1,47 (t, J=7,5 T'u, 3H);
MS (ESI): m/z 175,0 (M+H").

Cranus 4. Cunre3 6-xsop-2-muxiionponmi-1-(1-3tui-1H-nmpazon-4-nm)-7-¢prop-1H-unnona (5).

B pactBop coennnenus 3 (4,3 1, 20,5 mMonb) B Toryose (50 min) mobasisim 4-6pom-1-otmi-1H-nupason 4
(4,0 T, 22,8 mmomb), kamus ocdar (11,0 T, 51,2 mmoins), N, N'-numetrmatunenauamud (722 mr, 8,2 MMOJIb) U
Cu(DI (390 wmr, 2,0 mmouts) ipu RT B mHEpTHOH aTMocdepe. PeakmmoHHbII pacTBOp MPOIyBad aproHOM B Te-
geHue 15 MuH, a 3aTeM MpOoOUPKY 3aKyrmopuBaiu. Peakiimonnyio cMmech HarpeBanu 10 140°C u mepemernmBaiy B
tedenue 16 4. [Tocne 3aBepmienus peakuuu ¢ omornbio TLC peaknmmoHHy0 cMech oxnaxnanu 10 RT, pa3oas-
nstma ¢ momoirsio EtOAc (50 mim) 1 gputeTpoBanu. OuibTpaT MpoMbIBain Bomoi (40 Mit), COIEBEIM PacTBOPOM
(40 mun), cymmn Hax Na,SO,, QuabTpoBany U KOHIEHTPHUPOBAIN MPU MOHIKEHHOM JIABJICHHH C TOTydeHUEM
HEOYHIICHHOTO TIPOXyKTa. HeouwmmeHHBI NpOAYKT ouumanud (xpomartorpadumeit Ha cuiamkarene; 9%
EtOAc/rexcansr) ¢ nonydenuem coenunerus 5 (3,9 r, 63%) B Buje 6J1¢THO-KOPUIHEBOTO TBEPIOTO BEIICCTBA.

'H SIMP (400 MTI'ti, CDCly): & 7,64 (s, 1H), 7,60 (s, 1H), 7,16 (d, J=8,4 I'n, 1H), 7,01 (dd, J=8,4, 6,4 T,
1H), 6,12 (s, 1H), 4,25 (q, J=7,2 T'u, 2H), 1,69-1,62 (m, 1H), 1,56 (t, J=7,2 T'u, 3H), 0,92-0,87 (m, 2H), 0,76-
0,72 (m, 2H); LC-MS (ESI): 98,6%; m/z 304,3 (M+H+); (vomonka: X Select C-18, 50x3,0 mm, 3,5 Mxm); RT
4,23 mun; 5 MM NH,OAc: ACN; 0,8 Mi/mMuH).

Cranus 5. CunTtes 3tiin-3-0poM-2-propoeH3oara (A2).

B mepemermmBaemslii pactBop 3-0pom-2-hropOen3oitHoit kucnotsl Al (25,0 r, 114,15 MMonbp) B 3TaHOMIE
(400 M) no6asmsn konu. H,SO4 (3 M) npu RT n nepememnBany npu TeMmeparype MosiBJICHUS] KOHAEHCaTa B
TeueHne 24 4. Peaknmro xoHTposmpoBanu ¢ momomipio LC-MS; mocne 3aBepIieHus peakiuyd PEeakIMOHHYIO
CMeCh KOHIICHTPUPOBAJHU C TIodydeHrueM ocanka. Ocamok pazbasisum ¢ momomsio EtOAc (500 mur), mpoMbIBaIIN
Bozoi (300 mur), coneBeiM pacTBopoM (300 mur), cymmnu Hax Na,SOy4, GUIBTPOBAIM U KOHIICHTPUPOBAIH TPH
TTOHIKEHHOM JIaBJICHHUH ¢ TIoJTydeHueM coenuHerns A2 (26,0 T, 92%) B Buae CBETI0-KEITOH KHUIKOCTH.

'H SIMP (400 MI'u, CDCl3): & 7,88-7,84 (m, 1H), 7,72-7,69 (m, 1H), 7,08-7,04 (m, 1H), 4,39 (q, J=7,2 T,
2H), 1,39 (t, J=7,2 'y, 3H).

Cramus 6. Cunres 3TiI-2-prop-3-((4-MeTokcnbeH3mn)THo Joenszoara (A3).

1,4-JTnokcan (250 mur) merazupoBaiiv IMyTeM MPoXyBaHUs razoodpaszHoro N, B TeueHue 30 MUH U K HEMY
nobaBisiin pactBop coemuHenus A2 (13,2 r, 53,4 mmons) B 1,4-muokcane (50 mi; nera3upoBaHHOM), (4-
meTokcudermn)merantuon (PMBSH) (8,2 r, 53,4 mmons), kcantdoc (1,54 T, 2,66 MMOITB), TUH30MPOIHIITHIA-
muH (19,6 mit, 106,8 mmons) u Pd,(dba); (1,22 1, 1,33 mmons) npu RT. Peakunonnyro cmech HarpeBaiu 10 90°C
U TepEeMCIIUBAIK B TeueHue 2 4. Peakiuro koHTponupoBanu ¢ nomomsio TLC; mocie 3aBepIeHUsT peaKiuu
PCaKIMOHHYI0 cMech pa30aBisutu rekcanoM (450 M) u mepemermBanu npu RT B Tedenue 15 mun. [lomyden-
HBIA B pe3yJIbTaTe PacTBOP QPHILTPOBAIHN Yepe3 IEIHUT U poMbiBasI TekcanoM (100 mir). @uibTpaT mpoMBIBAH
Booi (250 mm), cymmnu Hag Na,SO,4, GrIsTpoBamy W KOHIEHTPUPOBAIN NP MOHKEHHOM JABJICHUU C TIOTY-
YeHWEM HEOYHIIECHHOTO MpoayKTa. HeounImeHHBIH MPOAYKT OYMINAIH C TIOMOIIBI0 KOJIOHOYHOHM XpoMmaTorpa-
¢um Ha cmnmmkaresne ¢ ucrosb3oBaHueM 3-4% EtOAc/rexcansl ¢ momydenuem coemumuenus A3 (15 T, 88%) B
BUZE OJICAHO-KENTOrO TBEPAOTO BEIIECTBRA.

'H SIMP (500 MI'u, CDCly): & 7,78-7,74 (m, 1H), 7,43-7,39 (m, 1H), 7,19 (d, J=8,0 I'u, 2H), 7,07-7,04 (m,
1H), 6,80 (d, J=8,0 T'm, 2H), 4,41 (q, J=7,2 I'u, 2H), 4,08 (s, 2H), 3,78 (s, 3H), 1,41 (t, J=7,2 T'm, 3H). LC-MS
(ESI): 89,7%; m/z 318,9 (M-H"); (xomonka: X Select CSH C-18, 50x3,0 mm, 3,5 mxm); RT 4,22 mun; 5 MM
NH;OAc: ACN; 0,8 Mi/mMuH).

Cranus 7. Cunres atuin-2-¢rop-3-Mepkanrodensoara (6).

IepememmBaemsrii pactBop coenunenus A3 (30,0 T, 93,75 mmoins) B TFA (54,5 min) HarpeBanu 1o 80°C u
nepeMeIIBai B TeueHne 12 4 B mHepTHOH atMocdepe. Peakunio xonTpoimupoBanu ¢ nomomsto TLC; nocne
3aBEpIICHUS PEaKIUK JICTYIHEe BEIISCTBA YIANSUIH MIPH MOHMKCHHOM JaBieHuU. OcaZoK pacTBOPSIIH B JICASHOM
Boze (100 mur), momIenaunBaiIy TBEPALIM ONKapOOHATOM HATPHUS M dKCTparupoBaim ¢ momoiisio EtOAc (2x200
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min). OObeIMHEHHBIC OPTaHMYCCKUE IKCTPAKTHI Cymri Haa Na,SO4, GUIBTpOBANIH M KOHICHTPUPOBAIU TPU
MOHM)KCHHOM JaBIICHUH C TIOJYYCHHEM HEOUYHMIICHHOTO MPOAYKTa. HeOUHIEHHBIH MPOAYKT OYUINAIA C TIOMO-
IIBI0 KOJIOHOYHOHM Xpomarorpaduu Ha cuimKarene ¢ ucroyibzoBanueM 3% EtOAc/rekcaHsl ¢ MOydeHHEM CO-
equnenus 6 (11,7 v, 62%) B Buzae 61e1HO-KOPUIHEBOTO CHPOTIA.

'H SIMP (500 MI'u, CDCl3): & 7,70-7,66 (m, 1H), 7,48-7,44 (m, 1H), 7,08-7,04 (m, 1H), 4,20 (q, J=7,5 Ty,
2H), 3,67 (s, 1H), 1,40 (t, J=7,5 T'n, 3H); LC-MS (ESI): 91,8%; m/z 199,0 (M-H"); (xomonka: X Select CSH C-
18, 50%3,0 mm, 3,5 mxMm); RT 2,60 mun; 5 MM NH,OAc: ACN; 0,8 mur/muH).

Cramus 8. Cunte3 a1mi-3-((6-xmop-2-nuknonpornwi-1-(1-31un-1H-mupazon-4-wm)-7-¢prop-1 H-unnon-3-
nn)tro)-2-propodenzoarta (7).

B mepememmBaemsbrii pactBop 3THII-2-(pTOp-3-MepkanToben3zoara 6 (2,8 r, 14,0 mmois) B CH,Cl, (30 mir) B
nHepTHOH atMocdepe modasnsmi NCS (1,9 r, 14,0 mmois) ipu RT n obecnieunBany nepeMenuBaHue B TCUSHUE
2 4. B Hero go6aemsum coenunenue 5 (3,9 r, 12,8 mmons) B CH,Cl, (10 mur) mpu RT u nepememmBany B Teue-
Hue 16 u. [Tocne 3aBepuienus peakuuu ¢ nomomnipio TLC peaknuonHyo cMmech pa3oasmsiin Bogoi (100 mi) u
skctparuposani ¢ CH,Cl, (2x80 muir). O0beMHEHHBIE OPTaHUIECKUE IKCTPAKTHI IPOMBIBAITN BOIOH (2x200 M),
cymma Han Na,SO,4, GUIBTPOBANIM W KOHICHTPHPOBAIH IPH MOHWKCHHOM JIABICHUU C MOJYYCHUEM HEOUH-
MICHHOTO MPOayKTa. HeOUnIIeHHBIH MPOIYKT OYHIIAIHA ITyTeM PAaCTHUPaHUs ¢ H-TIeHTaHOM (2x50 M) ¢ moiryde-
HueM coeaunaenus 7 (5,2 T, 81%) B Bue 01 THO-KEITOTO TBEPIOTO BEIIECTRA.

'H SIMP (400 MI'u, CDCLy): & 7,66-7,7,60 (m, 3H), 7,18 (d, J=8,4 T'u, 1H), 7,08 (dd, J=8.4, 6,5 I', 1H),
6,93 (t, J=8,4 I'u, 1H), 6,79-6,75 (m, 1H), 4,40 (q, J=7,2 T'u, 2H), 4,26 (q, J=7,6 T, 2H), 1,74-1,68 (m, 1H),
1,56 (t, J=7,2 T'u, 3H), 1,41 (t, J=7,6 I'n, 3H), 1,08-1,04 (m, 2H), 0,89-0,84 (m, 2H); MS (ESI): m/z 502,5
(M+H+); HPLC: 97,5%; (xonmonka: Acquity BEH C-18 (50x2,1 mm, 1,7 mxm); RT 3,44 mun; ACN: 0,025% TFA
(Bomn.); 0,5 Mi/mMuH.

Cragus 9. Cunte3 HaTpueBo conu 3-((6-xmop-2-muknonponui-1-(1-3tun-1H-mupazon-4-un)-7-dgrop-1H-
WH0J-3-1IT)THO)-2-hTOPOCH30MHOM KUCITOTHI (8).

1,0M NaOH (10,25 mm, 10,2 mMmonb) moGaBisiin B pactBop coemambenus 7 (5,14 r, 10,2 mMMous) B
THF/MeOH (3:1) (56 mu). Cmech HarpeBanu nipu 65°C B Teuenue 1,5 4. JlomomautensHo mobasmsum 1,0M
NaOH (0,23 mur, 0,2 MMOJIB) B peakITMOHHYIO cMech U HarpeBanu npu 65°C B Teuenue 0,5 4. CMech KOHICHTPH-
POBaJM TP TTOHIKCHHOM JaBJICHUH C MOJIYYCHWEM HEOUYHINEHHON HaTpueBOon conn Kuciotsl (5,12 r, 100%) B
BHJE OJICTHO-PO30BOTO TBepA0T0 BemecTBa. K HeounmennoMy TBepaomMy BemiecTBy (600 mr) 8 THF/EtOH (4:1)
(6 M) MOGABIISITM HECKOJBKO Karesib BoAbl. CMech (GMIBTPOBAIHM U KOHIICHTPUPOBATH MPH MOHMKCHHOM JaB-
JeHUH C o0pa3oBaHMEM ocaauTenicii. TBepnpie BeIIecTBa OTQIIBTPOBBEIBAIIA U TMPOMBIBAI C MOMOIIBIO
THF/EtOH (9:1) ¢ nomyuenunem HatpueBoil comu 3-((6-xiop-2-uuknonponui-1-(1-stun-1H-nupazon-4-nn)-7-
¢rop-1H-numon-3-mn)tno)-2-GropOeH30iHON KHCIOTH (HAaTpHEBOH conu coenuHeHus A; 449 mr) B Buze rpss-
HO-0eJIoro TBEpI0ro BEIIECTBA.

'H SIMP (300 MI'u;, DMSO-dg): & 8,26 (s, 1H), 7,79 (m, 1H), 7,18-7,13 (m, 3H), 6,81 (t, 1H), 6,43-6,38
(m, 1H), 4,21 (q, 2H), 1,84-1,72 (m, 1H), 1,42 (t, 3H), 0,96-0,93 (m, 2H), 0,84-0,80 (m, 2H); LC-MS: 474 (M").

3-((6-Xmop-2-mmknonponwi- 1 -(1-3twn- 1 H-mupazon-4-umn)-7-prop-1 H-uamon-3-ni)tno)-2-propoeH-
30iHas KUCTIOTa (CoeMHEeHHE A).

K nmarpueBoit comu coemuaenus A (50 mr, 0,10 mmons), cycnenaupoanroii B CH,Cl, (1 mur) u Bome (1
MJT), TOOABJISUTH HACKIII. JTUMOHHYIO KucioTy a0 pH 3. CycneH3nuto nepeMenmBalIi 10 MOTYISHHsI PO3PAYHOTO
pactBopa. OpraHUYecKuil CJIOW OTIEISIITH, TPOMBIBAIA COJIEBBIM PACTBOPOM, cymmiau Haj Na,SO,, duinbTpoBa-
JM ¥ KOHIICHTPUPOBAJIN TIPH HOHIKEHHOM JAaBJICHUH C TOJTY4Y€HHEM HEOUHIICHHOTO MaTepHaa ¢ BBIXOIOM CO-
enuHeHus B B Buge 6enoro TBepaoro Bemectsa (33 mr, 70%).

'H SIMP (300 MTI'tr, DMSO-de): 8 13,39 (s, 1H), 8,24 (s, 1H), 7,79 (s, 1H), 7,57 (t, 1H), 7,22-7,06 (m, 3H),
6,89 (t, 1H), 4,21 (q, 2H), 1,84-1,72 (m, 1H), 1,42 (t, 3H), 0,96-0,88 (m, 2H), 0,86-0,80 (m, 2H); LC-MS: 474
M.
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Cramus 1. Cunres 6-xmnop-1-(1-atumn-1H-mmpazon-4-un)-7-gprop-1H-urmona (9).

B nmepememmBaeMsrii pactBop 6-xiop-7-¢prop-1H-urnona 8 (400 mr, 2,36 Mmmomb) B Tomyose (10 mi) mo-
Gassun 4-6poM-1-3Trit-1H-iupaszon 4 (BeimeynomsHyTas ctafus 3; 414 mr, 2,36 MMoib), kamust ¢pocdat (1,25
r, 5,91 Mmmonb), N,N'-mumermmtunenauamud (84 mr, 0,95 mmons) n Cu(I)I (45 mr, 0,24 mmons) npu RT B
uHepTHOH aTMocdepe. ITonyueHHBIH B pe3yibTaTe pacTBOP HPOIYBAJM aproHOM M NPOOHMPKY 3aKyHOpHBAIIH.
Peakmonnyto cmeck 3ateM Harpesanu 10 140°C B Teuenue 16 4. [Tocne 3aBepieHns peakuy (KOHTPOJIUPOBa-
mu ¢ nomombio TLC) peakumonnyto cMech oxnaxkaanu 1o RT, pazoasnsimu rexcanom (10 mur) u ¢punbTpoBanu
yepe3 KOPOTKYIO MPOKIaaKy menuTta. @unbTpat mpoMbiBanu Bogoit (2x10 mi), cymumm vHag Na,SO,, GmisTpo-
B ¥ KOHIEHTPUPOBAIHU IIPH MOHIKCHHOM JaBJICHUH C TOJyYEHHEM HEOUMIIEHHOTo npoaykra. Heounmien-
HBI IPOAYKT ounIany (Xpomarorpadueit Ha cumkarene; 8-10% EtOAc/rekcaHbl) ¢ NoIydYeHHEM COEIUHEHHS
9 (224 mr, 36%) B BU/IE CBETIIO-KOPUIHEBOH T'YCTOM JKUAKOCTH.

'H SIMP (500 MI'u, CDCly): § 7,64 (s, 1H), 7,61 (s, 1H), 7,31 (d, J=8,0 T'u, 1H), 7,12-7,07 (m, 2H), 6,60-
6,59 (m, 1H), 4,22 (q, J=7,5 T'n, 2H), 1,55 (t, J=7,5 T, 3H); LC-MS (ESI): 94,7%; m/z 264,1 (M+H"); (xomnon-
ka: X Select C-18, 50x3,0 mm, 3,5 mxm); RT 3,87 mun; 5 MM NH4,OAc: ACN; 0,8 mi/muH).

Cramuss 2.  CwmaTre3  31mi-3-((6-xmop-1-(1-otun-1H-nmupazon-4-un)-7-drop- 1 H-una0a-3-wm)THO )-2-
(dbropbenzoara (10).

B mepememmBaeMsblit pacTBOp ATHI-2-GTOp-3-MepKanToOeH30aTa 6 (BBIIEYIOMSIHYTast cTamus 7; 212 mr,
1,06 mmous) B CH,Cl, (4 M) B uHepTHOM atMocdepe mobapnsiim NCS (156 mr, 1,16 mmons) ipu 0°C u obec-
neunBasy nepememmBanne npyu RT B Teuenne 1 4. Peaknmonnyro cMmech oxnaxaanu no 0°C, MemieHHo 100aB-
i coenuuenne 3 (280 mr, 1,06 mmons) B CH,Cl, (1 mur) u mepemeniBanu npu RT B Teuenue 16 u. [ocie
3aBepuIeHus peakiuu ¢ nomoisio TLC peakiuonHyo cMmech pazbasmsum ¢ momomsio CH,Cl, (15 M) u mpo-
MbIBaJIA Boaoi (2x20 mi), cymmnm Hag Na,SO,4, GUIBTPOBAIM M KOHIICHTPUPOBAIH MPH TIOHWKCHHOM JaBlie-
HHH C TTOJyYEHHUEM HEOUNIIEHHOTO NMpoXyKTa. HeounmeHHbIH NpoXyKT ouniaim (Xxpomarorpadueil Ha cHiInKa-
rene; 8-10% EtOAc/rekcansr) ¢ nonyuenuem coeauterus 10 (300 mr, 61%) B Bue 01e1HO-KOPUIHEBOTO TBEP-
JIOTO BEILECTBA.

'H SIMP (500 MI', CDCl5): & 7,69-7,64 (m, 3H), 7,44 (s, 1H), 7,27 (t, J=8,0 T'u, 1H), 7,16 (dd, J=8,5, 6,0
I'y, 1H), 7,01-6,94 (m, 2H), 4,39 (q, J=7,5 I'y, 2H), 4,24 (q, J=7,0 I'y, 2H), 1,57 (t, J=7,0 T'u, 3H), 1,40 (t, J=7,5
I'm, 3H); LC-MS (ESI): 98,6%; m/z 462,3 (M+H"); (xomonka: X Select C-18, 50x3,0 MM, 3,5 Mxm); RT 4,70
muH; 5 MM NH,OAc: ACN; 0,8 mMi/mun).

Cragus 3. Cunre3 3tui-3-((2-6pom-6-ximop-1-(1-3tun-1H-mupazon-4-un)-7-prop- 1 H-urmon-3-um)tro)-2-
¢dropbenzoara (11).

B nepememmBaemslii pactBop coemuHerus 10 (200 mr, 0,43 mmons) B CCly (10 mu1) B mHEpTHO# aTMoche-
pe nobasmsum NBS (178 mr, 0,99 mmons) mpu RT u nepememmBaiy B Teuenue 16 4. [locne 3aBeprieHus peak-
i ¢ nomotsio TLC peakioHHyro cMech pasoasisiin Bojoi (10 mir) u skerparuposaimu ¢ CH,Cl, (2x20 mi).
OObeMHEHHBIE OPraHUYEeCKUE DKCTPAKTHI MPOMBIBATH COJIeBBIM pactBopoM (10 mur), cymmmm Ham Na,SO,,
(uIbTpOBANK M KOHIICHTPUPOBAIH MPH HMOHIKEHHOM JIaBJICHHHU C MOJYYCHHEM HEOUYHMIIEHHOTO mpoaykra. He-
OYMINEHHBIN TPOXYKT o4HMIaiy (XpomaTtorpadueir Ha cunkarene; 5-7% EtOAc/rekcaHbl) ¢ TOTyYeHHEM CO-
enunenust 11 (180 mr, 77%) B BUzE TPSI3HO-0EITIOT0 TBEPAOTO BEIIECTBA.

'H SIMP (500 MI'ti, CDCly): & 7,70-7,67 (m, 1H), 7,65 (s, 2H), 7,30 (d, J=8,0 I'n, 1H), 7,17 (dd, J=8,5, 6,0
I'y, 1H), 7,00-6,98 (m, 2H), 4,40 (q, J=7,5 I'u, 2H), 4,27 (q, J=7,5 'y, 2H), 1,58 (t, J=7,5 T'u, 3H), 1,40 (t, J=7,5
I'n, 3H); LC-MS (ESI): 99,5%; m/z 542,4 (M++ 2); (kononka: X Select CSH C-18, 50x3,0 mm, 3,5 mxm); RT
4,80 mun; 5 MM NH,OAc: ACN; 0,8 Mi1/muH).

Cramust 4. Cunrez >1min-3-((6-xmop-2-uuknonponui-1-(1-stun-1H-nupazon-4-ni)-7-rop-1H-ungon-3-
wi)THo)-2-¢hropoenzoara (7).

PactBop coemmuenus 11 (150 mr, 0,27 mmouts) B Tosryosie (10 Mir) B mHEpTHOH aTtMocgepe IpoyBaii ap-
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roHoM nipu RT B Teuenne 10 muH. B Hero mobaBisim nukionponuiaO0opoHOBYI0 KuCioTy (48 mr, 0,55 MMob),
tpunukiorekcwipochun (16 mr, 0,05 mmons), Pd(OAc), (6 mr, 0,02 Mmonb) n kamust ocdar (202 mr, 0,01
MMoutb) ripu RT B aprone. [lomydeHHBINH B pe3yibTaTe pacTBOp CHOBA MpoxyBayid aproHoM nipu RT B Teuenue 5
MHH. PeakIMOHHYI0 CMECh 3aTeM HarpeBajH IO TEMIEPaTypbl HOSBICHHUS KOHACHCALUHM U INEPEMEIINBAIN B
teyenue 3 4. Peakmmro koHTposupoBaiu ¢ nmomoimsio TLC u LC-MS; nocie 3aBepiieHus: peakiuu peakinoH-
HYI0 cMech oxmaxaanu 10 RT, pa3dasnsm ¢ momompbio EtOAc (20 mir) u puinbTpoBan. GuibTpaT MpOMBIBATH
BoJI0H (2x10 M) u coneBbIM pacTBopoM (10 M), cymmmm Hag Na,SO,, GuibTpoBain 1 KOHIEHTPUPOBAIH TIPH
MOHIKEHHOM JIaBJICHHUH C TIOJydEHHEM HEOUHIEHHOTO poaykTa. Ero ounmanu (xpomarorpadus Ha CHIMKare-
ne; 6% EtOAc/rekcansl) ¢ TOTy4eHHEM COSTUHEHHUS 7 B BUE OJIeTHO-KEITOT0 TBEPIOTO BEIIECTBA.

'H SIMP (400 MI', CDCLy): § 7,66-7,7,60 (m, 3H), 7,18 (d, J=8,4 T'u, 1H), 7,08 (dd, J=8.4, 6,5 I'u, 1H),
6,93 (t, J=8,4 T'u, 1H), 6,79-6,75 (m, 1H), 4,40 (q, J=7,2 ', 2H), 4,26 (q, J=7,6 ', 2H), 1,74-1,68 (m, 1H),
1,56 (t, J=7,2 Ty, 3H), 1,41 (t, J=7,6 I'y, 3H), 1,08-1,04 (m, 2H), 0,89-0,84 (m, 2H); LC-MS (ESI): 92,9%; m/z
502,5 (M"); (xomonka: X Select CSH C-18, 50x3,0 mM, 3,5 mxm); RT 4,85 mun; 5 MM NH,OAc: ACN; 0,8
mia/muH); HPLC: 93,1%; (xomonka: Acquity BEH C-18 (50x2,1 mm, 1,7 mxm); RT 3,44 mun; ACN: 0,025% TFA
(Bomn.); 0,5 Mi/mMuH.

Mpumep 2. Cunres 3-((2,6-muxnop-7-¢rop-1-(1-nponmn-1H-nupazon-4-un)-1H-unnon-3-nm)tro)-2-
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Cramus 1. Cunres 6-x50p-7-¢pTop-1H-unnomna (2).

B nepememmuBaemsIii pactBop 1-xmop-2-¢prop-3-autpodensona 1 (10,0 r, 56,98 mmons) B THF (100 M) B
WHEPTHOH atMocdepe nodapsmy BuHWIMaraus opomun (1M u pactBope THF; 170 M, 170,94 mmons) nipu RT,
oxnaxaanmm 1o -40°C u nepemenmuBaiiv B TedeHue 30 MuH. Peaknuio koHTposupoBaiu ¢ momoripio TLC; moce
3aBEPIICHUS PEAKIINH PEAKIIMOHHYIO0 CMECh TaCHIIU HachIeHHBIM pacTBopoM NH,Cl1 (50 mur), akcTparupoBaiu ¢
nomomplo EtOAc (2x50 mur). OObeMHEHHbIE OpraHMYECKHEe 3KCTPAKTHl MPOMBIBAIN C IOMOIIBIO pacTBOpa
NH4C1 (40 mun), cymmnu Hag Na,SOy4, GUIbTpoBany U KOHICHTPUPOBAIH MPH MOHMKEHHOM JIABJICHHUH C TIOTY-
YeHWEM HEOYHIEHHOTO MpoAykTa. Ero ounmann KoJOHOYHON Xpomarorpadueil Ha CHIMKaresie ¢ MCIoIb30Ba-
uHueM 2% EtOAc/rexcansl ¢ momydenueM coeaunerns 2 (1,1 r, 11,4%) B BuIe KOpHYHEBOTO Maca.

'H SIMP (500 MTI'tr, CDCLy): & 8,36 (br s, 1H), 7,31 (d, J=8,0 I'u, 1H), 7,25-7,22 (m, 1H), 7,08-7,05 (m,
1H), 6,56-6,54 (m, 1H).

Cranus 2. Cunres 6-xsop-7-¢rop-1-(1-mpormmi-1H-nupazon-4-mn)-1H-unnona (3).

B nmepememmBaemsiii pactBop coeaunenus 2 (1,1 r, 6,48 MMois) B Toxryose (15 mit) B mHEpTHOH aTMoche-
pe mo6aemsmn N,N'-numeTwmaTwieHanaMus (229 mr, 2,60 mMois), kamus ¢ocdar (3,44 1, 16,27 mMmons), 4-
opom-1-npormn-1H-mmupason 3 (mpumep 2, cramus 3; 1,21 r, 6,50 mmons), Cul (124 wmr, 0,65 mmons) npu RT,
JIETa3upOBAIM B aproHe B TeueHue 15 muH; HarpeBanu 1o 140°C 1 nepememmBanu B TedeHue 20 9 B 3aKyIOpeH-
HOM mpobupke. Peakuuto koHTpoIMpoBamu ¢ moMoribio TLC; mocie 3aBeplieHns peakiinyd PEakIMOHHYI0 CMECh
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paszbasmsum ¢ nomomsio EtOAc (30 min), ¢punbTpoBany U GuiIbTpaT KOHIEHTPUPOBAIH TIPH HOHKEHHOM JaB-
JICHUH C MOJyY€HHEM HEOYHIIEHHOTO MPpOoayKTa. Ero ounman KoJIoHOYHOH XpoMmarorpadueil Ha cCuiinKareie ¢
ucnonb3oBanueM 8-10% EtOAc/rexcansl ¢ monydennem coenuaenus 4 (1,3 , 72%) B Buge KOpUIHEBOH KU~
KOCTH.

'H SIMP (500 MI'u, CDCly): & 7,64 (s, 1H), 7,60 (s, 1H), 7,31 (d, J=7,5 T'u, 1H), 7,12-7,07 (m, 2H), 6,60
(s, 1H), 4,13 (t, J=7,0 I'u, 2H), 1,99-1,91 (m, 2H), 0,97 (t, J=8,0 I'um, 3H); LC-MS (ESI): 93,5%; m/z 278,2
(M+H"); (xonmomka: X Select CSH C-18, 50x3,0 mm, 3,5 mxm); RT 4,08 mun; 5 MM NH,OAc: ACN; 0,8
MJI/MUH).

Cramus 3. Cunre3 atuin-3-((6-xmop-7-prop-1-(1-npommn-1H-mupazon-4-wn)- 1 H-uaa00-3-1m1)THO )-2-
(dbropbenzoara (6).

B mepememmBaemslii pacTBop 3THI-2-PTOp-3-MepkanToben3oara (coeauaenus 5; 108 mr, 0,54 MMoip) B
CH,Cl, (3 M) B urepTHOU atMochepe modasisumu NCS (72 mr, 0,54 mmons) ipu RT u nepememmBany B Tede-
Hue 1 4. K Hemy no6asmsun coeaunenue 4 (150 mr, 0,54 mmonb) n nepemennBany B Tedenue 16 4. Peakiuro
KOHTpoJnMpoBanu ¢ nomouipio TLC; nmoce 3aBeplieHns] peakny peakInOHHYI0 cMech pa30aBiisui Bomoi (25
M) u 3kcTparupoBaiu ¢ CH,Cl, (2x25 mi). OO0beAMHEHHBIE OPTaHHYECKHUE dKCTPAKTHI TIPOMBIBAIIA COJIEBBIM
pactBopoM (20 M), cymmim Hag Na,SO4, GUIBTPOBAIM M KOHIEHTPUPOBAIH MPH ITOHWKEHHOM JIaBJICHHU C
MOJTyYeHHEM HEOUYHMIICHHOTO NpoaykTa. Ero ouniman kKoJloHOYHOH XpoMaTorpadueii Ha CHIMKarese ¢ HCIoJb-
3oBanueM 10% EtOAc/rekcansl ¢ noxyuenuem coemuHenus 6 (130 mr, 50%) B BHAE IpsS3HO-0EIIOTO TBEPIOTO
BEIIIECTBA.

'H SIMP (500 MI'u, CDCLs): & 7,69 (s, 1H), 7,67-7,64 (m, 2H), 7,44 (s, 1H), 7,29-7,27 (m, 1H), 7,17-7,14
(m, 1H), 7,01-6,94 (m, 2H), 4,40 (q, J=7,5 T'm, 2H), 4,15 (t, J=8,0 ', 2H), 1,98-1,94 (m, 2H), 1,40 (t, J=7,5 ',
3H), 0,98 (t, J=8,0 T', 3H); LC-MS (ESI): 97,6%; m/z 476,7 (M+H"); (xononka: X Select CSH C-18, 50x3,0
MM, 3,5 Mmxm); RT 4,84 mun; 5 MM NH,OAc: ACN; 0,8 Mur/mMuH).

Cramus 4. Cunre3 3tun-3-((2,6-muxmnop-7-prop-1-(1-mpomwn-1H-mupazon-4-wmm)- 1 H-uan0m1-3-m1)THO0)-2-
¢dropbenszoara (7).

B mepememmBaembiii  pactBop ATHI-3-((6-X510p-7-PpTOp-1-(1-ipom- 1 H-nmupazon-4-wn)- 1 H-uanon-3-
nn)tro)-2-propodenzoara 6 (100 mr, 0,21 mmomns) B CH,Cl, (3 M) mobasnsam NCS (33,7 mr, 0,25 MMoub) nipu
RT B uHeptHO# atmocdepe. [Tocne 8 u mepememmBanus n06aBmsun gononautensHelii NCS (33,7 wmr, 0,25
mmoub) ipu RT n cHOBa nepememmBany B TeueHue 24 4. Peaknuio koHTposmposaiu ¢ nomoisio TLC; nocne
3aBEPIICHUS PEAKIINU PEAKIMOHHYIO cMech pa306aBisian Boaoi (20 mi) u skctparuposanu ¢ CH,Cl, (2x20 o).
OObeMHEHHBIE OPTaHMYECKNE DKCTPAKThl MPOMBIBAIN COJEBBIM pactBopoM (15 i), cymmmm Hanm Na,SOy,
(UIBTPOBAIN U KOHIIEHTPUPOBAIN NPH HMOHMKCHHOM JIaBJICHUU C TIOJy4YEHHEM HEOUYHMIEHHOTO MpoaykTa. Ero
OUMIIATIN KOJIOHOYHOW Xpomarorpadueil Ha cuimkarene ¢ ucnoib3oBanneM 9-11% EtOAc/rexcansl ¢ momyde-
HueMm coeaunaeHus 7 (50 mr, 47%) B BUIE TPpsI3HO-0€I0T0 TBEPAOTO BEIICCTBA.

'H SIMP (400 MI'u, CDCly): & 7,71-7,67 (m, 1H), 7,66 (s, 1H), 7,64 (s, 1H), 7,30 (d, J=8,8 T'u, 1H), 7,18
(dd, J=8,4, 6,0 I'u, 1H), 7,04-6,97 (m, 2H), 4,40 (q, J=7,2 I'u, 2H), 4,18 (t, J=7,2 I'u, 2H), 2,04-1,93 (m, 2H),
1,40 (t, J=7.2 T, 3H), 0,97 (t, J=7,2 T, 3H); LC-MS (ESI): 98,8%; m/z 510,4 (M+H"); (xomonka: X Select
CSH C-18, 50x3,0 MM, 3,5 mxm); RT 4,94 mun; 5 MM NH;OAc: ACN; 0,8 Mia/MuH).

Cramus 5. Cwunates  3-((2,6-muxmop-7-prop-1-(1-mpomwn-1H-mupazon-4-wmm)-1 H-uan0m1-3-m1)THO)-2-
(hropOeH30iTHON KUCIOTHI (coenuHeHus B).

B mepememmuBaembiii pactBop coemuaenus 7 (50 mr, 0,09 mmons) B THF:EtOH:H,O (3:1:1, 5 M) B
nHepTHOH atMocdepe mobdasmsutm LiOH.H,O (12,3 mr, 0,29 mMouns) pu RT 1 nepeMenuBaiy B Te4eHHe 5 4.
Peakumio xoHTponupoBanmu ¢ nomormmbio TLC; mocie 3aBepiieHHs peakuuy JISTydHe BEIIeCTBa YAAISIIN IMPH
MOHIKEHHOM JaBiieHnH. Ocanok pazbasinsun Bonoi (10 mur), moxkucisun ¢ nmomouipio 1H. HCI u sxcrparupo-
Banmu ¢ CH,Cl, (2x10 mm). O6bennHEHHBIE OPTaHUIECKUE IKCTPAKTHI MPOMBIBAIH COJIEBBIM pacTBOpoM (10 mi),
cymmmn Hax NaySOy4, GUIBTPOBAIM M KOHIIEHTPHPOBAIN NPU HMOHMKEHHOM JABJICHHH C IOJYy4YEHHEM HEOodH-
MIEHHOTO MpoaykTa. Ero pactupanu ¢ H-IEHTAaHOM (2X5 MJT) ¢ MOJydeHHeM Ha3BaHHOTO coeauHeHus B (15 wmr,
34%) B BHJE TPA3HO-0CIIOTO TBEPIOT'O BEIICCTBA.

'H SIMP (400 MTI'tr, DMSO-de): & 13,24 (br s, 1H), 8,29 (s, 1H), 7,83 (s, 1H), 7,64-7,60 (m, 1H), 7,36-7,34
(m, 2H), 7,15-7,05 (m, 2H), 4,16 (t, J=7,2 I'y, 2H), 1,89-1,80 (m, 2H), 0,85 (t, J=7,2 T'u, 3H); MS (ESI): 480,1
(M—H+); HPLC: 97,0%; (xomonka: Acquity BEH C-18 (50x2,1 mm, 1,7 mxm); RT 2,86 mun; ACN: 0,025% TFA
(Bomn.); 0,5 Mi/mMuH.

Cramus  6: Cunres  3-((2,6-muxiop-7-¢rop-1-(1-nponmin-1H-nupazon-4-un)-1 H-unnon-3-nm)tro)-2-
($TOpOCH30MHON KHCIOTHI, HATPUEBOM CONM (HATpUEBOI conu coennHenus B).

Crnoxuslit aup 7 (27,6 T, 54,0 mmons) pacteopsuti B THF (400 mur) u EtOH (100 mir). J{o6asmnstin NaOH
(54 M, 1,0M BoaH.) 1 cMech HarpeBasd B TeueHue 1,5 1 mpu 65°C. NonomauTtenpHo nodasmsum 11 M NaOH u
HarpeBaiu B Tedenue 1,5 4. PactBopurens ynmamsum, ocamok pactBopsiid B HyO/EtOAc W MOAKUCIISIIN HACHI-
MICHHBIM PacTBOPOM JIUMOHHOM KucI0ThI 10 pH 3. CMech sxctparupoBanu 2X ¢ momoripio EtOAc, mpombiBamu
COJICBBIM PacCTBOPOM M CYIIMJIH Haja Cyib(arom HaTpus. [locie KOHIICHTpUPOBAaHUS MPOLYKT OCAXKIAJH, TBEP-
IIBIe BelecTBa QIUIBTPOBAIN U MpoMbIBai ¢ momomipio 10% EtOAc/Hx. C momomnisio GpuiIsTpOBaHUS U BHITIA-
pUBaHUS TOJTyYaId Ha3BaHHBIM MPOIYKT HATPUEBOW COJIM coeAWHEHUs B B Buae Oesoro mopomika (23,5 r) MS
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(ESI): 482,1 (M-H").

B kauectBe anpTepHaTBbl coequaenue B (34,1 1, 71 mMons) pactBopsimn B THF (313 mun) u oxnaxknanu B
Oane ¢ nmensHoi Bomoi. Karmmsmu mobasnsimm NaOH (62,6 ma, 1,0M BomH.) 3a 1 4. PacTtBopuTens ynamsig u
TBEPJIOE BEIIECTBO CYLIIIM B BaKyyMe C MOJYYCHHEM Ha3BaHHOTO COCTUHEHHS B BUAE OEIOT0 TBEPIOTO BEIle-
ctBa (31,8 r). MS (ESI): 482,1 (M-H").

[Tpumep 3. CuHres 4-(2-(6-(4-propbensun)-1,3-arokco-5,6,11,1 la-terparunpo- 1 H-umunaszo-
[1',5"1,6]mupuno[3,4-bluamnon-2(3H,5H,6H)- Hn)aTnn)anepmmH 1-us xyopua (COC,Z[I/IHCHI/I}I O

COOH /\/C //( /\/C,NH HCI
1 4 -ANOKCAHE e
CDI
/@) DMF/THF /@) (c1) /@) C,com HC1 )
114F F F

Cranus 1. Cunres (S)-2,3,4,9-terparnapo-1H-nupuno[ 3,4-blunnon-3-kapOOHOBOI KUCIIOTHI.

®opmansrerun (37% BoxH. pactBop, 39,7 i, 490 MMoIb) NOOABISAIM B IepeMElINBaeMblii pacTBop L-
tpunrodana (100,0 r, 490 mmois) B BogHoMm pactBope NaOH (19,6 r B 200 M1 H,O, 490 Mmmouts) 1 nepemeru-
BaM B TeueHune 2 4. CMech HarpeBalu JI0 MOSIBJICHUS KOHAEHCaTa M NepeMelinBany B TedeHue 3,5 4. Cmech
oxnaxaanu 10 50°C u octopoxHo moakucisiu 10 pH 5-6 ¢ momorsto 6,0M pacteopa HCl gy, ). CMech pazbas-
nstma Bogoi (200 mim). KonOy mpexpaimany HarpeBaTh U OXJIAXIAH 10 KOMHATHOHN Temrieparypbl. Ocaaku oT-
(UITHTPOBBIBAIIA M MPOMBIBATN BOJOW. TBepIbie BemecTBa MoBTOopHO cycrnienaupoBanu B THF (800 mi), mepe-
MemmBaid Tipu RT B Teduenwe 1 4 u uabTpoBamm ¢ momydenuem (S)-2,3,4,9-rerparunpo-1H-mupumno[3,4-
b]urmon-3-kapbonosoii kucioTs! (101,3 T, 95%) B BuIe 6€XeBOTO TBEPIOTO BEIIECTBA.

'H SIMP (300 MI', DMSO-de): 8 10,93 (s, 1H), 8,88 (br s, 1H), 7,43 (d, 1H), 7,31 (d, 1H), 7,02 (t, 1H),
6,97 (t, 1H), 4,18 (q, 2H), 3,61-3,56 (m, 1H), 3,12 (dd, 1H), 2,83-2,75 (m, 1H); LC-MS [M+H" 217].

Cramuss 2. Cunre3  (S)-2-(tper-OyTokcukapbonmn)-2,3,4,9-rerparunpo- 1 H-mupuno[3,4-b Juamon-3-
KapOOHOBOW KHCIIOTHI.

K,CO; (129,5 1, 937 MMomnb) pacTBOpsIM B Boje (470 mir) BIMBainM B NepeMenInBaeMblii pactBop (S)-
2,3,4,9-rerparunpo- 1 H-nmupuno[3,4-blunnon-3-kapoonoBoit kucmotsr (101,3 1, 468 MMoiB) W OM-TpeT-
oyrninaukapoonara (122,7 1, 562 mmois) B THF (470 mut) npu 0°C. PeakunoHHYyI0 cMech IepeMENIBaIN TPH
KOMHATHOU TemmepaType B TedeHue Houu. Ha cnenyrommii nens THF ynansnu npu noHW>KEHHOM J1aBJIeHUH, a
OCTaBIIMHCS 0CAJOK OCTOPOXKHO MOAKHCISUHN 10 pH 3-4 HachIIEHHBIM pacTBOPOM JIMMOHHON KHCIOTHL. Ocanok
OT(GWILTPOBBIBAIM M MPOMBIBAIIN BOIOH ¢ mosryaeHueM (S)-2-(TpeT-OyTokcukapoonmn)-2,3,4,9-terparuapo-1H-
nupuao|3,4-bluanon-3-xkapooHoBoit kucnoTs (143,5 1, 97%) B Buzme 6eXeBOTro MOPOIIKA.

'H SIMP (300 MI't;, DMSO-de): & 12,75 (br s, 1H), 10,88 (s, 1/2H), 10,83 (s, 1/2H), 7,40 (d, 1H), 7,28-
7,25 (m, 1H), 7,05 (t, 1H), 6,92 (t, 1H), 5,15-5,10 (m, 1H), 4,69 (t, 1H), 4,45-4,29 (m, 1H), 3,30-3,23 (m, 1H),
2,98-2,88 (m, 1H), 1,46 (s, 9X 1/2H), 1,42 (s, 9X 1/2H); LC-MS [M+H+317].

Cramus 3. Cunres (S)-2-(TpeT-0yTokcukapOoonun)-9-(4-propdensun)-2,3,4,9-rerparuapo- 1 H-mupumo[3,4-
burm0I-3-KapOOHOBOI KHUCIOTHI.

(S)-2-(rper-byrokcukapbonnn)-2,3,4,9-rerparuapo-1 H-nupuno| 3,4-blunnon-3-kapboHoByto KUCJIOTY
(20,0 T, 63,2 mmonb) B DMF (630 M) merasupoBaiy u KOJIOY OXJIaXIaIu B OaHe ¢ JeITHON BOJOM. MeieHHO
noprmsamu go6aemsu NaH (60% B MmuHepansHOM Macie; 7,8 T, 196,0 mmois) 3a 45 mun nipu 0°C u mepemenin-
Ban B TeueHne | 4. Kammsimn noGasisum 4-dropoensmndpomun (8,7 M, 69,5 mmons) 3a 45 mun npu 0°C u
nepeMerinBany B TeueHue 1,5 4. Peakimio racumm Bogoit. Cmech pazbasisiii Bopoi (1,8 i1) 1 mpombIBamu ¢ no-
mombto EtOAc (1 11). Boanstit cnoit noaxucnstin 10 pH 3-4 tBepaoit TMMOHHOM KucinoToi. CMech SKCTparupo-
Bayn ¢ omoinsio EtOAc (3x300 mur). O0beanHEHHBIE OpraHMYeCcKHe SKCTPaKTHI MPOMbIBaIH Bojoi (900 mi),
cosreBbIM pactBopoM (200 mur), cymi Hag Na,SOy4, GUIBTPOBAIHM M KOHIICHTPUPOBAIH TPU TOHMKEHHOM J1aB-
neHur. HeouuIeHHbIH TPOIYKT OYHIIAIN KOJIOHOYHON XpoMaTorpadueil Ha CUIMKareiie ¢ UCToab3oBaHueM 0-
30% EtOAc/rexcan ¢ moilydeHHEM TBEPIOTO BEIIeCTBa. TBepioe BemecTBO NMpOMBIBAIM ¢ momompio 10%
CH,Cly/rexcan ¢ momyderneM  (S)-2-(TpeT-0yTokcnkapOouun)-9-(4-propdensmn)-2,3,4,9-rerparuapo-1H-
nupuzao|3,4-blurnon-3-kap6oHoBoit kucioTs! (19,5 T, 72%) B Buae 6emoro moporka.

'H SIMP (300 MI't;, DMSO-dg): & 12,81 (br s, 1H), 7,48-7,42 (m, 2H), 7,13-6,97 (m, 6H), 5,41-5,28 (m,
2H), 5,14-5,03 (m, 1H), 4,66-4,58 (m, 1H), 4,42-4,27 (m, 1H), 3,32-3,28 (m, 1H), 3,06-2,96 (m, 1H), 1,40 (s, 9X
1/2H), 1,39 (s, 9X 1/2H); LC-MS [M+H" 425].

Cranus 4. Cunres (S)-9-(4-gpropbensun)-2,3,4,9-rerparnapo- 1 H-nupuno[ 3,4-bJunnon-3-kapboHoBoii Ku-
CJIOTBI.

(S)-2-(rper-byTokcukapbounn)-9-(4-gpropdensmn)-2,3,4,9-rerparuapo- 1 H-nupuno[ 3,4-b Juanon-3-
kapOoHoByr0 kucnory (18,9 r, 44,5 mmons), 4M HCI B pactBope 1,4-nuokcana (56 mur, 222,7 mmons) u 1,4-
nuokcad (85 mi) nmepemenmmBany npu RT B TeueHne Houn. PeaknmonHyro cMech pa3zdasisuin Bogoi (200 min) u
HelTpamm3oBanm 10 pH 7 ¢ momompio Et;N. Jlo6asmsuin Boxy (400 MiT) 1 cMech mepeMenmnBaiy B Teuenne 30
MuH. TBepmoe BemecTBo cobupany myteM GuiabTpanuu u mpoMbiBain Boo# (300 M) ¢ momydenuem (S)-9-(4-
¢dropbensnn)-2,3,4,9-rerparnapo- 1 H-mupuno[3,4-blunnon-3-kapbonosoit kumemotsr (13,0 T, 90 %) B BHIE
0JIETHO-XKEJITOTO TTOPOIIIKA.
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'H SAMP (300 MI't, DMSO-de): & 8,95 (br s, 1H), 7,48 (d, 1H), 7,39 (d, 1H), 7,14-6,99 (m, 6H), 5,33 (s,
2H), 4,24 (d, 1H), 4,08 (d, 1H), 3,63-3,58 (m, 1H), 3,17-3,10 (m, 1H), 2,86-2,81 (m, 1H); LC-MS [M+H" 325].

Cranus 5.

1,1'-Kap6onminagunmunazon (37 mr, 0,23 mmons) B DMF (0,5 mi1) kamumsimMu J0OaBIIsUTH B IeTa3UpOBaHHbIH
pactBop 4-(amuHOATII)-1-N-Boc-munepunnna (53 mr, 0,23 mmons) 1 THF (0,5 mi). CMmech mepeMenmBany npu
RT B Teuenme wouu. Jlo6asmsamu (S)-9-(4-bTopbensmn)-2,3,4,9-rerparuapo-1H-mupuno[3,4-blunmon-3-
kapOoHOBYIO kucioty (75 mr, 0,23 mmons) 1 DMF (1 mur) u HarpeBanu mipu 95°C B TeueHune Houu. PeakmoH-
HYyI0 cMech oxnaxaanu 1o RT u pazbasmsum Bogoit. Cmech akcTparupoBaiu ¢ momoribio EtOAc (3 paza). O0b-
€IMHECHHBIC OPTaHWYECKUE SKCTPAKTHI MMPOMBIBAIIM COJIEBBIM PacTBOPOM, cymmian Haj Na,SO,, GunsrpoBamu u
KOHIICHTPUPOBAJIH IIPH MOHWKEHHOM JlaBJieHHH. HeounmeHHsIi MaTepuan OYuIagy KOJOHOYHON XpoMarTorpa-
¢ueii Ha cummkarene ¢ ucnoib3oBanueM 0-50% EtOAc/Hx ¢ momyuenuem coeamnenus (C1) B Buae xentoi
nieHsl (61 mr, 47%). LC-MS [M+Na 583].

Cranus 6.

Coenunenne (D1) (61 mr, 0,11 mmons) u 4M HCI B pactBope 1,4-mmokcana (1 mur) nmepemMennBaiy mpu
RT B Teuenue 1 4. PeaknoHHyio cMech KOHIIGHTPUPOBAIH, a 3aTeM pa3basisuin Bogoit (10 mir). Ee npombiBann
¢ nomouipio EtOAc u noamenaunsanu HachleHHBIM pacTBOPOM NaHCOj; 0,y ). BoaHBIl ci10# 3KCcTparuposaiu
¢ nomomipio EtOAc (2x5 mi). [IBa opraHMYecKHX 3KCTpakTa OOBEIMHSIIM, ITPOMBIBAJIM COJIEBBIM PacTBOPOM,
cymmnu Hag Na,SOy4, GUIbTpOBaIN M KOHIEHTPUPOBAIN NPU MOHMWKXEHHOM AaBieHNH. HeounmeHHslit MaTtepu-
aJI OYMIAIKA KOJOHOYHOH Xxpomarorpadueil Ha cumkarene ¢ ucnois3oBanuem 0-10% MeOH/DCM c 2% tpu-
JTUJIAMHHA C TIOyYEHUEM T'PsI3HO-0EJI0TO TBepAOTo BemmecTBa. Trepaoe BemecTBo pactBopsii B THF (0,5 M)
n no6assum 2,0M HCI B nuatrmnoBom a¢upe (0,05 mir). PactBopurtens ynansum ¢ moryaenneM coenuaenus (C,
comu HCI) B Buze rpsasuo-6ernoro teepaoro semectsa (31 mr, 57%). LC-MS [M+H" 461].

[Tpumep 4, Cunres 4-(2-(6-(4-pTopbensmn)-1,3-mmokco-5,6,11,1,11a-rerparuapo- 1 H-umumazo
[1'5":1,6]mupuno[3,4-b]unnon-2-(3H,5H,6H)-mn)stim)nmunepasun-1-us xnopuna (coenunenus D)

o
COOH o A k I NH Hel
o
o NN 4,0 MHCl B NN
N _NH o~ \ N‘&O 1,4-1n0Kcane \ N*o
col N N
DMF/THF /@2 (D1) /@-) D, coas HCI
F F

F

Cramus 1. 1,1'-Kap6borunauumugazosn (37 mr, 0,23 mmons) B DMF (0,5 mim) karmissmMy 10OaBIIsTd B JeTa-
3UPOBAHHBIA PACTBOP TPEeT-OyTHII-4-(2-aMUHOITHIT)ITUTIepa3uH- 1 -kapOokcunara (53 mr, 0,23 mmons) 1 THF (0,5
min). Cmechk nepemenmmBanu npu RT B teuenne nouw. JloGasisu (S)-9-(4-propbensmn)-2,3,4,9-rerparuapo-
1H-rtupuno|3,4-b Jurnon-3-kapooHoByro kucioty (75 mr, 0,23 mmons) u DMF (1 mi) u HarpeBanu mpu 95°C B
TeueHne Ho4M. Peaknuonnyro cmech oxnaxaanu 1o RT u pasbasisum Bomoi. CMech 3KCTparnpoBajy ¢ MOMO-
mpio EtOAc (3 paza). OObeniHEHHBIE OPTaHWYECKUE SKCTPAKTHI TPOMBIBAIH COJIEBBIM PACTBOPOM, CYILIMIIN HA
Na,SO,, GpMIbTpOBaIN M KOHIEHTPUPOBAIIM TIPH MOHMKCHHOM JaBJeHUH. HeounineHHbI MaTepual o4nIang
KOJIOHOYHOW Xpomarorpadueii Ha cuimkarene ¢ ucnonszoBanueM 0-100% EtOAc/Hx ¢ monmydeHueMm coenuHe-
uus (D1) B BHze 5%KenTOro TBEpIOTo BemecTsa (76 Mr, 58%). LC-MS [M+H' 562].

Cragms 2.

Coenunenne (D1) (76 mr, 0,14 mmonb) 1 4M HCI B pactBope 1,4-mrokcana (1 M) mepeMemBaiy npu
RT B Teuenue 1 4. PeaknmoHHy0 cMeCh KOHIICHTPUPOBAIIH, a 3aTeM pazbasisumi Bojoi (10 mi). Ee mpoMbiBanu
¢ noMoupio EtOAc u noamenaunsanu HachimeHHBIM pacTBOPOoM NaHCOj; 0y, ). BoaHBIl ci10# 3KCcTparuposaiu
¢ nomomipio EtOAc (2x5 mi). [IBa opraHMYecKHX 3KCTpakTa OOBEIWHSIIM, ITPOMBIBAJIM COJIEBBIM PacTBOPOM,
cymmnn Hag Na,SOy4, GUIbTpOBaIN M KOHIEHTPUPOBAIN IPU MOHMKXECHHOM AaBieHNH. HeounmeHHslit MmaTtepu-
aJI OYHMIIIAIN KOJOHOYHOH XpoMaTorpaduei Ha cumkarene ¢ ucronszoBanueM 0-10% MeOH/DCM c 2% Et;N ¢
MOJTy4eHHEM OJIeTHO-XKEITOro TBEpAOTOo BeuiecTBa. TBepaoe BemmecTBo pactBopsui B THF (0,5 min) u nodasis-
m 2,0M HCI B auatrnoBom sdupe (0,05 mir). PactBopurens ynamsumu ¢ nomydennem coexunenus (D, comm
HCI) B Buze 611e1HO-XENTOro TBEpPAOro BemecTsa (37 Mr, 55%). LC-MS [M+H" 462].

IMpumep 5. Cuntes HarpueBoit comu 3-((2,6-muxinop-1-(1-stun-1H-nupazon-4-nn)-7-dprop-1H-unnon-3-
WIT)THO)-2-(hTOpOEeH30iHON KUCTOTHI (coenuHenust E)
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Cramus 1. Cunres  stun-3-((6-xmop-1-(1-3tun-1H-mmpazon-4-nn)-7-¢prop-1H-unnon-3-m)tro)-2-
¢ropbenzoara (3).

Mo npouenype u3 npumepa 2 craauii 2 u 3 ¢ ucnons3oBanueM 4-6pom-1-stuin-1H-nmpazona B (mpumep 4,
cragus 1) BMecto 4-6pom-1-npormmi-1H-nupasona 3 B cragum 2 moiyyaad Ha3BaHHOE COEAMHEHHE 3 B BHIC
CBETJIO-KOPUYHEBOTO TBEPJIOTO BEIIECTRA.

'H SIMP (500 MI', CDCLy): & 7,69-7,64 (m, 3H), 7,44 (s, 1H), 7,27 (t, J=8,0 T'u, 1H), 7,16 (dd, J=8,5, 6,0
I'y, 1H), 7,01-6,94 (m, 2H), 4,40 (q, J=7,5 I'u, 2H), 4,26 (q, J=8,0 I'y, 2H), 1,57 (t, J=8,0 ', 3H), 1,57 (t, J=7.5
I'n, 3H); LC-MS (ESI): m/z 462,5 (M+H").

Cramuss 2. Cuare3 »1mi-3-((2,6-muxmnop-1-(1-atun-1H-nmupazon-4-wmmn)-7-drop-1 H-unmomn-3-m1)tro)-2-
¢dropbenszoara (4).

B pactBop coemunenwns 3 (100 mr, 0,21 mmons) B8 CH,Cl, (3 mur) B mHepTHOM atMocdepe mobasismu NCS
(58 mr, 0,43 mmons) pu RT u nepememmBany B Teduenue 16 4. Peaknmonnyro cMech pazbasisumm Bogoi (10 mur)
n akctparupoBain ¢ momompbio CH,Cl, (2x15 mi). OObennHEHHBIE OPTAaHWYECKUE DKCTPAKTHI CYIIMINA HaT
Na,SO; U KOHLIEHTPUPOBAJIHU IPU MOHWKEHHOM JABJICHHH C IMOJIYyYCHHEM HEOYMIIEHHOTO npoaykra. Heouu-
NICHHBINA MPOAYKT ounmany (cwiukareib; 14-17% EtOAc/rekcansl) ¢ moydeHueM coequHenus 4 (35 mr, 33%)
B BHJIE I'PSI3HO-0EIIOr0 TBEP/IOTO BELIECTBA.

'H SIMP (400 MI'u, CDCly): & 7,71-7,66 (m, 3H), 7,30 (d, J=7,6 I'i, 1H), 7,19 (dd, J=8,8, 6,4 I'u;, 1H),
7,04-6,97 (m, 2H), 4,40 (q, J=7,2 T'y, 2H), 4,27 (q, J=7,6 'y, 2H), 1,58 (t, J=7,6 T'w, 3H), 1,49 (t, J=7,2 'y, 3H);
LC-MS (ESI): m/z 496,7 (M+H").

Cramms 3. Cumures  3-((2,6-muxnop-1-(1-3tun-1H-mmpazon-4-nmn)-7-¢prop-1H-unnon-3-nm)tro)-2-
(hropOen30itHON KUCIOTHI (coenuuenus E).

ITo mpomenype u3 npumepa | craanu 9, HO ¢ UCTIOIB30BaHUEM MPOMEKYTOUHOTO COENWHEHHSA 4 BMECTO
MPOMEKYTOYHOTO COeIMHEHNS 7, IOTyJYali Ha3BaHHYIO HATPUEBYIO COJb coeanHeHNs E B Buie rps3Ho-6e10ro
tBepaoro BemiectBa. LC-MS: m/z 468 (M+1).

[Ipumep 6. CuHTE3 METHUI-6-MEPKANTOMUKOJIMHATA (IPOMEKYTOTHOTO COSTUHEHMS A)

o
NZ>coome Keantdoc, Pdy(dba)s,  pMBS” “N” “COOMe — 00parmsii  Hs” “NZ “Scoome
DIPEA, 1,4-muokcaH, XOJIOTUIEHUK,

1 00paTHBIi X0M0HIBHHUK, 1 4. 2 16 4. A

Cramus 1. CuaTe3 MeTHI-6-((4-MEeTOKCHOCH3 W) THO )TUKOJIMHATA (2).

B mepememmBaeMsblii pacTBOop MeTHI-6-OpommnukonrHata 1 (8 r, 37,2 mmons) B 1,4-muokcane (110 mi) B
uHepTHOH aTMocdepe nobasmsumn (4-meroxcupenwn)meranrunon (5,7 r, 37,0 mmons), kcanrdpoc (1,1 r, 1,9
MMOJIB), quu3onponmmTwiaMud (13,6 M, 74,0 mmois), Pdy(dba); (847 wmr, 0,9 mmons) npu RT, nerazuposanm
B aproHe B TeUcHHE 15 MHH; HarpeBaJiv JI0 MOSBJICHUS KOHJCHCATA U NepeMermBanu B TeueHue 1 4. [Tocre 3a-
BepireHus peakuun (TLC) peakunoHHyI0 cMech paz0aBisu Bomoit (500 Mir) M 3KCTparupoBajiy C MOMOLIBIO
EtOAc (3x500 mi). O0benuHEHHBIE OpTaHUIEeCKHE dKCTPaKThl cymu Hag Na,SOy4, GUIbTpOBAIA U KOHIICH-
TPUPOBAIM MPU TOHWKCHHOM JABJICHUHM C TOIYYCHHEM HCOUMIICHHOTO MPOIYKTa. HeouyuIimeHHBIH HpOIyKT
ounmanu (cumukarens; 10% EtOAc/rekcanbl) ¢ noinydeHueM coenuaerus 2 (8 T, 75%) B BUIE KENTOTO TBEPIO-
TO BEIIECTBA.

'H SIMP (400 MI't, CDCly): 8 7,78 (d, J=7,6 ', 1H), 7,57 (t, J=8,0 T'u, 1H), 7,42-7,40 (m, 2H), 7,29-7,25
(m, 1H), 6,82 (d, J=8.,4 I'n, 2H), 4,44 (s, 2H), 4,00 (s, 3H), 3,77 (s, 3H); LC-MS: 95,7%; 290,3 (M'+1); (x0s10H-
ka: X Select C-18, 50x3,0 mm, 3,5 mxm); RT 4,10 mun, 5 MM NH,OAc: ACN; 0,8 Mi/muH).

Cramus 2. CHHTE3 METHII-6-MEePKANTOMHKOJINHATA (MPOMEKYTOTHOTO COSTUHEHUS A).

ITepememmBaemMsblii pactBop coeamnenus 2 (6 T, 20,7 MMoib) B TpUPTOPYKCYCcHO# kuciote (50 mur) B
WHEPTHOH aTMocdepe HarpeBany A0 NOSBICHHUSI KOHACHCATa U NepeMeInBaii B TeueHune 16 4. [Tocne 3aBeprie-
Hus peakiuu (TLC) netyuyune BemecTBa yaausuiid My TMOHMKEHHOM faBieHnd. OcaJoK pa30aBIIsiid C TTOMOIIHIO

Br
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EtOAc (500 mi), mpomeiBaiu ¢ momoribio BogHoro pactBopa NaHCO; (3x250 mir). OpraHmdecKuil 3KCTpakT
cymma Hax NapySOy, QUabTpoBamM M KOHIIEHTPUPOBAIU MPH MOHMKEHHOM JTABJICHUU C MOTyYCHHEM COCIUHE-
Hus 6 (3,5 T, HEOUMIIEHHOT0) B BHJIe OJIeHO-KOPHYHEBOrO TBepAoro Bemectsa. LC-MS: 61,1%; 170 (M'+1);
(vomonka: X Select C-18, 50x3,0 mm, 3,5 mxm); RT 1,41 mun, 5 MM NH,OAc: ACN; 0,8 Mir/mMuH).

IMpumep 7. Cunre3 metuin-2-(2-drop-3-mepkanrodeHun)anerara (IpOMEKYTOUHOTO coequHeHns B)

HS CO,Me

F

B
[Toy4anu cornacHo nporenype, onucanHoi B WO 2012/024620, npumep 154, ctp. 203.
IMpumep 8. Cunte3 6-((2,6-muxmop-7-¢prop-1-(1-mpommn-1H-mmmpazon-4-un)- 1 H-uHm0171-3-11) THO )TUKO-
JIMHOBOHW KUCTOTHI (coennueHus F)

OH

Cl

C ucnonp30BaHUEM TIPOIICAYPHI U3 IpUMepa 2, HO ¢ 3aMEHOH METHII-6-MEPKaITOMMKOJINHATOM (ITPOMEXKY-
TOYHBIM COeMMHEHHEM A) 3THi-2-PTop-3-MepKanToOeH30aTa Ha CTAAWH 3, TOJydadn Ha3BaHHOE COEIMHCHHE.
LC-MS: 465,2 (M™+1).

Mpumep 9. Cuntes 6-((2,6-auxnop-1-(1-3tr-1H-nmpazon-4-nmn)-7-¢prop-1H-uamon-3-nn)ro)nuxo-
JIMHOBOM KUCIOTHI (coeanHeHus Q)

o}
OH

N=
\_7

Cl
Cl

F |

S

N

N

4

Q,N
C H©CHonb30BaHWMEM MPOLEAYPHl W3 TMpHUMepa S5 3a UCKIIOYCHHEM TOTO, YTO  METHI-6-

MEpPKANTOMUKOJINHATOM (IIPOMEKYTOUHBIM COCIAMHECHHEM A) 3aMCHSUIH AITHI-2-PTOp-3-MepKanToOCH30aT Ha

cTajuu 2, TIONyYanu Ha3BaHHOE coenunenne. LC-MS: 4492 (M'+1).

Mpumep 10. Cunres 2-(3-((2,6-muxnop-7-¢prop-1-(1-nponmn-1H-nupazon-4-mn)-1H-unnon-3-nm)tro)-2-
(dbropdennn)ykcycHol kucnoThl (coeauaenus H)

o)
R OH
S
N—cl
cl N
F i |
»

)

C wuCcmonp30BaHUEM TMPOLEAYPHl W3 TpHUMepa 2 3a HUCKIIOYEHHEM TOTOo, 4TO MeTHi-2-(2-¢Top-3-
MepkanTodeHun)amneraToM (MPOMEKYTOUHBIM COeAMHEHHEeM B) 3aMmeHsun 3THi-2-¢GTop-3-MepKanTooeH30ar Ha
CTajMy 3, TIONydal Ha3BaHHOE coequaenne. LC-MS: 496,6 (M+1).

Mpumep 11. Cunres 2-(3-((2,6-muxnop-1-(1-3tun-1H-mmpazon-4-nn)-7-¢prop-1H-nnnon-3-nm)tro)-2-
¢dropdennn)ykcycHol KUCIOTHI (coennHenus 1)
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C wuCcTnonp30BaHUEM TMPOLEAYPHl W3 TpUMepa S5 3a HUCKIIOYEHHEM TOTO, 4TO MeTHn-2-(2-¢Top-3-
MepkanTodeHu)amneraToM (MPOMEKYTOYHBIM COeAMHEHHEM B) 3aMeHsun 3THi-2-GTop-3-MepKanToOeH30aT Ha
cTajuy 2, TIONyYaau Ha3BaHHOE coenuuenne. LC-MS: 482,3 (M'+1).

IMpumep 12. [lapenrepanbHas papManeBTHIECKAsT KOMITO3UIINS.

Jlyist monmydeHus mapeHTepabHOM (DapMaleBTHYECKO KOMITO3MIIUH, ITOAXOMSIICH /Uil BBEICHUS ITyTEM
MHBEKIHMN (TIOJIKOKHO, BHYTpHBEHHOM), 1-100 Mr pacTBOopMMO# B BOAE CONM MHTMOWTOpA ayTOTaKCHHA HIIH
ero (apMarieBTHUECKH IIPUEMIIEMOH COJIM WIIN COJIbBATa PacTBOPSUIM B CTEPUIIBHON BOJIE, @ 3aTEM CMEIINBAIIH C
10 M 0,9% crepusHOTO (hr3noOorHUecKkoro pacrteopa. HeobOs3arenpHo mobaBimsum mogxonmsmuid Oydep, a
TaKke HeoO0A3aTeIbHO KUCIIOTY WM OCHOBaHME Iis perynuposanust pH. CMmech BKIIOYany B €IMHUYHYIO JI03H-
pOBaHHYIO (hOpMY, TOAXOAAIIYIO Ul BBEACHUS ITyTEM HHBEKIIHH.

IIpumep 13. TlepopanbHbIid pacTBOP.

Jlist mosrydeHust papMarieBTHYECKON KOMIO3UINHY U MEPOPabHON JOCTABKH JIOCTATOYHOE KOJINYECTBO
WHTHOWTOpA ayTOTAKCHUHA WJIN €ro (DapMaIieBTHUECKH MPUEMIIEMOH COJIH JT00ABJISITN B BOAY (C HEOOSA3aTEIIbHBIM
coo0mIM3aTopoM(amu), HeoOs3aTenbHBIM OydepoM(aMi) U MacKHPYIOIIMMU BKYC BCIIOMOTaTEeIbHBIMU Cpell-
CTBaMH) ¢ nosxyueHueM 20 Mr/mi1 pacTBopa.

[Mpumep 14. IlepopanbHas TadaeTKa.

Tabnerky noxyuyanu nytem cmemmBanus 20-50 mac.% MHrHOMTOpa ayTOTaKCHHA WK €T0 (papMaleBTHYe-
cku npuemnemoit cony, 20-50 mMac.% MHKpOKpUCTAIINYECKOH Lemmono3sl, 1-10 Mac.% ruapoKCHUIpOnuInen-
JIFOJIO3BI C HU3KOU CTeMeHblo 3amenenus U 1-10 mac.% creapaTa MarHus WiM APYTHX COOTBETCTBYIOIUX BCIIO-
MOTaTEeNbHBIX CPENCTB. TabMeTKu MOoNTydaau MyTeM HEMOCPEICTBEHHOro IpeccoBaHus. CyMMapHYIO Maccy
MpeccoBaHHBIX TabeTok moanepxkuBany mpu 100-500 wmr.

ITpumep 15. [lepopainbHas karncynia.

Jlst mommydeHust papMareBTHIeCKOW KOMITO3HUIINHN JUTsl TiepopalibHoi moctaBky 10-500 Mr mHTHOMTOpa ay-
TOTaKCHHA WX €ro (apMaleBTUYECKH MPUEMIIEMOH COJIM CMEIINBAIM C KPaxXMajoM WM APYrod MOAXOAsIIeiH
HOPOIIK00Opa3HOH cMmechio. CMech BKIIOUAIN B MEPOPATBbHYIO JO3UPOBAHHYIO €AMHHILY, TAKylO Kak TBepAas
JKEeJTaTUHOBAs KarcyJa, KoTopasi HOAXOINT JUIs TIEPOPaTEHOTO BBEICHHUS.

s npyroii papmarieBriuueckoit komnosummu 10-500 Mr vHrHOMTOpPa ayTOTaKCHHA MM €ro (apMaleBTH-
YecKH MPHEMIIEMO COM MOMELIaIN B Karcyiny 4 pa3Mmepa wiM Karncyny 1 pazmepa (TMUIpomeruio3a WM TBep-
JIbIH XKETTaTHH) U KalcyJly 3aKpbIBaJIH.

ITpumep 16. I'eneBast KOMIO3ULHKA A MECTHOTO BBEACHUSI.

Jlist momydenust (hapManeBTHIECKOM TelneBOi KOMIO3UINN AT MECTHOTO BBEACHHSI MHTHOUTOP ayTOTaK-
CHHA WX €ro (hapMaleBTHICCKU MPUEMIIEMYIO COJIb CMEIINBAIN C THAPOKCHIPOMIIIEIUTION030H, TPOIMIICHT -
JIMKOJIEM, U30MPONMIMHPUCTATOM U OYMINEHHBIM criupToM craHzapta USP. 3arem momydeHHYIO B pe3yJsbTaTe
TeJIEBYIO CMECh BKJIIOYAIM B KOHTEHHEPHI, TAKHE KaK TyObl, KOTOPBIE ITOIXOIMIH 11 MECTHOTO BBEICHHUS.

ITpumep 17. AHanu3 ayToTakCHHA YEIIOBEKA.

AxtuBHOCT, ATX aHanM3upOBaIu B KOHIICHTPUPOBAHHOW KOHAWIIMOHUPOBAHHOW Cpele OT KIETOK Teue-
HOYHOKJICTOYHOH KapunHOMBI uesioBeka Hep3B myrem m3MepeHHs: KOJIMYECTBa XOJMHA, BBICBOOOXKIEHHOTO M3
cyocrpata, muzodocharummixonuna (LPC), nmockonbky oH pacmemsercs 10 LPA. KongunmoHupoBaHHYIO
cpeny codupanu ot KoH(IroeHTHBIX KiteTok Hep3B u xonnenTpuposamm B 10-20 pa3 ¢ ucnons3oBaHueM (Quiib-
Tpyrouux ycrpoiicts Centriprep-30 (Millipore). {ns ananu3a nHruOuposanus ayrorakcuaa 10-20 MK KOHIIGH-
TPUPOBAHHON KOHAWIIMOHWPOBAHHON Cpellbl MHKYOHUpoBaiu ¢ 2,5 MKJI TecTupyeMoro coenuHeHus B DMSO u
72,5-82,5 mxa 6ydepa lyso-PLD (100 MM Tris, pH 9, 500 MM NaCl, 5 MM MgCl,, 5 MM CaCl,, 0,05% Triton
X-100 B mpucyrcTBuu nnu orcyrereue 0,2% HE comepikaliero KUpHbIE KACIOTH albOyMUHA CHIBOPOTKH KPOBH
genoBeka) B Teuenne 15 mun npu 37°C. Tlocne 15 mun nakyO6aruu 5 mxn 2 MM LPC (14:0; Avanti Polar Lipids,
Ne mo karanory 855575C), pasdasnennoro B 0ydepe lyso-PLD, mo6aBmsmu 10 koHeyHoW koHmeHTparmu 100
MKM u mHKyOaruio nmpogoikany emie 1,5-3 1 mpu 37°C. lo6asmsun 100 MK IBETHOM cMecH, coaepxkamieit 4,5
MM 4-amuHOaHTHNHpHUHA, 2,7 MM N-3THI-N-(2-THIpOKCH-3-CyIb(PONPOIHN)-M-TOMyHInHa, 21 ex./MI Tmepok-
cuiasbl XpeHa u 3 en./mi xonuHokcunasel B 50 MM Tris, pH 8, 4,5 MM MgCl,, nHKyOanuio npoonKaid B Te-
yeHHe 15 MHUH IpU KOMHATHOW TeMIepaType Iepes CUUTBIBAaHHEM IMOTJoMeHus npu 555 uM. MmntoctpaTuBHas
Ouonornyeckasl aKTUBHOCTh THIMYHBIX COCIMHEHHH B aHAJIM3€ ayTOTAKCHHA YEJIOBEKAa, ONMCHIBAEMOM B Ha-
CTOSIIIIEM JTOKYMEHTE, TIPE/ICTaBJICHa B ClleIyfoLIell TabuIe.
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Coenunenne ICs0 (MxkM)
Coenunenue A
Coenunenve B
Coenunenne C
Coenunenue D
Coenunenue E
Coenunenue F
Coenunenue G
Coenunenne H
Coenunenue |

tdididbdididb bl

A cocrtasigeT <0,5 MkM; B coctasisteT > 0,5 MxM, Ho <1 MkM; C cocrtasisieT >1 MkM.

ITpumep 18. Ananu3 ayToTakcHHa B LIENbHOW KPOBH YeJIOBEKA.

WNurnduposanne aktuBHOCTH ATX B IeNbHOH KPOBU UEIOBEKa aHAIM3UPOBAIM MyTeM HU3MEPEHUsI KOH-
nenaTpanuu 20:4 LPA B muiazme mocnie mumarenbHoi wHKyOarmu npu 37°C. KpoBp Opanm y JaBIIUX COTJIAcHe
JII0JICH-BOJIOHTEPOB B BaKYYMHBIE TTPOOUPKH € TeNMapuHOM H J00aBisuid 200-MKJT aTMKBOTHI K 2 MKJI TECTHPYe-
Moro coemuHernst B DMSO wim DMSO otnenpro. Heckolbko 13 MPOOUPOK CO CPeoi-HOCUTEIEM HEMEJICHHO
neHTpudyruposanu mpu 800xg B reuenue 10 MuH npu 4°C 1 1ua3My yaaimsuti Uit 00paboTKH ¢ LeJIbIo onpeie-
nerus ucxomaHor koHmneHtparuu 20:4 LPA. OcranpHble 00pasiibl KPOBH, COAEPIKAITUE CPEIy-HOCHTEIh WIIH
TeCTUpyeMoe coerHeHne, nHKyouposanu rpu 37°C B TeueHue 4 4 nepen ueHrpudyruposannem npu 800xg B
tederue 10 muH npu 4°C ¢ mosrydgenneM mia3Mel. [hrasmy rotoBunu s LCMS caenyronmum o6pazom: 40 MK
TUIa3MBbl yIoamsuii, n1o0aBisu 5 00. metaHona, coaepxamiero 125 ur/mn 17:0 LPA, B kadecTBe BHYTPEHHETO
cTaHmapTa U cMech mHKyOupoBanu npu -20°C B Teuenne 10 mun niepen neHTpudyrupoBanueM mpu 4000xg B
teuerne 10 mun npu 4°C. 150 MKJI cyriepHaTaHTa IEPEHOCHIIN B 96-TyHOUYHBIN TUTaHIIeT 1 pa36asisum 100 Mk
opranngeckoro pactsopa (90:10:0,1 Boma/aneTOHUTPUII/THAPOKCHT AaMMOHUS) JUTSl aHAIM3a KOHIeHTpauuit 20:4
LPA c nomomsro LCMS. LPA 20:4 u BayTpenHuii cranaapt (LPA 17:0) ananu3upoBanu Ha KBaJpyNoOJbHOM
Mmacc-cnekrpometpe (ABI Sciex 4000QTrap) B pexxume oTpuratenbHbX HOHOB (ESI) ¢ momMomsio MoHUTOpUHTA
MHOXecTBeHHbIX peakiuii (MRM). Iloxsmxnuble ¢a3sl comepxamu 0,1% ruapokcuna ammonust B 90% Bo-
161/10% aneronntpuna (pactBoputens A) u 0,1% ruapokcuna ammonust B 90% aneronutpuia/10% Boas! (pac-
TBOpHTeNh B). CkOpocTh OTOKA TIoAep)uBaH 1pH 0,8 MII/MUH, a CyMMapHOE BpeMsI BBITTOJIHEHHUST COCTABIISIIO
3 MHUH. AHaIUTHl OTIEIIN C WCIIOJNB30BAaHUEM JIMHEHHOTO TPaJMeHTa CIEeTyIOUMM o0pa3oM: 1) MOABMKHYIO
a3y ynepxxuBasin B Teuenue 0,5 mun npu 10% B; 2) B nosemmanu ot 10% mo 90% B Teuenne crnemyromeit 1
muH; 3) B ynepxuBanu noctossHEEIM B Tedenne 0,5 mua npu 90%; u 4) B Bo3Bpamany 10 yCI0BUi HAYaIEHOTO
TpagueHTa.

ITpumep 19. Mogenb HHAYIUPOBAHHOTO ayTOTAKCUHOM 3y/a.

Mplueil MHGUIMPOBAN aJEHOBUPYCOM, SKCIPECCHUPYIONIMM ayTOTAaKCHH, MOJ KOHTPOJIEM IpPOMOTOpa
CMV (uutomeranosupyca) nin AFP (a-dpetonporenna). Y uHPUIMPOBAHHBIX MBIIMIEH BO3HUKANA YCHIICHHAS
peakuus moyeckiBaHus nocie uHpunuposanus. [locie napuumpoBanus sxcnpeccupytommm ATX aneHOBUpY-
COM W HaOJIOJCHUS] YCWIICHHOW peaKkUWH TOYECHIBAHUS MBIIICH 00padaThIBajJl MHIMOMTOPOM ayTOTAKCHHA M
KOHTPOJIMPOBAIIN HA NPEIMET HHTHONPOBAaHUS 3y/1a.

YcuileHHYI0 peakluio MoYechbiBaHUs HaOMIoanu y Mblei, MHOUIMPOBaHHBIX aneHoBHpycoM CMV-
ATX.

ITpumep 20. Momenb HHIYIUPOBAHHOTO MUEIHMHOBBIM OJHUTOACHIPOIUTAPHBIM riukonpoTerHoM (MOG)
JKCIIEPUMEHTAITLHOTO ayToMMMYHHOTO dHIehatomuennta (EAE).

EAE wnaymupoBain y MpIIel myTeM uMMyHn3anun nentugoM MOG (35-55), KoTopslii TPUBOIWI K TIPO-
rpeccupymoomemMy napanuay. Meimeii o0padaThiBaii HHTHOUTOPOM ayToTakcuHa rmpu 60 Mr/kr Maccel Tena BID
00 B MOMEHT MMMYHHU3auu (TpoHIaKTHIeCKOe BBEICHUE J03bI), TMOO TOCIe TIEPBOro MPU3HAKA CHMIITO-
MOB (TepaneBTUIECKOE BBEICHHUE JO3bI) M KOHTPOJIUPOBAIN HA MPEIMET IPHU3HAKOB Mapajmya.

IIpumep 21. Aranu3 murpanuu kiaetok Meaanomst MDA-MB-435.

Knetkn nuamm menmanomsbl 4yenoBeka MDA-MB-435S nonnepkuBanu B CyOKOH(IIOCTHOW KYJIBType B
cpene, copepxamieit FBS u meHummmMe/cTpenToMUIMH. 3a IeHb 710 aHaJIu3a KJIETKH B TeUCHHE HOYHM JACprKalld
B 0ECCBIBOPOTOUHOM cpene, conmepxkamieit 0,1-0,2% He comepikaiiero xupHbie KucioTel BSA. B nenp ananmsa
KOHIWLMOHUPOBAHHYIO CPeNly YAAISUIM U3 KJIETOK, IIEHTPU(YTUPOBaIN Il OCBETIICHHS U OTOpachIBaIH. 3aTeM
KJICTKH COOMpANH IMyTeM COCKaOIMBaHMUS, IOJACYUTHIBAIIN U OCAX AN IeHTpudyrupoBanueM. KileTku moBTOpHO
cycrieHaupoBainy mpu 1,05X KOHEYHOH KeJlaeMO# IJIOTHOCTH B KOHAMIIMOHUPOBAHHOW cpene. AHAIU3bI BBI-
TIOJHSUTH B JIBYX MOBTOPHOCTSAX C UCIOJH30BaHUEM 96-TyHOUHOW CHCTEMBI OTIPEIEICHHUS XeMOTaKCHIECKOH ak-
TUBHOCTH Neuroprobe ¢ 8-MKM pazMepoM TIOp U MOKPHITEIMU GUOPOHEKTHHOM (puiibTpaMu. Jlobassmu 152 MK
KJIETOK B 8 MKJI TECTUPYEMOTO COCIMHEHUS WHTHOUTOpa ayTOTaKCHHA W WHKYOHPOBAIX B TeueHHe 15 MUH npu
37°C. B mmxkHIOI0 Kamepy 3arpyxann 2-10 MmxM LPC, a 3arem 50 MK CyCIIeH3UH KIIETOK C TECTHPYEMBIM CO-
€/IMHEHUEM JI00aBIUT B BEPXHIOIO YacTh KaXKIOTO YJacTKa JIyHKH ¢ GrmibTpoM. OUIBTPHl MHKYOUPOBAIH NPH
37°C B Teuenune 1-24 4 ¥ HEMUTPHUPYIOIINE KICTKH YAISUIA U3 BEPXHEH yacTH QUIbTpa MyTEM OIIOJIACKMBAHHS
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¢ nomombio PBS n cockabnuBanus. @unbTp cymmiy Ha BO3IyXe, 3aTeM OKpAIIUBAJIH IE€Pel] CYUTHIBAHUEM T10-
riomenus npu 580 Hm.

B nannom ananm3e murpainuu kietok coenunenue A umeno ICsyo 4 HM, a coequnenne B mmeno 1Csy 15
HM.

[Ipumep 22. MeplmyHas MOJAETh HHAYITUPOBAHHOTO YETHIPEXXJIOPUCTEIM yriepoaoM (CCl,) meueHouHOTO
¢$hubpo3a.

Camxu wim camiibl Mbimeit balb/c momydgamu CCly (0,8-1,0 Mir/kr Macchl Tena), pa30aBiIeHHbBINH OJUBKOBBIM
MacJoM, Yepe3 BHYTPUIICPUTOHEATLHYIO HHBEKIIMIO TBAXKIBI B Helelmo B TeueHue 6-8 menens (Higazi, A.A. et
al., Clin Exp Immunol. 2008 Apr; 152(1): 163-73). KoHTponbHBIE MBIIIH MOJIYYald SKBHBAICHTHBIH 00BEM
TOJIBKO OJIMBKOBOTO Macijia. IHrmOUTOp ayTOTaKCHMHA MJIH Cpely-HOCHUTENb JOCTaBIISUIN MIEPOPATBHO €KECyTOoU-
HO, HaunHas ¢ MoMeHTa MHBeKIMU CCly (MpodunakTHyecky) WM HauWHas depe3 1-3 HemenM mocie mepBoH
unbeknuu CCly (TepameBTHueckr). B KOHIE HCCIeJOBaHUS MBITICH YMEPIIBISIH ¢ UCHIOIh30BAHUECM HHTAJISIIH-
OHHOTO M30(dIIypaHa M coOpann KpoBb Yepe3 IyHKIMIO Ceplia A MOCIEAYIOUIETO aHalnu3a COJepiKaHHs
ALT/AST. Cobupanu nedens u 3amopaxkusaiu npu -80°C 11 OMOXMMHUYECKOT0 aHaInu3a edyeHoyHoro Gpuopo-
3a win ¢uxcuposanu B 10% neiiTpanmsHOM OydepusnpoBaHHOM (hopManuHe IS THCTOIOTHYECKON OIEHKH Iie-
qeHOYHOTO (ubdpo3a. [ OHOXMMIUECKOH OIEHKH MeUYeHOYHOTO (HOp03a TOMOTEHATHI TKAaHW TICUEeHU aHATA3H-
poOBaM Ha MpeIMeT KOHIEHTPAIH KOJUIAareHa ¢ WCHOJIh30BAHNEM THAPOKCHIIPOIMHOBOTO aHanmu3a. s rucro-
JIOTHYECKOW OIEHKM MeYeHOYHOro (udpo3a (PUKCHpPOBaHHYIO TKaHb INEUCHH OKPAIIUBAIN MHKPOCHPHYCOM
KpPacHBIM ¥ MEUYEHOYHBIN (HHOpO3 ONpeAess T ¢ IOMOIIBI0 KOJIMYECTBEHHON KOMIBIOTEPHOH JCHCUTOMETPUH C
HCIIOJIb30BaHUEM CBETOBOM MUKPOCKOIIHH.

[Mpumep 23. [JleguumrTHble MO XOJMHY MBIIIM, MOAENb NeyeHouyHoro ¢ubposa, ompenensemas mo L-
AMHMHOKHCIIOTE, TIPU TUETE C BBICOKUM coeprkanueM xupa (CDAA/HFD).

Mplmmieid aepkany Ha aueTe ¢ AeUIUTOM XoiuHa, nornoiHeHHo 0,1% MeTroHuHa 1 60% KKal OT Kupa
(CDAA/HFD) B Teuenue 12-14 venens. Mpimu nonydanu 1, 3, 10 wim 30 MI/Kr Macchl Tella TECTUPYEMOTO CO-
CJIMHCHHS WHTUOUTOpA ayTOTAKCHHA WM CPEIbI-HOCUTEI HadYWHAs C Havasla HeJelu 6 Tociie KopMiIeHus (Te-
paneBTHYECKH). 3aTeM eXeHeAeTbHO H3MePsTH (EPMEHTHI TICUCHHU: aclpaTaTTpaHCcaMrHa3y, eIouHyo docda-
Tazy u OmwmmpyOnH. B KOHIIE MCClenoBaHMS MBIIMIEH yMEPIIBIUIN, a TIEYeHb COOMPA M 3aMOPaKUBANIU TIPH
-80°C mst OMOXUMHUYECKOT'0 aHajau3a MeYeHOYHOTo (HroOpo3a win (GUKCHPOBAIH B HEUTpaIbHOM Oydepusnupo-
BaHHOM (hOpMaJHE IS THCTOJIOTHIECKOW OIIEHKH TeYeHOTHOTO Prbpo3sa. [l OHOXuMHUIeCKOH OLIEHKH Tieue-
HOYHOTO (pHOpO3a TOMOTEHATHI TKAHU TICUYEeHHU aHAJM3MUPOBAIN HA MPEIMET KOHIICHTPAINN KOJIIareHa ¢ NCIOb-
30BaHHEM THIPOKCHUIIPOINHOBOTO aHAIN3a. J{JI THCTOJIOTHYECKON OIIEHKH NeueHOYHOro (hnbdpo3a pukcupoBan-
HYIO TKaHb TIEYeHU OKPAIIMBAIN KpacuTelieM MUKpocupruycoM kpacHbM (PSR) u TsbkecTs nedenoynoro ¢puodpo-
3a OLICHWBAJIM C UCIIOJIb30BaHUEM CBETOBOI MUKpockonuu. [locie kauecTBEHHOH OLIEHKH IIeYeHOYHOTo (hndpo3a
OCYIIECTBIISUIN KOJIMYECTBEHHYIO OLIEHKY (HOp0o3a C MUCIOIb30BaHHEM N300paXeHHUH LENBFHOTO Mpernapara, Ho-
ny4eHHBIX Tpu 20X YBEIHMYCHHUH, ¥ BRIYHCIISLTH IPOLICHTHOE OTHOIICHUE Cpe3a MCUCHH C MMO3UTHBHBIM OKPAIITH-
BanueM PSR ¢ ncnone3oBaHueM mporpaMMHOTro o0OecrieueHus ISl aHaIi3a KOJMYECTBEHHON OLIEHKH IUIOLIA K
n3o0paxenuit Halo® ot Indica Labs.

B nannoii Mozenu meuenouHoro ¢uOposa coeauHeHHEe A CYIIECTBEHHO CHIDKANO IEYeHOYHBIH (pudpos
TP BBeACHUHU 10361 30 MI/KT Macchl TeNa, a COeUHEHHe B CyIIecTBEHHO CHIDKAIO TIEYSHOYHBINH Gudpo3 mpu
BBeneHuH 10361 10 Mr/kr Maccel Tena. O6pabdoTka mrbo coemunenrneM A (30 MI/KT Macchl Tena), TM00 cCoeTnHe-
HueM B (10 mr/kr maccel Tena) obecnednBania B pe3yibTaTe MpHOIM3NTeNnsHO 35% cHibkeHune % IIIOMaay mo-
JIOKUTENBHOTO OKpamuBanus PSR.

B nmanHO# XxMBOTHOM Moenn 00paboTka mermei 3 mr/kr, 10 mr/kr umu 30 Mr/kr coenuHeHust A obecrie-
YHBaja B pe3ynbTaTe MpuOIM3uTensHo 72, 76 n 90% uMHrnOupoBaHue MpyU OCTATOYHOMN KOHIIEHTPAIWH B ITa3Me
AKTMBHOCTH ayTOTaKCHHA, COOTBETCTBEHHO (KaK M3MEPSUIN 110 MPOAYLIHUPOBAaHUIO XonHa). O0paboTka Mblmei 1
mr/kr, 3 mMr/kr wim 10 Mr/kr coequnenns B obecnieunBana B pesynbTate npubmmsntensHo 49, 67 u 75% uHru-
OupoBaHHE TIPH OCTATOYHOM KOHIIEHTPAIMH B IUIa3Me aKTHBHOCTH ayTOTaKCHHA, COOTBETCTBEHHO (KaK M3Mepsi-
JIM TI0 IPOAYLIMPOBAHUIO XOJIHMHA).

[Mpumep 24. MbinmHast MOAENb Te4eHOYHOTo (uOpo3a ¢ MHAynHpoBaHHBIM queToil NASH (Heankorois-
HBIM CTE€aTOreNaTUTOM).

MpImraM BBOAWIIM WHBEKIMEH HU3KYIO 03y CTPENTO30TOLNHA Yepe3 ABOE CYTOK ITOCTIe POXKACHUS, a 3aTeM
JIepKaii Ha TMETE C BRICOKUM COJIep’KaHMeM JXKHpa HauWHas ¢ Bo3pacTa 4 Henenw 10 Bo3pacta 12 Hexenb. M-
et 00pabaThIBaI TECTUPYEMBIM COSIMHEHNEM Ha4YMHAs C Bo3pacTa 6 Helenb. B KoHIle Mcciae10BaHus MBIIeH
YMEPIUBISUIM W cOOMpanmy KPOBb UL OMpEICNICHHUS COACPIKaHUS B KPOBH TIIIOKO3BI IIOCIIE KOPMJICHHSA H
ALT/AST. Tleuenp cobupanu, B3BEIMHMBAINA U 3aMopakuBaiu nipu -80°C 111 OHOXUMHUYECKOTO aHauu3a Iede-
HOYHOTO (hudpo3a M TPUIIIUIEPHIOB MEUCHN WM (PUKCHPOBAIN B HEUTpAIbHOM OydepHu3npoBaHHOM (opMain-
HE JUISl THCTOJIOTMYECKON OLICHKH MedyeHOuHOro (pudpo3sa, crearo3a n BocnaigeHus. st OMOXUMHYECKOH OLICHKH
MCYCHOYHOTO (PrOpO3a TOMOTCHATH TKAaHHW TMEYCHU AHAIM3MPOBAIHM HA TPEAMET KOHIICHTPAIMU KOJUTareHa C
UCIIOJIb30BaHUEM TMAPOKCUIIPOIMHOBOTO aHaJIM3a, a Ha MpeIMeT TPUTIMLIEPUAOB MEYCHH C HCHOJIB30BaHUEM
HaoOopa Triglyceride E-test (Wako, Japan). JIns ructomorn4eckoil ONCHKH BOCHANICHHS B CTeaTo3a (UKCUPOBaH-
HYIO TKaHb IT€YEHH OKPALIMBAIN TeMOTOKCHIMHOM ¥ 303uHOM (H&E) m TshkecTh BocmasieHHs1 M cTeaTros3a olle-
HUBAJIN C HCIOJH30BAHUEM CBETOBOW MHKPOCKOIHUH. J[ISI THCTONOTWYECKOH OIEHKH Ie4eHOdHOoro ¢udposa
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(bUKCUPOBaHHYIO TKaHb IEYCHU OKPALIMBAIU KpacHTEIeM MUKpocupuycoM kpacHbM (PSR) m Tshkects mede-
HOYHOTO (hHOp03a OLICHUBAIMU C UCIIOJIH30BaHUEM CBETOBON MUKPOCKOIIHH.

B manHo# Monenn ¢pubdpo3a coenunenne A mpu 10 MI/KT 1eMOHCTPUPOBAJIO CYIIECTBEHHOE CHIDKECHHUE T1e-
4eHOYHOTO (hUdp03a M CYIIEeCTBEHHOE CHIDKEHHE OIeHKN akTHBHOCTH NAFLD (KOMTIIIEKCHOW OIEHKH BOCIIae-
HUS, CTEaTo3a U OLIEHOK Pa3AyBaHH I'€TIaTOLUTOB).

IIpumep 25. ManynupoBanabii nudTHUIHATPo3aMuHOM (DEN) meueHouHBIH (GHUOPO3 M MEYEHOYHOKIIETOY-
Hasl KapIITHOMA Y KpBIC.

Cammpl kpeic Wistar Tonydand exeHe[eTbHO BHYTPUIIEpUTOHEATbHbIE HHBEKITH 35-100 MI/KT ITUITHII-
autpo3amuHa (DEN) B Teuenue 13-18 Hemens B cymmapHoM o0beme 1,5 mit 3a0ydepenHoro gocdaTom pusmo-
norndeckoro pactsopa (PBS) mns naaynupoBanus mupposa u nedenoynoksnerounoi kapuuuomsl (HCC). Kon-
TPOJIBHBIE KPBICHI MOJyYaId eKCHEIEIbHO HHBEKIMH dKBUBaIEHTHOro oobeMa PBS. MHruburop ayrorakcuna
WU CPEAY-HOCUTENb JOCTaBIISUIN NEPOPAILHOTO €XKECYTOUHO HayMHas ¢ 6-7 HeleNnb 1ocie HadyalbHOH MHBEK-
i DEN. B koHIle nccnenoBaHus KpbIC YMEPIIBIISUIN C MCIOJIb30BaHUEM MHTAJSIIMOHHOTO n3odiaypaHa u co-
Opanu KpoBb 4Yepe3 MYHKIHUIO cephana Uil mocieayromiero aHammsa conepxkanuss ALT/AST m xoHueHTpanui
JIeKapCcTBEeHHOTO cpeacTBa. Cobupany rmedeHp U 3aMmopakuBanu mpu -80°C miist OHOXUMUYIECKOTo aHamn3a Guo-
po3a mwin ¢ukcuposanu B 10% nHeliTparpHOM OydepnuznpoBaHHOM (hopMannHe IS THCTOJIOTHYECKOW OICHKH
ne4eHoYHoro (ubposa. Iyt OMOXUMHUIECKO OINeHKH (UOpo3a TOMOTEHATHI TKaHW IEYSHU aHAIM3UPOBAN Ha
MpeaMeT KOHIICHTPAUHU KoJIareHa ¢ MCIIOJIb30BaHHEM THAPOKCUIIPOINHOBOTO aHau3a. J{JIs THCTOIOrnYecKon
OIIEHKH TEYCHOYHOro (hrbpo3a (PUKCHPOBAaHHYIO TKaHb MEYCHU OKPALIMBAIN KpacHUTEIeM MUKPOCHPHUYCOM M
H&E, a newenounsrit pudbpo3 m HCC onpenensiy ¢ UCIoJIb30BaHUEM CBETOBOW MUKPOCKOTIHH.

B naHHOM XMBOTHOM MOJENN COCIUHEHHE A XapaKTepHU30BaJOCh MOJIOKHUTEIBEHBIM 3P (EeKToM B OTHOIIE-
HHUH CHW)KEHHS TIe4eHOYHOT0 (pMOpo3a Mpu 5 MI/KT Macchl Tena.

[Tpumep 26. MblmHas MOAENb UHAYLUPOBAHHOTO OJIEOMUIIMHOM (HOpPO3a KOXKH.

MBIIHHYI0 MOJAENb WHAYLWPOBAHHOTO OJICOMHMIIMHOM (GHOpO3a KOXKH HCIIOJIB30BANN [UISl OLICHHBAaHUS
3¢ dexTa HHTHOUTOPOB ayTOTaKCHHA B OTHOWICHHH (GubOpo3a koxu. [lepenensiBanu crocoOsl m3 Yamamoto, T.
et al. The Journal of Investigative Dermatology, 112: 456-462, 1999. Msime#t C57B1/6 anecte3upoBaiii U30-
(dbmypaHoMm u oOpuBaJIM IBe 30HBI C JIBYX OOKOB Ha HIDKHEM JOpCOJIaTepalibHOM ydacTke. bieomumuma (10-50
MKT B 100 MKJT), IPUTOTOBJICHHBIN B cTepuiabHOM (uiabTpoBaHHOM PBS (wmm xoHTposs B Buae PBS), BBogmmn
MTOJIKOXHO B KXKIBIH OOPUTHIN yUaCTOK OJMH pa3 B CYTKH B TE€UEHHE 5-7 CYTOK B HEJEIIO B OOMIEH CIIOXKHOCTH 4
Henenu (28 cyTok).

Coenunenne A u coenuHenne B rotoBmm B 0,5% MeTHIIEINTION03€ M JOCTABISUIN [IEPOPATHHO OTUH pa3
B CYTKH OT JHs 1 10 mHs 28 (MpoHIakTHYSCKH) WIK OT JHS 7 A0 IHS 28 (TepaneBTUYCCKH).

B nmenp 28 BceX KUBOTHBIX yMepIIBILLIHN. JlopconaTepanbHYI0 KOKY YIAISIH, CHUMATH TPWIIAIIIAN MO~
KO>KHBIH JKUp M MCIIOIB30BAIN 6-MM JIepMaToM st 3a00pa ABYX 0Opas3LioB KOXKH OT Kax1oro cyobekra. OqHu
obpasen ¢pukcupoanu B 10% HeiTpanbHOM Oydepr3upoBaHHOM (OPMAIHMHE U MOJBEPTaJld TUCTOJIOTHIECKOMY
aHanuzy. Bropoit oOpazern 3amopakusaiu npu -80°C s noceayroniei 00paboTKU coeprKalierocst KojuareHa
C MCIOJIb30BaHUEM THAPOKCHUIIPOIIMHOBOTO aHAIIN3a.

B manHO# Monmenu ¢puOpo3a KOXH COeTUHEHHE A JIEeMOHCTPHPOBAIO CYIIECTBEHHOE CHIDKEHHE (HUOpo3a
KOXKH TIPH BBEICHUH O3Bl MPO(PUITAKTHIECCKH NI TEPATIeBTUIECKH.

Ha ¢uwr. 1 npencrasneno cpennee + SEM copepaHue THAPOKCHIIPOJIUHA B 6-MM KOXXHBIX OMONTATaXx.
CoenuHeHre A TEMOHCTPHPOBAIIO CYINIECTBEHHOE CHIKCHHE COICp)KaHUS THAPOKCHIIPOIMHA B KOXE TIPH BBE-
JICHHUH 03Bl MPOIIAKTUYECKHU TN TEPATTeBTHUECKH.

B nmanHOM >KMBOTHOW Mojaenu oOpaboTka Mblmelr 60 Mr/Kr coeauHeHus A oOecrniednBalia B pe3ysbTaTe
nprOIM3UTENsHO 95% WHTHOMpPOBaHWE MPHU OCTATOYHON KOHIEHTPAIMH B IUIa3ME aKTHBHOCTH ayTOTaKCHHA
(Kak U3MepsUTH TI0 TIPOAYIIMPOBAHUIO XOJHHA).

[Mpumep 27. MbltnHas MOAENb IOYEYHOTO (GUOPO3a C OTHOCTOPOHHEH 3aKynopkoi Moyetounnka (UUO).

Msrneit C57BL/6 noaBeprany XUpypruuyeckoMy BMELIATENILCTBY JUISl OJTHOCTOPOHHEH 3aKyIOpKH MoOYe-
tounnka (UUO) unum uMHTaIUM XHUPYprHUECKOro BMELIATENbCTBA Ha JIEBOH mouke. Bkpartie, mpoaonbHBIi,
BEPXHUI JIEBBIH pa3pe3 BBHIOIHSUIN sl OOHa)KeHHs JIeBOH MOYKH. Haxoannmm novevnyro apTepuio U HIEJIKOBYIO
HUTP TPOITYCKAIIA MEXKIy apTepucii 1 MOYCTOYHUKOM. HUTH OOBOIMIIN TIETICH BOKPYT MOYETOYHHKA U 3aTATH-
BaJIM y3JIOM C oOecreueHreM IOTHOTO JUTHPOBAHMS MOodeTouHUKa. [louky Bo3Bpamany B OpIOUTHYIO ITOJIOCTB,
a0IOMUHAJIFHBIC MBIIIIBl CIIUBAIM M KOXY COSAMHSIM cKoOamu. TecTHpyemMoe COeAWHEHHWE WU Cpemy-
HOCHTEIh JIOCTABJISIIN TIEPOPATHLHO OJIMH pa3 WK JIBa pa3a B CYTKH JTUO0 MpodUIaKkTHIECKH (HauuHas B IeHb 0),
00 TeparneBTHYecKH (HaunHas B IeHb 3). BcexX JKMBOTHBIX yMEPIIBISUTH C WCIIOIh30BAaHHEM HHTAIIAIIHOHHOTO
n3o¢aypana depe3 10 cyTok mocie Xupyprudeckoro BMmemarenbcTsa o nmosoay UUO. [ocie ymepmBieHus
coOpaii KpoBb Uepe3 MyHKIHIO cepala 1 Opanu ode nouku. Kaxmyro nouky 1u60 MOMEHTaILHO 3aMOPaKUBAIIH
npu -80°C i Onoxummuyeckoro aHainusza Gpuodposa oo ¢ukcuposanu B 10% HelTpansHoM OydepusnpoBaH-
HOM (popMasiHe JUIS TUCTOJIOTHYECKOH OLIEHKH MO4YeYHOro (pubpo3a. 'oMOreHaThl TKAaHU MOYKH aHAJIN3UPOBAJIH
Ha TpeAMET COAEPXKaHWS KoJUlareHa C MCIOJIB30BAHHUEM THAPOKCHIIPOJIMHOBOTO aHanu3a. MUKCHpOBaHHYIO
TKaHb IMOYKH OKPAIIMBAIH C WCIOJIb30BaHUEM reMoToKcminHa U 303uHa (H&E), a Takke mukpocupuyca Kpac-
HOT'O ¥ TI0YeYHBIH (uOpO3 ONPEAENsIN C UCTIONL30BAHIEM CBETOBOW MUKPOCKOITHH.

Ha ¢ur. 2 nokazan 3¢ ekt npoPuiakTHIecKoro BBeeHUS 10361 (A) M TepaneBTUIECKOTO BBEJACHUS 1036
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(B) coenuHeHMsI A B OTHOIICHUM COACPIKAHUS THIPOKCUIIPOIUHA B HETUTUPOBAHHBIX U JIMTHPOBAHHBIX ITOYKAX
nociae UUO.

B ananmse mpoduIaKTHYECKOTO WIIM TEPaIeBTUIECKOTO BBEICHHS 03Bl COCNMHEHN A HaOIIOamN CHU-
JKEeHHE COZep KaHuUsI THAPOKCHIIPOJIMHA B TUTHPOBAHHBIX TIOYKAX MBIIIEH Ha TpruoIu3uTensHo 40%.

[Tpumep 28. MpImuHast MOAETH IEPUTOHEATLHOTO GUOpo3a.

[eputoneansupit HrOpPo3 MHAYIHMPOBAIH Yy MBIIeH myTeM uHBEKINH 0,1% XJIOpreKcuanHa TITIOKOHATa
(CG), pactBopennoro B 15% sranona/PBS, B mepuToHeansHyIO MOJIOCTH Yepe3 CyTKH B TedeHHe mepuona 21
cyTku. MTHTHOUTOp ayTOTaKCHHA MM CPEeNy-HOCHUTENh JOCTABISUIA IIEPOPATIHLHO OJWH pa3 WU IBa paza B CyTKH
0o npoduakTHdecku (HaunHas B JICHb HauanbHOW nHBbeKIMH CG), MO0 TepaneBTHYCCKH (HAUuuHAsI B ICHB 7
nociyie HayanbHOU uHbekMu CG). B xoHlle uccnenoBanus Mbled YMEpIUBISIIN U UCCEKAIH MEPUTOHEATbHYIO
TKaHb. [lepuToHeanbHbI (HUOPO3 OMpPENeTsUId OMOXUMHYECKU C HUCIOJIB30BAHUEM THIPOKCUIIPOIUHOBOTO aHa-
nm3a.

Ha ¢ur. 3 moxazan 3¢ ekt coeauHeHUsS A B OTHOIICHUM COJCPXKAHUS THIAPOKCHUIIPOINHA B OPIOIINHE
MBIIICH B IeHb 21 mocie npo(uIakKTHIecKOTO BBEICHUS JJO3HI.

CoenuHenne A mpu no3e 60 MI/KT Macchl Tela JIBa pa3a B CyTKH CHHUXKAJIO COJIEpKaHNe THIPOKCUITPOJINHA
B OpromyHe MbImeil Ha mpuoam3uTensHo 50%.

[Tpumep 29. MpImuHas MOJIETh UHAYITUPOBAHHOTO JeKCTpaHHATpHs cyiabhatom (DSS) xpoHmueckoro ko-
JHTA.

Camox mprmeit C57BL/6 monsepramm 3 mukinam 2% DSS B nmuTheBoif Boze B TedeHHE 6 CYTOK C IIOCIe-
IyIoTIel TUTheBOM Boo# 6e3 DSS B Teduenue 15 cyTok oO1miel mpoaonKUTENBHOCTHIO 64 cyToK. MHTHOUTOPHBI
ayrorakcuHa BBOIWIN 1030 30, 60 mwim 100 mr/xr maccer Tena PO onuH pas win nBa pasa B cyTku oT g 0 10
JHs 63. J]71s To0KUTENFHOTO KOHTPOIs nukiocnopuH A (CsA) BBOAWIH T030W 25 MI/KT MaccChl Teia B AHU 1-
7, 22-28 u 43-49. ExecyTO4HO PEruCTPHUPOBAIU MacCy Tela MBIIIM, KOHCHUCTEHIUIO CTyJa, KPOBOTEUEHUE U
o01mmii nHAekc akTuBHOCTH 3abosieBanus (DAI). Uepes 64 cyToK y MBIILIEH yIalsuii TOJICTYIO KUIIKY M PETHCT-
pupoBaiu ee ATUHY 1 Maccy. Cpe3bl TOJICTOM KHIITKH OKPAIIHBAIN KPACHUTEISIMH TEMOTOKCHIIMHOM M 303HHOM
(kpacutrenem H&E) u oneHmBanmm 1mo WHQMIBTPAIMKA BOCHAIUTEIBHBIX KJIETOK W MOpaXKeHHWIO TKaHW. Cpesbl
TOJICTOH KHIITKH TaK)Ke OKPAIINBAIA METOIOM TPEXIIBETHOCTH M OIIEHUBAIN Ha TIpeaMeT puodpo3a.

B manHO# Mozenu KOJHWTa MBIIIH, 00pabOTaHHBIE COSIMHEHHEM A WM COeWHEHHEM B, nemoHCcTpHpoBa-
JIM CHM)KEHHE OTHOIICHUS Macca TOJICTOM KUIIKW/IUTHHA TOJCTOW KHIIIKK/Macca Tela TI0 CPaBHEHHIO C MBIIIIAMH,
00paboTaHHBIMU Cpenoi-HOCcUTeNeM. Hampumep, oTHomIeHHe (Macca TOJICTOW KHINKH/JIJIUHA TOJCTOH KHIII-
ku/mMacca tena)x 100 y MpIel ¢ HHAYIHPOBaHHBIM KOJIMTOM OBIJIO IO MEHbIIEH Mepe Ha npubnusutensHo 20%
HWKE Y MBIIIel, 00paboTaHHBIX COSTMHEHHEM A WM COeAMHEHHWEM B, 1Mo cpaBHEHUIO C MbIIIaMu, 00paboTaH-
HBIMH cpenoii-HocuTeneM. MpImu, oOpaboTaHHbIE coennHeHnEM B, IeMOHCTpPHPOBAIM CyIIECTBEHHOE ITOBBI-
IICHUE [UTMHBI TOJCTOW KHIIKU IO CPaBHEHHUIO C MBIMIAMK, 00pa0OTaHHBIME Cpefoi-HocuTeneM. Hampumep,
JUTMHA TOJICTOW KUIIIKH Y MEIIICH, 00pab0oTaHHBIX cOeTUHCHUEM B, Obliia Mo MEHbIIEeH Mepe Ha MPHOIU3UTEIIEHO
30% Oonblre, 4eM y MbIIIeH, 00pabOTaHHBIX CPETOH-HOCHTENEM.

IMpumep 30. KpbicuHas Mozens MHAYIHPOBAHHOTO THHUTPOOEH30MCYIb(hoHOBOH KucaoToit (DNBS) ocrt-
pOro KoNIuTa.

Cawmram kpeic Wistar maccoit 150-160 T BBogwmmu BHYTph TosicToi kumku 0,5 M 50 mr/ma DNBS B 30%
STaHOJIC B JI€Hb | WM Cpely-HOCHUTENh B KauecTBe KOHTPOJSA. VIHTMOWTOpHI ayTOTaKCHHA BBOIIIH 030U 5
Mmr/kr maccsl Tena B 0,5% MC omus pa3 B cytku ot aus 0 qo nus 6. Cynbdacanazus BBoguin 10301 300 mr/Kr
Mmaccel Tena B 0,5% CMC-Na ot aus 1 1o qHs 7. YV KpBIC €XECyTOYHO KOHTPOJIHMPOBAINA Maccy Tella M KOHCH-
CTeHIHMIO CTyna. [lo OKOHYaHWM WCCIICAOBaHHS OICHWBAIH [UIMHY TOJICTOH KHWIIKH, MAacCy TOJICTOM KHIIKH,
TUTOIIAAb S3BBI U OKpAIIMBaHME METOIOM TPEXIBETHOCTH Mo Maccony. B ogHOI Momenn MHIynHpOBaHHOTO
DNBS konuTa coeHeHUEe A U COeTUHECHUE B NEMOHCTPHPOBAIHN MOJOKHUTEIBHEIN A((EKT B OTHOIICHUH KO-
JIUTA 33 CUCT CHYDKCHUS IJIOIIAITH SI3BHI.

B nanHOW Mozenm ocTporo KojuTa CoelMHEHHE A U coerHEeHHEe B He oka3bIBaJIM 3aMEeTHOTO d(QeKTa B
OTHOIIICHUY CHUXCHUS MACChI Tella WIM KOHCUCTCHIWH cTyia. CoequHEeHUEe A W coelMHEHHEe B yMmeHbImanmu
TUTOIA/b S3BBI M MACCY TOJICTOM KHIITKY MOJA00HO cynb(acanasuny. HampuMep, o0paboTka coeqHEHUEM A WITH
coequHeHueM B mpuBoamia k 30-60% yMEHBIICHHUIO TUIONIAAU SI3BBI ITO CPABHCHHIO C MBIIAMH, 00paObOTaHHBI-
MH CpeJIOM-HOCUTETIEM.

IIpumep 31. DddexTs! HHrHOUTOPOB ayTOTAKCHHA HA TOJEPAHTHOCTH K TIIIOKO3€ Y MBIIIEH, COepIKaIinX-
Csl Ha IMETE C BBICOKUM COJIepKaHHEM JKHpA.

CammnoB mprmeir C57B16/] nepxanu Ha HOpMaJdbHOM IMHTAaHWU 10 Bo3pacTta 6-10 Hemenb. 3aTeM MBbIIeH
Jepxaiu 1udo Ha HopMansHOH auete (ND), mnbo Ha nuete ¢ BRICOKNM conepkanueM xupa (HFD) (20% Genxa,
35% yraeBonos, 45% sxupa; Harlan Laboratories) B Teuenne 8-10 nenens. [lyist onpeneneHus conepKaHus IIIko-
KO3BI B KPOBU MBIIIaM BBOJIWIIM TECTUPYEMoOe coenHeHue nepopaibto B 0,5% Methocel oque pas wim 1Ba pasa
B CYTKHM B TCUCHHME HECKOJILKHX CYTOK JIO TJIFOKO3HOW HAarpy3ku. B JeHb TecTa Ha TOJCPaHTHOCTh K TIIFOKO3E
(GTT) wmbluieii He KOPMUIIM B TEYCHUE 6-8 U W MOCICAHIOI 03y TECTHPYEMOIO COCIUHCHUS BBOIMIM TIEPO-
pansHO 3a 1-3 4 10 BHyTpHIepuTOHEeaNbHOH (1.p.) nHbeKIH | r/kr D-rimoko3s! (Sigma). bpanmm o6pasibl kposn
U3 XBOCTOBOW BEHBI Nepe]| TIIOKO3HON Harpy3Koi (MCXOIHOE conepiKaHHe TIIIOKO03bI) W Kaxable 15-30 MuH B
TedyeHue crexyomux 120 MUH mocie TIIOKO3HON HArpy3KH AJs KOHTPOJS KOHIIEHTPAIMH TIIIOKO3HI B KPOBH.
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Conep)kaHue TIIIOKO3bl B KPOBH OIPENEIISUIN KOJMYECTBEHHO C HCIMONb30BaHMEM riokoMerpa (Accu-Chek,
Roche Diagnostics nim AlphaTRAK, Abbott Animal Health) u HanOCHIIM Ha TpaduK KaK GYHKINIO OT BPEMEHH.
BrIicuuThIBaIM TUIOMAIHF CYMMAPHOTO COJIEPKaHuUs TIIOKO3BI B KpoBHU 1o kpuBoi (AUC) mocne i.p. TIIOKO3HOH
Harpy3KH o rpauKy BpeMeHH C HCIIoIb3oBanueM mporpammbl GraphPad Prism6.

Brenenne coequnenus B (15 Mr/kr) nBa pasa B CyTKHM B TEUEHHE JABYX CYTOK JI0 3a00pa 00pa3IioB ¥ OIUH
pa3 B IeHb 3a00pa 00pas3IoB CHMKAJIO HCXOMHOE COAEPIKaHHE TIIOKO3Bl U CyMMapHOE COICpIKaHUE TIFOKO3BI
AUC.

Brenenne coemunenust A (30 MI/kr) ogWH pa3 B CYyTKH B TEUEHHE 5 CYTOK J10 3a00pa 0Opa3IioB CHHKAIO
UCXOJIHOE COJEPIKAHUE TIIIOKO3bI.

ITpumep 32. Ananu3 ¢ co3gaHUEM BO3IYLIHOTO MEIIKA Y MBIIIH.

AxtuBHOCTH LPA W ayToTakcHHA WHAYIIMPOBAIH C MTOMOIIBI0O MHBECKIUU KapparnHaHAa B BO3MYIIHBINA Me-
IIOK MBIIINA. AHAJIM3 C CO3/IaHHEM BO3IYLIHOTO MEIIKa y MBIIIN HUCIIOJIB30BAIH JUIA OIpeeeHus hapMaKkoan-
HAMHYECKOW aKTHBHOCTH WHTHOWTOPOB ayTOTAKCHHA MPH CHIKCHUU WHAYIMPOBAHHOW KapparHHAHOM aKTHB-
HOCTH OmocuHTe3a ayToTakcuHa u LPA. Bo3nymmHelii Meniok (GOopMHpOBalM y MBIIIEH MyTeM BIYBaHHS 5 MII
oTGUILTPOBaHHOTO Yepe3 0,2-MKM QHIIBTP BO3AyXa B MOJKOXKHOE MTPOCTPAHCTBO B JIOMTATOYHOM 00JIaCTH B JIEHD
1. B nenp 3 BmyBamm 3 MJ1 Bo31yxa B MEIIOK, a B JICHb 6 B MEIIIOK BIyBaJIK elle 3 MJI Bo3ayxa. B 1eHs 7 BBOIU-
JIU TECTUPYEMBIE COCIMHEHUS C TMMOMOIIBIO TIepOpaTbHOTO 30HAa. B cooTBeTcTBYyrOmMiA MoMeHT Bpemenu (0-24
9) TOCJIe BBEACHUS COCIMHEHUI KapparnHaH, paCTBOPEHHBIA B CTEPWIBHOM (DH3MOJIOTHYECKOM PacTBOpE, BBO-
JIWTA WHBEKIMEH B BO3MYIITHBIN MemoK. Yepes 2 4 mociie Harpy3Ku KapparnHaHa MbIIIeH YMEepIIBIsUIA U coOpa-
JI1 KPOBb Uepe3 MyHKIMIo cepana. Bmysamm 0,5-1 mit 6omtoca nensiHoro 3adydepenHoro dpocdaroM GU3HOIOTH-
YeCKOro pacTBOpa B BO3AYIIHBIM MenIoK 1 yepe3 20 ¢ 0CTOPOKHO MaCCHPOBAIIN, MEIIOK BCKPBIBAIH U KHUKOCTb
YIS, AJMKBOTY JKUAKOCTH M3 BO3IYIIHOTO MEIIKA aHAIM3UPOBAIN Ha IpeaMeT KoHueHTpauuii LPA ¢ no-
mombto LC-MS, kak onuchIBaeTcsl B aHAJIM3€ ayTOTAKCHH B LIEJILHOM KpoBH denoBeka (mpumep 10). bpamu or-
NIENBHYIO0 AIMKBOTY JKUIKOCTH W3 BO3AYNTHOTO Memika, neHTpudyruposanu (800xg, 10 MUH) 1 aHAIU3HPOBAIH
Ha npenMeT akTuBHOCTH ATX ¢ ucnonb3oBanueM mMeroaa TOOS niist KOHUEHTpalUUi JeKapCTBEHHBIX CPEJCTB C
nomMoieio LCMS. AnanusupoBaiu NOIY4YeHHYIO U3 KPOBU IIa3My Ha NMpeIMET KOHLEHTpPAIUH JIEKapCTBEHHBIX
cpencts ¢ noMoiupio LCMS.

[Tpumep 33. MpImuHAass MOAETH CAMOTIPOM3BOJILHOTO METACTa3HCA.

Vcnonp30Bany CHHTEHHYIO MBIIIUHYIO MOJENb IS TeCTHPOBAHUSA 3(P(HEKTHBHOCTH COCIMHEHUN B OTHO-
IICHAW WHTHOUPOBAaHMS OMyXO0JIeBbIX MeTacTa3. Knetku 4T1 BBoMWIM MHBEKIUEH B 7 KUPOBBIX MOMYIIEK MO-
JIOYHOM Kelle3bl caMkaMm MbIirel Balb/c, mpu 3ToM Mblmeit anecTe3upoBany. [IepBUUHbBIE OMTYXOJIU H3MEPSITH C
MTOMOIIBIO IMITAHTEHITUPKYJIIS JIBA pa3a B HEJENIO JI0 WX HUCcceueHus moa n3odaypanoBoi anecresuen (Mexmy 10-
14 cytkamn). Tectupyemoe coeqUHEHHE BBOIWIN IIEPOPATHHOTO €KECYTOUHO B PA3IUIHBIE MOMEHTH BPEMEHU
nocsie uHbekny Kiietok 4T1. Ha 8-11 nexenax mocne unbekuun 4T1 numdarnyeckne y3ibl, JIETKHE, IEYEHb U
JpyTHe OpraHbl, B KOTOPBIX MIPEAINoJarail HaTHYie MeTacTas, COOMpay Uil THCTOJIOTMYECKOTO aHaIn3a.

ITpumep 34. Monens MeTacTa3s JIErKOro.

Mopgenb 3KCIIEpUMEHTAJIBHOTO MeTacTa3uca JISTKOTO HCIIOJIb30BIN JUIS TECTHPOBaHUS 3()()EKTHBHOCTH
COEIMHEHUH B OTHOIIEHUH YMEHBIICHHS YHCIIa METACcTa3 MHbEUUPOBAHHBIX KJIETOK MeIaHOMBI Mbli B16-F 10
B Jerkoe. Bkparne, mcnomb3oBamu camok Mbimeid C57BL/6J, camok (BALB/cByJxC57BL/6J)Fi, wmblmeit
(CByB6Fi/J), camok u camuioB atuMycHbIX "Tomnbix" Mbimeld CByB6Fi/J (nu/nu) 1 KOHTPOJIBHBIX OHOIIOMETHH-
KOB (nu/nu) Bo3pactoMm 7-18 Hemenb, koraa oHU Becww oT 18 1o 28 1. CycneH3uio oTAenbHBIX KileTok B16F10
cobupamu B log daze (mpubmmsurensao 5-10x10* k1eTok) B 0,2 MI cOaTaHCHPOBAHHOM COIIEBOM PACTBOPE XCH-
Kca BBOAWJIM MHBEKIHEH BHYTPHBEHHO B OOKOBYIO XBOCTOBYIO BEeHY MbIIeil. TecTupyemoe coeTUHEHUE WIIN
Cpeny-HOCUTEINb JIOCTABISUIN eXecyTodHo. Uepe3 21 CyTKHM MBIIIEH yMEpUIBISUIM M JieTKUe ynansumd. Jlerkue
¢ukcuposanu B 10% 3a0ydepennom popmannHe B TeueHHE HOYH, B3BEIINBAIN W OICHUBAIN KOJOHHU OITyXO-
JIEBBIX KJIETOK Ha IMOBEPXHOCTHU C MMOMOIIBIO PENapoBaIbHOMN JIYTIBL.

[Ipumep 35. Knuanyeckoe WCTbITaHUE MEYeHOTHOTO (hrOpo3a.

Hwke omuchiBaeTcs HEOrpaHMYMBAIOIIMI NMPUMEp KIMHUYECKOTO HMCIBITAHUS NedeHOYHoro (ubpos3a Ha
JFOJISIX.

Hens. Llenn gaHHOTO MCCIEIOBAHMS 3aKJIIOYAIOTCS B OLIEHUBaHUH (P (EKTUBHOCTH HHTMONTOpA ayTOTaK-
CHHA WK ero (apMareBTHYECKH IIPUEMIIEMOI COJIM B Ka4eCTBE OTIEJILHOTO CPEACTBA MM B KOMOWHAILIUH TIPH
JIeYeHUH OOJBHBIX MEYCHOYHBIM (GuOpo3oM, B cOope nHpopManuu o Kakux-a100 noOouHbIX dddekrax, KOTo-
pBIE MOJKET BBI3BAaTh COCJMHEHHE B KAUECTBE OT/JEIBHOIO CPE/ICTBA WM B KOMOMHAINH, U B OLICHUBAHHUHU (hap-
MaKOKHHETHIECKHUX CBOMCTB COSAMHEHHSI B KA9eCTBE OTACIHHOTO CPEICTBA WM B KOMOWHAITHH.

BwmemarenbctBo. BonpHbIM BBOAAT 1-100 MI/Kr mHTHOMTOpa ayTOTaKCHHA WIIH €ro (apMareBTUICCKU
TIPUEMIIEMOH COJIM B CYTKH B KQU4€CTBE OTJEIIHHOTO CPEJCTBA MIIM B KOMOMHAITIH.

[onpobnoe ommcanue. boNpHBIM TUTAHUPYETCS TaBaTh HMHIHOUTOP ayTOTAKCHHA WK €ro (papmareBTHYe-
CK{ TPHEMIIEMYIO COJIb IIEpOPANTBbHO OAWH Pa3 WM J1Ba pa3a B CYTKH B Ka4eCTBE OTACIHHOTO CPEACTBA WIIH B
KoMOuHanmu. [lepen KaXkIbIM IIMKJIOM BBEICHHS J03bI IUIAHUPYETCS BHITIOJIHEHHE BpadyeOHOT0 OCMOTpa, aHaJIH-
3a KPOBH U OIICHUBAHUS KaKUX-TN00 MOOOYHBIX 3(P(EeKTOoB.

[MepBuunsie kpurepun 3pdexrusHoctu. Gepmentsl neuenn (ALT, AST, ALP), Ononcus neueHu.
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Bropuunsie kputepun 3¢ hextuBHOCTH. PapMakoIMHAMHYECKIE MapKephl MOTYT BKIIFOYATh B Ce0s TKaHE-
Bble PD Mapkepsl uepes skcnpeccuto mRNA, ayrotakcun, LOXL2, LOX, npyrue 6enxn LOXL, aSMA, komra-
red 1A1l, NF-xB1, kactazy 1, SMAD u NOD; PD Mapkeps! CBIBOPOTKH KPOBH | TJIa3MbI BKJIIOUAIOT B CEOST MH-
nexc orHoweHuss ACT x xonmaectBy Tpomboruros (APRI), aktuBHOCTH ayToTakcnHa, LOXL2, ocTeONnoOHTHH,
ruainypoHoByto kucioty, CXCL 9, 10 u 11, MMP1, MMP3, MMP9, TIMP1, CD40L, TGF-1, ET-1, VEGF,
GAL3, IL-6/IL-8/TNFa/IFNy, a2-makpornoOynuH, amosmmnonporenH Al, PINP, PIIINP, PVCP-1230, PDGF;
oLeHNBaHKE d(PPEKTOB XPOHUYECKOTO BBEJCHHUS 03Bl B OTHOIICHUH CTPYKTYPHI IEYEHN U MapKepoB (prdpo3a;
CJIydau HeOJIarONPUSTHBIX SBJICHUH, SBISIOIIUXCS PE3Y/IBTATOM BBEACHUS HECKOJIBKHX JI03 COCTUHCHUS.

CooTBeTcTBHE KpUTEpHsIM. My>KUUHBI U KSHITUHBI Bo3pacToM 18-60 Jrer.

Kpurtepnn BrmoueHust. ®ubpo3 1-3 craaum no mkane MetaBup B OHONTATE TIEUEHH; HHIEKC MacChl Tella
<36 /M’

Kpurepun uckmrouenus. JIrodoe mposiBieHNe MeYeHOYHON HETOCTATOYHOCTH B IIPOIIUIOM HIJIM B HACTOSIIEE
BpeMsI; CYOBEKTHI, KOTOPBIE B HACTOSAIIEE BPeMsl 3JI0YMOTPEOIIIOT aM(peTaMrUHaMH, KOKaWHOM, OITMaTaMU WIIN
AJIKOTOJIEM; KIIMHIMYECKH 3HAYMMOE CEepACYHOE 3a00JIeBaHME; UCTOPUS paka, KpoMe HEeMETaHOMAaTO3HOTO paka
KOXKHU, B TEUCHHUE 5 JIET 10 CKpUHHUHTA; CHCTEMHas TPHOKOBasi, OaKTepualbHasl, BUPYCHASI WIH Apyras HHQEKIus,
KOTOpast He KOHTPOJHMPYETCSl; CIOJIb30BAHNE CHCTEMHBIX UIMMYHOJICTIDECCAHTOB B TeUeHHE 28 cyToK 10 (azbl
MpeBApUTEIHHOTO JICUCHHUS; UCTIONB30BaHUE OJOOPCHHOM Tepauu MpoTUB Bupyca rematuta C win renaruta B
B TeueHHe 28 CyTOK 10 (ha3bl NMPEABAPHUTEIHLHOTO JICUCHHUS; OEPEMEHHOCTh WM KOPMJICHHE T'PYIbI0; UCTOPHS
TreMOpParn4ecKoro Juare3a B TeUEHUE MOCIEAHNX 6 MECsIeB 10 qHS | MccieaoBaHusl.

[Mpumep 36. Kimmanueckoe ncnpITaHue )XUpoBoit 6one3nu neuenn/crearosa (NAFLD, NASH).

Hmke ommchiBaeTcs HEOTPaHMYMBAIOMINN MPUMEpP KIMHUYECKOTO WCIBITAHHS >KUPOBOW OOJIE3HW Tede-
HH/CTeaTo3a Ha JIOHIX.

Hemnp. Llenn manHOTO WCCIIEAOBAHMS 3aKIIOYAIOTCS B OICHUBAHUH ((HEKTUBHOCTH WHTHOWTOpA ayTOTaK-
CHHA WK ero (apMaIeBTUICCKH IPUEMIIEMON COJIM B KaYECTBE OTAEIHHOTO CPEICTBA WIM B KOMOMHAITUH TIPU
JIeYeHUN OOJIbHBIX IMEYEHOYHOKIETOUHON KapIIMHOMOH, B cOope mHpOpMAaIK 0 KaKUX-TH00 MOOOYHBIX A dek-
TaX, KOTOPBIE MOKET BBI3BATh COCIMHCHNE B Ka4ECTBE OTACIHHOTO CPEICTBA I B KOMOMHAIIUH, W B OIICHUBA-
HUH (apMaKOKHHETHIECKUX CBOMCTB COCIMHEHHS B KAYECTBE OTJCIBHOTO CPEICTBA MM B KOMOWHAIINH.

BwmemarensctBo. bonbueiM BBOmST 1-100 MI/Kr MHrHOMTOpa ayTOTaKCHMHA WIIM €ro (apMareBTHUECKH
MpUEMIIEMON COJIM B CYTKH B KQUECTBE OT/ICJIFHOTO CPEJCTBA WM B KOMOMHAIIHH.

IonmpobHoe omnmcanue. BONBEHBIM TUIAHUPYETCS 1aBaTh HMHIHOUTOP ayTOTAKCHHA WK ero (papmareBTHue-
CKH TIPUEMIJIEMYIO COJIb IIEPOPAFHO OJMH pa3 WM JIBa pa3a B CyTKH B KauecTBE OT/ECIBHOTO CPEJCTBA HIIH B
koMOuHanmy. Ilepes KayKApIM IIHKIIOM BBEIEHHS 03Bl IDIAHUPYETCS BBITIOTHEHHE BpadyeOHOTO OCMOTpa, aHAJH-
3a KPOBHU U OIIEHUBaHUS KaKUX-JIHOO0 MOOOIHBIX d(H(PEKTOB.

CooTBeTcTBHE KpUTEpHsIM. My>KYUHBI U KEHITUHBI Bo3pacToM 21-80 Jrer.

Kpurepuu BrimoueHusi. bonbHbIe ¢ KIMHUYECKH MOJITBEPKIECHHBIM TMarHO30M HEalbKOTOJBHOMN JKUPOBOM
00J1e3HN TTEYECHN WIIM HEaJKOTOJIBHOTO CTEaTOTeNaTHTa; THCTOJIOTHYECKOE MPOSBICHUE ONPEICICHHOTO WM Be-
POSITHOTO HeaJKoToJIbHOTO creaTorenaruta (NASH) Ha oCHOBaHWHM OMOIICHH TTeYeHHU, TIOTydeHHON He paHee 90
CYTOK /IO PaHAOMHM3aINH 1 0aJUT aKTUBHOCTH HEAJIKOTOJIBHON >KUpOBOii 6one3nu neuenn (NAS) 4 wim BbIIe.

Kpurepun uckmoueHus. 3HaYUTEIBHOE YIIOTPEOJICHUE aJIKOTOJISI B HACTOSAIIMH MOMEHT WIIM B HPOIIIOM,
MCIIOJIb30BaHHE JIEKAPCTBEHHBIX CPE/ICTB, HCTOPUUECKH ACCOILMMPOBAHHBIX C HEAIKOTOJIBHOW XHPOBOW Ooie3-
ubio neuenu (NAFLD) (amMmuomapoHna, METOTpeKcaTa, CHCTEMHBIX TIFOKOKOPTHKOHIOB, TCTPAIIMKIMHOB, TAMOK-
cudeHa, 3CTPOreHOB NPH J103aX, MPEBBIIIAIOIINX 03bl, HCIIOJIB3yEMbIE ISl TOPMOHAIBEHOTO 3aMeLIeHus, aHa0o-
JMYECKUX CTEPOHJIOB, BAJILIIPOEBON KUCIIOTHI M JPYIHMX M3BECTHBIX IeMaTOTOKCHHOB), B TeUeHHE Oosee yem 2
Heleb B TOAy Iepe] paHAOME3anneH, peamecTByonee Wil IIaHpyeMoe (B TeUeHHEe Teproa HCCIe0Ba-
HUS) OapraTpUUecKOoe XUPYPrHIecKoe BMEIIATELCTBO (HApUMeEp, TaCTPOIDIACTHKA, ITyHTHPOBAHHE KEITyIKa C
racTpOEIOHOAHACTOMO30M M0 Py), HEKOHTpONHMpPYEMBIi caXxapHbIi Auader, onpeaesieMbril kak 9,5% wunu Gomnee
remoriobuHa Alc B mpeaenax 60 CyTOK 10 BKIIOUCHHS B UCCIICOBaHKE, HAJTHMUME IUPPO3a B OMOTTAaTE IICYCHH,
KOJIMIECTBO TPOMOOLHTOB Hike 100000/MM’; KITHHHIECKOE MPOSIBICHHE MIEYCHOYHON HEJOCTATOUHOCTH, OIpe-
JIesieMOl HaIMIueM JII000# W3 CIIeAYIOMNX TaTOJOTHHA: albOYMHUH CHIBOPOTKM KpoBH MeHee 3,2 1/mi1, INR
(MexayHapoIHBIH K03 uIMeHT HopManu3anuu) Oonee 1,3, npsmoit Omnmpyoun Goxee 1,3 mr/mn, mucropus
BapUKO3a MHIIEBO/IA, aCIIUTa WIH IEYCHOYHOH YHIE(haIONaTHH; MPOSBICHNE IPYTUX (OPM XPOHHYECKOTO 3200-
JICBaHUS MCYCHU: TeMaTHT B, ompenenseMbplii HaTn4ueM MOBEPXHOCTHOTO aHTHIeHa renmatuta B (HBsAg), remna-
tut C, onpexnensiemblii HammuueM pubonykiaenHoBoi kuciaotsl (PHK) Bupyca renarura C (PHK) nnn nonoxu-
TeJNIbHOM peaxuueil Ha aHTUTeNo NpoTuB Bupyca rematuta C (anturena npotus HCV), nposBieHue TeKymero
ayTOMMMYHHOTO 3a00JIeBaHHUS II€YEHH, ONPENEIIEMOro IO COMOCTABMMOM THCTOJOTHH TIEYCHH, ITEPBHYHBIN
OWITHAPHBIHN IUPPO3, IIEPBUYHBIN CKICPO3UPYIOIIHHA XOJNIAHTHT, 00JIe3Hb BUIIbCcOHA, TeUIUT o-1-aHTUTpUTICHHA
(A1AT), ucropusi reMOXpOMaTo3a WM MEPEHACHIIICHNS JKEIIe30M, WHAYIIMPOBAHHOE JICKAPCTBEHHBIM CPEJICT-
BOM 3a00JIeBaHHUE IICUCHH, ONPEAEIIEMOE 10 THIMIHOMY BO3ICHCTBUIO M HCTOPHH, W3BECTHAsI OOCTPYKUIWS
JKETYHBIX MMPOTOKOB, MIPEIOJIaraeMbIi WM JTOKa3aHHBIN pak MedeHH, JIIo00# Apyroil THI 3a00JeBaHuUs TTCUCHH,
OTJIMYHBIN OT HealkoroibHoro crearorenatuta (NASH); ceiBopoTouHas anannHamuHoTpaHcdepasza (ALT) 60-
nee 300 en./;; CBIBOPOTOUHBIN KpeaTHHHH 2,0 MI/AJ1 Wi OOJIBINE; UCTIONB30BaHUE YPCOAMOKCHXOIEBOM KHCITO-
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1ol (Ursodiol, Urso) B Teuenne 90 cyTok 1O BKIIIOYEHUS B HCCIIEIOBAaHKE; OTCYTCTBHE BO3MOXKHOCTH O€30IacHO-
ro MOJy4YeHHs OMOMTaTa MEYCHU, HCTOPHS OTBEACHUS JKEIUM, M3BCCTHAS MOJOXKHUTEIBbHAS peaknus Ha UH(]EK-
muio Bupyca uMMmyHoxaedumura genoseka (HIV); GepeMeHHOCTD, muaHupyemas OepeMEHHOCTh, BEPOSITHOCTh
OepeMEHHOCTH U HEXKEIaHHE MCIIONB30BaTh YPPEKTUBHBIH KOHTPOIb HAJ POKIAEMOCTHIO BO BpEMsI UCCIIEIOBA-
HUSL, KOPMJICHHE TPYABIO.

[TepBuunbie kputepun dpdexTuBHOCTH. TECTH QYHKIMM MTeYSHH, OUOTICHS TIedeHHn, 6amt NAS.

Bropuunsie xputepuun dddextuBHOCTH. BroMapkepsl ¢pubdpo3a, Bu3yanuzanus mnedeHu (yabTpa3sByKOBOE
uccienoBanue, MRI), pe3ucTeHTHOCTh K HHCYIUHY, U3MepsieMas ¢ moMmommbio HOMA-IR, nmumuaHast maHesb.

IIpumep 37. KnuHuueckoe UCTIBITAHUE 3BEHHOTO KOJIUTA.

Hwxke onuchiBaeTCs HEOTPaHUYMBAIOIIMN MPUMEP KIMHUYECKOTO UCIBITAHUS S3BCHHOTO KOJHUTA HA JIHO-
JISIX.

Lenp. Llenn qaHHOTO MCCIICAOBAHUS 3aKIIOYAOTCS B OICHUBAHUU A()()EKTUBHOCTH MHTHOUTOpA ayTOTaK-
CHHA WK ero (papMaIleBTUICCKH MPUEMIICMON COJIM B KAYECTBE OTACIHHOTO CPEIICTBA WIM B KOMOWHAIIUH TIPU
JIe4YeHUH OOJIbHBIX S3BEHHBIM KOJHTOM, B cOope mHQpopManmy o Kakux-au00 moOodHbIX 3dderrax, KoTopble
MOJKET BBI3BATh COCAWHECHHE B KaUeCTBE OTACIHHOTO CPEACTBA M B KOMOMHAIINY, U B OLIEHMBAHHUU (papMaKo-
KHHETHYECKIX CBOHCTB COCITUHEHHUS B KAUECTBE OTIEIIFHOTO CPECTBA MIIM B KOMOMHAITIH.

BwmemarensctBo. BonpHbIM BBOAAT 1-100 Mr/Kr mHTHOMTOpa ayTOTaKCHHA WM €ro (apMareBTUICCKH
TIPUEMIIEMOH COJIM B CYTKH B KQ4€CTBE OTJEIIHHOTO CPEJCTBA MIIM B KOMOMHAITIH.

[Monpobnoe ommcanue. bolbHBIM TUTAHUPYETCS 1aBaTh HHTHOUTOP ayTOTAKCHHA WK e€ro (papmareBTHUe-
CK{ TPHUEMIIEMYIO COJIb TIEpOPANBbHO OAWH Pa3 WM [1Ba pa3a B CYTKH B Ka4eCTBE OTACIHHOTO CPEACTBA WIH B
koMOuHanwmy. [lepe KasKApIM IIMKJIOM BBEICHUS JO3bI IDTAHUPYETCS BBITIOTHEHUE BpadyeOHOTO OCMOTpA, aHAJIH-
3a KPOBH U OIICHUBaHUS KaKUX-ITNO0 MOOOYHBIX 3(P(eKTOoB.

[epBuunbie kputepuu 3pdekTuBHOCTH. YiaydmieHne 06amia mo mkaine Maio Win Jpyroro moaxoAsIiero
WHJICKCA aKTHBHOCTH 3a00JieBaHus JuTst Konuta u/min [BD.

Bropuunsie kputepun 3hp(HEKTUBHOCTH. Y IYYIICHHE THCTOIOTHYCCKON OIIEHKH € TIOMOIIBI0 CUTMOCKOIIHH
THOKUM DHIIOCKOTIOM M OHWOIlcHH; Oayla KpOBOTEYCHHMS, KAl oleHMBaHuWs kadecTBe xu3au (IBDQ, SF36);
oTlcHUBAaHHS 3PPEKTOB XPOHUIECKOTO BBEACHHS 036l B OTHOIIEHUH MapKepoB BocajeHus U (Hudpo3a; oommx
OLIEHOK 0€30ITaCHOCTH.

CooTBeTcTBHE KpUTEpHsIM. My>KUUHBI U )KEHITUHBI Bo3pacToM 18-65 Jer.

Kputepnu Brirrouenust. [loaTBepxaeHHBINA AHArHO3 KOJIUTA B TEUSHUE 110 MEHBIIICH Mepe 3 MeCSIIeB.

Kpurepun uckmrouenus. JIroboe mposBieHNe MeYeHOYHONH HETOCTATOYHOCTH B IIPOIIUIOM HIJIM B HACTOSIIIEE
Bpemst; Oone3Hb KpoHa; OoJbHBIC, TOCIHUTAIM3UPOBAHHBIC MO ITOBOJY TOKCHYHOCTH WJIM MMEIOUINE TPU3HAKU
TOKCHUYHOCTH; UCTOPUS paKa TOJICTON U MPsIMOM KUIIOK MM AUCIUIA3UU TOJCTOH U mpsmoii kumok; ALP, ALT,
AST nnm 6mmupyOuH >1,5x 0T HOpMBI; OEPEMEHHOCTD HITH KOPMIICHHE TPYIbIO.

[Ipumep 38. Knuuuueckoe UCTbITAaHUE XOJECTATUYECKOTO 3ya.

Hwke onuchiBaeTCsl HEOTPAHUYHBAIOUIMNA MTPUMEP KIMHHUYECKOTO UCIBITAHUS XOJIECTATUICCKOTO 3y/a Ha
JFO/ISAX.

Henp. Llenn qaHHOTO MCCIICAOBAHUS 3aKIIOYAOTCS B OICHUBAHUU A(()EKTUBHOCTH MHTHOUTOpA ayTOTaK-
CHHA WK ero (apMaIieBTUICCKH IPUEMIIEMON COJIM B Ka4eCTBE OTACIHHOTO CPEICTBA WIM B KOMOMHAITUH TIPU
JIe9eHUN OOJBHBIX XOJIECTATHYECKHM 3YJIOM, B cOope MH(DOpMAaIH 0 KaKUX-TH00 TOOOYHBIX 3 deKTax, KOTo-
pBIE MOXKET BBI3BAaTh COCTUHEHUE B KadeCTBE OTACIHHOTO CPEICTBA WJIM B KOMOWHAINH, M B OICHHBAHUH (ap-
MaKOKHHETHIECKHUX CBOMCTB COSAMHEHHSI B KA9ECTBE OTACIHHOTO CPEICTBA WM B KOMOWHAITHH.

BwmemarensctBo. BonpHbIM BBOAAT 1-100 MI/Kr mHTHOMTOpa ayTOTaKCHHA WM €ro (apMareBTUICCKH
MIPUEMJIIEMOM COJIU B CYTKH.

IonmpobHoe omnmcanue. BONBHBIM TUIAHUPYETCS 1aBaTh HMHIHOUTOP ayTOTAKCHHA WK ero (papmarieBTHYC-
CKHU TPUEMIICMYIO COJIb MEPOPATBHO OJMH pa3 WM JIBa paza B CYTKH. [lepes KaKAbIM IUKIOM BBEACHUS JTO3BI
TUTAHUPYETCS BHIIOJIHCHHE BPa4eOHOTO OCMOTpA, aHAIHM3a KPOBU M OLICHUBAHUS KaKHX-THO0 MOOOYHEIX () dek-
TOB.

CootBeTcTBHE KpUTEPUSIM. My>KUMHBI U JKEHIIKHBI Bo3pacToM 21-80 neT.

Kpurepun BkitoueHus. BoibHBIE ¢ 3yI0OM B pe3yJIbTaTe X0JIECTATUYECKOTO HAPYIICHUS.

Kpurepun uckmodenns. Vcnonp3oBaHHe XOJIECTHpaMHHA; OEpEeMEHHOCTD; 3JI0Ka4eCTBEHHOE 00pa3oBa-
HHUE/TIPOJOIKUTEFHOCTD KU3HN <6 MECSIICB.

[TepBuunbie kputepun 3¢ dekruBHOCTH. Hopmammzamust nedeHounsix (epmentoB (ALT, AST, ALP),
CHIDKEHHE 3y/1a COTJIACHO BH3yaJ bHBIM aHAIOTOBBIM IITKAJIaM.

Bropuunsie kputepun dddexTuBHOCTH. YydineHne OajuloB KadecTBa KH3HU; CHIDKEHHE Oaia 3y-
J1a/04aroB MOYECHIBAHMUS.

[Mpumep 39. Knnanueckoe ncnpiTaHue JieroyHoro puodpo3sa.

Hwke omuceIBacTCs HEOTPAaHUIHMBAOIMIA TPUMEP KIIMHUYCCKOTO MCIBITAHUS JIETOYHOTro (prdpo3a Ha Jro-
JISIX.

Henb. Llenn qaHHOTO MCCIICAOBAHUS 3aKIIOYAOTCS B OICHUBAHUU ()()EKTUBHOCTH WHTHOUTOpA ayTOTaK-
CUHA WK ero (papMaIleBTUICCKH PUEMIICMON COJIM B KAYECTBE OTACIHHOTO CPEIICTBA WIIM B KOMOWHAIIUY TIPU
JIe9eHUH OOJBHBIX JISTOYHBIM (prOpo30oM, B cOope mHDOpMAIHH 0 KaKUX-IH0O0 MOOOYHBIX d(PdeKTax, KOTOphIC
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MOXET BBI3BATh COCAMHEHNE B KAYECTBE OT/AEIBEHOTO CPEACTBA MM B KOMOMHAIMH, U B OLCHUBAHWUHU (hapMaKo-
KWHETUUECKUX CBOWCTB COEANHEHUS B KAUECTBE OT/ICIFHOTO CPEJCTBA WM B KOMOMHAIIHH.

BwmemarensctBo. BonpHbIM BBOAAT 1-100 MI/Kr mHTHOMTOpa ayTOTaKCHHA WM €ro (apMareBTUICCKU
TIPUEMIIEMOH COJIM B CYTKH B KQ4€CTBE OTJCIIHHOTO CPEJCTBA MIIM B KOMOMHAITIH.

IMonpobnoe ommcanue. boNbHBIM TUTAHUPYETCS 1aBaTh HHTHOUTOP ayTOTAKCHHA WK €ro (papmareBTHYe-
CK{ TPHEMJIEMYIO COJIb IIEPOPANTBbHO OAWH Pa3 WM JIBa pa3a B CYTKH B Ka4eCTBE OTACIHHOTO CPEACTBA WIH B
koMOuHanmy. Ilepes KayKABIM IIFKJIOM BBEIEHHS 03Bl IDIAHUPYETCS BHITIOTHEHHE BpadyeOHOTO OCMOTpa, aHAJH-
32 KPOBHU U OIIEHUBaHUS KaKUX-JIHOO MOOOIHBIX d(H(PEKTOB.

[epBuunbie kputepuu d¢pGEeKTHBHOCTH. BhiKnMBaeMocTh 0€3 mporpeccupoBaHUs 3a00JI€BaHMs, OIpese-
nsieMasi Kak OTCYTCTBUE CMEPTH WK CHUKEeHHE OT ucxogHoro ypoBHsa FVC no menbiueii mepe Ha 10%.

Bropuunsie kpurepun 3¢ ¢exruBHOCTH. KommyecTtBo octpbix oboctpenuit IPF; kadectBo sxu3HH, 00Yy-
CJIOBJICHHOE COCTOSIHMEM 3/10pOBbsi; PO, B COCTOSIHMM MOKOSI M NP (PHU3NYECKON Harpy3Ke OTHOCHTEIHHO HC-
xoxHbIX 3HaueHnH; P(A-A)O, B cOCTOSIHUHM TTOKOSI M TIPH (PU3MYECKOI HAarpy3Ke OTHOCHTEJIFHO MCXOJHBIX 3Ha-
yeHuit; nporHosupyeMbelii FEV1 oTHOCHTENbHO MCXOIHBIX 3HaueHHH; 00beM (OpCHPOBAHHOTO BbBIIOXA 3a 1 C
(FEV1) k FVC oTHOCUTENbHO UCXOAHBIX 3HAYCHHH; TuIeTU3MOTrpaduueckue 0O0beMbl JETKIUX OTHOCUTEIHHO HC-
XOJIHBIX 3HaueHui; nuddy3roHHas cmocoOHOCTh At MOHOKcHAa yriepoaa (DLco) OTHOCHTEN,HO MCXOMHBIX
3HAYEHUH; TECT MECTUMHUHYTHON XOAhObI OTHOCUTEILHO MCXOIHBIX 3HAUEHUH: cCOCTOsTHUE TIOKOS 1 6 MUH SpO,,
HaJIM4Xe WM OTCYTCTBUE HACHIMIEHUS N0 88% mim HIDKE B KOHIIE IIECTUMHUHYTHON XOIBOBI, IPOHICHHOE pac-
CTOSIHUE; TIPEABAPUTEIBHBIC M TIOCTMOIN(DUITNPOBAHHBIC HHCKCHI BEIPAYKEHHOCTH AMCITHO bopra; omeHka cre-
nern Jerognoro ¢guodpoza no HRCT, mo MHEHHIO OBYX HE3aBHCHMBIX PagUOJIOrOB IPYIHOTO OTHIENa OTHOCH-
TEJILHO MCXOTHBIX 3HAYCHUIT; YUCIIO U TSHKECTh HeOIaronpuaTHhIX () (EeKToB.

CooTBeTcTBHE KpUTEPUSIM. My>KUMHBI U JK€HIIKUHBI Bo3pacToM 40-80 neT.

Kpurepun Brunouenus. Kinuangeckue cumnroms! IPF o mMensineii mepe B Teuenne 3 mecsiues; hopcupo-
BaHHAas ku3HeHHas: eMkocTh Jerkux (FVC) ot 50 mo 90% ot mpeanonaraemoro 3Hayenus;; DLco mo meHbei
Mepe 35% ot npennonaraemMoro 3Hauenus; PaO, >55 MM Hg npu BAbIXaHMM OKPYXKAIOLIEro BO3AyXa B COCTOS-
HUU TIOKOS, KOMITbIoTepHasi ToMorpadus Beicokoro paspemenus (HRCT), mokassiBaromias onpeeIeHHbIe TN
BeposiTHble KpuTepuu [PF.

Kpurepnn uckmouenus. Knmnaugeckn 3HaunMoe BO3JECTBAE M3BECTHBIX (PUOPOTEHHBIX CpPencTB (TITHII,
TUTECHEBBIX TPUOKOB, acbecTa, 0OIy4eHHUS M JICKAPCTBEHHBIX CPEICTB, KaK M3BECTHO, BBI3BIBAIOIINX JICTOYHBIN
(ubpo3 (ammomapona, HUTpOPypaHTOHMHA, OJCOMHIIMHA U T.X.)); UCTOpHs HeiipopuOpomaTosa, cuHIpoM [ ep-
MaHckoro-Ilyamaka, Metabonnyeckne HapyImeHUs HAKOTUICHHSI U T.JI.; UCTOPHS JIMXOPaIKU, IOTEpU Beca, MUal-
THH, apTPaJIriH, KOXKHOW CBIIH, apTpUTa; MHPEKIMS B aKTUBHOH (aze B mpesesiax OJHOW HEeJeNH 0 BKIIOYCHUS
B HCCIIC/IOBaHNE; ajJbTEPHATHBHAs NPUYMHA MHTEPCTHUIHMAIBLHOTO 3a00JIEBaHUS JIETKUX; OTHOLIEHHE o0bema
¢opcupoBanHoro Beioxa 3a 1 ¢ (VEF1) k FVC menee 0,6 mocie npuMeHeHUs] OPOHXOIUTHYECKOTO CPEJICTBA;
ocraTtouyHblii 00beM Oonee 120% mpenmonaraeMoro oobema (Mpu TO0CTYHHOCTH); 6onee 20% IUMQOIMTOB HITH
903MHO(GUIOB B OpOHXOAIBBEOIIPHOM JaBake (BAL) (rmpu moctymHOCTH); TpaHyieMbl, HHOEKIM WIN 3JI0Ka-
YEeCTBEHHOE HOBOOOpa30BaHWE TP TPAHCOPOHXHMAJIBHOW MM XMPYPrHYecKoW OHOTCHH (IPU ITOCTYITHOCTH);
TIpeIBapuTeNbHAS TEPAIUS C a3aTHOTIPUHOM, TTPEIHU30JI0HOM (>0,5 MI/KT/CyTKH Wi OOJIbIIIe IO MEHBIIEH Mepe
B T€UCHHE 3 MECSIIEeB), NUKIOPOoCcHaMHUIOM HITH HOBBIMH OMOTEXHOJIOTHUECKUMH JICKAPCTBEHHBIMHU CPEICTBAMM,
HecTaOMIFHOE CepAeUYHO-COCYIUCTOE MIIM HEBPOJIOTHYecKoe 3a00IeBaHNe; HEKOHTPOIMPYEMBIA caxapHBIN Iua-
6eT; OepeMEHHOCTh; KOPMJIEHHE TPYAbIO; BEPOSITHOCTh CMEPTH, IPOTHO3UPYEMasl UCCIIEOBATEIEM, B TEUCHHUE
CIIE/TYOIIEr0 TO/[a; KOITHYECTBO OEMIbIX KPOBSHBIX KIETOK <4000/MM’; KotrdecTBO TpoMbowuToB <100000/Mm;
rematokput <30% wm >59%; dbepmeHTH neueHH, Oojiee YeM B 3 pa3a MPEBBIMIAIONIUE MPEIET HOPMAILHOTO
JMarnas3oHa; cofiep)KaHue KpeaTHHUHA >1,5 Mr/mi; coiepikaHue anbOyMHuHA <3 H/IJ; OTKa3 MalueHTa WK OIle-
KyHa ITOJINMCHIBaTh NHPOPMHUPOBAHHOE COTIIACHE.

IIpumep 40. Knuanueckoe UCTIBITAHUE paKa IMOAXKEITyIOUYHON JKeIe3bl.

Hioke onmceIiBaeTcsl HEOrpaHUYHMBAIOIINI TPUMEP KIMHHUYECKOTO UCTIBITAaHHS PaKa MOIKeTyJ0YHON JKere-
3b1 Ha JIFOJISIX.

Hemnp. Llenn qanHOTO WCCIIEAOBAHMS 3aKIIOYAIOTCS B OICHUBAHUH 3((HEKTUBHOCTH WHTHOWTOpA ayTOTaK-
CHHA WK ero (apMaIleBTUICCKH IPUEMIIEMON COJIM B KaY€CTBE OTACIHHOTO CPEICTBA WIM B KOMOWHAITMH TIPU
NiedeHnr OOJIbHBIX PaKOM ITOKETYIOUYHOM Kene3bl, B cOope nHpopMaIiy o Kakux-JIm0o moOouHbIX ddderTax,
KOTOpPBIE MOXXET BBI3BAaTh COSAWHEHHE B Ka4eCTBE OTICIHHOTO CPEACTBA MM B KOMOMHALIMH, U B OLICHHBAHHUU
(hapMaKOKMHETHIECKUX CBOMCTB COCIMHEHUS B KAYeCTBE OTACIHHOTO CPEICTBA WM B KOMOWHAIINN.

BwmemarensctBo. BonpHbIM BBOAAT 1-100 MI/Kr mHTHOMTOpa ayTOTaKCHHA WIIH €ro (apMareBTUICCKH
MpUEMIIEMOH COJIM B CYTKH B KQUECTBE OT/ICJIFHOTO CPEJCTBA WIHM B KOMOMHAIMH.

[Monpo6Hoe onucanue. boabHBIM IIIAHNUpPYETCs NaBaTh MHIHOWTOP ayTOTaKCHHA WIIM ero (apMaleBTHe-
CKH TIPHEMIIEMYIO COJIb IIEPOPAIFHO OJMH pa3 WM JIBa pa3a B CyTKH B KauecTBE OTJCIBHOTO CPEJCTBA WM B
koMOuHanmu. [lepen KaXkIpIM IIMKJIOM BBEICHHS J03bI IUIAHUPYETCS BHITIOJIHEHHE BpadyeOHOTO0 OCMOTpa, aHaJIH-
3a KPOBH U OIICHUBAHUS KaKUX-IN00 MOOOYHBIX 3P (eKTOoB.

CoOTBETCTBHE KPUTEPHUSIM. My UMHBI U KEHUTUHBI Bo3pacToM 21-80 JieT ¢ 3amylieHHbBIM PaKkoM MOKEy-
JIOYHOM KENE3bI.

Kputepnn Brimouenus. Paguorpadudyeckoe UM KIMHAYECKOE TOKA3aTEIhCTBO U3MEPSEMON 3aIyIIeHHON
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KapuuHOMBI nopkenynodHoi xkenessl (11, I, IV craanit). CyObeKTs TODKHBI IMETh H3MEpseMoe 3a00JIeBaHue
1o MeHbIlel Mepe 2 cM B auamerpe. O6miee cocrostaue 6onpHoro o mkaite ECOG 0 nin 1.

Kpureprn nckmouenus. [IpeaBapurenpHas UCTOPHA 3JI0KAYeCTBEHHOTO HOBOOOPa30BaHUS (3a MCKIIOUE-
HUEM 0a3aJbHOKIIETOYHOH MITH TUIOCKOKJIETOYHOW KapIMHOMBI WJIM KapIIMHOMBI in Situ MOJOYHOM JKeJe3bl), ec-
M y cyOBeKTa He MpOSIBISUIOCH 3a00JIeBaHNe B TeueHHe >1 roa. YMepeHHOe WM TsDKeNloe 3a00JIeBaHne cepii-
11a; HHEKIWS B aKTHBHOH (haze; OTCYyTCTBHE OEpEeMEHHOCTH WIIM KOPMIICHHUS TPYIbI0; OTPUIIATENbHBIA TECT Ha
OepeMEeHHOCTD; CITOCOOHBIE K AETOPOXKICHNIO OOJBHBIC JODKHBI MOJIB30BaThCs d(H(HEKTHBHBIM CPEICTBOM KOH-
TpaleNIK Ha MPOTSHKEHUU HCCIIEOBAHUS M B TEUCHHE >3 MeCAlEB IOCie 3aBEPUICHHs HCCIIeI0BATEIbCKOTO
JICUYEHUST, CTIOCOOHOCTH MPOTJIATHIBAHUS TEPOPAIEHOTO MEIMUKAMEHTa; OTCYTCTBHE JAPYTOTrO 3JI0KAa4YeCTBEHHOTO
HOBOOOpAa30BaHUs B MTOCICTHUE 5 JIET 32 HCKIIFOUEHUEM in Situ pakoB, WM 0a3aTbHOKIETOYHOM, WITH TJIOCKOKIIS-
TOYHON KapIMTHOMBI KOXH;, OTCYTCTBHE THIIEPUYYBCTBUTEILHOCTH MIIM HENIEPEHOCHUMOCTH CTATHHOB; OTCYTCTBHE
JPYroro He3JI0KaueCTBEHHOTO CHCTEMHOT0 3a00JIeBaHusl, KOTOPOE MCKII0Yano Obl BBEJCHUE PO3YyBACTaTHHA WU
JUTITEJBHOE TTOoCIIeIyIolIee HaOIroIeHue.

[MepBuunsie kputepuu 3d¢dexTHBHOCTH. BrDKHBaeMoCTh 6€3 IporpeccupoBaHusi, o0Ias BEDKHBAEMOCTb,
ycyryoneHue 001, Hayaio OOJH.

Bropuunsie kputepun sddextuBHOCTH. Pazmep omyxomun/otset (RECIST).

[Mpumep 41. Knuanueckoe ncnpITaHue nedeHoYHOKIIeTouHOH KapunHombl (HCC).

Hmke onmcriBaeTCsl HEOTPAHUUIHUBAIOUIMNA TIPUMEpP KIMHIYECKOTO HUCTBITAHUS MEUeHOYHOKICTOUHOW Kap-
[IUHOMBI KIIMHUYECKAX UCTIBITAHNE Ha JTFOMISX.

Hemnp. Llenn qaHHOTO WCCIIEAOBAHMS 3aKIIOYAIOTCS B OIEHUBAHUH ((HEKTUBHOCTH WHTHOWTOpA ayTOTaK-
CHHA WM ero (apMaIleBTUICCKH IPUEMIIEMON COJIM B Ka4€CTBE OTACIHHOTO CPEICTBA WIM B KOMOWHAITMH TIpU
JIeYeHUN OOJIbHBIX IMEYEHOYHOKIETOYHON KapIIMHOMOH, B cOope mHpOpMAIH 0 KaKUX-TH00 MOOOYHBIX A dek-
TaX, KOTOPBIE MOKET BBI3BATh COCIMHCHNE B Ka4ECTBE OTACIHHOTO CPEACTBA I B KOMOMHAIIUH, W B OIICHUBA-
HUH (apMaKOKHHETHYECKUX CBOMCTB COCIMHEHHS B KAUECTBE OTJCIBHOTO CPE/ICTBA MM B KOMOWHAIINH.

BwmemarensctBo. bonbueiM BBOmST 1-100 MI/Kr MHrHOMTOpa ayTOTaKCHMHA WIIM €ro (apMareBTHUECKH
MPUEMIIEMOH COJIM B CYTKH B KQUECTBE OT/ICJIFHOTO CPEJCTBA WM B KOMOMHAIIMH.

[Monpo6Hoe onmcanue. boabHEIM IIIAHKUpPYETCS aBaTh MHIHOWTOP ayTOTaKCHHA WIIM ero (apMaleBTHye-
CKH TIPUEMIIEMYIO COJIb IIEPOPAFHO OJMH pa3 WM JIBa pa3a B CyTKH B KauecTBE OTJECIFHOTO CPEJCTBA WIIH B
komOuHanmy. Ilepes KayKApIM IIHKJIOM BBEIEHHS 03Bl IDIAHUPYETCS BBITIOTHEHHE BpadyeOHOTO OCMOTpA, aHAJH-
3a KPOBHU U OIIEHUBaHUS KaKUX-JIHOO0 MOOOYHBIX d(HPEeKTOB.

CooTBeTcTBHE KpUTEpHSIM. My>KYUHBI U KSHITUHBI Bo3pacToM 21-80 Jrer.

Kpurepun BkimoueHns. boiapHbIE ¢ THCTONATOIOTHYSCKH WM KIMHUYESCKH MTOATBEPKACHHBIM JAUAarHO30M
MEYCHOYHOKJICTOYHOW KapIMHOMEBI; HE OTBEYAIOIIME HA CTAHJAPTHYIO TEPalUio FIM HE TEPEHOCAIINE CTaH-
JApTHYIO TEPAINIo, HIIH IJIsI KOTOPBIX COOTBETCTBYIOIIAS TEPAIUs OTCYTCTBYET; 00IIee COCTOSHIE OOIHHOTO IO
mkane ECOG 0-2.

Kpurepun uckmodenus. boibHbIe ¢ IEpBUYHOMN 3710Ka4eCTBEHHOH OIYXOJIbIO; HCTOPHS TPAHCIIIAHTALIUH
MIEYEHU; METACTa3bl TOJIOBHOTO MO3Ta; ICHUXHATPUYECKOE HApyLIEHHE, KOTOPOE MOXET BBI3BATh TPYIHOCTH B
MOJy4YeHHH HH()OPMHUPOBAHHOTO COTJIACHS WJIM B TIPOBEACHHM HCIBITAHUS; OTCYTCTBHE OEPEMEHHOCTH HIIH
KOPMIICHUS! TPY/IbI0; CIIOCOOHBIE K JIETOPOXKICHUIO OOJIBHBIC JOJDKHBI MOJIB30BATHCS AP(PEKTUBHEIM CPEJICTBOM
KOHTpALEIINH Ha MPOTSHKEHUH UCCIICIOBAHNS U B TEUCHHE >3 MECSIIEB ITOCTIe 3aBEPUICHNS UCCIIEIOBATEIBCKO-
TO JICYCHUS]; OTCYTCTBHUE JIPYroro 3JI0KaYeCTBEHHOTO HOBOOOPa30BaHUs B MOCJIEAHUE 5 JIET 32 HCKIIOYEHUEM in
situ pakoB, wiaM 0a3aTbHOKIETOYHOH, FIIM IUIOCKOKJIETOYHOW KapIMHOMBI KOXKH; OTCYTCTBHE THIIEPUYYBCTBH-
TENBHOCTH WM HETIEPEHOCHMOCTH CTATHHOB; OTCYTCTBHE JPYTOT0 HE3JIIOKAaYeCTBEHHOTO CHCTEMHOTO 3a0oieBa-
HUSL, KOTOPOE UCKITI0Yajo ObI BBEJICHUE PO3YyBACTATHHA WIIN JIHTEIBHOE MOCTeIyoniee HabIoIeHNUE.

[epBuunsie kputepun 3¢pdexrnBHOCTH. Bpems no mporpeccupoBanusi, BEDKUBAEMOCTb 0€3 MpOrpeccupo-
BaHus, oommii otBeT (RECIST).

Bropuunsie kputepun 3¢ hekTHBHOCTH. TecThl PyHKIINY TIEUSHH, OITyXO0JIeBble OMOMapKepHI.

ITpumep 42. Knuanueckoe UCTIBITAHUE PACCESHHOTO CKIIEPO3a.

Hwke omuchiBaeTcs HEOrpaHMYMBAIOIIMI NMPUMEP KIMHHYECKOTO HCIIBITAHUS PACCESIHHOTO CKJIEepo3a Ha
JFOISIX.

Hens. Llenn gaHHOTO MCCIENOBAaHMS 3aKJIIOYAIOTCS B OLIEHUBaHUH (P (EKTUBHOCTH HHIHONTOpA ayTOTaK-
CHHA WK ero (apMareBTHYECKH IIPUEMIIEMOI COJIM B Ka4eCTBE OTIEJILHOTO CPEACTBA MM B KOMOWHAILIUH TIPH
JIeYeHUH OOJIBHBIX PAacCEesTHHBIM CKIIEPO30M, B cOope MHpOpMAIMU O KaKMX-THO0 MOOO0YHBIX d(deKTax, KOTo-
pBIE MOXKET BBI3BAaTh COCIUHEHHE B Ka4eCTBE OTACIHHOTO CPEICTBA WIIM B KOMOWHAIINH, M B OICHUBAHUH (hap-
MaKOKHHETHIECKHUX CBOMCTB COSAMHEHHS B KA9ECTBE OTACIHHOTO CPEICTBA WM B KOMOWHAITHH.

BwmemarenbctBo. bonpHbIM BBOAAT 1-100 Mr/Kr mHTHOMTOpa ayTOTaKCHHA WIIH €ro (apMareBTUICCKH
TIPUEMIIEMOH COJIM B CYTKH B KQ4eCTBE OTJEIFHOTO CPEJCTBA MIIM B KOMOMHAITIH.

[onmpobnoe ommcanue. boibHBIM TUTAHUPYETCS 1aBaTh HHIHOUTOP ayTOTAKCHHA WK €ro (papmareBTHUe-
CKH TIPHEMIIEMYIO COJIb IIEPOpPAFHO OJMH pa3 WM JIBa pa3a B CyTKH B KauecTBE OTJECIBFHOTO CPEJCTBA I B
KoMOuHanmu. [lepen KaXkIpIM IIMKJIOM BBEICHHS J03bI IUIAHUPYETCS BHITIOJIHEHHE BpauyeOHOT0 OCMOTpa, aHaJIH-
3a KPOBH U OIICHUBAHUS KaKUX-IN00 MOOOYHBIX 3(P(eKTOoB.
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[epuunbie kputepuu 3ddekruBHOCTH. KOMIO3UTHAS (yHKIIMOHANBHAS IIKajla PACCESHHOTO CKIepO3a
(MSFC) wnu apyrast moxoasmast JUisi OLICHUBAHUS OTBETA U PEIUINBA CHMITOMOB mpu MS.

Bropuunsie kputepun 3gdexkruBHOCTH. O0IIee ynciao HoBbIX odyaroB GdE, omleHnBaeMbIX 10 yIydIIeHUIO
MRI ronoBHOTO MO3ra B OTHOIICHUH OJHOTO FUIM HECKOJIBKHX MIPU3HAKOB MM CHMITOMOB PAacCESHHOTO CKIIe-
poO3a, OIIEHWBAEMBIX IO IIKaJlaM COCTOSIHHUSA (YHKITMOHAIbHBIX crucTeM (FSS) m pacmmpeHHOW IMIKaie ONeHKH
coctostaust nHBaMUAHOCTH (EDSS), onmpocHuKy KadecTBa >KU3HU ISl OOJBHBIX PACCESTHHBIM CKIEpo3oM m3 54
myHkToB (MSQOL-54), mpoxoxkaeHnto paccTosHUS B 25 (QyTOB Ha BpeMsl, TECTY C NEBATHIO OTBEPCTHUSIMU U
CTEPIKHAMHU.

CootBeTcTBHE KpUTEPUSIM. My>KUMHBI U )KEHIIKHBI BO3pacToM 18-65 neT.

Kpurepun BrimoueHus1. [lonTBepKACHHBIN THATHO3 PACCESHHOTO CKIIEPO3a.

Kpurepun uckiroueHus. bepeMeHHOCTh Wi KOPMIICHUE TPYIBIO.

[IpuMepsl U BapHaHTBI OCYIIECTBIICHUS B HACTOSIIEM JOKYMEHTE OMHCHIBAIOTCS MCKIFOYHTEIBHO B MILITIO-
CTPATHBHBIX X, M PA3IMYHBIC MOTU(DUKAIINK WIK H3MCHEHUS, MPEIoIaracMbple CICIUATNCTAMH B TaHHOU
00acTy, MOAJNCKAT BKIIOUYCHUIO B CYIIHOCTh U MPEAMET HACTOSINCH 3asBKH, a TaKKe B 00BEM IMpHIIaracMoi
(hopmyIbl U300pETCHHS.

DOOPMYVYIJIA N30BPETEHUA

1. [IpuMeHeHHEe UHTHOUTOpPA AyTOTAKCUHA B JICUCHUH 3yJa, BOCIATUTEIBHOTO 3a00JICBAHUS HIH COCTOS-
HUS, ayTOUMMYHHOTO 3a00JICBaHUS WU COCTOSHUS, 3a00JICBAHUS WIIH COCTOSIHUS JBIXaTCIBHBIX IyTeH, BHYTPH-
TJIA3HOTO JTABJICHUS, HEBPOIATHYCCKOW OONMHM MM MX KOMOWHAIMHN Y MIJICKOMUTAOUICTO, T/Ie HHTHOUTOp ayTo-
TaKCHHA UMEET CIAEAYIOLYIO CTPYKTYPY:

O
o R OH Q
R OH F OH
S
S S
N—cl
N cl N N—ci
N
cl f F 2/\” cl N
a NN Fod
N-N NN
CoenuHenue A, Coenunenue B, Coenunenue E,
O,
OH o P
N= OH R OH
S\ / N= s
S
N—cl \_/ N\—qi
cl N N\ cl ol N
F h cl T P
N-N 7 N-N
C )
Coenunenue F, Coenunenue G, Coenunenve H
(0]
R OH

W

Coenunenue 1,
WM ero GpapMareBTHIECKH MPUEeMIIEMOH COJIH.
2. Ilpumenenue no 1.1, npu KoTopoMm coeguHeHue A, coenuHenue B, coenunenue E, coequnenue F, co-
enunenue G, coenunenue H, coennnenue I BBomsT B hopme papMarieBTHUECKH MPUEMIIEMON COJIH.
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3. Ilpumenenue no 1.2, Ipu KOTOPOM coequHeHHe A, coenuHeHue B, coenunenue E, coequnenue F, co-
ennnenue G, coenuHenue H, coeaunenue | BBoasT B hopme cosm HaTpHSL.

4. IlpuMeHeHNEe MHTUONTOPA ayTOTAKCHHA B JICUCHUH 3y/a, BOCIAINTEIBHOTO 3a00JICBAaHUS MM COCTOS-
HUS, ayTOUMMYHHOTO 3a00JIEBaHHsI MJIM COCTOSIHUS, 3a00JI€BaHNS WIIH COCTOSIHUSI IBIXaTEIbHBIX ITyTEH, BHYTpHU-
TJIA3HOTO JABJICHUS, HEBPONATHYECKON OONMM MM MX KOMOWHAILMH y MIIEKOIMTAOLIETO, TIe WHTHOUTOp ayTo-
TaKCHHA UMEET CIEAYIOILYI0 CTPYKTYpPy coeauHeHus B:

O

S
N—cl
N
F h
g/N

Coenunenne B,

WIN €ro (papMareBTUIECKH MPUEMIIEMOH COJH.
5. Ilpumenenue 1o 1.4, Ipu KOTOPOM coerHeHne B BBoasT B opMe apManeBTHIECKH IPHEMIIEMOH co-

Cl

JIH.

6. [IpumeneHue 1o .4, Ipu KOTOPOM COoeIMHEHUE B BBOAAT B (hopMe coltu HATpusI.

7. [lpuMeHeHHE MO TOOOMY W3 MIL 1-6, IPH KOTOPOM HHTHOUTOpP ayTOTAKCHHA MPUMEHSICTCS B JICUCHUH
3yZa y MIICKOITUTAIOMIETO.

8. [IpuMeHeHMe 1O 1.7, TIPU KOTOPOM 3Yy]T aCCOIMUPYETCS ¢ TepreTH(HOPMHBIM ICPMATHTOM, JCPMATOMHO-
3UTOM, IeMduronaom, cuaapomom lllerpena, 6onesnsto [apbe, 60ome3Hp0 Xeinn-Xeim, HXTH030M, CHHAPO-
MoMm Illerpena-Jlapccona, mepmarodurueii, QOLIUKYIUTOM, UMIIETUTO W IPYTUMH OaKTepUATbHBIMHA WH(EK-
USAMH, YKyCaMH HACEKOMBIX, TIEAUKYJIE30M, YECOTKOH, BUPYCHON MH(EKIMEH, acTeaTo30M, aTOMMMIECKON 3K3e-
MO, KOHTAKTHBIM JAEPMATHUTOM, pEakIfell Ha JIEKapCTBEHHOE CPEICTBO, KPACHBIM IUIOCKUM JIMIIAEM, TIPOCTHIM
XPOHUYECKHUM JIUIIIAeM, MaCTOIIMTO30M (TTMTMEHTHON KpanmMBHUIICH ), TOTHUIICH, TICOpHa30M, pyOIiom(aMu), Kpa-
TIUBHUIIEH, KOXHON T-KiIeTouHON TuMGOMON MM (PYHTOUIHBIM MHUKO30M, KOXKHOW B-kjerouno# mumdomoi,
MOpaKEHUEM KOXH TPH JIeHK03e, TeMOUronioM OSpeMEHHBIX, MOJTUMOP(HEIM JIEPMATO30M OCPEMCHHBIX WA
M0YeCcyXoil 6epeMeHHBIX.

9. IlpumeHnenwue 1o JFOOOMY U3 Il 1 -6, IPH KOTOPOM HHTHOUTOP ayTOTAKCHHA TPUMEHSETCS IJIS JICUCHUS
BOCTIATMTEIEHOTO 3a00JICBaHUS WJIH COCTOSHUS WIH ayTOMMMYHHOTO 3a00JICBaHUS WIIM COCTOSTHHS y MIICKOTIH-
TaIOMIETO.

10. IIpumeHnenue mo 1.9, IpU KOTOPOM BOCIAIHUTEIBHBIM 3a00JICBAHUEM WM COCTOSIHHEM WJIH ayTOUM-
MYHHBIM 3200JI€BaHHEM FUJIN COCTOSHHEM SIBIISICTCS NICOpHa3, PEBMATOMIHEBIN apTPUT, BaCKYJIUT, BOCIIAJIHTEb-
HOe 3a00JieBaHNE KUIICYHHUKA, IEPMATHUT, OCTCOAPTPUT, ACTMa, BOCHIATUTEIHHOE 3a00JICBaHNE MBIIII], aJJICpTH-
YECKHI pUHHT, BaTMHUT, HHTCPCTHLIHAIBHBIN IUCTUT, CKIIEPOACPMISL, SK3eMa, KpacHasi BOTYaHKa, IEPMaTOMHO-
3ut, cuHapoM lllerpena, TupeonauT, MHACTEHHS TPABHC, AyTOMMMYHHAS! TEMOJINTHYCCKAsT aHEMUS, PACCEeSTHHBIN
CKJIEPO3, KUCTO3HBIH (PrOPO3, XpOHHUECKUN PEIUINBUPYIONTUI TeIaTHT, IEPBUIHBINA OWIHAPHBIA ITUPPO3, TIEP-
BUYHBIHA CKJICPO3UPYIONINHA XOIAHTHT, AJUICPTUICCKUN KOHBIOHKTHBHUT WM aTOMHYCCKHUI TCPMATHT.

11. Tlpumenenue mo .10, Mpu KOTOPOM BOCTIATHUTEIIFHBIM 3a00JCBAHUEM HIIH COCTOSHHEM WIIH ayTOWM-
MYHHBIM 3200JICBAHUECM WJIM COCTOSIHUEM SIBIISICTCS PACCESTHHBIHN CKIICPO3.

12. Tlpumenenue mno m.ll, mpU KOTOPOM PACCESIHHBIM CKIIEPO30OM SIBISIETCS PELUAWBHUPYIOIIE-
PEMUTTUPYIOIIUN PAaCCESTHHBIA CKIICPO3, PEIUIUBUPYIOMINN PACCESIHHBIA CKIEPO3, IEPBUYHBIN MPOTPECCUPYIO-
MU pacCEesIHHBIA CKIEePO3 WM BTOPUUHBIN POrPECCHPYIONUN PaCcCesHHBIHN CKIEpo3.

13. Ilpumenenue 1o 1.12, mpu KOTOPOM MHTHOUTOP ayTOTAKCHHA CHIIKAET YaCTOTY, TSAXKECTh W/HIH TPO-
JOJDKUTEIFHOCTh PEIUINBA OJHOTO MIIM HECKOIBKIX CHMIITTOMOB PAaCCEIHHOTO CKIIEpO3a.

14. IIpumenenne 1o .13, MPU KOTOPOM CHMIITOMBI PACCESHHOTO CKJIEpO3a BKIIOYAIOT B ce0s OHEMEHHE
WIN c1a00CTh B KOHEYHOCTH, YaCTHYHYIO WJIM TIOJIHYIO TIOTEPIO 3pEHHs, TBOWHOE 3pEHHUE, HEACHOCTh 3PCHU,
OIyIIICHNE TIOKAJIBIBAaHMS, TPEMOpP, OTCYTCTBHE KOOPIMHAIINN, HEYCTOMYUBYIO IMOXOIKY, HEBHATHYIO pPEUb, yC-
TaJIOCTb, TOJIOBOKPYKCHHE FIIM HX KOMOMHAIINH.

15. Tlpumenenue mo Mr000My U3 MIlL. 1-6, Ipu KOTOPOM HHIHOUTOP ayTOTAKCHHA MPUMCHSCTCS JUIS JICUCHHS
3a00JICBaHUS WK COCTOSHUS JIBIXaTEIBHBIX MyTeH Y MICKOMUTAOMICTO.

16. [IpumeHenue no .15, mpu KOTOpoM 3a00JICBAHHEM WIIM COCTOSTHUEM JBIXaTCIBHBIX MyTEU SBISCTCS
XPOHHYECKOE OOCTPYKTUBHOEC JISTOYHOE 3a00JICBaHNE, MYKOBHCIIUI03 WU aCTMA.

17. TlpumeHenue mo ar000My U3 MIlL. 1-6, IpH KOTOPOM HHIHOUTOP ayTOTaKCHHA MPUMCHSCTCS JUIS JICUCHHS
BHYTPHIJIA3HOTO JABJICHUS Y MIICKOITUTAOIIETO.
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18. Ilpumenenue no n.17, npu KOTOPOM BHYTPUIJIA3HOE JABJIEHUE aCCOLUUPYETCS C TNIayKOMOM.

19. [Ipumenenwne o ar000My U3 1. 1-6, IpH KOTOPOM MHTUONUTOP ayTOTAKCHHA MPUMEHSIETCS JUTS JICUCHHS
HEBPOMATHYECKON 0O0IH y MIIEKOIHUTAIOIIETO.

20. IIpumenenue o 1.19, mpu KOTOPOM HeBpomaTHIecKass O00JIb ABJSIETCS Pe3yIbTaTOM ITOBPEXKICHUS He-
pBa.

21. Ilpumenenue 1o Jobomy u3 1. 1-20, Mpu KOTOPOM HHTHOWTOP ayTOTaKCHHA BBOJUTCS MECTHBIM ITy-
TEM, BBOAMUTCS IEPOPATBHO WJIM BBOAUTCS MAPEHTEPAIBHO MIICKOIHUTAIOILIEMY.

22. [lpumenenune 1o Jodomy u3 . 1-20, mpu KOTOPOM MHTHOUTOP ayTOTAKCHHA BBOJIUTCS CHCTEMHO MJIe-
KOIUTAIOIIEMY.

23. IIpumenenue no aro0oMy u3 mm.1-20, Ipu KOTOPOM MHTHOMTOpP ayTOTaKCHHA BBOAWTCS INEPOPAIILHO
MJICKOITUTAIOIIEMY.

24. Tlpumenenue 1o 1.23, IpU KOTOPOM MHTHOWTOpP ayTOTaKCHHA BBOJIUTCS MIICKONHTAIOIIEMY B (hopme
MEepOpaIBHOTO PAaCTBOPA, EPOPATBEHOMN CYCIIEH3HUH, MOPOILKA, IO, TAOJICTKH WIN KaICyJIbl.

25. Ilpumenenue 1o ar06oMy u3 i 1-20, mpu KOTOPOM MHIHMOMTOP ayTOTaKCHHA BBOIHTCS MIICKOITHTAIO-
MeMy ITyT€M HHBEKIUH W BHYTPUBEHHO.

26. TIpumenenne mo m000MYy U3 T 1-25, TOMOJHUTENHLHO MpeTycMaTpUBAIolee BBEICHNE 110 MEHbIIEH
MEpe OIHOTO IOMOJIHUTENBHOTO TEPANEBTUYECKOTO CPEACTBA MIIEKOMUTAIONIEMY, TIPH 3TOM IO MEHBILIEH Mepe
OJTHO JIOMIOJTHUTEIBHOE TEPANIEBTUYECKOE CPEJICTBO BEIOPAHO M3

TepaneBTUUCCKUX CPEICTB MPOTUB (HUOPO3a W/ MU TIOYSHIHOTO 3a00JIeBaHus, BEIOPAHHBIX U3 MHP()EHUIOHA
(5-metmn-N-penmn-2-(1H)-nmupugona), Tpanunacta, QTopdeHnmoHa, OIOKaabl  pPEeHUHA-aHTHOTEH3WH-
anpocrepona, nHruouTopoB ACE, narn6utopoB ADAM u moHoKI0HaIBRHOTO anTurena npotus CTGF;

OJTHOTO WJIM HECKOJIBKHX JOTMOJHUTEIBHBIX MPOTHBOPAKOBBIX TEPANEBTUUECKUX CPEJICTB, BHIOPAHHBIX W3
XMMHUOTEpaInum, OJOKUpYIOLIeld TOPMOHBI Tepaliy, paaualiMOHHON Tepariyi 1 MOHOKJIOHAILHBIX aHTHTEI;

NMMYHOCYIIPECCAHTOB;

WHTHOUTOPOB KallbIIMHEBpUHA; HHTHONTOpoB MTOR; aHTHIIpOIM(EPAaTHUBHBIX CPENCTB; KOPTHKOCTEPOU-
JIOB; aHTHUTEJT; MONUKIOHAIBHBIX aHTUTEJN IPOTUB T-KJIETOK, B-KIETOYHBIX aHTArOHUCTOB, PUTYKCHMa0a 1 HaTa-
m3ymaba;

HECTEPOUTHBIX MPOTHBOBOCTIAJIMTENBHBIX JIeKapCTBEeHHBIX cpeacTB (NSAID);

aHAJBIETHKOB;

paguanMmoHHON Teparuu;

MOHIDKAIOIINX COJIEPKaHHE TIIOKO3bI CPE/ICTB

Y MX KOMOMHAIINH.

27. [Ipumenenue 1o 1r000My U3 M. 1-26, MPHU KOTOPOM MIICKOITUTAIOIINM SIBJISETCS YETOBEK.

200+

1504

1004

504

MKT/MJT THIAPOKCHITPOTMHA
(Ha 6-MM TYHKIHOHHYO GHOIICHIO)

PBS -

Bleo
Coen. A
(Tepar.)

~
e
& 2
3 &
=
N’

**xE p < 0,0001 mo cpaBHenuo ¢ Bleo
Onuodaxropueiit ANOVA (xpurepuii laHHeTTa)

Omwr. 1
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IpodunakTHyeckoe BBENEHNE A03bI
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