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2420-580788EA/025
TPUINENTUABI U IEYEHUE METABOJIMYECKHUX, CEPAEYHO-COCYANCTBIX
1 BOCHAJINTEJIBHBIX 3ABOJIEBAHUI

ITEPEKPECTHAA CCBIJIKA HA POACTBEHHBIE 3AABKU

[0001] [Mannas 3asBka ucnpamusaer npuopuret 3asBku CIIIA Ne 62/717546, nonanHo
10 aBrycra 2018 rona. IlonHoe comep;kaHue BBIIIEYNOMSIHYTON 3aBKU BKJIKYEHO B JAHHBIN
JOKYMEHT.

YPOBEHb TEXHUKH

[0002] «HeankoronbHas skupoBasi Oonesnb nedenu (HAXKBIT)» cranoButcst Bce Ooee
pacrnpoCcTpaHeHHOW BO BCeM MUpe, 0cOOeHHO B 3amaaHbiX cTpaHax. B Coenunennbix Illtatax
AMepuku 3TO Hawboyiee pacrpocTpaHeHHas (opMa XPOHHUUECKOro 3a0OJieBaHHUSI TIEUEHH, OT
koTopoii ctpaaaroT ot 80 1o 100 mmwuiroHOB YenoBek. HeankoronpHast skupoBast 00JI€3Hb MeYeHH
NpeACTaBIIsIET COOOM OOIIMI TEPMUH JJIsl 00OO3HAYEHUS Psiia 3a00JIeBaHU M MEYSHH, TTOPAKAFOIIIUX
MONIeH, KOTOpbIe Majio MBIOT aJKOrOJb WJIM BOOOIIE He MbrOT ero. Kak cienyer u3 Ha3BaHWS,
OCHOBHOU XapaKTEPUCTUKON HEAJKOTOJIbHOUW KMPOBOW OOJIE3HM MEYEHH SIBJISIETCS] HAKOTLICHUE
CJIMIIKOM OOJIBIIOTO KOJIMYECTBA JKUPA B KJIETKAX MEYSHU. ITO HOPMAJIBHO, UTO IEYEHb CONEPIKUT
HeOoupIoe KonmndecTBo sxupa. OnHako, eciu 6omnee 5% - 10% mMacchl eUeHH COCTaBIISIFOT JKUPBI,
3TO MATOJIOTUYECKOE COCTOSTHIE HA3bIBAETCS JKUPOBBIM I'€MaTO30M (CTEATO30M).

[0003] bonee Tsixenast popma HAXKBIT Ha3bIiBaeTCsl HEANIKOTOJNBHBIM CT€ATOT€IaTUTOM
(HACT'). HACT BbbIBacT yBenuueHue u nospexneHune nedeHn. HACIT mmeer TeHAEHIHIO
Pa3BUBATHCS Y JIFOAEH C M30BITOUHBIM BECOM WIJIM OKHpPEHHEM, TUabeTOM, BBICOKMM YPOBHEM
XOJIECTEPUHA WIIN TPUTIHLEPUIOB WU BocnanuTeabHbIMu coctossHusAMU. HACI, noTeHmanpHo
cepbe3Hass (¢Gopma 3a0oneBaHus, XapakTepusyercs OaJUIOHMPOBAHMEM TI'€MaTOLUTOB H
BOCHAJICHHEM II€YEeHH, KOTOPOE MOXKET HPOrpeccHpoBaTh 10 pyOLeBaHHs M HEOOPaTHMOTrO
TIOBPEKACHUS.

CYHIHOCTD U30BPETEHUA

[0004] TlepBblii acmeKT HACTOSIErO OMUCAHUS OTHOCUTCS K crocodaM JieYeHHs
BOCIIAJIUTENILHOTO 3a00JIeBaHMs, METa0OIMYECKOro 3a00JIeBaHMs W/HITH CEPAEYHO-COCYIUCTOTO
3a00IeBaHMUs, IPH 3TOM CIIOCO0 BKIIFOUAET BBEACHUE TEPANIEBTHYECKH 3P PEKTHBHOTO KOJIUYECTBA
IJMLIMHA WIA MOJIEKYJIbl TNIMIHHCOAEPIKAINEro TPUMENTHAA CYOBEKTY, UMEIIEMY OIHO HIIH
Oosee M3 BOCHAJMTEIBHOrO 3aboyieBaHMs, MeTaOONINYEeCKOro 3a00NeBaHUs] WM CEePAeYHO-
cocymucroro  3abomeBaHusi. B pasnuuHBIX  BapuaHTaX  OCYILIECTBICHHUS  MOJIEKYJia
TJIMLMHCOAEPIKAIIETrO TPUIIETITHAA MOKET BKIIFOYaTh oauH mwin oonee u3 DT-109 (Gly-Gly-Leu)
u DT-110 (Gly-Gly-dLeu). B pasnuuHbpIX BapuaHTax OCYLIECTBICHHS MeTaO0INIeCKoe
3a0oneBaHNe OTHOCUTCS K TPyIe HACHTU(ULPOBAHHBIX HAPYIICHUH, IPU KOTOPBIX BOSHUKAIOT
omuOkM MeTaboausma, paucOasaHc Meradoau3Ma WM HEONTHMAJbHBIH  METa0OIHM3M.
Mertabonuueckue 3a00J€BaHUs, OINUCAHHbIE B JAHHOM JIOKYMEHTE, TakXKe BKJFOYAIOT
3a00NeBaHNs, KOTOPBIE MOXHO JIEUUTH IOCPEACTBOM MOAYJSALMN MeTa0OJH3Ma, XOTS Camo
3a0oneBaHNe MOXKET OBITh BBI3BAHO WJIM HE OBITh BBI3BAHO KOHKPETHBIM METaOOINYECKUM

nepexrom. Takue merabonuueckue 3a00eBaHUA MOTYT OXBAaTbIBaTh, HAIIPUMED, ITyTH OKUCIICHUS



TJIFOKO3BI M JKUPHBIX KUCJIOT. B KOHTEKCTE TAaHHOTO JOKYMEHTa «MEeTa0OINUeCKOe HapYLICHUE)
i «Merabonuyeckoe 3a00J€BaHME» OTHOCUTCS K MNMATOJOTHMYECKOMY COCTOSIHHIO, KOTOPOe
XapakTepU3yeTcss M3MEHEHHEM WM HapylmeHneM werabonndeckoll ¢yHkmuu. TepMuHBI
«MeTabONNYEeCKU» M «METadOIU3M» XOpOLIO M3BECTHBI B JAHHON OONACTH TEXHHKH H, Kak
NPABIJIO, BKJIIOYAIOT BECh CHEKTP OMOXUMHYECKHX MPOLECCOB, KOTOPBIE MPOUCKXOAST B )KUBOM
opranusme. Merabonuueckue W CEepaeuHO-COCYAUCThIE 3a00JEeBaHUsI BKIJIIOYAKOT, MTOMHUMO
NpoYero, OXHUpeHHe, AuabeT, aTepoCKIepo3, MEeTa0OIMYECKUH CHHAPOM, IHCIHMITUAEMHIO,
UIIEMHUYECKYI0 0OJIe3Hb CepAIa, KOPOHAPHYIO O0JIE3Hb, apTEPUOCKIIEPO3, aATEPOTPOMOOTHYECK U
UHCYJIBT, HEAJIKOTOJIbHYIO SKUpOBYH0 OosesHb neuern (HAXKBIT), HeankoroabHbIN CTeaTOrenaTuT
(HACT'), runepiumoauuaeMur MM METa0OJHMYECKUH CHHAPOM MM WX KOMOHWHALUIO.
JlucnunuaeMusi MOXET NPEACTaBIsATh COOOH runepiaunmuaeMuro. [ unepaunuaeMus: MOXKeT
NPECTABIIATh COOOW TUIMEPXOJECTEPUHEMHIO, THIEPTPUTIHLEPHIEMHIIO WM OJHOBPEMEHHO
runepxojecrepudemMuo 1 runeprpurnunepunemuto. HAXKBII moxer mpenctaBnsite coOoi
CTEaTO3 MEeUeHH WK cTearorenatut. Jlpmader MOXKeT MpencTaBysATh coOoi nuaber 2 THHA WM
auader 2 THNa ¢ UCTUNHAEMIeH. B pa3nudyHbIX BApHaHTaX OCYLIECTBICHUS B JAHHOM JOKYMEHTE
NPEICTaBJIEHbI CIOCOOBI, KOTOPbIE MPUMEHUMBI K META00INYeCKUM 3a00I€BaHUSM, CBS3aHHBIM C
AMCPETYJSILIEN MITFOKO3bI W/ WJIM HAKOTUIEHHEM JINIHOB B OPraHU3Me, CHCTEME KPOBOOOpAIleHUH
WIN PAa3JINYHBIX OpraHax, HapUMep, MEYeHU, U MATOJIOTMYECKHUX MMOCIEICTBUIX, BO3ZHUKAIOIIHNX
B pe3yJbTaTe JTOro, Hampumep, (HeamKoronbHOH xkmupoBoh Oonesnu mnedenun (HAXKBII),
HeankoronpHOro crearorenatura (HACI), runeprinukemun, npeanadera, nuabdera (tum I u tun
II), oxkupeHus, WHCYJIMHOPE3UCTEHTHOCTH, META0OJIMYECKOro CHHApPOMAa M IHA0eTHYeCKON
IUCITUITUAEMUH.

[0005] Merabonuueckoe 3aboneBaHue, HApyIIEHHE WM  COCTOSHHUE  MOXKET
XapaKTePU30BaTbCS MHOTOYMCIEHHBIMM COMAaTHYECKUMH cuMnToMamu. JIroOoi cummTom,
W3BECTHBI CHELMAIUCTY B AAHHOH OOJACTH TEXHUKH KaK CBSI3aHHBIH C MeTaOOIMYeCKUM
3a0oneBaHUEM, HAPYLICHUEM WM COCTOSIHUEM, MOKHO TPENOTBPATHTb, JEUUTh, OCIAOUTh WIIN
UHBIM 00pa3oM MOIYJUPOBATh C MOMOIIBK) MOJIEKYJ MIMLHWHOBOTO TPHUIENTHAA U CIIOCOOOB,
OINMHCAHHBIX B IAHHOM JIOKyMeHTe. B onpeneneHHbIX BapraHTaX OCYIIECTBICHUS! CHMIITOM MOKET
NPEACTaBIIATh COOOM JIFOOOH W3 CIIEAYIOIIEro, HO HE OrPAaHHUYHMBAKOTCS HMH, YPE3MEPHOE
BBIZIEJIEHHE MOYH (TIOJIUYPHIO), YPE3MEPHYIO *KAKAY U IMOBBILICHHOE MOTPEOJICHUE SKUAKOCTH
(TTONUANIICHIO ), HEYETKOCTD 3PEHMUS, HEOOBSICHIMYIO TIOTEPIO MAaCChI U JIETAPTHIO.

[0006] B ompeneneHHBIX BapHaHTaX OCYIIECTBJIEHHS BOCHAJMTENbHBIC 3a00JI€BaHUA,
HAPYLICHUS WM COCTOSIHUS BKIIFOYAIOT, HO HE OTPAHMYHBAIOTCS] UMH, CTEHO3 a0PThI, KOPOHAPHYIO
6ose3ub (CAD - anrin.: coronary artery disease), Ooye3Hbp AJbIreiiMepa U TPOMOO3IMOOTNIECKIE
3a0oneBaHus, HApyIIEHHUs] WM COCTOstHUA. Hekotopblie TpomOosmbonndeckue 3a00JeBaHMS,
HAPYLICHUS UITH COCTOSTHUSI BKJTIOYAIOT, HO HE OTPaHUYNBAIOTCS] UMH, HHCYJIBT, TPOMOO03, HH(papKT
MHUOKapza u 3aboneBanne nepudepuaeckux KPOBEHOCHBIX COCYIOB.

[0007] B onpeneneHHBIX BapUaHTaX OCYLIECTBIEHHs] NPUMEHEHHE TINIMLMHA WU
MOJIEKYJIbl TJIMLUHOBOTO TPHIENTHAA, OMNHCAHHOW B [aHHOM JOKYMEHTE, MOAYJIUPYET

¢dusnoornueckue Mapkepbl Wi (PEHOTHUITBI BOCHAIUTEIBLHOrO 3a00JIeBaHUs], HAPYIICHUS WU



coctosiHusl. Hampumep, BBeAeHHE COEIMHEHUN JKMBOTHBIM MOXET CHHU3UTb YPOBHHU
BOCTAJIMTENIbHBIX LIMTOKWHOB WM JAPYTMX BOCMAJIUTENbHBIX MapKepPOB Yy 3TUX >KUBOTHBIX IO
CPaBHEHUIO C HEJICUEHHbIMM >KMBOTHBIMU. B oOmnpeneneHHbIX BapuaHTaxX OCYILLECTBICHMUS
MOAYJSILUA  (PU3HOJOTMYECKMX MapKepoB WM  (PEHOTHIIOB MOKET OBbIThb CBsi3aHa C
u"rudouposanuem JIAI' neueHu, CHUKEHHUEM YPOBHs IJIIOKO3bl U CHIkeHueM yposaei JIITHII B
I1a3Me C MOMOILBIO COCTUHEHUH.

[0008] B HexoTOpBIX BapHaHTaX OCYIIECTBJICHHUS (UINOJOTUYECKHE MapKephbl
BOCIIAJIUTENILHOTO 3a00JI€BaHMs1, HAPYIICHUS MJIN COCTOSIHUS MOYKHO M3MEPHUTh KOJIMYECTBEHHO.
Hampumep, ypoBHH LMTOKMHOB MOXKHO H3MEPUTb W KOJUYECTBEHHO OLIEHUTHb C IOMOIIBIO
CTaHAAPTHBIX TECTOB, M3BECTHBIX B JAHHOW O0JIACTH TEXHUKH. J{JIs1 TAKUX MapKEPOB B HEKOTOPBIX
BapUAHTAX OCYIIECTBIIEHHUS] MapKep MOXKET OBbITh YMEHBIIEH Ha MO MEHbIIeH Mepe Okojio 5%,
10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%,
95% wn 99%, Win Tuanas3oH, ONpeeNseMbld JFOOBIMU IBYMsI U3 STHX 3HAYCHHUH.

[0009] Takxe B JAHHOM TOKYMEHTE MPENCTABJICHBI CIIOCOOBI MPENOTBPAILIEHUS, JICUCHUS
WIN CHI)KEHUS] MHTEHCHBHOCTH CHUMIITOMA, CBSI3aHHOTO C BOCHAJIHUTENbHBIM 3200JI€BaHHUEM,
HapYLICHUEM WIIH COCTOSTHUEM, Y CyOBEKTa, HYKAAI0IIErocsi B 3ToM. B onpeneneHHbIX BapuaHTax
OCYILIECTBIICHHUSI MPEJIOKEH CIOCO0 YrHETEHMs CTENEHH MOSBIEHHS CHMIITOMA, CBS3aHHOTO C
BOCIIAJINTENIbHBIM 3a00JIeBaHNEM, HAPYLICHHEM WM COCTOSHHEM. B HEKOTOpBIX BapHaHTax
OCYLIECTBIIEHUS TNPEMIOKEH CIOCO0 YMEHBIIEHUS TSDKECTH CHMIITOMA, CBSI3aHHOTO C
BOCIIAJIUTENIbHBIM 3200JIEBaHHMEM, HApyIIEHHEM WIM COCTOsIHMEM. B Takux BapuaHTax
OCYILIECTBIIEHUs CIOCOOBI BKJIIOYAIOT BBEACHUE TEPaneBTUUECKU 3(PPEKTUBHOIO KOJINYECTBA
TJIMLMHA WA MOJIEKYJIbI IIIMLTHOBOIO TPUIENITHIA, WIIH €€ (papMalieBTHIeCKH MPUEeMIIEMOI CONTN
UHIUBUIYYMY, HYKJAIOLEMYCS B TOM.

[0010] B onpeneneHHbIX BapHaHTaX OCYLIECTBJIEHHs NPEAJIOKEHbl KOMIO3MLUU HU
criocoObl ANl MPENOTBPAILEHHS, JICUEHHs], OTCPOUKH, 3aMeUIeHHsT NMPOrPECCUPOBAHUS W/MIN
oOnerueHust MeTabOJMYECKUX, CEPACYHO-COCYUCTBIX M BOCHAJIMUTENbHBIX 3a00JI€BaHUN,
0COOEHHO TeX HAPYLICHW, KOTOPbIE BKJIIOYAIOT CBSA3aHHBIE C AHOMAJbHBIM XOJECTEPUHOM,
TPUIJIMLEPUAAMH M TJIFOKO30M 3a00JIeBaHUs, HAPYIICHUs] M COCTOSHHUS Y CyOBEKTa,
HY>KJaoIIerocs B 5TOM. B onpeneneHHbIX BapuaHTax OCyLIECTBIEHHUS MPEAJIOKEHbI KOMITO3ULIUU
U CHOCOOBI JIJIsl PEAOTBPALICHHUS, JICUSHHsI, OTCPOUYKH, 3aMEJIEHUs POTPECCUPOBAHMS /U
CHIDKEHHMsI WMHTEHCHBHOCTH CBSI3aHHBIX C TPUINIMLEPUAAMH U OOIMUM  XOJIECTEPUHOM
3a0oneBaHNi, HAPYLICHUH 1 MATOJOIMYECKIX COCTOSHUH Y CyOBeKTa, HYKAAroIerocs B 3ToM. B
OTIPENENIEHHBIX BapUAHTAX OCYIIECTBJICHHUsS Takhe 3a00JeBaHUs, HAPYIIEHHS H COCTOSHUS
BKJIFOYAIOT BOCMAJMTENbHbBIE, CEPAEYHO-COCYAUCTBIE W/nMiaM MeTtabonndeckue 3aboseBaHus,
HApYLICHUsI U COCTOsTHUS. HekoTopele Takue cepraedHO-COCyIuCThie 3a00NeBaHtsl, HAPyIIEHHs
WIN COCTOSIHUS BKIIFOYAIOT, HO HE OIPAaHUYUBAIOTCS MU, CTEHO3 aOPThI, aHEBPU3MY (HAIpUMep,
aHEeBPU3MY OpIOIIHOW aOpThI), CTEHOKAPAMIO, APUTMHUIO, aTEPOCKIEPO3, LepeOpOBaCKYIAPHOE
3a0oeBaHne, KOPOHAPHYK OOJIe3Hb, HIIEMUYECKYI0 OOJIe3Hb CepAla, AHCIUIHIISMHIO,
TUNEPXOJIECTEPUHEMHIO,  TUIEPTOHMIO, TUIEPTPUTIIULEPUAEMUI0, HHPApPKT  MHOKapna,

3a0oneBaHne  nepupepuyveckMx  KPOBEHOCHBIX  COCYIOB  (Hampumep,  3abojeBaHue



niepruepUIeCcKIX apTepPHid, OKKIIIO3UOHHOE 3a00sieBaHne nepuepuvaecKixX apTepHii), OKKITFO3HIO
COCYJZIOB CETHYAaTKH WM MHCYJIbT. HekoTopeie Takne Merabonudeckue 3a00IeBaHus, HAPYIIEHHS
WIN COCTOSIHUS BKJIFOYAIOT, HO HE OrPAaHUYMBAIOTCS UMH, TUIIEPIIIMKEMUIO, Tpeannader, nuader
(runm I u Tunm II), oOXuUpeHHE, WHCYIMHOPE3UCTEHTHOCTb, METAOONNYECKUH CHHAPOM U
auabeTHyecKyro aucaunuaeMuro. HekoTopele Takue BOCTIaIUTENbHbIE 3a00I€BaH s, HAPYIIECHHS
WIN COCTOSIHHSI BKJIFOUAIOT, HO HE OIPAHUYMBAIOTCS UMM, CTEHO3 aOpPThI, KOPOHAPHYIO OOJIE3Hb
(CAD), Oone3np Aumblrefivepa u TpoMmOosMOoOgHueckue 3a00NeBaHus, HAPYLICHHsS WIN
coctosiHusi. Hekotopeie TpomOosmMOonuueckue 3a00feBaHUs, HAPYIICHUS WM COCTOSHHS
BKJIFOYAIOT, HO HE OrpPaHUYUBAIOTCS WMH, HWHCYJIbT, TpoMOO3 (HampuMmep, BEHO3HYIO
TpoMO03IMO0IHIO ), MHpAPKT MUOKapaa u 3a0oJieBaHue TiepUuepUIecKiX KPOBEHOCHBIX COCY/IOB.
B onpeneneHHbIX BapuaHTaX OCYLIECTBICHHS MPEIIOKEHbI KOMIIO3UIMH M CIIOCOOBI st
NPENOTBPALICHUS, JICUSHHsI, OTCPOYKH, 3aMEMJICHHS NPOTPECCUPOBAHUS W/HWIN CHIDKEHHS
WHTCHCUBHOCTH BBI3BAHHOW JHMETOH TUMNEPINNUACMUN U CTEaTOrenaTnta C IONABICHUEM
MHUTOXOHIPHAIBHOTO/TIEPOKCUCOMAIIBHOTO PB-okucnerns xkupHbIX kucioT (OXKK), B nononaeHune
K MPEIOTBPALICHUIO, JIEUYSHUIO, OTCPOUKE, 3aMEIJICHHIIO MPOTPECCUPOBAHUS W/WIIN YTy YIIEHHIO
YyBCTBUTEJIBHOCTH K IIIFOKO3€ U CHCTEMHOrO BOCHaseHust 1 (pudpo3a, B 4aCTHOCTH, KOT/Ia OHU
CBsI3aHBI C 3a00JIeBAaHUEM TIEUEHH.

[0011] OnmuH BapuaHT OCYIIECTBJIEHUS TIEPBOTO AacCMEKTa HACTOSINEr0 OMHCAHUS
OTHOCUTCSl K CIoco0aM JIeYeHHsT HEeaNKoronbHOW xupoBoit Oonesnn mneuenn (HAXKBII),
BKJIFOYAOIINM BBeaeHue raunrHa uinu DT-109 (Gly-Gly-Leu). Ipyroit BapuaHT OCyIIeCTBIEHHS
NEPBOrO AaCIeKTa HACTOSINEro OMUCAHHMS OTHOCHUTCS K Crocodam JIeYeHHsl HEaJKOTOJBHOTO
creatorenatuta (HACI'), Bxmouatomnm Beenenue rauipna wiu DT-109 (Gly-Gly-Leu). Ipyroii
BAPUAHT OCYINECTBJICHUs] MEPBOrO AaCHEeKTa HACTOSINErO ONUCAHUS OTHOCUTCA K crocobam
JIeYEeHUs HeaJIKOroJIbHOM sknupoBoi 6osesnn neuenn (HAXKBIT), Bkimrouaromum Benenne DT-110
(Gly-Gly-dLeu). OguH BapuaHT OCYIIECTBJCHHsS NEPBOTO AacleKTa HACTOSILEro OMMUCAHHS
OTHOCUTCSl K cmocofam JeueHust HeankorosbHoro crearorematuta (HACT), Bkirodarommm
Benenne riunmHa win DT-110 (Gly-Gly-dLeu). Otu TpunmenTuabl HEOOS3aTENBHO MOXKHO
BBOJIUTh B KOMOMHAIIMM CO BTOPUYHBIM TEPANEBTUYECKHMM areHTOM, KaK OMHCAHO B JAHHOM
JIOKYMEHTE.

[0012] BTopoli acmekT HACTOSIMIErO OMHCAHUS OTHOCHTCS K CHOco0aM yMEHbINEHUS
¢ubpo3a y manMeHTa, BKIOYAIOIIMM BBEACHHE BBIOPAHHOTO TPUMENTHAA WU €ro
dapmaneBTnyeckn npuemsiemMorr conmu. OnWH BapHaHT OCYINECTBJICHHS BTOPOTO AacCIeKTa
HACTOSILIETO OMUCAHKSI OTHOCUTCS K CIIOcO0aM yMeHbIIeH!s! (uOpo3a y MalueHTa, BKIOYAIIIUM
BBeneHne rinunmuHa wi DT-109 (Gly-Gly-Leu). [lpyroii BapuaHT OCYINECTBIIEHHS BTOPOTO
acTieKTa HACTOSIIETrO OMUCAHMA OTHOCUTCS K croco0aMm yMeHblieHus (puoOpo3a y MarueHTa,
BKJIIOYArOIMM  BBegeHne mmnuHa wuian  DT-110  (Gly-Gly-dLeu). 3tu  Tpunentuast
Heo0s13aTeIbHO MOXKHO BBOAUTH B KOMOWHAIIMH CO CTATHHAMH.

[0013] TpeTuit acnieKT HACTOSIIIErO OMUCAHUS OTHOCUTCS K CIIOCO0aM JICUeHHsT CTeaTo3a
NeYeHH, BKIIFOYAIOIIUM BBEIeHUE CyOBEKTY, HYKIAOLIErocs B 3TOM, OJHON MK Oosiee MOJIEKY

TpUNeNnTUaA Wik ee (hapMaleBTHUECKU MPUEeMIIeMOi coyii. B ogHOM BapuaHTe OCYIIEeCTBICHUS



TPETBEro acreKkTa Crocod CHU3WI YPOBEHb TPUTIHLEPHIOB B JIMMHIAX MEYEHU WM CHHU3HUI
YPOBEHb OOIIEro XOJIEeCTEpHHA B JIMITUAAX ITEUSHHU.

[0014] YerBepThlii acHeKT HACTOSILIETrO OMHUCAHHUS OTHOCUTCS K HaOOpy U JICYEHHUS
cyorekta ¢ HAXKBIT unmn HACT', conepxaiemy BbIOpaHHBIN TPUNIENTHA, HEOOA3aTEIbHO CTATHH,
Y MHCTPYKLUH MO NPUMEHEHHIO. B oHOM BapuaHTe ocCyliecTBieHHss Habopa HabOp COmepIKHT
s¢pdexruBHoe KommuectBo ruimHa win DT-109 (Gly-Gly-Leu), HeoOs3aTenpHO CTaTHH, U
MHCTPYKLINH IO TPUMEHEHHI0. B pyrom BapuaHTe ocyinecTBieHnss HaOOp COAEPIKHUT MIIULMH W
(DT-110 (Gly-Gly-dLeu), HeoOs3aTeNbHO CTATHUH, U HHCTPYKLMH 1O IPUMEHEHHUI0. B ere ogHOM
Habope Habop comepxut riuiuH uian DT-109 (Gly-Gly-Leu) w/unu (DT-110 (Gly-Gly-dLeu),
HeoOs13aTeNIbHO CTATHH, U HHCTPYKIUH 10 TPUMEHEHHIO.

KPATKOE OITMCAHUE T'PAOUYECKHMX MATEPHAJIOB

[0015] ®ur. 1A-1F: mnan skcnepumenta (DQur. 1A), cpeanee morpebiieHUe MHUINU HA
NpOTsi:KeHNU Bcero uccrnenosanus (@ur. 2B), koneunas macca tena (@ur. 1C), obmumii npupoct
MacChl TeJa OT HMCXONHOrO YypoBHS 10 KoHeYHOH Touku (Pur. 1D) (n=8-10 mmsa B-D),
Makpockonuieckass Mopdosorus OpromHON monoctn B koHeuHoW Touke (Pur. 1E), ypoBHH
MOJIEKYJI TIIMLIMHCOAep Katero Tpunentuaa B miasme (Pur. 1F) (n=6-8). * p<0,05; ** p<0,01 mpu
cpaBaenuu ¢ 3/1+H>0.

[0016] ®wur. 2A-2E: kpatkoBpemenHbld III'TT (Mblmeidl Harpykaam TJIFOKO30H CO
CpeACTBAMU ISl JISYSHHUS] WM BONOH B KauectBe KoHTpossa) (Pur. 2A), nonrocpounsii [II'TT
(MBIIIM TIONyYasu TOJBKO IOKO3Y) (Pur. 2B), ypoBHU TIIIIOKO3bI B KPOBH, U3MEPEHHBIE HE
HATOILAK, NIepe/l BBEICHUEM Yepe3 JKeIyAOUHbIN 30H BOABI WIN CPEACTB JUIA JieueHHs (repen
BBEICHUEM 4epe3 JKeNyJOoUuHbIN 30H) U uepe3 30 MUHYT (MOCie BBENEHHs dYepe3 sKeTyAOUHbIH
30HA) (Pur. 2C), KOHEUHbIE YPOBHH [IFOKO3BI B KPOBH (11ociie 6-uacoBoro rojonanusi) (Pur. 2D).
Ananuz meronom KIILP skcrnpeccun Me4eHOUHBIX IM€HOB, PETryJUPYIOIIUX 3aXBaT IUIOKO3bI U
rimokoHeorene3 (®@ur. 2E). (n=8-10) * p <0,05; ** p <0,01, ***p <0,001 npu cpaBHEHHHU C
3+H20; # p<0,05, ### p<0,001 u npeaBapUTEILHOTO BBEACHHUS Yepe3 JKeJTyTOUHOM 30HI.

[0017] Pur. 3A-3C: pernpe3eHTaTUBHbIE OKpAlllEHHbIE T'€MATOKCHWJIMHOM U 303UHOM
npenapaTtbl TKaHel nedeHu (Dur. 3A), MUKPOBE3UKYJIAPHBI M MaKpPOBE3HKYJISIPHBIH CTEATO3
OTMEUEHBI KPACHBIMH H JKEJITBIMU CTPEJIKAMH, COOTBETCTBEHHO. BbUTH 3KCTparupoBaHbl JIUITUIbI
NEYEHH C TOCIEeNYIOIUM KOJHYECTBEHHbIM ompeneieHuemM coaepkanust TI (®Pur. 3B) u
cogepxkanust OX (®ur. 3C), ** p<0,01, *** p<0,001 npu cpasreruu ¢ 3/[+H>0.

[0018] ®ur. 4A-4E: anamu3z wmeronoM kIIP skcnpeccun nNEYEHOUYHBIX TEHOB,
perynupyromux mytd okuciaeHus: qunuaoB (dur. 4A u @ur. 4B), ananu3 merogom KIILIP
SKCIPECCUH MEYEHOUHBIX T'€HOB, PEryJHPYIOMUX romeoctas xonectepuna (@ur. 4C) (n=7-10).
BectepH-010TTHHT U KONMYeCTBeHHAsI OlleHKa coaepskanust ABCGS8, HopMmann3oBaHHOTO 1o [3-
aktuHy (®@ur. 4D u ®@ur. 4E) (n=4-6). * p<0,05; ** p <0,01, *** p <0,001 mpu cpaBHEHUU C
31+H-0.

[0019] ®ur. SA-5G: yposHu OX B mua3Me Ha UCXOAHOM ypoBHE (1 Henmemnst KopMIIeHus
3J1 6e3 cpeactB mis JeueHus) U B KOHEYHOH Touke (mocie 12 Henmenb xopmienust 3J[ co

CpeACTBAMU JJIsl JIEYEHUs1 WM KOHTposieM Bonoii) (Pur. SA). YpoBHH B mia3mMe Ha KOHEYHOM



touke (Pur. 5B) OX, (®@ur. 5C) JIIHIL (Pwur. SD) JIIBII u (®Pur. SE) TI'. Coop xpoBu
NPOU3BOIMIIN 1ocie 6 yacoBoro rosnopanus. (Pur. SF) Axanmns aTepockIepOTHUECKON ONSIIKY,
BusyanusupoBaHHbiil okpamusanueM Oil Red O, u (Pur. 5G) penpeseHTaTUBHBIE H300paKEHHS
OKpaleHHbIX aopT. (n=6-10). * p<0,05; ** p<0,01, *** p<0,001 npu cpasuernu ¢ 3/[+H>0.

[0020] ®wur. 6A-6E: xoneunsle yposau MJI-6 B mnasme (Pur. 6A), pesuctuna (Pur. 6B)
u MCP1 (@ur. 6C). Ananmuz meronom kI[P BocmanurenbHbIX LUTOKHMHOB B (Pur. 6D)
snuauanMaibHOl skupoBor TkaHu (OXKT) u B (Pur. 6E) noakosxHo# xkuposoit Tkanu (IDKT).
(n=6-10). * p<0,05; ** p<0,01, *** p<0,001 npu cpasuenuu ¢ 3/J+H>O.

[0021] ®Dwur. 7A-7C: ananu3z metonoMm kIILIP BoCmanmuTenbHBIX LUTOKUHOB B TMEYEHU
(®ur. 7A). TunmuHblli uUMMyHOrHCTOXUMHUYecKuil aHamu3 F4/80 B meuenu (Pur. 7B) u
konmdecTBeHHOE onpenenerue (Pur. 7C). (n =7-10). *p<0,05 npu cpasrenuu ¢ 31 +H>O.

[0022] ®ur. 8. Usmenenns B miasme y AGXT1™" mpnmeii, nonygasmux HACT -nuery.
Knerku HepG2 Ttpanchummposanu siCTL wunum siAGXT1: (®@ur. 8C) mMPHK AGXTI1
otHocutesibHO GAPDH (n=12), (®@ur. 8D) Genka AGXT1 ¢ GAPDH B kadecTBe KOHTPOJI
Harpy3ku (n=4) u (®@ur. 8E) knerounsie TT', ¢ Harpyskoii [IK mu 6e3 Hee (200 MxM, n=12). (Pur.
8A) Llenesoii caiit Hanpapisitomeit PHK Ha sx30He 1 rena AGXT1 nmoguepkHyT, a aeienus Tpex
ocHoBaHui 13 PAM Obuta moaTBep:kKAeHa MPH MOMOINHU cekBeHupoBaHus o Canrepy. (Pur. 8B)
Otcyrcreue AGXT1 moaTeepiieHO MpH MoMOmu BecTepH-O6moTTHHTA (n=7). AGXT1"" n
AGXT1"" mpimeit kopmunu HACT -nueroii B Teuenne 12 Henensb (n=12): nnasmennbie (Pur. SL)
T, (Pur. 8M) OX, (®@ur. 8N), ACT, (Pur. 80). AJIT u coorHomenune raunmz/okcanat (Pwur.
8P). [lanHble mpeacTaBisAoT codoli cpennue 3HaueHus £ CO, 1eMOHCTPUPYIOLINE BCE TOUKU U F-
3Hauenus. [1K, manbMuTHHOBAS KUCIOTA.

[0023] ®ur. 8F-8K. AGXT1"" u AGXT1"" conocrasumel nipu kopmienun CJI. AGXT1*
1 AGXT1" mbineii kopmunu cranaaptHoit CJI B Teuenue 12 nenens (n=6): (®ur. 8F) Macca Tena,
(®ur. 8G) makpockonmuyeckas KapTHHA MOJIOCTeHl OPIOMIMHBI M TMCTOJIOTHS C OKPALIMBAHHEM
rematokciMHOM H 303uHOM (H&E) u ORO (macmrabnast mikana: 50 mxm mist H&E, 100 MM
st ORO), (Dur. 8H) macca neveny, (Pur. 81) orHomenne maccol neuenu (MII) k macce Tena
(MT), (®@ur.8]) ACT B mnazme u (Pur. 8K) AJIT B miasme. JlaHHbIe MPEACTABISIFOT COOOI
cpennue 3HaueHue £ CO, 1eMOHCTPUPYIOLINE BCE TOUKH.

[0024] dur. 9A-K. Coengunenuss Ha ocHoBe rinuuHa. CoOenUHEHUs, CTPYKTYPHO
nofoOHble TJIHMLWHY, ObUIM BBIOPAHbI [UIA OLEHKH CTPYKTYPHBIX, KOH(OPMALMOHHBIX,
3JIEKTPOHHBIX U U30CTEPHUECKUX MOAN(UKALIUI MTUIMHOBOTO Kapkaca. (Pur. 9A) rimuuH, (Pur.
9B) N-metmnrmunud (Pur. 9C) N, N-gumermnrnunus, (Pur. 9D) N, N, N-TpUMETHITIHINH,
(®@ur. 9E) rnukonesas kucnora (Pur. 9F) rmunnnamun (@ur. 9G) 2-amuHo-N-MeTHIaLETAMUL
(®ur. 9H) stanonamus (Pur. 91) 2-okconunepaszu, (Pur. 9J) mopponun-2-oH u (Pur. 9K) (1H-
TETPA30JI-5-1IT1) METAHAMUH.

[0025] ®ur. 10A-I, K-N. Hapymenue Ounocuntesa riamnuaa npu HAXBIL Meimei
C57BL/6J xopmunu CJI unu 3]1 B Teuenue 12 Henens (n=4-5): (Pur. 10A) OX B razme (Pur.
10B), ructonorus nedenu (MaciradHas mkana: 50 mxm i H&E, 100 mxm ans ORO), (Pur.
10C) TT" B nevenu, (Pur. 10D) OX B neuenn, (Pur. 10E) AK B nnazme orHocurensHo CJI, (Pur.



10F) Okcnpeccust B medeHu reHoB OmocuHTe3a riuiuHa otHocutenbHo GAPDH, (@ur. 10G)
skcnpeccust kiaerounblx TT u (Pur. 10H) AGXT1 B knerkax HepG2, narpyxennbix 200 mxM ITK
WK 3TAHOJIOM B TedeHue 24 yacos (n=3-4). Meieit C57BL/6J xopmunu HACI-gueroit nm CJJ
B TeueHue 24 nenens (n=10): (Pur. 10I) mopdonorus neyeHn, rucToNOrus C UCHOIb30BAHUEM
rematokcminaa u 303uHa (H&E) u Cupuyca xpacHoro (macmrabHoro mkana: 50 Mkwm). (Pur.
10K) 3HauuTenbHOE CHIDKEHHE (3€JICHBIM LBET) OSKCIPEeCCHUsi TeHOB/ KOMIIOHEHTOB MyTei
Onocunresa rimnuHa nyteM PHK-cexsennposanns nedenu mbimeit ¢ CJI wimm HACT -gueroit
(n=3, 10g2FC, log2 xpatHoctu usmenenusi). (Pur. 10L) Dxcnpeccusst AGXT1 OTHOCHTENBHO
GAPDH y wmpiueit ¢ HACI, uagyuuposanuoi ameroir (n=8). (®ur. 10M) 3HauutenpbHOE
CHIDKEHUE DKCIIPECCHH (3€JIeHbIN) WM TOBBIIIEHNE SKCTIPECCHH (KPacHbIN) TeHOB MeTadoIu3Ma
TJIMIMHA C TIOMOIIBI0 METa-aHAIN3a JAHHBIX MUKPOMATPHUYHOTO aHAJIN3a MEUYEHH OT 30POBBIX
naureHToB U nauueHtoB ¢ HACI. (@ur. 10N) Koppemsiuust mexny skcnpeccuein AGXTI1 u
o0ImuM cozepikaHUeM JKHpa B TEUEHH OT JAOHOPOB IMOcie TpaHcIuiantauuu (n=206). JlanHble
NPEACTaBISIIOT co00i cpenrne 3HaueHus + CO, 1eMOHCTPHUPYIOLINE BCE TOUKH U P-3HaYeHUS.

[0026] ®wur. 10J. Ananuz nyteil B nedenu meieit c HACI'. Ananus nyreit nocie PHK-
CeKBEeHHPOBaHUs neueHu Mbimel, noiaydasmux CJ] wnu HACI -auery B reuenne 24 Henens (n=3).
Ilytu, oboramenusie nuddepeHunansHo 3xcnpeccupyemMbiMu reHamu (JI310) ¢ moBwIeHHON
SKCIIPECCHEH, TMOKAa3aHbl KPAaCHbIM LBETOM, a myTH, oOorameHHble /(O ¢ mNOHMKEHHOU
SKCIIPECCHEN, MOKA3aHbI 3€JICHBIM.

[0027] ®ur. 11A-L. Yckopennblii uaaynuposannsiii guetoit HACT y AGXT17" Mbimeii.
AGXT1"" u AGXT1"" mbuneit kopmunu HACI -nuetoii B Teuenue 12 nenmenn (n=12): (dur. 11A)
MaKpOCKOINYECKast KapTHHA OPIOIIHBIX ITOJIOCTEN U TUCTONIOTUs edeHn (MaciuTaOHas mkana: 50
MKM 171 remMatokcunnsa u s03uHa (H&E) u Cupuyca kpacnoro, 100 mxm st ORO), (Pur. 11B)
oTHomeHne macchl nedenn k mMacce tena (MIV/MT), (@ur. 11E) TI' neuyenn, (®@ur. 11F) OX
neuenu, (Pur. 11G) NAS u (®@ur. 11H) mkana ¢pudposa. JlaHHbIe NpeaACTaBIsAIOT COOOH CpeiHue
snauenus: + CO, neMoHCTpupyromue Bce Touku U P-3Hauenus. (Pur. 11J) Ananus nyteit mocne
PHK-cexsennposanus nedenn ot AGXT1"”" u AGXT1” mbumeit (n=4). Ilytu, oborameHHbIe
JOI' ¢ MOBBIIEHHON WJIH MOHUKEHHOH SKCIIPECCUel, MOKa3aHbl KPACHBIM HIIH 3€JICHBIM LIBETOM,
coorBercTBeHHO. (Pur. 11K) Teruosas kapra 25 DI, csazanneix ¢ HACI. (®@ur. 11L)
Ceszannbie ¢ OXK 120" monreepxaeHsl npu nomotnu KIIIP (n=10) u (Dur. 11M) BectepH-
onorrunra (n=4). JIOI', cBsazanneie ¢ BocnaseHuem (Pur. 11N) u ¢udpozom (Pur. 110),
noaTeepskaeHsl npu nomoinu KIILP (n=10). JlaHHbIe npeacTaBisitoT coO0H CpeHre 3HAYSHMS +
CKO. *P<0,05, **P<0,01, ***P<0,001 npu cpaprennu ¢ AGXT17".

[0028] @®wur. 11C, D, L. IMapamerpsl, ceaszannbie ¢ HAXBIIL, y AGXT1”" wmbimei,
nony4asmux HACT-muery. AGXT17" u AGXT1”" mbimeit kopmunu HACI -nueroii B Teuenue
12 menenp (n=12): (Pur. 11C) macca tena, (Pur. 11D) macca neuenn u (Pur. 11I) ouenka
creaTo3a, 0aJUNIOHUPOBAHUS MEMaTOLUTOB U JIOOYJIIPHOTO BOCTIAJIEHHUSI HA OCHOBE I€MAaTOKCHIINHA
u s03uHa H&E. JlanHble npenctapisiior codoit cpenaue 3HaueHus + CO.

[0029] ®ur. 12A-J. [edunut raunuHa ycyryoisieT OKUpeHue, WHAyuupoanHoe 3]1
AnoE” mpimeit kopmumu CJT, 3/1ax+Gly unu 3/1ak -Gly B Teuenne 10 nenenn (n=6): (®ur. 12A)



yYPOBEHbB IJIMLIMHA B IJ1a3Me. AHAINU3 cocTaBa Tena Ha ocHose SIMP: (®@ur. 12B) macca tena, (Pur.
12C) sxupoBas Macca tena (%) u (Pur. 12D) Gesxuposas macca tena (%). Anamns CLAMS: (Pur.
12E) norpebnenne nuuy, (Pur. 12F) obmast akruBHOCTD, (Pur. 12G) yacToTa pecnupaTopHOTo
oomena (RER) u (®ur. 12H) pacxon sneprun. (Pur. 12I) monexysa ruuHOBOrO TPUIIENITH/A B
wiasme u (Qur. 12J) ructonorus SnuaAuAUMaIbHON 1 ToakoxkHOU skuposoit Tkauu (KT u IDKT,
macirabHast mkana: 100 MKM) ¢ HCIIOJIb30BAaHHEM OKPACKH TeMaTOKCHUIMHOM U 503uHOM (H&E).
JlaHHbBIe TIpenCTaBISIIOT coOoi cpenHue 3HaueHust £ CO, NeMOHCTPUPYIOLINE BCE TOYKU U P-
3HAYCHHUSI.

[0030] ®wur. 13A-K. [edunur rmmmHa ycyryonser WHAynupoBaHHyr —3/1
runepaunuaemuto 1 CI1. ApoE”” memueit kopmumu CJI, 3/ ax+Gly umu 3/ ak -Gly B Teuenne 10
Henenb (n=6): (Pur. 13A) OX B mazme (Pur. 13B), TT" B mnasme, (Dur. 13C) JIITHIT B masme,
(®ur. 13D) JIIIBII B mna3me, (Pur. 13E) rmokosza B miasme, (Pur. 13F) rucronorus neueHu ¢
UCIIOJIB30BAHIEM OKpalIMBaHHUsA reMaTtokcrimHoM U 303uHoM (H&E) m ORO (macmraOHas
mkana: 50 mxm st H&E, 100 mxm aiist ORO), (@ur. 13G) TI neuenn, u (@ur. 13H) OX nevenn.
JlaHHBIe TIpencTaBIsOT co00il cpennue 3HaueHus £ CO, AEMOHCTPHUPYIOLINE BCE TOYKU U PF-
3HaueHus1. AHanu3 koppemsiunu CrimpMeHa Mexkay rimmuuHoM B riazme u: (@ur. 131) OX mnasmer,
(®@wur. 13J) rmokosa B tazme u (Pur. 13K) TI' B nedenn.

[0031] ®ur. 14A-G. BnusiHue coeqMHEHHUN HAa OCHOBE TIMLIMHA HAa TOJEPAHTHOCTH K
rmoko3e. III'TT mpoogmnu Ha meimax CS7BL/6J mocne 12 4 romomanus (n=6-8). Mpimm
MOJTy4YaJId TIEPOPATIbHO TOJBKO TIIFOKO3Y (2 MI/r Maccel Tena), rioko3y ¢ 0,5 mMr/r Maccel Tena
ruuHa wid ¢ 0,5 Mr/r Maccel Tena coenuHeHud Ha OcHoBe mmuuHa. (Pur. 14A) N-
metmrmiuHa (Qur. 14B) N, N-mumetwnrmnnuna, (@ur. 14C) N, N,N-rpumermnriunusa, (Dur.
14D) rnukonesoit kucnotel, (Pur. 14E) DT-110 u (Pur. 14F) DT-109. (Pur. 14G) Mpiun
NOJTy4aJIi IEPOPaAIbHO TOJBKO TIIFOKO3Y (2 MI/r Maccel Tena), riroko3y ¢ DT-109 (0,5 mr/r maccbr
TeJa) UM SKBUBAJICHTHbBIE YPOBHU CBOOOAHOTO JsefirnHa vy riunuHa (0,17 wim 0,33 Mr/r Maccesl
TeJia, COOTBETCTBEHHO). [laHHBIe mpencTaBisitoT coboii cpemuue 3HadeHust = CKO. *P<0,05,
#%P<(0,01, ***P<0,001 TpH CPaBHEHHMM C TIIOKO30M; “P<0,05 mpu CpaBHEHHH C JIEHIIMHOM.
~P<0,05 npu CpaBHEHUU C TITULITHOM.

[0032] ®wur. 15A-L. Jununcamxkaromuii sgdext DT-109. (dur. 15A) AnoE” mbimeii
xopmmn ctaHgaptHor T u onm mepopanbHo nonydanmu DT-109 (1 mr/r maccel Tena/cyTku),
SKBHUBAJICHTHBIC YPOBHH CBOOOAHOTO JieiunHa nim riamuuHa (0,33 wmm 0,67 Mr/T Macchl Tena) Win
H>0 B Teuenue 12 uemens (n=8-10). (Dur. 15B) Ha 10 Henmene mocne 12 4acoB rojiomaHus
BoIOHsUH [TT'TT. Mblinu nosty4aiu nepopaibHO TOJIBKO TITFOKO3Y (2 MI/T MacChl TeJa), TITF0KO3Y
¢ 1 mr/r maccel Tena DT-109 nnn sxkBUBasNeHTHBIE YPOBHU cBOOOIHOTO JetiuHa (0,33 Mr/T Macchl
Tena) uiny rauuHa (0,67 mr/r Maccel Tena). JlaHHbIe IPeACTaBISIIOT COO0H CpeHue 3HAYSHUS +
CKO. **P<0,01, ***P<0,001 npu cpasmenun ¢ H,O; *P<0,05, *P<0,01, **P<0,01 npu
cpaBHeHHH ¢ JeruuHOM. (Pur. 15C) VpoBeHb ImoKO3bl B KPOBH HE HATOLIAK U3MEPSIIH 10 U
yepe3 30 muHyT exeaHeBHoro BBeaeHus DT-109, neiiumna, rmuumHa win HoO  yepes
xenynounbiii 30HA. (®Pur. 15D) Macca Tena Ha koHeuHod Touke. (Pur. 15E) Cpennee

notpebnenue numu. (Pur. 15F) OX B nymasmMe Ha MCXOJHOM YpOBHE (IO paHIOMH3ALMU B



SKCIEPUMEHTAJIbHBIE TPYIIBI) U B KOHEYHOH TOUYKE (HaHHBIC MPENCTAaBISAIOT cOOOH cpemHee
3Hauenne + CKO). Ananu3 mmasmsl Ha KOHEUHOH Touke (n=6-8): (Pur. 15G) OX. (®Pur. 15H)
JIIHITL. (Pur. 151) JIIBIL (®ur. 15]) TT, u (Pur. 15K) Monekyna rUIUHOBOTO TPUIETITHAA.
JlaHHbIEe MpeacTaBisAOT coOoil cpennue 3HaueHus £ CO, AeMOHCTPUPYIOLINE BCE TOUKU U P-
3Hauenus. (Pur. 15L) ['uctonorus snuanauMaabHOW U NMOAKOXKHON skupoBoi TkaHu (DXKT u
IDKT, macmrabHas mkana: 100 mxm) ¢ ucrnosnb3oBannem H&E.

[0033] ®wur. 16A-D. I'muius win DT-109 npenorspamator unayurposanusiii 3/1 CIL
AHanu3 medyeHn Ha KoHeuHo# Touke (n=8-10): (®Pur. 16A) Makpockonuueckass KapTHHA
OPIOIIHBIX MOJIOCTEH M TUCTOJIOTHS ¢ UCTIONb30BaHHeM remarokcrnHa u 503una (H&E) u ORO
(mkana: 50 mxm it H&E, 100 mxm it ORO), (@ur. 16B) TT nedenu u (Pur. 16C) OX nevenu.
JlaHHbIe TpeacTaBisOT co00il cpennue 3HaveHus £ CO, AEMOHCTPHUPYIOLINE BCE TOYKU U PF-
3Hauenus. (Pur. 16D) Anamuz meromom KIILP xmoueBpix reros, peryiupyromux OXK u
Bocrnasienue, otHocutenbHO GAPDH. JlanHble npencTaBisitoT codoii cpennue 3HaueHus + CKO.
*P<0,05, **P<0,01, ***P<0,001 npu cpaBuenuu ¢ 3/1+H0.

[0034] ®ur. 17B-H. Iloareepxnenne HACIT mnepen panmomusanmeit B
skcnepumenTanbHble rpynmbl. Mbrmein C57BL/6J kopmumn CJl (n=11) wnim HACT-puetoit
(n=50) B Teuenue 12 Henmenb. (Pur. 17B) KpoBp HaTomak coOupanu U3 MOIHUKHEUEITFOCTHOM
BEHBI JUTs1 aHam3a rroko3bl B miazme, OX, ACT u AJIT (naHHBIe IPEACTABISIOT COOOH CpeaHue
sHauennss + CO). Tloarpynmy wmbimeit (C; n=3, HACI-mumera n=5) ymepusisiam ans
noareepkaeHust natojgoruu nedeHu: (Pur. 17C) oTHOIIEHHME Macchl Tela K Macce IeueHH
(MII/MT). (®ur. 17D) Makpockonuueckasi KapTUHA TOJOCTeH OPIOMIMHBI M THUCTOJIOTHS C
ucnosszoBanneM H&E, ORO u Cupuyca xpacHoro (macmraOHas mkana: 50 mxm st H&E u
Cupuyca kpacnoro, 100 mxm ans ORO), (Pur. 17E) NAS kak cymma (Pur. 17F) crearosa,
OaNIOHMPOBAHKS TEeMATOLMTOB M JIOOYJISPHOrO BOCHANeHHs. JlaHHBIE TPENCTaBISIIOT COOOH
cpennue 3Hauenus + CO, neMoHCTpupyroIue Bce Touku U P-3nauenus. (Pur. 17G) Ha 18 nenene
nocye 12 vacos ronomanusi BeIIOJHIN [II'TT (n=8-9). Mplu nmony4yaiu nepopaibHO TOJBKO
rIroKo3y (2 Mr/r maccel Tena), rimoko3y ¢ 0,5 mr/r maccel Tena DT-109 unu SKBUBaJEHTHBIE
ypoBHHU cBoOOoaHOTO Nefinmaa (0,17 mr/r Maces! Tena), rumuaa (0,33 mr/r Maces! Tena) i HxO.
JlaHHBIE IPENCTABISIFOT co00it cpenuue 3nadeHus £ CKO. JlanHble mpeacTaBisiioT OO0 CpeqHue
smauenns = CKO. *P<0,05, **P<0,01 npu cpasuennu ¢ CJI +H,0; *P<0,01, **P<0,001 u
HACI'+H20; P<0,01 u HACI'+neiiuuna. (@ur. 17H) VpoBeHb rmtoK03bI B KPOBU HE HATOILIAK
10 u nocie 30 MUHYT €XEIHEBHOTO BBEACHHs uepes3 sxeaynounbii 30HA DT-109, nefinuna,
ruiHa win HoO. JlanHbie nipenctaBisitoT codoit cpeanne 3Havenus + CO, neMOHCTPUPYIOLIHIE
BCE TOYKHU U P-3HaueHus.

[0035] ®ur. 17L-R. Merabonnueckue s¢dexkter DT-109 y wmpimmeit C57BL/6J ¢
ycranoBieHHbIM HACI. Mpmmeit C57BL/6J xopmunmu CJl wnmu HACI -nueroit B Teuenue 12
Henenb. [locne noareepsxkaenuss HACT mpiedt pannomusuposanu ais nonydenus 0,125 wnu 0,5
mr/t maccel Tena/cytku DT-109 unu 3xBUBaeHTHBIX ypoBHeH neiinnHa win ravuuHa (0,17 wmm
0,33 mr/r maccsl Tena/cytku) uiau H2O depes skenmyqouHblil 30H B TEUEHHE AONOJHUTEIbHBIX 12

Henenb npu HACI -guere. Mbiuu, kotopbim aasanu CJ1 u H2O, cnykunu B kauecTBe KOHTPOJIS
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(n=8-9). (@ur. 17L) I'ucTonorus 3nuauanManbHON 1 noakoskHoH skuposoit Tkanu (KT u IDKT,
macmTabnas mkana: 100 mxm) ¢ ucnonb3opanneM H&E. Ananmuz CLAMS Ha 22-23 Hepensix:
(®ur. 17M) notpednenune nuimu (Pur. 17N) oxucnenue sxupos, (Pur. 170) okucaeHne riroKo3bl
(®ur. 17P), yacrora pecniuparopaoro oomena (RER), (Pur.17Q) pacxon sueprun u (dur. 17R)
o01mast akTUBHOCTD. JlaHHbIE IPENCTABILSIIOT cO00# cpennue 3HaueHus + CO, AeMOHCTPHUPYIOLIHE
BCE TOUKU U P-3HaueHusl.

[0036] ®ur. 17A, 1, J, K u 18A-G, 1. DT-109 3amumaer or HACI', nHnyuupoBaHHOTO
aueroit. (Pur. 17A) Meiu C57BL/6J, nonydaBume quety CJ1 wimu HACI -nuety B Teuenue 12
Henenb. [Tocne nmoareepsxnenuss HACT mpiueit pannomusuposanu ais nonyderus 0,125 wnu 0,5
mr/r/cytku DT-109 unu ero sKBUBaJIEHTHBIX YpOBHEH nefiza, rimuuHa (0,17, 0,33 mr/r/cyTkn)
wii H2O depes >xenynouHbll 30HA B TeueHUe AononHuTenbHbIX 12 Henens npu HACI -nuerte.
Mpimu, koropbim aasanu CJ1 u BBogwmu HyO, ciyxunm B kadecTBe KOHTPOJs (n=8-9). AHanu3
cocraBa Tejia Ha ocHoBe SIMP Ha 22-23 nepnene: (Dur. 171) macca tena, (®ur. 17J) skupoast Mmacca
tena (%) u (Pur. 17K) 6e3zsxuponast macca tena (%). AHaIU3 TUIa3Mbl HA KOHEYHOU Touke: (Dwur.
18A) ACT, (@ur. 18B) AJIT, (@ur. 18C) LD, (Pur. 18D) TI" u (Pur. 18E) OX. (Pur. 18F)
O6mast mop¢onorus u rucronorus ¢ ucrnonb3oBanneM H&E (maciuradnas mkana: S0 mxm). (Pur.
18G) Otnomenne MIT/MT. (@ur. 181) NAS. JlaHHbIe MpencTaBiIsIFOT COOON CpeHIE 3HAUEHUS +
CO, neMOHCTpUpPYIOIINE BCE TOUKH U P-3HaYEHUS.

[0037] ®ur. 18H, J,-M u 20H-J. DT-109 3amumaer or HACI, uHAyUHPOBAaHHOTO
aueror. Mermeit C57BL/6J xopmunu CJ] wnmn HACI -muetoii B Teuenue 12 nenmens. [locne
noareepxxaenst HACI mbimel pangoMusupoBaiau 1yt nonydenust 0,125 umm 0,5 mMr/r maccsl
tena/cytku DT-109 mnu skBUBaneHTHBIX ypoBHe# seiinnnaa wim ruiuHa (0,17 wnmm 0,33 mr/r
Maccel Tena/cytku) unu H2O uepes skenynodHblil 30HA B TeUeHHE AONOJHUTEIbHBIX 12 Henenb
npu HACT -nuete. Mpitu, kotopeiM aasanu CJ1 u H20, ciayxunu B kauecTBe KOHTpOIs (n=8-9).
(®ur. 18H) Macca neuenu u (®@ur. 18J) oueHka creatosa, OANIOHMPOBAHUS TE€NATOLUTOB U
n00ynsipHOro Bocnajenus Ha ocHoBe H&E. JlaHHbIe mpeacTaBisitoT coOON CpenHue 3HAaYeHUs +
CO. Ananus xoppemsiuuu Criupmena mexay NAS u: (@ur. 18K) ACT B mnazme, (@ur. 18L) AJIT
B riasme u (Qur. 18M) I[P B mnasme. Ananus koppessiiun CrimpMeHa Mekay mkanoi Gpudposa
neuenn u: (@ur. 20H) ACT B mnazme, (@ur. 20I) AJIT B mnaszme u (@ur. 20J) [P B mnazme.

[0038] Dur. 19A, B,F-I, KL, N. Cpeocmeo o0na neuenus Ha OCHOGe 2NUYUHA
koppexmupyem napyutenue OXXK, unoyyuposannoe HACI-ouemoii, u cnusxcaem CII. PHK-
CEKBEHHPOBAaHUE TeEUeHeH, B3AThIX B KOHeuHoW Touke (n=4): (®Pur. 19A) PCA, (Pur. 19B)
ByJiIKaHHast auarpamma J[OI (3eneHblil: CO CHIKEHHOHN SKCIPECCHE; KPACHBIN: ¢ TIOBBIIICHHOM
JKCIIpeccHei) B kax o rpymme no cpaBHeHuto ¢ CJ1 (ur. 19F) AHanu3 nyTel, cpaBHUBAIOIIUT
HACI'+H20 u HACI'+0,5 mr/r/cytkn DT-109. Ilytn, oboramenssie JI21 ¢ MOBBIIEHHOW WiH
CHIDKEHHOHN SKCIIPECCHeH, MOKa3aHbl KPACHBIM WIIM 3€JICEHBIM L[BETOM, COOTBETCTBEHHO, (Dwr.
19G). Tenmosast xapta 50 /12T, ceazannbix ¢ HACI, Bo Bcex axcnepuMeHTa bHbIX rpynmnax (log2
kpatHocty m3MeHeHus1 oT ['pynmbr CJI). (Pur. 19H) Ionreepxnenue cesazannbix ¢ OXK 20
nipu oMoty KI I[P (n=8-9), nannslie npencrasisitoT coboit cpenuue 3HaueHus + CKO, * P <0,05,
#% P < 0,01, *** P < 0,001 nmpu cpasrennu ¢ CJI; “P<0,05, #P<0,01, **P<0,001 u HACI+H;O,
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u (@ur. 191) BecrepH-OnorTuHr (n=4). (Pur. 19K) rucronmoruss ¢ ucnompzoBannem ORO
(Macmtabnas mkana: 100 mxm), (Pur. 19L) TI' newenn. (Pur. 19N) JAI' neuenn (n=8-9).
JlanHble mpeacTaBisAOT coboil cpennue 3HaveHus £ CO, AeMOHCTPUPYIOLINE BCE TOYKU U P-
3HAYECHUS.

[0039] ®ur. 19C. DT-109 cnocobcTByeT yerpanenuto naayuupoanueix HACI -nuetoit
u3MeHeHul TpaHckpunToMa. IlpencraBnenne Ha ocHOBe TeroBoi kapTel 50 BepxHux JIOI' BO
BCEX SKCIIEPUMEHTANIBHBIX IPYIIAX, KaK OMpPEeeNIeHO ¢ MOMOMIbI 10g2 KpaTHOCTH M3MEHEHMS
otHocutenbHO Tpymnbl CJI. Kakmas cTpoka mpeacTaBisieT OAMH TeH, a KaKAbIH CToj0err
npeAcTaBIsieT OMHO cpaBHeHue ¢ rpynmnoi CJI (n=4).

[0040] ®wur. 19D, E,J, M. Ananu3 nyteil B nedeHu Mbitet, nonyuasmmx CJ1 u HACT -
auery. (@ur. 19D) ITytu, oboramennsie JI21 ¢ MOBBILIEHHOW SKCIPECCHEH, TOKA3aHbI KPACHBIM
BeTOM, a myTH, oboramenHbie /IO ¢ MOHMKEHHON SKCIPECCHe, MOKa3aHbl 3eJeHbIM. (Dur.
19E) U3MmeHeHust B reHax/myTsiXx OMOCHHTE3a IIIMLIMHA NMPOaHAIU3UPOBaHbI ¢ nomombo PHK-
cekBeHupoBanus rmedeHn wbimed ¢ CJl wim HACT-pmeroit w ananmusa mnyrtedl (n=4).
I'eHbI/KOMITOHEHTBI TyTeH, SKCIPECCUs] KOTOPHIX 3HAUUTENIbHO CHI)KEHA, BBIACIICHBI 3€JIEHBIM
(log2FC, log2 xpataoctu u3menenusi). (Dur. 19]) I[Iposepka meromom KIILP cesizanHbIX ¢ OXKK
JD2T (n=8-9). lanuble mpexactaBisitoT coboi cpennue 3nauenus + CKO. *P<0,05, **P<0,01,
#%%¥p<0,001 mpu cpasrenun ¢ CJI; “P<0,05, “P<0,01 u HACT+H,0. (®ur. 19M) OX nedenu
(n=8-9). JlanHbIe IpencTaBisIOT Co00M cpennue 3HaueHuss = CO, IeMOHCTPUPYIOIIHE BCE TOUKH
U P-3HauenHust.

[0041] ®Dwur. 20A-F, K,L. CpeacrBo s Jie4eHHs] Ha OCHOBE IVIMLIMHA CHIDKAET
uayuupoBaniele  HACT-muetoit  Bocmanenne u  ¢ubpo3 mneuenu. (Pur.  20A)
Nmmynorucroxumust F4/80 u ructonorus CupuycoM kpacHbM (MaciitaOHast mkana: 50 MKm),
(®ur. 20B) F4/80-nonoxurensHast obnacte, (Pur. 20C) MCP-1 mnasmer u (@ur. 20D) pe3uctus.
JlaHHbIe TIpenCcTaBISIIOT coOoi cpenuue 3HaueHus £ CO, NeMOHCTPUPYIOLINE BCE TOYKU U P-
3HaueHus: (n=6-9). (dur. 20E) [Moareepskaenue cBs3aHHBIX ¢ BocnajenueM /DI npu momornu
xonuuecTBeHHOH IILIP (maHHble mpencraBistoT coboii cpennee 3Hadenue + CKO, n=8-9).
*P<0,05, **P<0,01, ***P<0,001 npu cpasmenmu c¢ CJI; "P<0,05, *P<0,01, “*P<0,001 u
HACT+H;0. (®ur. 20F) ITonoxurensHas mo Cupuycy kpacHomy obnacte. (Pur. 20G) [lkana
¢ubposza. (Pur. 20K) Becrepu-Onorrunr pochopunnposarnoro SMAD?2 (Ser465/467) u obwero
SMAD?2. (®@ur. 20L) IIposepka meronom KIILIP csizanHbIX ¢ pudpozom JIOT.

INOAPOBHOE OITMCAHUME CYIIIHOCTU U30BPETEHUA

[0042] B KOHTEKCTE AAHHOTO AOKYMEHTA: «CTEaTO03» B3aUMO3aMEHSIEM C <COKHPOBBIM
renaTo3oM», KOTOPBIHA MPEACTaBISIET COOOH HAKOIIJICHNE JKHPA B TIEUEHH.

[0043] CyOBeKT MOXKET peACTaBIsIeT COO0H MIIEKOMTUTAIOLIEE, & MIIEKOTIHTAIOIIEE MOKET
NPeACTaBISITh COOOH, Hampumep, JabOpaTOpPHOE KMBOTHOE HJIM YEJIOBEKA, a CYOBEKTHI-JTIOAH
BKJIFOUAIOT B3POCJIbIX, ITOAPOCTKOB U AETEH.

[0044] «CreaTto3» U «CT€aTO3 TNEYEHW» HCIOJNB3YIOTCS B JAHHOM JOKYMEHTE
B3aMMO3aMEHSEMO.

[0045] «IImasmMa KpoBU» U «IUJIa3Ma» HUCMONB3YIOTCA B JAaHHOM JOKYMEHTE
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B3aHMO3aMEHSIEMO.

[0046] «KpoBb» U «I1a3Ma» UCHOJIB3YIOTCS B JaHHOM JIOKyMEHTE B3alMO3aMEHSIEMO.

[0047] 3amagHast nueTa B JaHHOM OKyMeHTe 0oO0o3Havaercs: abopeBuarypoit «3/1».

[0048] JInueas BeHa B JAHHOM JOKYMEHTE COKpallleHHO 0003Ha4daeTcs Kak «JIB».

[0049] «TI'» npencrasisier coboit abOpeBHaTypy Al TPUTIIHLIEPUAA.

[0050] «OX» npencrasisieT coboit abOpeBuaTypy st 00IIero XoaecTepuHa.

[0051] «III'TT» mnpencraBnsier coboit abOpeBHATypy Asl NEPOPAJIBbHOTO TeCTa Ha
TOJIEPAHTHOCTb K TIIFOKO3€.

[0052] B KOHTEKCTE€ DAHHOTO AOKYMEHTa (hOPMbI €IMHCTBEHHOT'O YHCJIAa BKJFOYAKOT
CCBUIKH Ha (POPMBI MHOKECTBEHHOTO YHCIIa, €CJIH U3 KOHTEKCTA SIBHO CIIEIyeT HHOE.

[0053] «Mnu» B HEKOTOPBIX CIIy4asiX MOXKET O3HA4YaTh «B KOMOWHALUU C», MO3TOMY
BBefeHue A min B MoxeT ObITh BBEneHUEM A, BBeneHneM B mnu BeeneHneM A u B.

[0054] 3a uckiroueHNeM TUIUHA, BCe OOBIYHBIE AMHUHOKHCIIOTBI COEPIKAT MO MEHBIIIEH
Mepe ONIMH XUPAJbHBIN aToM yriepoaa. Takum o0pa3oM, 3T aMHHOKHCIIOTHI CYIIECTBYIOT B BUIE
nap CTepeon3OMepoB, 0003HaUEHHBIX Kak L-u3omep u D-n3omep. BonpmmHCTBO BCTpeUarommuxcst
B IpUpO/ie OEIKOB U MENTHIOB COCTOAT UCKIIIOUUTENBHO 13 L-m3oMepHoit popmel. D-nzomepHbIe
AMHHOKHCJIOTBI MOTYT BJIMSITh Ha KOH(OPMAIMIO MENTHAA WM Oelka U MOTYT NPUBOIUTH K
MOBBIIIEHUIO CTAOUIBHOCTH MIJIM U3MEHEHUIO aKTUBHOCTH.

[0055] B KOHTEKCTe HAHHOTO IOKyMEHTa «(papManeBTUYeCKH IpHEeMIIEMas COJb»
OTHOCHUTCSI K TEM COJISIM, KOTOPbIE C MEIULIUHCKON TOUKH 3PEHUS MOAXOIAT Uil NPUMEHEHHUS B
KOHTaKT€ C TKaHSIMHM JIOJEH U HHU3IINUX KUBOTHBIX O€3 MPOSBIEHUS W3JIULIHEH TOKCHYHOCTH,
pasIpaskeHHs, aJUIEPrUUeCKUX PeaklUil U TOMY MOJOOHOTO M COOTBETCTBYIOT PAL[MOHAIBHOMY
COOTHOIIEHHUIO TMOJNb3a/puck. «PapMaleBTHUECKH IpUeMIieMasi COJIb» O3HAudaeT JIoOYIo
HETOKCHYHYIO COJIb I COJIb CJIOXKHOTO 3(Hpa COSANHEHUS 110 JAHHOMY H300PETeHHUIO, KOTOpast
IpPU BBEICHUH PELUIHMEHTY CHOCOOHA MPSIMO WM KOCBEHHO O0ECIeuMBaTh COEJUHEHHE IO
IaHHOMY Hu300pereHur0. dDapManeBTHYECKH MPUEMJIEMbIE COJH XOPOLIO M3BECTHBI B JAHHOH
obnactu Texuuku. Hampumep, Berge ef al. nogpoOHo onuckiBaeT papmarieBTUIECKH PHEMIIEMbIE
comu B J. Pharmaceutical Sciences, 66: 1-19 (1977).

[0056] dapmaueBTHYECKHE KOMITO3WLINH, MOAXOASIINE JJII JOCTaBKH TMENTHIOB I10
HACTOSILIEMY H300PETEHHIO, F CTIOCOOBI MX MOJYYeHHs OyIyT O4EBUIHBI CHIELUAIUCTAM B TAHHON
oOnacTi TeXHUKH. Takue KOMITO3MIMU U CHOCOOBI UX MOJyYEHHUs] MOXKHO HAWTH, HAalpUMep, B
Remington’s Pharmaceutical Sciences, The Science and Practice of Pharmacy, 20th Edition,
Lippincott Williams & White, Baltimore, Md. (2000). Ilentuae! mo HacToseMy H300pETEHUIO
MOTYT OBITh COCTABJIEHBI IS HEMEIJIEHHOTO W/HITH MOAN(ULINPOBAHHOTO BBICBOOOKIEHUSI.

[0057] Tepmun «ieueHue» (wnu apyrue (GOpMbl CIIOBAa, TAKHE KaK ICUEHHE» WU
«JICUNUTB») HCIOJNB3YETCs] B MAHHOM JOKYMEHTE i OOO3HAu€HUs TOrO, 4YTO BBEICHHE
KOMITO3UIIMM MO0 HACTOALIEMY H300PETEHHIO YMEHBIIAEeT TMPOSBIEHHE MAaTOJOTHYECKOTO
COCTOSHUSl y TALMEeHTa W/WIM CHWXKAET, HWHIHOMpyeT WJIM YCTPaHAET KOHKPETHYIO
XapaKTEPUCTUKY WJIHM SIBJICHUE, CBSI3aHHOE C NMATOJOIMYECKHMM COCTOSTHHEM. Takum o0pasom,

TEPMHH «JICHCHHUEC» BKIIFOYACT MPCAOTBPALNCHHUE BOSHUKHOBCHUS MATOJOTHICCKOrO COCTOSAHUSA Y
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MaLMEHTa, OCOOEHHO KOTZa MAIMEHT IMPENpacIioio’keH K BO3HUKHOBEHUIO MATOJOTHYECKOTO
COCTOSIHUS, YMEHbIIEHHE WM TOJAaBJIEHHE IATOJIOIMYECKOrO COCTOSIHUS, W/MIN CHIDKEHUE
MHTEHCUBHOCTH WJIM PEBEPCHI0 MAaTOJOrH4eckoro coctostHust. I[lockonmpky cmocoObl 1Mo
HACTOALIEMY H300PETEHHIO HAINPABIEHbI HA NPENOTBPALICHHE MaTOJOTHYECKUX COCTOSHUH,
NOHATHO, 4YTO TEPMHH «IPEAOTBPALIATh» He MOApPa3yMeBaeT IIOJIHOE IPEeNOTBpalleHIe
IaTOJIOTHYECKOro  cocrosiHus. Ckopee, B  KOHTEKCT€ JAHHOTO JOKYMEHTa TEpMHUH
«TIPEeAOTBpAIEHHE» OTHOCUTCA K  CIHOCOOHOCTH  KBAIU(HUMPOBAHHOIO  CIIEIHAJHCTA
UIEHTU(GULHUPOBATH MOMYJISLUID, KOTOPasi BOCIPUUMYNBA K MATOJOTHYECKOMY COCTOSTHHIO, TaK
YTO BBEACHHE KOMIIO3MLMN 10 HACTOALIEMY HW300PETEHUI0 MOXKET MPOUCXOIUTh JI0
MaHU(ECTallMd TATOJIOTUYECKOTO COCTOSIHHSI. JTOT TEPMHUH HE TMOAPA3yMEBAET, YTO 3TO
MAaTOJIOTUYECKOE COCTOSTHUE JOJKHO OBITh MOJIHOCTBIO YCTPAHEHO.

[0058] B KOHTEKCTE JAHHOTO TOKYMEHTa TePMUH «3((HEKTUBHOE KOJIMYECTBO» OTHOCHTCS
K KOJMYECTBY DIIMLHUHCOACPIKALIETO TPHUIENTHAA MO H300PETeHUI0, AOCTATOYHOMY IS
NPOSIBJIEHUsT OOHAPYKUBAEMOT0 TepaneBTu4Ieckoro s¢dexra. dddexr nposBisercs, HanpuMep,
B perpecce KJIMHUYECKOTO COCTOSHUSI WM B NMPEJOTBPAILCHUH, YMEHBIICHUN WIN OCIa0IeHUH
ocnoxuaeHuil. TouHoe 3(eKTHBHOE KOIMYECTBO IJsl MalMeHTa OyAeT 3aBHUCETh OT MAacChl,
pasMepa W COCTOSIHHMs 3[0pPOBbS TNALMEHTa, XapakTepa W CTeneHu 3a00NeBaHUs, U
TEPANEBTHUECKOTO CPENCTBA WJIM KOMOMHAIMHM TEPAaNeBTUYECKUX CPEACTB, BBIOPAHHBIX IS
BBeieHUs. TepaneBTHUeCKH 3P (PEKTUBHBIE KOJIMYECTBA AJIsl JAHHON CUTYAL[UH ONPENEISIFOTCS C
MOMOIIBIO PYTUHHBIX 3KCIIEPHUMEHTOB, KOTOPbIE HAXOATCS B Mpenesiax KOMIETEHIINH U O0IIHX
cooOpakeHU KIIMHULUCTA.

[0059] B koHTeKCTe NAHHOIO AOKYMEHTa TEPMHH «UIEHTHU(PHKALMA» HIH «BbIOOP
cyObekTa ¢ MeTabONMYEeCKUM W/WIN  CePAeYHO-COCYIUCTbIM H/MJIM  BOCHAIUTEIbHBIM
3a00eBaHNEM» O3HAYaeT UIEHTU(PUKALMIO WM BBIOOP CyOBEKTa, MPenpactoNoKeHHOTO K HIIH
uMeroIero Merabonuueckoe 3a00neBaHNue, CepIeuHO-COCYAUCTOe 3a00IeBaHNe, CHCTEMHOE TN
JIOKAJM30BAHHOE BOCMAJIMUTENbHOE 3a00JieBaHME, WJIM METa0OJIMYECKHid CHUHIPOM; WU
uneHTUGUKaIMo Win BBIOOp CyOBEKTa, MMEIOIIEro KakoW-iubo CUMITOM MeTabOIUYeCKOTro
3a00J1eBaHMs, CEPIEIHO-COCYANCTOrO 3a00IE€BaHNs UIIH META00IMYECKOTO CUHIPOMA, BKITFOUAs,
HO HE OrpPaHUYMBAsCh 3THM, TUIEPXOJICCTEPUHEMHUIO, TUIEPTIUKEMHIO, THUIIEPIHITHAESMUIO,
TUMIEPTPUTIIULEPUACMHUIO, THIIEPTCH3UIO, TOBBILIEHHYI0 PE3HCTEHTHOCTh K  HMHCYJIMHY,
NOHMKEHHYIO 4yBCTBUTEJIBHOCTh K HHCYJIMHY, MacCy TeJa, MPEBBIIAIOIIYI0 HOPMAIBbHYIO, H/HITH
ColepyKaHHE >KUpa B OpraHu3Me BbIIE HOPMBI WIM JOOYH0 UX KoMOwHaumio. Takas
UIeHTU(UKAIKMS MOKET OBbITh BBITIOJHEHA JIOOBIM CIIOCOOOM, BKIIFOUAs, TMOMHUMO MPOYEro,
CTaHAAPTHBIE KJIMHUYECKHIE TECThI WIA UCCIIEIOBAHUS, TAKIE KAK N3MEPEHNE ChIBOPOTOUHOTO HITH
LUPKYJIUPYIOIIETO B KPOBH (IJIA3MEHHOTO) XOJIECTEPUHA, HM3MEPEHHE CHIBOPOTOYHON HIIH
LUPKYJIUpPYIOIIeH B KpoBU (TUIa3MEHHOH) TIUIIOKO3bI, HW3MEPEHHE CBHIBOPOTOUYHBIX  HIIH
LUPKYJIUPYIOIIUX B KPOBH (IUIA3MEHHBIX) TPUMIMLEPHUIOB, W3MEPEHHE MPOBOCIIAIUTEbHBIX
LIUTOKMHOB WJIM KOPTHU30J1a, U3MEPEHNE apTEPUANIbHOTO NABJICHUS, U3MEPEHNE COIEPKaHUSI KUPa
B OpraHU3Me, U3MEPEHHE MACChl Tela U TOMY MTOJI00HOE.

[0060] B kOHTeKCTe NAHHOTO MOKYMEHTAa TEPMUH «IJIIOKO3a» MPENCTaBisieT CcoOOM
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MOHOCaxXapH/, UCIHOJb3yeMblll KJIETKAaMH B Kaue€CTBE MCTOYHHKA 3HEPTMM U IPOMEXKYTOUHOTO
npoaykTa BocnaneHus. «I Jroko3a miasMbl» OTHOCUTCS K TJIFOKO3€, KOTOpas NMPUCYTCTBYET B
iasMme.

[0061] B xOHTEKCTE JAHHOTO AOKYMEHTA TEPMUH «XOJIECTEPUH JIUTIOMIPOTEUHOB BBICOKOMN
motHocTY uin «JIIIBIT-XC» 03Ha4yaeT XxonecTepuH, CBA3aHHbBIN ¢ YaCTULIAMU JIMIIONIPOTEUHOB
Boicokor moTHocTH. Kouuentpauums JIIIBII-XC B chiBOpoTke (WM mia3Me) OOBIYHO
OTIpeeNsIeTCsl KOJMYECTBEHHO B M1/ 1 v HMoub/i1. «CeiBoporounsiii JITIBIT-XCx» u «JITIBII-
XC nmnasmby o3HauaroT JIIIBIT-XC B chIBOpOTKE U TU1a3Me, COOTBETCTBEHHO.

[0062] B kOHTEKCTe NaHHOrO JAOKyMeHTa TepMuH «uHruourop I'MI-KoA-penykrasbn
OTHOCHUTCSI K areHTy, KOTOPbIi AeHCTBYeT nmocpeacTsoM MHruduposanus pepmenta [MI-KoA-
penyKTa3bl, TAKOTO KaK aTOPBACTATHH, PO3yBACTATHH, (PJIyBACTATHH, JJOBACTATHH, IPABACTATHH U
CUMBACTaTHH.

[0063] B KOHTEKCTE NMAaHHOTO AOKYMEHTA TEPMHUH «THIEPXOJECTEPUHEMUS» O3HAYaeT
MaTOJOTMYECKOe COCTOsIHUE, KOTOPO€ XapaKTepU3yeTCsl MOBBIIIEHHBIM YPOBHEM XOJeCTEepHHA
WIK [HUPKYJIHPYIOIIEro B KpoBU (TUTa3MEHHOro) xoJjectepuHa, xojecrepuHa JIIIHIT wu
xonectepuna JIIIOHII, B cooTBETCTBUM € peKOMEHAaLUAMHU TPyl S3kcnepToB HarronansHoM
oOpazoBatenpHON mporpammbl o xonecrepuny B CIIA (NCEP) nmo amarsHoctuke, OLE€HKE U
JICYEHHIO BBICOKOTO XOJIECTEpHHA KPOBH y B3pocibix (cM. Arch. Int. Med. (1988) 148, 36-39).

[0064] B KkOHTekcTe [AaHHOIO JIOKYMEHTa TEPMUH «TUNEPJIUNUAEMUS» WU
«TUNEPIUNEMHUs»  O3HA4aeT MAaTOJOrMYEeCKOE  COCTOsIHHE, KOTOpOE  XapaKTepU3yeTcs
NOBBIIIEHHBIM YPOBHEM CBHIBOPOTOUHBIX JIMIUJOB MM LMPKYJUPYIOIIUX B KPOBU (IUIa3Me)
JUMHUA0B. JTO MATOJOTUYECKOE COCTOSIHUE MPOSIBISETCS aHOMAJbHO BBICOKON KOHILIEHTpaLuein
xupoB. JlumuaHbele ¢QpakuuM B ILHUPKYJIUPYIOIIEH KPOBH MPEACTABISIOT COOOW XOJIECTEpPUH,
JIMIIONPOTENHBI HU3KOH MJIOTHOCTH, JIMIONPOTENHBI OY€Hb HU3KOMN MJIOTHOCTH, XUJIOMHKPOHBI U
tpurnuuepunsl. Knaccudukanms runepimununemuii no @penpukcony ocHoBana Ha npogute TT
U 4aCTHULl OOTaThIX XOJIECTEPUHOM JIUMIONPOTEHHOB, H3MEPEHHBIX MPH MOMOINHU 3JIEKTpodopesa
WIH YJIbTPALEHTPUPYTHPOBAHUS, W, KAK MPABUIIO, UCTIONB3YETCS AJIsl XapaKTEPUCTUKU OCHOBHBIX
NPUYHH THIEPJIUIHAEMUi, Takux Kak runeprpuraunepunemus (Fredrickson and Lee, Circulation,
1965, 31:321-327; Fredrickson et al., New Eng J Med, 1967, 276 (1): 34-42).

[0065] B xoHTeKkcTe NaHHOTO JOKYMEHTA TEPMHUH (TUMEPTPUTIIHLIEPUIAEMUS» O3HA4aeT
MaTOJOTMYECKOE  COCTOSIHHUE, KOTOpPO€  XapaKTepU3yeTcsl  MMOBBIIIEHHBIMU  YPOBHSIMHU
TpuruuepuaoB. Ero »THonOrus BKIIOYAET NEpPBUYHBIC (T.€. TEHETUYECKUE NPHYHHBI) MU
BTOpUYHBIE (ApyrHWe OCHOBHBIE TPWYUHBL, Takhue Kak 1uaber, MeTabOoIu4eCcKuil
CHHIPOM/HHCYJIMHOPE3UCTEHTHOCTD, OXKHPEHHE, OTCYTCTBHE (PM3MUECKONW aKTUBHOCTH, KypEeHUE
curapeTt, U30bITOK aJIKOTOJIS U IUeTa C OYeHb BBICOKUM COZIEPKAHHUEM YIIIeBOAOB) (PaKTOPHI HIIH,
yaire Bcero, kKomonHauuio u Tex u npyrux (Yuan et al. CMAJ, 2007, 176:1113-1120).

[0066] Ilepen ommcaHreM HACTOSIIMX KOMIIO3ULIMHA U CIIOCOOOB ClIeyeT MOHUMATh, YTO
3TO N300peTeHne He OrPAaHNYNBAETCS KOHKPETHBIMH ONHMCAHHBIMU MPOLIECCAMH, KOMITO3ULMSMU
WIA METOAOJIOTUSIMH, MOCKOJIbKY OHM MOTYT BapbUpoBaThcs. Taxke cienyeT MOHHMMAThb, 4YTO

TEPMHHOJIOT YA, UCIIOJIB3yEMas B ONMUCAaHWU, NIPECAHA3HAUYCHA TOJIBKO AJIs1 OMMUMCAHUSA KOHKPETHBIX
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BEepPCHUIl WJIM BAPUAHTOB OCYIIECTBJICHUS WM HE TNPEJHA3HAYECHA JJIsi OTPaHUYCHHUs o0Bema
HACTOSALIEr0 M300peTeHus, KOTopoe OyaeT OrpaHMYMBATHCS TOJBKO NpHiiaraeMoi (Gopmyoit
u3obpereHus. Bce myOnmukanny, yrnoMsiHyTbIe B JTAHHOM JOKYMEHTE, MOJHOCTBIO BKITFOUEHBI
MIOCPEICTBOM CCBUJIKH B TOU CTETIEHH, B KOTOPOM OHH MOAEPKUBAIOT HACTOALIEE H300pETeHHE.

[0067] MoJiekyJbl TJIHIHHOBOIO TPUNENTHAA JUISl JeYeHUsl MeTa00JH4YeCKHX,

CepeYHO-COCYAHCTBIX H BOCIIATUTEIbHBIX 32001eBAHN I

[0068] ABTOpbl HacTosmero wu300peTeHHs pa3paboTanu MOJEKYJbl TIHLHUHOBOTO
TpUICnTUuaa 1500041 50,4 (bapMaL[eBTI/ILIeCKI/I MMPUEMIIEMBIC COJIH, KOTOpPBIC MMPOABJIAKOT
HpO(i)I/I.HaKTI/ILIeCKy}O WK TCPANCBTUICCKYHDO AKTUBHOCTL B OTHOIICHUH Mera60nnqec1<1/lx,
CEepIEeYHO-COCYUCTBIX W/WIJIH BOCTIAJIUTEIIbHBIX 3a00JI€BaHH, BKJIFOYAsi, HO HE OTPAHHYHUBAFOTCS

UMH O’KUPEHHUE, nuaber, JHUCTUTIUAEMUIO, JKUPOBOM  remaro3 U CUHAPOM

>
WHCYJIMHOPE3UCTEHTHOCTH. B onpeneneHHbIX BapraHTaX OCYIIECTBIEHHS] METaOOINIeCKOe MITH
CepIeYHO-COCYAUCTOE 3a00IeBaHIE BKIFOUAET, HO HE OTPAHUYHMBACTCS UMH, OKUPEHUE, THa0eT,
aTepOCKJIePO3, AUCIUMUASMHIO, HWIIEMHYECKYI0 OOJIe3Hb Cepiia, KOPOHApHYK OOJie3Hb,
HEaJKOTONIbHY  JkupoByro  Oone3np mnedenn (HAJKBII), runepiaumoarmaemMuro — HIIH
MeTabOIMYECKUI CHHIPOM, WIH UX KOMOWHAIMI. JlucnunuaeMuss MOXKET MPENCTaBIATh COOOM
TUNIEPIUMUAAEMHI0. [ UMepiIunmuaeMuss MOXKET MPEACTaBIsTh COOOH T'HIIePXOJIECTEPUHEMHIO,
TUNEPTPUTITULIEPUIEMUIO WIH OJTHOBPEMEHHO TUNEPX0JIeCTEPUHEMUIO u
runieprpurmuuepunemuto. HAJKBII moker mnpeacraBisitb coOOH CTEaTo3 MEUEHH HIIH
creatorenatuT. Jlmaber MOXeT MpeACTaBisATh coOoi auader 2 Tuma win auaber 2 Tuma ¢
NUCIUIIMAEMHUEN.

[0069] B pa3nuuHBIX BapuaHTax OCYLIECTBJIEHUS aMMUHOKUCJIOTHAS MOCIE0BATEIbHOCTD
MOJIEKyYJIbI MuiHCcoaepskamero tpunentuga DT-109 npencrasnsier codoit Gly-Gly-Leu - SEQ
ID NO: 1. AMMHOKHCIIOTHAs TIOCJIE€A0BATENbBHOCTD MOJIEKYJIbI TJIMLIMHCOEPIKALIETO TPUIIENTH A
DT-110 npencrasusier coboit Gly-Gly-dLeu - SEQ ID NO: 2. Mounekyibl TNIMIMHOBOIO
TPUIIENITHA TIO HACTOSIIEMY M300PETeHHIO TAKXKE BKJIOYAIOT (hapMaLeBTHYECKU MPUEMIIEMBbIE
conu DT-109 u DT-110. IIpumeps! Takux COel BKIIOYAIOT COJIN METAJIIOB, COJIM aMMOHUS, COJIU
C OpPraHMYeCKMM OCHOBAHHUEM, COJM C HEOPraHWYECKONW KHCJIOTOW, CONM C OpPraHu4eCcKOn
KUCJIOTOH, COJIM C OCHOBHOM MJIM KHCJIOH aMUHOKHCIIOTOM ¥ TOMy noiobHoe. [IpennouturenbHbie
NpUMEpPHI COJIM MeTajula BKJIOYAIOT COJIM IIEJIOUHBIX METAJUIOB, TaKue KakK COJIb HaTpHsl, COJb
KaJIHs U TOMY MOJOOHOE; COJU INEIOYHO3EMENbHBIX METAIJIOB, TAKHE KaK COJIb KAJbIHS, COJIb
MarHusi, cojib Oapusi U TOMy MOAOOHOE; CONb AFOMUHUS U T.IL. llpeanodruTensHble MpuUMepsl
COJIM C OPraHWYEeCKUM OCHOBAHHEM BKIIIOYAIOT COJNU C TPUMETUJIAMHHOM, TPUITHIAMUHOM,
MUPUIUHOM, MUKOJIMHOM, 2,6-yTUIUHOM, STaHOJAMUHOM, AU3TaHOJIAMUHOM,
N-

I[I/I66H31/IJ'IBTI/IJ'IGHI[I/IEIMI/IHOM H TOMY HOI[O6HO€. HpeI[HOLITI/ITeJ'IbeIe NnpuMeEpPpbl  COJIK  C

TPUSTAHOJIAMUHOM, LUKJIOTEKCUJIAMUHOM, JOULUKJIOTEKCUIaMUHOM, N,
HEOPTaHUYECKOW KHCIOTOH BKIIIOYAIOT COJM C COJITHOH KHUCJIOTOW, OpOMHCTOBOIOPOIHOM
KUCJIOTOM, a30THOW KHUCJIOTOM, CEpHOM KUCIOTOH, (hOCHOPHON KHUCIOTOM U TOMY MOIOOHOE.
IIpennoururenbHble IPUMEPHI COMM ¢ OPraHUYECKON KHUCIOTON BKJIIOYAKOT COJU C MyPaBbUHOU

KUCJIOTOH, YKCYCHOW KHCJIOTOH, TPUPTOPYKCYCHOHN KHCIOTOH, (hTajeBoil KUCIOTON, (hyMapoBoii
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KUCJIOTOW, II[ABEJIEBOM KHUCJIOTOM, BUHHOW KHUCJIOTOM, MAaJIeMHOBOW KHUCJIOTOW, JIUMOHHOM
KUCJIOTOH, SIHTAPHOH KHCJIOTOH, sOJOYHOH KHCJIOTOH, METAaHCYJIb(pOHOBOH KHUCIIOTOH,
OeH30JICYJILPOHOBON KHCIIOTOMH, M-TOJYOJICYIb()OHOBON KHCIOTONH M TOMy momodnoe. Cpenu
BBILIEYIOMSIHYTBIX COJIEH MpearnouTuTenbHa (GpapmManeBTudecku npuemiiemas cosnb. Hanpumep,
KOT/1a COETMHEHNE UMEET KUCJIOTHYIO (PYHKIIMOHANBHYIO IPYIIIY, HEOPTAaHUYECKYIO COJIb, TAKYIO
KaK COJIb LIEJIOYHOrO MeTayjia (Hampumep, COJb HATpus, CONb Kaiusd U T. A.), COJb
IIEJIOYHO3EMENIbHOTO MeTalIa (HarpruMep, COJb KaJIbLHs, COJIb MATHUS, COJIb Oapus U T. A.) U T.IL.,
COJb aMMOHHSI U T.JA., U KOIZla COENUHEHHE HMEeT OCHOBHYK (PYHKLHOHAJBHYIO TPYIIY,
HAapuUMep, COJb C  HEOPraHMYeCKOW  KHUCJIOTOH, TakoH Kak COJNsHas  KHCJIOTa,
OpPOMHUCTOBOIOPOIHAST KHCIIOTA, a30THAsI KUCIIOTA, CepHAasi KucioTa, (ocopHast KUCIOTa U T.IL.,
WIN COJb C OpPraHWYECKOW KHCIIOTOH, TaKOH Kak YKCyCHasl KHUCIIOTa, (TaneBas KHUCIOTa,
(dbymMapoBasi KUCIIOTa, LIaBeJieBas KUCJIOTA, BUHHAS KUCJIOTA, MAJEMHOBAs KUCJIOTA, JIMMOHHAS
KUCJIOTA, SIHTAPHAS KUCIIOTA, METAHCYJIb(OHOBAS KHCIIOTA, MI-TOTYOJICYIb(OHOBAS KUCIOTA U T.11.

[0070] B pa3nuuHbIX BapuaHTax OCYLIECTBJICHHUsS MOJEKYJbl TNIMLHUHOBOIO TPUIIENITHAA
TaKXK€ MOTYT OBITh CHHTE3WPOBAaHbl W/WJIM BBENEHbl B BHIE IMPOJIEKAPCTB HX HMCXOMHBIX
cUHTeTHUecKux ¢opm. Hampumep, Mojekyjda TJIHULOUHOBOTO TPUIENTHAA WM €€
dapmanieBTHYECKH TIpUeMIIEMasi COJb MOXET ObITh B (opme mponekapcTsa. [IponexapcTso
O3HA4YaeT COCJUHEHHE, KOTOPOe MPEBPAIIAaeTCs B MOJIEKYJY TIHIMHCOAEPIKAINEro TPUMENTH A
nox neicTeueM GepMeHTa, JKeIyA0YHON KUCIOTHI U T. A. B (PU3HONIOTHYECKUX YCIOBUSAX B KUBOM
OpraHu3Me, TO €CTb COEOMHEHHE, KOTOpOe MPEBPAINAeTCs B MOJEKYJY TIHLHUHCOAEPKAIIETO
TPUIIENTH/IA WIN e (apMaleBTUYECKH IPUEMIIEMYIO COJIb, TyTEM OKHCIIEHHs], BOCCTAHOBIICHHS,
ruponuza W T.A.  (EpMEHTOM, COeAMHEHHE, KOTOpPOE€ TMpPEeBpaAIlaeTCsl B  MOJIEKYJY
TJIMLMHCOAEPIKAIEro TPUIIENTHAA MyTeM THAPOIM3a U T. A. MOA AEHCTBHEM >KEIyAOYHOMH
KUCJIOTBI U T. 1.

[0071] Ilpumepsl mposiekapcTBa MOJEKYJbl INIMLUHCOAEPIKAIIEro TPUIMENTHIA WIH €€
(dapManeBTUYECKH MPUEMJIEMOH COJIM BKJIIOYAIOT COEAMHEHHWE, I7Ie aMUHOTPYIA MOJIEKYJIbI
TJIULMHCOAEPIKAINEr0 TPUIENTHAA AalMJIUPOBAaHa, AJKUIUpOBaHa WK (pochopuinpoBaHa
(HampuMep, COEOUHEHHE, INe€ AaMUHOTPYIIA DNIULIUHCOACPKAIIEro TPHUIICNTHAA MOJIEKyJia
SUKO3aHOMJIMPOBAHA, AJAHWJIUPOBAHA, MEHTHJIAMHHOKApOOHWINPOBaHa, (S-meTmi-2-okco-1,3-
TUOKCOJIEH-4-111) METOKCHKapOOHUIUPOBAHA, TeTparuaApodypaHmINPOBaHa,
NHPPOJTUAMIIMETHIIMPOBAHA, MMUBAJIOWIOKCHMETWINPOBAHA WJIM TPET-OyTHIIMpPOBAaHA U T.IL),
COEAMHEHUE, T7I€ TUAPOKCHIPYIINA MOJEKYJIbl TITHIUHCOAEPIKAIIETO TPUITETITHIA AlIMIINPOBAHA,
ankwiupoBana, (QochopunmupoBana wnm  OopupoBaHa (HampWMep, COENHMHEHHUE, T
TUAPOKCUTPYIIIIA MOJIEKYJIBI TITULMHCONIEPIKAILETO TPUIIETITUIA alleTUINPOBAHA,
NaJbMUTOMIINPOBAHA, MPOTIAHOMIIMPOBAHA, MUBAJIOMITUPOBAHA, CYKLMHIJINPOBAHA,
bymapunrpoBana, aJaHWIMPOBAHA WM JTUMETHIAMUHOMETHIKApOOHIIINPOBAHA), COCTUHEHNE,
rae KapOOKCHIpymma MOJIEKYJbl TMIIMLIHHCOAEPIKAILIErO TPHUIENTHAA 3TePUPHULIHUPOBAHA HIIH
aMUIUpOBaHa (HampUMep, COeTUHEHHE, rrie KapOOKCUTPYIa MOJIEKYJIbl TIHLIMHCOAEPIKAILIETO
Tpunentuna strepupunuposana C1-6 amkunom, stepuduiupoBana GeHUIOM, 3TepupULIIPOBAHA

KapOOKCUMETHUIIOM, sTepudUIHpPOBaAHA TUMETUIIAMUHOMETHUJIIOM, sTepuduIrpOBaHa
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NHMBAJIOMJIOKCUMETHIIOM, 3TepU(HUIIMPOBAHA STOKCUKAPOOHUIOKCHUITUIIOM, 3TepUpHUIIMPOBAHA
dTamunuiom, 3TepUpUINPOBaHA (5-meTun-2-okco-1,3-11oKCONeH-4-UIT)METUIIOM,
3Tepu(UIMPOBAHA IHKJIOTEKCHIOKCHKAPOOHMIATHIIOM WM MeTHiIaMuanpoBana) u T.m. Cpenu
NPOYEro, NPEANOYTUTENIBHO UCTIONb3YeTCs COSAMHEHNE, B KOTOPOM KapOOKCHIPYTIIa MOJIEKYJIbI
IJIMLUHCOAep Kalero Tpunentuaa srepudurmpoBana C1-6 ankuioM, TAaKUM Kak METWI, 3THI,
TPeT-OyTHJI WU T.I1. DTU COEUHEHUS] MOTYT OBITh ITOJYYEHBI U3 MOJIEKYJIbI MIIULIHHCOAEPIKAIIETO
TPUIENTHIA U3BECTHBIM CIIOCOOOM.

[0072] TIlponekapcTBO MOJICKYJbl TJIHLMHCOAEPKAIIErO TPUIENTHAA WIH €€
(dapManieBTHYECKH TMPUEMJIEMON COJNM  TaKK€ MOMKET OBITh TMPOJIEKAPCTBOM, KOTOpPOE
NpeBpAILAeTCs] B MOJIEKYJy TIIHIHHCOAEPSKAINEro TpUMenTuaa B (HU3NOJOIMYECKUX YCIOBHUSIX,
takux kak Te, 4yTo omucanbl B [YAKUHIN no KAIHATSU (Development of Pharmaceuticals),
Vol.7, Design of Molecules, p.163-198, Published by HIROKAWA SHOTEN (1990).

[0073] MmirocTpaTUBHBIE MOJIEKYJBl TIMIIMHOBOrO TPUMENTHIA MPEACTABISIOT COOOMU
MOJIMMEPBI U3 TPEX AMUHOKHUCIIOT, KOTOPbIE MOKHO TOJYYHUTh B COOTBETCTBUH CO CIIOCOOOM
NEeNTUIHOrO CHHTE3a, OMMCAHHBIM B JAHHOM JIOKYMEHTE, U KOTOPbIE U3BECTHBI CIIELIUATUCTAM B
IaHHOM 00JacTu TeXHUKHU. B cnocobe menTuaHoro CHHTE3a MOTYT UCMOJIb30BATHCS] U3BECTHBIE B
HACTOsIIIee BpeMsi CrmocoObl, HampuMmep, MpoLecc TBepAO(Pa3HOro CHHTE3a M MPOLECC
xuakopasHOro cuHTe3a. TO ecTh LeNeBOH NenTHI, HAmpuUMep, MOJIeKyja TIIHIMHOBOTO
TpUNenTuaa Win ee (apMaleBTHYeCKH NpuUeMiieMasl COjlb, MOXET ObIThb MOJYYeH MyTeM
MOBTOPSIIOLIENCS] KOHAGHCAIIMM YAaCTUYHOIO TMENTHAA WM aMHHOKHCJIOTBL, CIIOCOOHOM
00pa3oBbIBATE MOJIEKYJY TJIMIMHOBOIO TPUMENTHIA, MENTHAA, KOTOPBIH IOJUKEH ObITh
CHHTE3HPOBaH, M OCTABLIEHCS 4aCTH (KOTOPast MOXKET COCTOSITh M3 ABYX WM 00OJIee aMHHOKHCIIOT)
B COOTBETCTBUH C JKENAeMOH IOCIeNOBATENbHOCTBIO. Korna mponykT, MMEILIHH JKeJaeMyro
HIOCJIEIOBATEIbHOCTD, UMEET 3aLIUTHYIO TPYIIY, LEJIEeBOH MEeNTHA MOXET ObITh MOJTyUYeH MyTeM
yaaneHus 3ammTHON rpynnsl. [Ipumepsl crioco0a KOHAGHCANNHU U criocoda YAaIeHus 3aIUTHOM
IPYIIIIbI, KOTOPbIE JOJUKHBI ObITh H3BECTHBI, BKJIFOUYAIOT CITOCOOBI, OMMCAHHBIE B HUYKECIETYFOLITIX
nyomukausix (1)-(5).

[0074] (1) M. Bodanszky and M.A. Ondetti: Peptide Synthesis, Interscience Publishers,
New York (1966)

[0075] (2) Schroeder and Luebke: The Peptide, Academic Press, New York (1965)

[0076] (3) Nobuo [zumiya, et al.: Peptide Gosei-no-Kiso to Jikken (Basics and experiments
of peptide synthesis), published by Maruzen Co. (1975)

[0077] (4) Haruaki Yajima and Shunpei Sakakibara: Seikagaku Jikken Koza (Biochemical
Experiment) 1, Tanpakushitsu no Kagaku (Chemistry of Proteins) IV, 205 (1977)

[0078] (5) Haruaki Yajima, ed.: Zoku Iyakuhin no Kaihatsu (A sequel to Development of
Pharmaceuticals), Vol. 14, Peptide Synthesis, published by Hirokawa Shoten.

[0079] Jleuenne u nmpopUIAKTHKA MeTAOOJINYECKHX, CEPAECYHO-COCYANCTHIX H/WJIH

CHCTEMHBIX BOCHAJHMTEIbHbIX 3200JIeBAHHI_C MCIO0JIb30BAHHEM MOJICKYVJIbI INIMIIHHOBOI'O

TPpUIIENTHAA
[0080] TI'muumH WM MOJEKYJbl T[JIMLUUHCONEPIKAILIEro TPUMENTUAA, WIH UX
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dapManieBTUYECKH TNpPUEMJIEMBbIE COJIM, KaK OIHWCAHO M NPOMJUTIOCTPUPOBAHO B IAaHHOM
JIOKYMEHTE, MOXXHO MCIIOJIb30BaTh AJISI MPENOTBPALIEHUS W/WIM JIEUeHHs] OJHOro Wiu Oojee
MeTabONNYECKUX, CEPIEYHO-COCYAUCTBIX M BOCHAJIUTENBHBIX 3a00N€BaHUM Yy CyObeKTa,
Hy>knarouierocs: B 3ToM. st rieneii 3Toro onucanus «MeTadoanueckoe 3a00JeBaHNEe)» OTHOCUTCS
K IIUPOKOMY Kpyry 3a0oyieBaHUI M HapyLUICHUI SHAOKPUHHON CHCTEMBbI, BKJIIOUAsi, HAPHMeD,
PE3UCTEeHTHOCTb K WHCYJIUHY, AHA0eT, OKUpEHHe, HAPyLIeHHE TOJEPAHTHOCTH K IJIIOKO3E,
BBICOKHI YPOBEHb XOJIECTEPHHA B KPOBH, THIIEPIIIMKEMUIO, TUCTUIUAEMHIO U TUIIEPIIUITHAEMHUIO,
u 3aboneBanusi neuenu, Hampumep, HAIKBII u HACI. Merabonuueckue 3aboseBaHus,
ONMHUCAHHbIE B JAHHOM JOKYMEHTE, TAaK)K€ BKJIIOYAIOT 3a00JICBaHUS, KOTOPbIE MOXHO JICUUTh
NOCPECTBOM MOJIYJISIUN MeTa0oIu3Ma, XOTs caMo 3a00JIeBaHIE MOKET ObITh BbI3BAHO MJIU HE
OBITb BBI3BAHO KOHKPETHBIM MeTabonnuecknM aedexroMm. Takue merabonnyeckue 3a00eBaHMs
MOTYT OXBaTbIBATbh, HAPHMEP, MyTH OKUCICHUS TJIFOKO3bI U JKUPHBIX KUCJIOT.

[0081] CyOmbekT, HyXHOAIOIMUHCS B OSTOM, NPEACTABISAET COOOW MIIEKOMUTAIOIIEE,
NPEANOYTUTENIbHO — YEJIOBEK, WJIM JOMAllHee MJIEKONUTaroIee, Wian JabopaTopHOe
MJIEKOTIMTAIOIIEE, KOTOPOE MOXKET HMeTh MeTabonndeckoe 3a0oneBaHHe, W/WIN CEepaevHO-
cocyaucToe 3a00yieBaHne, WM CUCTEMHOE BOCTIAIUTENbHOE 3a00JIeBaHUE, MJTH OIUH WiH OoJiee
CHMITTOMOB, CBSI3aHHBIX C ’THMH 3a00JI€BaHUSIMH.

[0082] B ompeneneHHBIX BapUaHTaX OCYIIECTBJICHHUS, HE OTPAHUYHMBASCH KaKOW-IHOO
KOHKPETHOH TeOpHEeH, CUNTAETCS, YTO BBEIEHHUE MITMLIMHA WJIX MOJIEKYJI IITUIITHOBOTO TPHUITEIITHA
Wi ux (papManeBTUYECKU MPUEMIIEMBbIX COJIEH MO H300peTeHHI0 CYyOBEKTY, HMEIOIIEeMY
MeTabonuyeckoe 3a00IeBaHNe, CePIeTHO-COCYANCTOE 3a00NIeBAaHNE U XPOHUYECKOE CHUCTEMHOE
BOCIIAJIUTENIbHOE 3a00JI€BaHNe, UJTU CBS3aHHbIE WIIM ACCOLIMMPOBAHHBIE C JIFOOBIM U3 3THUX OOIINX
MATOJIOTUYECKUX COCTOSIHUM CHMIITOMBI, IPUBOIAT K CHIDKEHUIO YPOBHEH JIMIIUIOB, BKJIIOYAs
YPOBHHU TPUTIULIEPUIOB, YPOBHH XOJIECTEPUHA, HHCYJIHHOPE3UCTEHTHOCTD, YPOBHH IIFOKO3bI WIIN
ux KoMmOmHaio. OnuH win Oojee ypoBHEH MOTYT OBITH HE3aBHCHUMO CHIDKeHbI Ha 5%, 10%,
20%, 30%, 35% wunu 40%, unu Oonee. BBeneHre MOJEKYJl MIMLIMHOBOTO TPUITENITHAA WK UX
(dapManieBTHYECKH TPUEMIIEMBIX COJIEH MO HM300PETeHHI0 MOXKET TPUBECTH K TOBBIIIEHHOM
YyBCTBUTEJIBHOCTH K MHCYJIMHY HJIM YYBCTBUTEILHOCTU TICUSHH K MHCYJIMHY. BBeneHne Monexyn
TJIMLMHOBOTO TPUMENTHAA Wi ee (PapMaleBTUYEeCKH NMPUEMIIEMBIX COJIEH MO H300pETeHHIO
MOYKET IMPUBECTU K YMEHBLICHHIO aTEPOCKICPOTHIECKUX OJISIIIEK, OKUPEHUS, TIFOKO3BL, JIUTHAOB,
PE3UCTEHTHOCTH K TJIFOKO3€, XOJECTEPUHA HITH YIIYUIICHUIO YYBCTBUTEIBHOCTH K UHCYJIMHY, WIN
M0O0H UX KOMOMHALIVH.

[0083] B HEKOTOPBIX BapHaHTax OCYIIECTBJIEHHUS NPEJIOKEHO MPUMEHEHUE MINLIMHA WIN
MOJIEKYJIbl TJIMLUHOBOTO TPHIIENITHAA WM UX (HapMaleBTHYECKH NPHEMJIEMbIX COJEH, Kak
ONMHMCAHO B JAHHOM JOKYMEHTE, MPHU NMPOM3BOJCTBE JIGKAPCTBEHHOI'O Mperapara A JICYSHUs,
CHIDKEHHMs] HWHTEHCUBHOCTH, OTCPOYKH WJIM TPENOTBpAINEHUs] OAHOrO WM Oonee U3
MeTaboInYecKuX 3a00IeBaHUN UJTH CEPIeYHO-COCYAUCTBIX 3a00JIeBaHUN.

[0084] B ompeneneHHbIX BapHaHTaX OCYIIECTBJICHUS MPEIJIOKEH HAOOp ISl JICUSHUS],
NPENOTBPALICHNS] WJIN CHIKEHHMS WHTEHCHBHOCTH OJHOTO MJH Oojiee M3 MeTaOONHMYeCKHX

3a00NeBaHUN WJIM CEPAEUHO-COCYIUCTBIX 3a00JeBaHUM, KaK OMMCAHO B JAHHOM JOKYMEHTE,
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npudeM HaOOp COAEPKUT: a) MOJIEKYJY TJIMLHMHOBOTO TPHUIIENITHAA WIH €€ (papMaleBTHYECKH
MPUEeMJIEMYIO COJIb, KaK OMHCAHO B TAHHOM JOKYMEHTE, U HeoOs13aTeIbHO b) TONMOTHUTENbHBIHI
BTOPOH TEpaneBTUYECKUI areHT WK MIPenapaTt, Kak OMMCaHO B JAHHOM AoKyMeHTe. Habop mMoskeT
JOTIOJTHUTENBHO COMEPKaTh MHCTPYKIMU WIIM STUKETKY AJI IPUMEHEHUs HaOopa IUisl JIeYeHus,
NPENOTBPALICHUS] WIM CHI)KEHHs MHTEHCHBHOCTH OJHOTO MM Oojee MeTaboNnuecKux
3a00J1eBaHN WIH CEPACYHO-COCYAUCTHIX 3a00I€BaHII C MPUMEHEHHEM MOJIEKYJIbI MIUIIMHOBOTO
TpUNENTHAA WK ee (hapMaleBTHUECKH MPUEMIIEMOH COJIH.

[0085] B HEKOTOPBIX BapUAHTAX OCYINECTBJIEHHUS] HACTOSINErO U300PETeHUs MIULUH WU
MOJIEKYJIbl TJHMLMHOBOTO TPHUMENTHAA WM HX (HapMAaLeBTUYECKH IMPUEMJIEMbIE COJU HUMEIOT
CIJIbHBIE TJIFOKO30CHIKAIOLIHE/TUMUACHIDKAOIKE 3PQPeKTel. Y MbIIed ¢ yCTaHOBICHHBIM
HACIT monexyspl MIMUMHOBOTO TPHUMENTHAA WIH UX (apMaleBTHYECKH MPHEMJIEMbIE COJIH,
Harpumep, DT-109 ciocoOHBI yMEHbIIATH CTEATOTENATHT, YIYYIIaTh COCTAB TKAHEH OPraHu3Ma,
CHIDKATh YPOBHU LIMPKYJIHPYIOIIUX B KPOBU JIMMHMAOB U HOPMAJINU30BAaTh UJIHU KOPPEKTHUPOBAThH
ypoBHU (EpPMEHTOB Me4YeHH U creatorenaTut nyTeMm crumyssinuu myteid OXKK. HeoxwnnanHO
ObUIO TOKa3aHO, YTO MOJEKYJbl TJUIMHOBOIO TPUIENTHAA WIH WX (PapMaleBTHUECKH
NpUeMJIEMbIE COJTH CHIDKAIOT WM YMEHBIIAIT JIOOYJISIpHOE/CUCTEMHOE BocmalieHue u Gpudpos
neyeHn rmyreM uHruouposanus nopasienus nyteit NF-kB u TGFo/SMAD.

[0086] B koHTeKCTe HAHHOTO JOKYMEHTa TEPMHUH «AUCIUNUAEMUs» OTHOCHUTCS K
HAPYLICHUIO JIMIMHMIHOTO OOMEHA, BKIIIOYAsl TUIEPIUNUAEMUIO, BbI3BAHHYIO aOeppaHTHBIM
MeTabOIM3MOM JIMTIOMPOTENHOB, & TAKXKE TMIIEPXOJECTEPUHEMHIO, THIIEPTPUIIIULEPUICMUIO H
runoxonecrepuHeMuro JIIIBII n3-3a MOBBIIIEHHBIX YPOBHEH XKHUpPa B KPOBU. B KOHTEKCTE JaHHOTO
JOKYMEHTa TEPMHUH <(CKHUPOBOHM TenaTo3» OTHOCUTCS K IATOJOTHYECKOMY COCTOSIHUIO, IIPH
KOTOPOM JKHP YpPE3MEPHO HAKAIJIMBAETCsl B KJIETKAaX IEUEHU H3-3a HAPYLIEHUs] JIMIHMIHOTO
oOMeHa. DTO MOXeT BbI3BaTh pa3IMYHbIe 3a00JeBaHUs, TaKHe KaK CTEHOKapaus, HUH(APKT
MHOKap/a, UHCYJIBT, apTEPUOCKIEPO3 U NAHKPEaTUT. B KOHTEKCTe JaHHOrO AOKYMEHTa TePMUH
«arabeT» OTHOCHUTCS] K XPOHHYECKOMY 3a00JIEBAHUIO, KOTOPOE XapaKTEPU3yeTCsl OTHOCUTEJIbHON
WK a0COJTFOTHOM HEXBATKOW MHCYJIMHA, YTO MPUBOIUT K HAPYLICHUIO TOJEPAHTHOCTH K TITFOKO3€.
Tepmun nuaber BKIIIOYAET BCe BHIbI nuadeTa, Takue kak nuaber 1 Tuma, auader 2 Tuma u
HacyencTBeHHbIN nuadeT. [luaber 1 Tuma, KOTOPBIH SBJISIETCS] UHCYJIMHO3aBUCUMBIM TUA0ETOM, B
OCHOBHOM BO3HHUKAeT B pe3yJibTaTe pa3pylieHust Oera-kjeTok. JlmabeT 2 Tuma, KOTOPBIA He
SIBJISIETCS. MHCYJIMHO3aBUCUMBIM JAHA0ETOM, BBI3BIBAETCS HEAOCTATOYHOW CEKpeLUeil MHCYJIHMHA
nocjae enpl WIM HHCYJIMHOPE3UCTEHTHOCThIO. B KOHTEKCcTe HaHHOro [OKyMEHTa TEepPMHUH
«UHCYJMHOPE3UCTEHTHOCTb) OTHOCUTCS K (DM3HOJIOTMYECKOMY COCTOSIHHIO, TPH KOTOPOM
MHCYJIMH CTAHOBUTCSI MeHee 3(PPEeKTHBHBIM Il CHUKEHHSI YPOBHS caXxapa B KPOBH, a TIIFOK03a He
3¢ exTuBHO cxxuraercs KieTkamu. [Ipu BBICOKOH HMHCYJIMHOPE3UCTEHTHOCTH OPTaHH3M MOXKET
BBIPaOATHIBATh CIUIIKOM MHOTO MHCYJIMHA, YTO MPUBOAUT K TUIEPTOHUH WIIN AUCIUITUAEMUH, &
TaKKe K CepAedHbIM 3a0oneBaHusM, nuadbety u T.1m. OcoOeHHO npu nuadere 2 THIA MBIl U
JKUpOBasi TKaHb HE PearupyroT Ha IOBBbIIIEHUE WHCYJIMHA. B KOHTEKCTE AaHHOrO AOKyMEHTa
TEPMUH «CHUHIPOM HWHCYJIMHOPE3UCTEHTHOCTH» OTHOCHTCS K KOMOWHAIMM HAapyIIEHHH,

BbI3BAHHBIX WHCYJIMHOPE3UCTCHTHOCTBIO, KOTOPAA XapPaKTCPU3YCTCS PE3UCTCHTHOCTBIO KJICTOK K
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AEMCTBUIO MHCYJIMHA, THIEPUHCYJIMHEMHEH, YBEIUYeHUEM JIUMONPOTEUHOB O4Y€Hb HHU3KOH
mwiotHoctd (JIIIOHII) u Tpurnuuepuaos, CHIDKEHHEM JIMIIONPOTENHOB BBICOKOHM IUIOTHOCTH
(JITIBII), runepronueii u T.11. OH npusHaH GakTOpOM pUCKa CEPAEUHO-COCYIUCTBIX 3a00I€BaHNUI
u nuabeta 2 tuna (Reaven G M., Diabetes, 37: 1595-607 (1988)). Kpome Toro, ussectHo, 4to
UHCYJMHOPE3UCTEHTHOCTb YBEJIMYMBAECT OKUCIUTENBHBIM CTPECC U M3MEHSET CHCTEMY
CUT'HAJBHOW TPAHCAYKLHMM B KIETKAaX Hapsiny € APYrMMU (pakropamMu pHUCKa, TAaKUMH Kak
TUNEepPTOHUs, 1ualeT, KypeHHue U T. [I., YTO BBI3bIBAET BOCIAIUTEIbHbBIE PEAKIIMU U MPUBOIUT K
arepockieposy (Freeman B A et al., Lab. Invest. 47: 412-26 (1982), Kawamura M et al., J. Clin.
Invest. 94: 771-8 (1994)).

[0087] B KOHTEKCTe DAHHOTO JOKYMEHTa TEePMHH «Meradonndeckoe 3aboseBaHUE»
OTHOCHUTCSI K TpyTIie 3a00J€BaHUH, BKIIOUAIOIINX HAPYIICHUST METa0OI3Ma, KOTOPBIE SIBIISTFOTCS
(akTOpamMMu pHUCKAa PA3IHYHBIX CEPIEYHO-COCYAUCThIX 3abojeBanuil u amabera 2 tmma. OH
BKJIFOYAET WHCYJMHOPE3UCTEHTHOCTh W CBSI3aHHBIE C HEH CIOXKHBIE U Pa3sHOOOpas3HbIe
metabonnyeckue Hapymenus. B 1988 rogy Reaven npensoxun MHCYJTHHOPE3UCTEHTHOCTh Kak
(axTop, NeKaIUil B OCHOBE 3TUX HAPYIICHUH, U Ha3BaJI COBOKYITHOCTb OTKJIOHEHUH CHHAPOMOM
uHCyJMHOpe3ucTeHTHocTu. OnHako B 1998 romy BcemupHasi opranmzainusi 34paBOOXpPaHEHHUS
(BO3) BBena TepMuH MeTabONNYECKHI CHHAPOM WM META0OIMUECKOe 3a00IeBaHNE, TIOCKOJIBKY
BCE ACMEKThI CHMIITOMOB HE MOT'YT OBbITh OOBSICHEHBI HHCYJIMHOPE3UCTEHTHOCTBIO.

[0088] KoMmo3uuus 1o HACTOSIIIEMY OMHCAHUIO, COAEpPKalas MOJEKYJIY TJIULHUHOBOTO
TpUnenTuaa Wiu ee (apMaleBTHYECKH MPUEMIIEMYIO COJb B KAadyeCTBE AKTHBHOIO AareHTa,
CIOCOOCTBYET perpeccy pasiuuHbIX MeTabonudeckux 3a00JeBaHMN W/HWINM HX CHMIITOMOB,
HarpuMep, OXHUpEeHUs, auadera, THIEPIUNEMUHN, HEaJKOTOoJbHOrO JKMPOBOTO TIeNaTosa,
CHUCTEMHOTIO BOCIHAJEHUS W/WIM CHHAPOMA HWHCYJHMHOpe3ucTeHTHocTH. Komnosuumu mo
HACTOSIIIEMY H300PETEHUIO MOTYT NMPENOTBPAIATh WM JIEYUTh MeTabomnueckue 3a00IeBaHus C
MOMOIIBIO PA3JINYHbIX AKTUBHOCTEH.

[0089] B kOHTekcTe NAHHOTO AOKYMEHTa TEPMUH «THUIIEPIMIHUIEMUS» OTHOCUTCS K
3a00JIeBaHUIO, BBI3BAHHOMY 00Jie€ BBICOKUM YpPOBHEM JIMIIUAOB B KPOBH U3-32 IUIOXOTO
MeTabonM3Ma JIMMUAOB, TaKWX Kak TPUIVIMIEPUAbI W XOJIeCTepHH. bojee KOHKPETHO,
TUMEPJIUIIUAEMHST  XapaKTepU3yeTCsl IMOBBIIIEHHBIMU  YPOBHSAMM  JIUMHJAOB, TaKUX Kak
tpurmuuepuasl, xonecrepun JITHIL, ¢ocdonumuasl u cBOOOIHBIE JKUPHBIE KUCJIOTH B KPOBH,
BKJIFOYAs TUIIEPXOJIECTEPUHEMHUIO U THUIEPTPUTITULIEPUIEMHUIO.

[0090] B cooTBeTcCTBUM C MPEANOYTUTENIBHBIM BAPUAHTOM OCYINECTBJICHHUS] CHHAPOM
UHCYJIMHOPE3UCTEHTHOCTH, KOTOPBIH JISYUTCS MTPU TIOMOLIH HACTOSIILETO H300PETEHUs, BKIIFOUAET
OXXUPEHME,  TUIEPTEeH3MUI0,  aTepOCKJep03,  TUNEPIUNUAEMHUI0,  T'HIIEPUHCYJIUHEMHUIO,
HEaJIKOTOJIbHBIN KHUPOBOU I'ernaTo3 U uadeT 2 THa.

[0091] CormacHO mNPEANOYTUTEIPHOMY BAapHAHTY OCYIIECTBJICHHUS KOMIIO3HIIUS T10
HACTOSAIIEMY M300PETEHHIO CHIDKAET YPOBHHU JKHPa B KPOBH, JKHpA MEYSHU HIIH BHCLEPATHHOTO
xupa. TepMHUH «ieueHb» MU «BHCLEPATIBHBINY UCIIONB3yeTCs Ui 0O03HAYEeHUsI OpraHa, TKaH!
U KJIETKH.

[0092] CornacHo HacToslleMy H300peTEeHHI0O y CYOBEKTOB, NOJY4aBLIUX IHETY,
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COAEPKALIYI0 TJIMLHMH WU MOJIEKYJy TJIMIMHOBOIO TPUNENTHAA, WIH UX (apMaleBTHYECKH
NpUeMIIEMbIE COJM MO HACTOSIIEMY H300pETEHUI0, 3HAYUTENIbHO CHHUYKAJIACh Macca MEYeHU U
yJlydIajgach KOHIEHTPALUs JIUIUI0B, TPUTIIIULEPUIOB U OOIIEro XONeCTeprHa, B KPOBU U TKAHU
NeYeHH, U 3HAUYUTEIIbHO CHIYKAIACh 001Iast Macca BUCLIEPATIbHOTO JKUPA.

[0093] CornacHo 0ojee mNPEANOYTUTENBHOMY BAPUAHTY OCYINECTBICHUS O KUPBI
CHI)KEHHBIE TIPU MOMOIIM HACTOSILIETr0 M300pETeHHs, BKJIIOYAIOT TPUTIHLEPUA, XOIECTEPHH U
CBOOOIHYIO JKUPHYIO KUCJIOTY.

[0094] CornacHo OoJiee MPEANOYTUTENLHOMY BapHAHTY OCYINECTBIICHHUS] BUCLEPATIbHBIE
JKUPBI, CHIDKEHHBIE TIPY TOMOIIY HACTOSIIETr0 N300pEeTeH s, BKIIOYAIOT MU IUIUMAIbHBIA JKHP,
TIePUPEHAIBHBIN KU, ME3EHTEPUANIbHBIN JKUP U/UITH 320 PIOIINHHBIH JKUP.

[0095] B cooTBeTCTBUH € NMPEANOYTUTENBHBIM BAPUAHTOM OCYIIECTBIEHUS KOMIIO3HULIMS
10 HacTosAIeMy n300peTernto cHkaeT akTuBHOCTb AJIT (ananuramunorpancdepass) wiu ACT
(acmapraramunotpancgepasel). AJIT u ACT B kadecTBe WHAMKATOPOB (YHKIUU TMEUEHH
NPECTABISIIOT COOOH (DePMEHTBI, YPOBEHb KOTOPBIX B KPOBHU IOBBIIIACTCS MPHU TOBPEKACHUH
MEYEHU.

[0096] «HeankoronbHas skupoasi Oonesnb nedenu (HAXKBII)» cranosutcst Bce Gonee
pacmnpoCcTpaHeHHON BO BCeM MUpe, 0coOeHHO B 3amaaHbix cTpaHax. B Coenunennbix Illtatax
AMepuku 5TO HamboJyiee pacmpocTpaHeHHas (opMa XPOHHUUECKOro 3a0OJieBaHUSI TEUEHH, OT
koTopoii crpagaroT ot 80 1o 100 mmwutroHoB yenoBek. HeankoronbpHast kupoBast 00J1€3Hb MeUeHH
NpeACTaBIIsieT COOO0M OOIIMI TEPMUH JJIsl 0003HAYEHUS Psiia 3a00JIeBaHUH MEYSHH, TTOPAKAFOIIUX
JMoNIel, KOTOPbIe Majio MbIOT aJKOroib WM BOOOIIE He MbioT ero. Kak cienyer m3 HasBaHus,
OCHOBHOW XapaKTEPUCTUKON HEaJKOTOJIbHOW KUPOBOW OOJIE3HU MEUYEHH SIBJSIETCS HAKOILIEHUE
CJTUIIKOM OOJIBIIOTrO KOJIMYECTBA JKUPA B KJIETKAX MEYSHU. DTO HOPMAJIbHO, YTO MTEYEHb COAEPIKUT
HeOoubIIoe Kou4ecTBo skupa. OnHako, eciu 6osee 5% - 10% mMacchl eueHH COCTABJISIFOT JKUPBI,
5TO MATOJIOTUYECKOE COCTOSIHNE HA3bIBAETCS KUPOBBIM IernaTo30M (CTeaTo30M).

[0097] HAXBII TecHO cBsizaHa ¢ OCOOEHHOCTSIMH METa0OJUYECKOr0 CHHAPOMA, BKITIOYAsT
OJKHpEHHUE, HHCYJIUHOPE3UCTEHTHOCTh, CaxapHbli auaber 2 TUma M JUCIUIUAEMHUIO; OHA
CUUTAETCS MEUYEHOYHBIM MPOSIBIIEHHEM 3TOTO CUHIPOMA.

[0098] derckas HAYKDBII B HacTosiIee BpeMst sIBIsieTCs EPBUYHON (popMoii 3a0oeBanus
neyeHn y paeted. MccnenoBaHus NPOAEMOHCTPHUPOBANH, YTO a0AOMHUHAIBHOE OXHPEHHE U
MHCYJIMHOPE3UCTEHTHOCTh CYUTAOTCS KioueBbIMU (akTopamu passutusi HAXKBII. Tlockonbky
OKHpEHHE CTAHOBUTCS BCe 0oJiee pacrpoCTpaHEHHOH MPOOIeMOi BO BCEM MUPE, OTHOBPEMEHHO
¢ stuMm pacrer u pacnpoctpaneHHocTb HAJKBII. EamHcTBeHHOE neueHue, AEHCTBUTEIBHO
s¢pdexrusHoe mpu HAXKBII y nereii, mpeacrapinsier cOOOM CHUKEHHE MaCChl.

[0099] Bonee Tskenast popma HAYKBIT Ha3bIBaeTCsl HEANIKOTOJNBHBIM CT€ATOT€AaTUTOM
(HACT'). HACT BbBbIBacT yBenuueHue u nospexneHue nedeHn. HACIT mmeer TeHIEHIHIO
Pa3BUBATHCS Y JEOAEH C M30BITOUYHBIM BECOM WIJIM OKHpPEHHEM, TuabeToM, BBICOKMM YPOBHEM
XOJIECTEpUHA WIN TPUTIHULEPUAOB UK BocnanuTenbHbIMU cocTossHusIMU. HACI, noteHnanbsHo
ceppe3Hast (opma 3a0oyieBaHUs, XapakTepusyercss OajUIOHUPOBAHHEM TeMaTOLUTOB |

BOCIAJICHUEM II€YEHH, KOTOPO€ MOXKET MPOrpeccHpoBaTh 0 pyOLieBaHHs U HEOOPAaTHMOIro
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NOBPEXXACHUS. JTOT yiuepd aHajormyeH yuiepOy, NMPUYUHEHHOMY CHIIBHBIM YIOTpeOJeHHEM
ankoronsi. Makpo- u wmumkpockonundyecku HACI xapakrepusyercs JOOyJIsApHBIM — W/HIU
NOPTaJibHBIM ~ BOCIIAJIEHHEM, pAa3JIMYHON creneHbto (puOposa, THOENbI0 TenmaToLUTOB |
MaTOJOTHYEeCKUM aHruoreHe3oMm. B Hambonee Tsxenoit popme HACIT moskeT mporpeccupoBarthb
70 LUPPO3a, FeNaTOLEUTIOSIPHON KapIlIMHOMBI U NI€YEHOYHON HEOCTaTOYHOCTH. B Hacrosinee
Bpemi HAXBII u HACIT newar, Hampumep, ¢ TIOMOLIbIO  JHETHI, JICUEHHUS
WHCYJIMHOPE3UCTEHTHOCTH WM BBEAEHUs BUTAMHUHOB, TAKUX Kak BuTamMuHbl E mnu D.

[00100] IIxana omenku aktuBHocTH HAJKBIT (NAS) MokeT ObITh paccuMTaHa B
cootBercTBuH ¢ kputepusimu Kistitnepa (Kleiner DE. et al., Hepatology, 2005; 41:1313). bayist
0-2 mo mkane NAS ne cuurarorcs muarHocrudeckumu st HACI, 6amel 3-4 no mkajne NAS
CUMTAIOTCA JTMOO HEJUArHOCTHYECKHUMH, MOTPAHUYHBIMU WM moyokuTenbHbiMu it HACT,
Toraa kak Oamsl 5-8 mo mkane NAS B ocHOBHOM cumraroTcst nuarsoctndeckumu st HACT .
Oddexr neuenuss must HACD Bijrodaer perpecc, CTaOMIM3ALMIO WM CHIDKEHHE CKOPOCTH
nporpeccupoBanus 3abonesanus. [locnenoBarenpHble OMONCHY MMEYEHH MALMEHTA, y KOTOPOTO
moxet ObiTe HACI', MOTYT MCTIONB30BAThCS ISl OLIEHKH U3MEHEHHUs B Oaiax no mkane NAS u
HCTIOJIB30BATECS] B KAUECTBE MHIUKATOPA MU3MEHEHHs! OOJIE3HEHHOTO COCTOSIHUSA. Y BEJTMUEHHBIN
0ast ykaspIBaeT Ha MPOrPECCHPOBAHNE, HEU3MEHHBIH OaI - Ha CTA0MIIN3ALNIO, & YMEHBIIECHHBIN
6amn - Ha perpecc HACI'. B koHTpoupyeMOM KJIMHHYECKOM HCCIIEAOBAHUM Pa3HHIA B Oajuiax
no mxkane NAS Mexay rpynmnoi, nojy4asmeil rmianedo, ¥ rpynmnoH, Noay4aBiieil neciaenyeMoe
BEIECTBO, KaK MPABUJIO, OLIEHMBAEMasl B TEUEHHUE MepPHoAa OT 6 MeCsALEB 10 ABYX JIET, MOXKET
yKa3bpIBaTh Ha 3(P(EKT JeUueHus1, Jake eClid B 00eHX rpynnax HabJroAaeTcsi MPOrpecCupOBaHHUeE.
Perynupyrommii  opraH, kak mpaBmio, TpeOyeT ompeneseHHoro pa3dpoca TOYeK, 4YTOOBI
IPOJIEMOHCTPUpPOBaTh 3HauNMoe usmenenue 8 HACI'.

[00101] B HacTosiIieM H300peTEHIH TAKKE MPEIOKEH CIIOCO0 JICUEHHsI CTeaT03a MEUSHH,
BKJIIOYAIOLINHA BBEACHHE CYOBEKTy, HY)KHAOLIEMyCs B 3TOM, OAHON uim Oonee MOJeKyJ
TPUIIENITHA WK UX (papMalleBTHYECKH MPUEMIIEMON COJIH, IPU KOTOPOM JIeHaT CTeATO3 MEYSHH.
B ogHOM BapuaHTe OCYLIECTBICHHS MOJIEKYJA TPUIIENITHIA CHIDKAET YPOBEHb TPUTIIUIICPUIOB B
JUMUAAAX TeYeHH 0e3 Kakux-1Mb0 CymecTBeHHbIX J((EeKTOB B OTHOLICHUH JICHIIMH
OTPULIATENILHOTO KOHTPOJIS. B Ipyrom BapuaHTe OCYLIECTBICHHUS MOJICKYJIa TPUIIETITHIA CHUKAET
YPOBEHBb O0IIEro XOJECTepPHHA B JMIUAAX MeYeHH 0e3 KaKUX-JTHOO0 CyIeCTBEHHBIX 3((PEeKTOB B
OTHOIICHWH JIEHLIUH OTPHLATEIbHOTO KOHTpOJsl. B mr000M W3 BbIIEYKa3aHHBIX BApHUAHTOB
OCYILIECTBIICHHUsI MOJIEKyJia Tpunentuaa npeacrasisier codort Gly-Gly-Leu mmn Gly-Gly-dLeu.

[00102] B HacrosimeM H300peTEHHH TakkKe MPEIJIONKEH CIMOCOO YBEIMYEHUS WU
YCUJICHUsST OKHCJICHHS JIMIHIOB B TII€YEHH, CHWJKCHUS YPOBHEH TPUTIHLEPUIOB WIH
KOPPETHPOBAHUS HAKOIUICHHS! XOJIECTEPHUHA, BKIIOUAIOIINN BBEACHUE CYOBEKTY, HYKIAOLIIEMYCsI
B 3TOM, IJIMLMHA WJIKM OAHOW WM OoJjiee MOJIEKYJ TJIMIUHOBOTO TPHUIENTHAA WIH HX
dapmManieBTUIECKH PUEMIIEMON COJIM, U U3MEPEeHHe ero BausHusA Ha ypoBeHb MPHK, mpu sTom
OCYILIECTBIISIS] YCUIICHUE MM KOPPEKIMIO OKHCIEHUS JINIUOB TI€UeHH, YPOBHS TPUTIIULIEPUIOB,
HAKOIIJICHUS XOJIECTEPUHA MU JIF000H NX KOMOUHALIHNH.

[00103] Cnoco® ycuneHHs OKWUCJICHUS JIMIUAOB B TI€UYEHU, CHIDKEHUS YPOBHS
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TPUIJIMLEPUAOB WM KOPPETUPOBAHMS HAKOIUICHHS XOJIECTEPHHA, BKIJIIOYANOLIUI BBEICHUE
cyOBeKTy, Hyknaromemycst B 3Tom, rnunuaoBoro Tpunentuaa Gly-Gly-Leu unu Gly-Gly-dLeu
W ero apMareBTHYECKU IPUEMIIEMOH COJY, U U3MEPEHHUe ero BiIusHus Ha yposeHb MPHK, npu
5TOM OCYINECTBIISI YCUJIEHHE WIM KOPPEKLHIO OKHUCJICHUS JIMIUAOB B I€YEHH, YPOBHS
TPUTJIMLEPUAOB, HAKOIUIEHHS XOJIeCTepUHA MM 000N ux komOuHaimu. CriocoO, B KOTOpOM
Mojiekyia riaunuHconepskamero Ttpumnentuna Gly-Gly-Leu wim Gly-Gly-dLeu 3HauurtenbHO
HHIyLIUPOBaJa 3KCIPECCHIO PETYJISTOPOB okucaeHus aunuaos neuenn, AM®Kol umu PAIII-o,
0e3 addekra OT IeULHUH OTPULIATENBHOTO KOHTPOs. Crioco0, B KOTOPOM MOJIEKYJIa TPUIIENITHA
Gly-Gly-Leu wmu Gly-Gly-dLeu perymupyeT THOPOSH3 TPUTIMLIEPUAOB TMOCPEICTBOM
3HaunrenbHoro noseimeHus skcrnpeccun CPTla, CACT wniu ACADI (MutoxoHapuanbHOe [3-
okucnenne) i PNPLA2. Cnioco0, B kotopom monekyJdia tpunentuaa Gly-Gly-Leu nimm Gly-Gly-
dLeu perymupyer ruapoSu3 TPUIIHLEPUAOB MyTEM 3HAUYUTENIHOTO IOBBIIICHUS SKCIPECCHH
MUTOXOHAPUAIBHOTO nepeHocyrka annoHos UCP2.

[00104] Cnocob, B koropom mosekyna tpunentunaa Gly-Gly-Leu wiu Gly-Gly-dLeu
peryaupyeT roMeocTa3 XoJeCTepUHA B TIEYSHU 32 CUET 3HAYMTEIBHOTO MOBBIIIEHHS SKCIIPECCHI
ABCGS u ABCGS.

[00105] Crioco® kOppeKuMH JMIUAHOTO MpOQWIIA TUIa3Mbl Y CyObEKTa, BKIIFOYAFOIIHUN
BBEICHHE CYOBEKTY, HY)KTAOIIEMYCs B 3TOM, OAHOH min Ooiee MOJEKYJ TPUMENTHIA WU ee
(bapmManieBTUIECKH IPUEMIIEMON COJIM JJIsl CHUKEHUSI YPOBHSI TPUTIUIepuoB B mia3zme, JITTHIT
B TUTa3Me HJIH aT€POCKJIEPOTHYECKUX OJISIIEK.

[00106] Croco® xoppekuMu JUMUAHOTO Mpodmis IIasMbl CyOBEKTa, BKIIFOYAFOINUIN
BBE/IEHHE CYOBEKTY, HY >KIAIOLIEMYCsl B 3TOM, MOJIEKYJIbl TPUIENTH/AA, KOTOPbIE MPEACTABISIOT
coboit Gly-Gly-Leu wniu Gly-Gly-dLeu, unmn ee dapmaneBTruecku mnpueMIeMON COJNU IS
CHI)KEHUsl ypOBHs Tpuriuuepunos B 1uiazme, JIIIHII B mmasme unm aTepoCKiepOTHUECKUX
Oomsmmek.  Cmocob6, mnpu  kortopom  Gly-Gly-Leu wmm  Gly-Gly-dLeu  ymeHbmaer
arepockieporndyeckue Oysamku. Crocod KOPPEeKUUH JIMMUIHOTO MPOQUIIs TIa3Mbl Y CyObeKTa,
BKJIFOYAIOLINI BBEEHHE CYOBEKTY, HyXKAarmleMycs B 3ToM, monekynbl Tpunentunaa Gly-Gly-
Leu, camxaer o0muii xonecrepu B tuiasme, JITTHIT mia3mel wiin ux KOMOHHALIUFO.

[00107] B mo0OoM M3 BapHAHTOB OCYIIECTBJIECHHUS CIIOCOOOB MO M300PETEHHIO CYOBEKTY
MOXXHO BBOJAWTBH JOTOJHHUTEIBHBIA JUOHACHIDKatommi —areHT. Cnocod, B KOTOpoM
JOTIOHUTENBHBIN JINMUICHIDKAIOIINHA areHT TNpencTaBisieT co0oi wmHruoutop abdcopbumm
xonecrepuna, uHruobutrop PCSK9, aronucter PAIIlI-anbda, dpeHopudpar, HHTHOUTOP aneTu-
KoA-kap6okcunassl, uaruourop AnoC-III (AnoCIII - anomunporenn CIII), naruéurop ATO-
LUTPATIINA3bl, PBIONH KHUP, OTIycKaeMblil o peuenty, win uaruourop CETP. B HekoTophIX
BapUAHTAX OCYINECTBJIEHUS CIIOCO0 BKIIOYAET BBEIEHHUE JOTIOJHUTEIBHOTO areHTa, CHIDKAIOIIETO
YPOBEHb XOJIECTEPUHA, KOTOPBIH TpenctarysieT coboil MHruOuTop adbcopOIuuM XOJeCTepHHa.
Crioco0, B KOTOPOM XOJIECTEPUHCHIDKAIOIINN areHT MpeAcTaBiIsieT codoi mHruduTop abcopOuun
XOJIeCTeprHa, a HWHrubutop adcopOuMHM XOJeCTeprHA MPEACTaBisieT coOoi 33eTuMud. B
HEKOTOPBIX BAapHAHTAX OCYIIECTBIIEHHUS XOJECTEPHUHCHWKAIOUINHA areHT TNPeaCTaBisieT coOoit
uarudutop PCKS9.
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[00108] ATepockiepo3 BO3HUKAET, KOT/1a KPOBEHOCHBIE COCYAbL, MEPEHOCAIINE KHUCIOPO
U IUTATEJIbHBIC BEIIECTBA OT CEPpALA K OCTAJIbHBIM HAaCTAM TEJIa (apTepI/ISIM), CTAHOBATCA TOHKUMU
U JKECTKMMH (3aTBepreBaHue aprepuii). HOrna sTo orpaHu4YMBaeT NPUTOK KPOBU K OpraHaMm U
TKaHSAM. ATEPOCKJIEPO3 MOXKET IMPUBECTH K Psifly OCJIOKHEHUH, BKIIOYas MH(PAPKT MUOKApa,
KOpPOHapHYyI0 Oone3Hb, 3a00eBaHNe COHHBIX apTepHi, 3a0oneBanne nepudepruueckux apTepui,
aHEBPU3MbI U XPOHUYECKOE 3a00JIeBaHMUS TTOUEK.

[00109] Hudapkr MuOKapaa (CepAeYHbIH NPHUCTYI) BO3HHKAET, KOIZAa KPOBOTOK
YMCHBIIACTCA WJIN MPEKpAIACTCA B 4aCTH CEPALA, BbI3bIBasA IMOBPCKACHUEC cep)lequi/’I MBIIIIIBI.
PaCHpOCTpaHeHHbIMI/I CUMITOMAMU ABJSAKOTCA 6OJ'II:> B HCHTPEC WU JIEBOU YacTU pr,I[HOﬁ KJIETKH,
ObIIIKaA, TOIITHOTA UJIU 3TO MOKET BbI3BATH CEPACUYHYIO HEAOCTATOYHOCTD, CEPACUHYIO apUTMUIO,
KapJAUOTEHHbIN LIOK WJIM OCTAHOBKY CepALa.

[00110] KopoHnapHasi Oonie3Hb mNpencTaBisieT Cco0O# 3abojieBaHWE, MPU KOTOPOM
aTepPOCKIIEPO3 CyKaeT apTePUH, PACIIONIOKEHHBIE OJIM3KO K CEPALly, YTO MOXKET BBI3BATH OOJIb B
rpyau (CTEHOKApAHIO), CEPACUHBIN MPUCTYI UIH CEPACUHYI0 HEIOCTATOUHOCTb.

[00111] 3aboneBaHre COHHBIX apTePHI -3TO KOTTIa ATEPOCKIIEPO3 CYKAET apTepun BOJU3U
BAIIErO MO3ra, YTO MOXKET BBI3BATh TPAH3UTOPHYIO HIneMuueckyro ataky (THA) wim uHCYNBT.
CHUMOTOMBI BKJIIOYAIOT BHE3AITHOE OHEMEHUE WIIH C.]'Ia6OCTb B pyKax WM HOrax, BPEMCHHYIO
NOTEPIO 3pE€HUA Ha OUH IJ1a3 U O6BI/IcaHI/Ie MBI JIUIA.

[00112] 3aboneBanue mnepudepudecKux apTepuil - 5TO KOTrHa aTepPOCKIEPO3 CyKaeT
apTepuu B PyKax WM HOrax, 3TH NPOOJEeMbl C CHUCTEMOH KpOBOOOpAIEHHEM HA3BIBAOTCS
3a0oneBaHneM nepupepruuecKx apTepuil. ITO MOXKET CleNaTh BaC MEHEee UyBCTBHUTEIBHBIM K
JKape U XOJIOAYy, YBEJIUYMBAasl PUCK 0XKOTOB MJIM OOMOpOXkeHHH. B penkux ciydasx HapylieHue
KPOBOOOpAIEHHUS B PyKaxX U HOTaX MOXET BbI3BaTh OTMUpPaHUE TKaHel (raHrpeny). CUMIITOMBI -
Oob B HOTax Mpu xoap0e (XpoMoTa).

[00113] AmneBpu3MBI MOTYT BO3HHKATh, KOTJa aTEPOCKIEPO3 BBI3BIBAET CEPHE3HOE
OCJIO)KHEHHE, KOTOpPO€ MOXKET BO3HUKHYTH B JIFOOOM MecTe Bamero Teja. AHEBpH3Ma
NpeCTaByIsieT COOOM BBIMYKJIOCTh B CTEHKE apTEPHUH, KOTOPAsi MOXKET MOTPeOOBaTh HEOTIIOKHOM
MGI[HLIHHCKOﬁ IMMOMOIIH, a €€ pa3pbIB MOXKET 6I:>ITI:> KUBHEYTPOXKAOIIEM SABJIICHHUEM.

[00114] Xporuueckoe 3ab0eBaHe MOYEK MOKET OBITh BBI3BAHO ATEPOCKIIEPO30M, KOTAA
OHO MPUBOAUT K CY>KCHHIO apTEPUil, BEAYLIUX K [TOYKaM, KOTOPbIE NPEMATCTBYIOT MOCTYIIEHUIO
K HUM HaCbILHeHHOﬁ KHCJIOPOAOM KPOBH. Co BPEMCHECM 3TO MOKET MOBJIUATH Ha q)YHKI_II/I}O IIOYCK,
HE HaBas MNpPOAYyKTaM O6MeHa BBIBOOUTHCA W3 OpraHusMa. CHUMIITOMBI - BBICOKOE KPOBSAHOE
JaBJICHHUE HUJIN ITOYE€YHad HEAOCTATOUHOCTD.

[00115] B HacrosimeMm ONMMCAHWUU MPEAJIOKEH CIOCO0 JICUEHHUs aTepoCKiiepo3a IMyTeM
BBEICHUSI CYOBEKTY, KOTOPBIH B 3TOM HYKIAeTCs, OJHOW WM Oojiee MOJEKYJ TIHLHUHOBOTO
TPUIIENITHAA WIH HX (PapMaleBTUYECKU MPHUEMJIEMOH COJIM, NMPH 3TOM BBEACHHUE MOJIEKYJIbI
TJIULAHCOAEPIKAIIETO TPUIIENTHAA JIEUUT aTepockyiepo3. B onHOM BapuaHTe OCYyIIECTBIICHHS
croco0 mpeacTaBisieT coOOM Crmoco0 JedeHHs aTepocKiepo3a IMyTeM BBENEHHsSI CYObeKTy
DJIMITHCOAEPIKAIIeH MOJIEKYJIbl TPUIeNTUAA, KoTopas npeacrasisier coboit Gly-Gly-Leu w/umm

Gly-Gly-dLeu. B HacTosiimeM ommMcaHuM TakkKe MPEIJIOKEH CIIOCO0 JIEYEHHs] OCIOXKHEHHUS
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aTepoCKJiepo3a MyTeM BBEIEHHsI CYOBEKTYy C OCJOXHEHHEM MOJIEKYJIbl TJIHIMHCOAEPKAILIETO
TPUIIENITHA AJIS JiedeHUsh WHpapKTa MHUOKapAa, KOpOHapHOW Ooje3HH, 3a00JeBaHMS COHHBIX
aprepuii, 3a0oneBanus nepuepuuecKux apTepuil, aHEBPU3M WIH XPOHUYECKOTrO 3a00seBaHUs
noyek. B ogHOM BapuaHTe OCyLIECTBIEHHS CIIOCO0 JIEUEHUs] OCIIOKHEHUS aTePOCKIIEpO3a MyTeM
BBENICHHSI CYyOBEKTY C 3THM OCJIOKHEHHEM MOJIEKYJIbI IITMLIUHCOAEPIKALIErO TPUIENITHAA, KOTOPast
npencrasisier coboit Gly-Gly-Leu wnmu Gly-Gly-dLeu, nnst nedenus: mHgapkra MHOKapna,
KOPOHOPHOH Oone3Hy, 3a001eBaHusI COHHBIX apTepuil, 3a0oneBaHus nepudepruieckux apTepui,
aHEeBPHU3Ma MJTH XPOHHYECKOTO 3a00JI€BAHUS TIOYEK.

[00116] Criocob nedeHus: BOCMAJICHHsI B JKUPOBOM TKAHU M B CHCTEME KPOBOOOPAIIEHHUS,
BKJIFOYAOLINI BBEIEHHE CyOBEKTY, HYXTAIOLIEMyCsl B 3TOM, ONHOW MM OoJiee MOJEKYJI
TJIMIMHOBOTO TPUIENITHAA WIH UX (papManeBTUYeCKU MPUEMIIEMOH COJIM, MPU 5TOM BBEICHUE
MOJIEKYJIbI TPUIIETITHAA IPUBOIUT K YMEHBLICHHIO BOCITAJICHHUSI.

[00117] Crocol nedeHus: BOCHANIEHUST B YKUPOBOH TKaHU U CHCTEME KPOBOOOPAIICHMS,
BKJTFOYAIOIINI BBeeHHE CyObekTy, Hyxnatomemycs B 3toM, Gly-Gly-Leu w/umn Gly-Gly-dLeu
Wi (papManeBTUYECKH MPUEMIIEMOH COJIH, TIPU 3TOM BOCTAJICHHE B CUCTEME KPOBOOOpaIleHue
CHIDKaeTcsl 3a cuer cHwkeHus ypoBHs MCP1 B mmasme. Criocob jieueHus: BOCHAJICHUs, TPH
KOTOPOM BOCTIAJICHHE B YKMPOBOH TKAHU ITPOUCXOIUT B SMUANIUMANBHON skupoBoi Tkauu (DKT)
win moakokHOM skuposoit Tkanu (IDKT), Bkimrouaromuii BBeieHNE CYOBEKTY, HYKIAIOMIEMYCS B
stom, Gly-Gly-Leu w/nnu Gly-Gly- dLeu u yposers MPHK MCP1 cHmkaercs.

[00118] Criocob seuenusi cyObeKTa A CHIKEHHUS YPOBHEH MOJIEKYJIbl TJIMLMHOBOTO
TPUIIENITH/IA B TUIa3Me, BKIIFOYAIOIIUI BBEJCHHE CYyOBEKTY, HY)KIAOIIEMYCsl B 3TOM, OAHOHN Min
Oosee MONIEKYJT TPHUIENTHIA UIH X (papMalleBTUYECKU IPUEMIIEMON COJIM, IPU 5TOM BBEJICHUE
MOJIEKYJIbI TPUIIETITH/IA CHIDKAET YPOBEHb MOJIEKYJIbI TJIMIITHOBOI'O TPUIIENITHAA B TIA3Me.

[00119] Criocob neuenusi cyObekTa AJisi CHYDKEHHUS] YPOBHEH MOJIEKYJbl TJTULIMHOBOTO
TPUIENTHA B IJIa3Me, BKIIOYAIOLINI BBEACHHE CYOBEKTY, HY)KAAIOLUIEMYyCsl B 3TOM, TPUIIETITHIA
Gly-Gly-Leu unu Gly-Gly-dLeu.

[00120] Criocob nedenust cyObekTa ¢ NMOHMIKEHHBIM YPOBHEM TIIFOKO3BI MOCIE MpHeMa
NIMIIY, BKJIFOYAIOLNI BBEACHNE CyOBEKTY, HYKAAIOIEMYCsl B 3TOM, OJHOHW WK 0oJiee MOJIEKY.T
TpUIENTHAA WM HX (apmareBTudecku mnpuemiemoil comu. Crnoco0 nedeHus: cyObekra ¢
NOHUKEHHBIM YPOBHEM TJIFOKO3bI TOCJE MpUeMa IHIIH, BKIIOYAIOLIUN BBEIEHHE CYOBEKTY,
HY>KAaromeMycs B 3tom, ruiuHosoro Tpunentuna Gly-Gly-Leu w/unun Gly-Gly-dLeu.

[00121] Criocob neyenHwus cyObeKTa, BKIIIOYAIOIIUN BBEIEHNUE CYOBEKTY, HYKIAKOLIEMYCS
B 3ToM, Gly-Gly-Leu n/ummn Gly-Gly-dLeu, npu 3Tom cyOBekT cTpagaet 3a00JeBaHUEM TTEHESHH.

[00122] Criocob neuyeHwus cyObeKTa, BKIIIOYAIOIIUN BBEIEHNE CYOBEKTY, HYKIAKOLIEMYCs
B 3TOM, Gly-Gly-Leu w/unu Gly-Gly-dLeu, nmpudyem cyOwpekT cTpagaer 3a0oneBaHHEM MEYEHH,
NpU 3TOM 3a00JIeBaHUE TICUECHU TIPEICTABIIIET COO0H HEATKOTOJIBHYIO JKHUPOBYIO OOJIE3Hb MEUEHH
(HAXBII) nnn neankoronbHbli creatorenatut (HACI) mimm ankoronbHbIN CT€ATO3 NMEYEHH.

[00123] Criocob cTabunu3anuu Wik YMEHbIISHHs Kbl oueHkn akTuBHOCTH HAMKBIT
(NAS) y cyObekra, BKIIOHUAIOIIMHA BBEACHHE CYOBEKTy TepaneBTHUecKu 3(dekTHBHOrO

konuuecTBa komnosuumy, copepxkamein Gly-Gly-Leu w/wmn  Gly-Gly-dLeu, wnm  ux
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bapMarieBTUIECKH TPHEMIIEMYIO COJIb.

[00124] Criocob cTabunm3anuu Wik YMEHbIISHHs Kbl oueHkn akTuBHOCTH HAMKBIT
(NAS) y cyObekra, BKIIOUAIOIIMHA BBEACHHE CYObEKTy TepaneBTHUeCKH 3(dexTHBHOrO
komuuectBa kommnosuimu, copepxkameit  Gly-Gly-Leu w/umm  Gly-Gly-dLeu, wmm  ero
dapManeBTUYECKH ~ NPUEMIIEMYI0  COJIb, IPUYEeM  CIOocO0  BKJIIOYAET  3aMeIJICHUE
IPOrPECCUPOBAHUS, CTAOMIM3ALNIO WM YMEHbIIEHHE CTEATO3HOrO KOMIIOHEeHTa B mikayne NAS.
Cnoco0, KOTOpBIH BKJIIOYAET 3aMEIEHHE NPOrPeCcCUPOBAHMS, CTAOMIN3AIMIO UM YMEHBIIECHHEe
KOMIIOHEHTA JIOOYJIsipHOro BocnajieHus B mkane NAS. Crioco0, KOTOPbIH BKITKOYAET 3aMeIJICHHE
NPOTPECCUPOBAHMS, CTAOWIM3ALMIO WJIM  YMEHbIIEHHE KOMIIOHeHTa OaJUIOHMPOBAHUS
renatouuToB B mkayie NAS.

[00125] Ciocob B COOTBETCTBUU C JIFOOBIM U3 CIIOCOOOB CTAOMIM3AIIMH UK YMEHBIICHUS
mkaiabl oueHku aktuBHOCTH HAJKBII, mpuuem mkama NAS ornudaercs He MeHee yem Ha 1,5
Oamna mocne 6 MecsIeB JICUSHHs] TepaneBTHYECKH 3(P(PEKTUBHBIM KOJHMUYECTBOM KOMITO3HIIHHY,
conepskament Gly-Gly-Leu w/unu Gly-Gly-dLeu wnu ero gapmarieBTHIecKy PUEMJIEMYIO COJTb.

[00126] Crocob ymeHnblneHus: ¢pudpo3a meyeHn y cyObeKTa, HYKIAOLIErOCs] B 3TOM,
BKJIFOYAIOLINI BBEAEHHE CYOBEKTY TepameBTUYECKHU 3(PPEKTHBHOTO KOJUUECTBA KOMIIO3HIINY,
conepxkament Gly-Gly-Leu w/unn Gly-Gly-dLeu, unu ero dapmarieBTH4IeCKH MPUEMIIEMYEO COJTb.

[00127] Criocob cHikeHus1 ypoBHeH GuOpHUHOTEHA B IJIa3Me Y CYOBbeKTa, Hy KAAI0IIErocs
B O3TOM, BKIIOYANOIIUI BBEICHHE CYyOBEKTY TepameBTUUYeCKH 3(P(HEKTUBHOTO KOIUYECTBA
xommnosuimy, copepxkamein Gly-Gly-Leu w/umm Gly-Gly-dLeu, wnu ero dapmanesrudecku
NPUEMJIEMYIO COJIb.

[00128] Crioco0 cHmkeHus: ypoBHeH puOpHUHOTEHA B IJ1a3Me Y CYOBbeKTa, Hy KAAI0IIerocs
B 3TOM, NIpUYeM ypoBeHb pubpuHoreHa y cyobekra npesbimaet 300 MI/au1 10 BBEACHUs CYOBEKTY
TepaneBTHIeckH 3(H(PEKTHBHOTO KOIU4YecTBa kKomnosuimu, copepxkameit Gly-Gly-Leu w/nnu Gly-
Gly-dLeu nnu ero ¢papmManeBTHUECKU MPUEMIIEMYIO COJTb.

[00129] OnuH BapuaHT OCYIIECTBICHHS HACTOSIIEr0 M300pETEHUs OTHOCUTCS K HabOpy
s neuennss HAXKBIL, comepxamemy DT-109, HeoOsi3aTenpbHO CTaTWH, M MHCTPYKLUH TIO
npuMeHeHuro. JIpyroil BApHaHT OCYINECTBJICHHUS] HACTOSIIIErO U300pETEeHUs] OTHOCHUTCST K HAOOpy
s neuennss HACT, copepxkamemy DT-109, HeoOsi3aTenbHO CTaTHH, W HMHCTPYKLHU T10
npumeHeHnro. OIMH BapUaHT OCYILIECTBJICHUS HACTOSIIETO M300pETeHHsT OTHOCUTCS K Habopy
s nedennss HAXKBIL, comepxamemy DT-110, Heobs3aTenpbHO CTaTWH, M MHCTPYKLUH TIO
npuMeHeHuro. JIpyroil BApHAHT OCYIIECTBJICHHUS] HACTOSIIErO N300pETEHUs] OTHOCHUTCS K HAOOpy
s neuennss HACT, copepxkamemy DT-110, HeoOsi3aTenpHO CTaTHH, W HMHCTPYKLHU TI0
NPUMEHEHUIO.

[00130] B HactosimieM wu300peTeHHH MPENJIOKEHBI CIOCOOBI yMeHbIneHus (Gudposa
NeYeHN y mamnueHTa, BKmodaromue seeneHrne DT-109 wnu DT-110 nmm ux ¢dapManeBTHYECKH
npuemsiemoii coin. OMH BapUaHT OCYIIECTBIICHUSI OTHOCUTCS K crtoco0y ymeHbleHust Gudposza
TIEUCHHU y CyOBeKTa, HY KIAIOIIEeMyCs B 3TOM, BKItoUaromuii Beeenue cyonexkty DT-109 wau DT-
110. B npyrom BapuaHTe OCYIIECTBJICHHS NPEACTABIICH CIIOCOO yMeHbIIeHHs (UOpo3a MeYeHu y

CyOBeKTa, KOTOPBIM B 3TOM Hy:XIaeTcsi, BKIrodaromuii sBenenue cyorexkty DT-109 umu DT-110,
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npudeM cyobekt crpanaet HACT .

[00131] ®ubpunoren (¢pakrop I) nmpeacrapisier coOOH MIMKOMPOTENH MIIEKOMUTAIOIIHUX,
KOTOpPBbI HUrpaer pojb B oOpasoBaHuu TpomMOOB. PuOpuHOreH mnpespamaercs B (GuOpUH
TPOMOMHOM BO BpeMsi 00pazoBaHus TpoMOa. PUOPHUHOTEH CUHTE3UPYETCS B IENaTOLUTAX IEYeHHU.
CnenoBarenbHO, (UOPUHOTeH MOXET ObITh MPOTHOCTHYECKHM HHIWKATOPOM MM MapKepoM
KPOBH JUUIsI MHOTHX 3200JI€BAHNH, a TAKXKE MOJKET BJIMSITh HA MAHU(ECTALMIO U TPOTPECCHPOBAHIE
OOJIE3HEHHOT'O COCTOSTHUS.

[00132] B pa3nu4HbIX BapuaHTaX OCYIIECTBJICHUS CIIOCOOBI JICUSHHsI O MEHbLISH Mepe
OJHOTO M3 TUNEPJMITUAECMHUH, KHPOBOTO Iernaro3a, CTeaTorenarnTa, HEaJKOTOJbHOH KHUPOBOH
OONe3HM  TEUeHW,  HEAJIKOrOJBHOTO  CTeaTOrenaTHTa,  OXKUPEHHs,  THIEePTIHKEMHHU,
MeTabOIMYECKOr0 CUHAPOMA, CEPAEUHO-COCYTUCTOrO 3a00JIEBaHUSI M aTEPOCKIIepo3a y CyObeKTa-
MJIEKOTIMTAIOLIETO, BKJIOYAIOLINE BBEACHHE CYOBEKTy, HYXKNAIOLUIEMyCSl B 3TOM, MOJIEKYJY
TJIMIMHOBOTO TPUMENTHAA WK €€ (apMaleBTHUECKU PUEMIIEMYIO COJIb.

[00133] B pasnuyHbIX BapuaHTaX OCYILIECTBJICHUS MOJIEKyJIa TJIIHIHHCOIEPKAIIETO
TPUIIETITH/IA 3HAYUTEIbHO CHIYKAET YPOBEHb TPUTIMLIEPHIOB B JIMITUAAX MEYSHU Oe3 KaKuX-1100
CYIIECTBEHHBIX 3(P(PEKTOB B OTHOIIEHHUH JICHIIH OTPUIATEIBHOTO KOHTPOJIS.

[00134] B pa3nuuHbIX BapUaHTAaX OCYUIECTBJIEHUS TJIMLMHCOAEpPIKAIIAas MOJIEKyJa
TPUIIENITH/IA 3HAYUTEIIbHO CHIYKAET YPOBEHb OOINEro XOJECTepPHHA B JIMITUAAX MTEYEHN 0e3 KaKhX-
00 CylecTBEHHBIX 3((PEKTOB B OTHOIIEHUH JIEUIIUH OTPULIATEIIBHOTO KOHTPOJIS.

[00135] B pasnuyHbIXx BapuaHTaxX OCYLIECTBJICHUS MOJEKyJa TIULHUHCOAEPIKAIIETO
Tpunentuna npexacrasiser coboit Gly-Gly-Leu, Gly-Gly-dLeu wmm ee ¢apmanetudecku
NPUEMIIEMYIO COJIb.

[00136] B HacrosimmeMm ONMUCAHUM TPEIJIONKEH CIOCOO YCHJICHUS OKUCIEHHS WU
YTWIN3alMU JIMIUJOB B TI€UEHM, CHIDKEHUS YPOBHA TPHUIIMLEPUIOB WU  JIEYCHUS
TUNepXOJieCTepUHEMUH y CcyOBbekTa, Hyxparomerocs B 3ToM. Cnoco0 BKIIOUaeT BBEICHHE
CyOBeKTy, HYXIOAIOIIEMyCsi B 95TOM, MOJEKYJIbl TIJIMUUHOBOIO TPHIENTHIA WIH €€
(dapManieBTUYECKH MPUEMIIEMOH COJIH, MPUYEM B PE3YJIbTATE JICYCHUS YJIyYIIAeTCsl OKHUCIICHUE
JUMUAAOB B TMEYEHH, YPOBEHb TPUTIIMLEPUIOB, THIECPXOJECTEPHUHEMHUsT WU Jrodas ux
KoMOuHams. B pOACTBEHHOM acmeKkTe STUX BapHAHTOB OCYIIECTBIEHHS MOJIEKYJia
TIUIUHCOAep Kamero Tpunentuna npeacrapiser cobour Gly-Gly-Leu, Gly-Gly-dLeu wnu ee
(apMareBTUYECKH MPHEMIIEMYIO COJIb.

[00137] B poacTBEeHHOM acmeKTe OJTUX BapHAHTOB OCYINECTBJIICHUS MOJIEKYJia
rmunuHconepxkamero tpurnentuna Gly-Gly-Leu, Gly-Gly-dLeu wnnu ee dapmanesruuecku
npuemsieMasi COJb 3HAYUTENIbHO WHAYLHPYET SKCIPECCHIO PEryJIATOPOB OKHCICHHS JIUIHIOB
neuenn, AM®Kol nim PAIII-a, 6e3 3¢ dexra oT nelinnHa OTpUIATEILHOTO KOHTPOJIS.

[00138] B poacTBeHHOM acmeKkTe OJTUX BapHAHTOB OCYINECTBJICHHUS MOJIEKYJa
rmumuHconepxkamero tpurnentuna Gly-Gly-Leu, Gly-Gly-dLeu wnnu ee dapmanesruuecku
npuemsieMast CoJlb PETYJIUPYET THAPOIN3 TPUIIIULEPUAOB, 3HAUUTENBHO MOBBIIIAsT HKCIPECCHIO
CPTla, CACT umun ACADI (muroxonnpuanpHoe B-okucnenne) uian PNPLA2.

[00139] B poACTBEHHOM acHeKTe OTUX BapUAHTOB OCYINECTBJIICHUS MOJIEKYJa
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rmuiHconepskamero tpunentuna Gly-Gly-Leu, Gly-Gly-dLeu unu ee ¢apmanesTudecku
npuemMsieMasl CoJb PeryjJupyeT TUApOiIu3 TPUTNIULEPUIOB, 3HAUUTEIbHO MOBBILIAS 3KCIPECCUI0
MHUTOXOHAPUATIBHOTO NnepeHocyrka annoHos UCP2.

[00140] B poacTBEHHOM acHeKTe€ OTUX BapUAHTOB OCYINECTBJICHUS MOJIEKYJia
rmuiuHcoaepskamero tpunentuna Gly-Gly-Leu, Gly-Gly-dLeu unu ee ¢apmanesTudecku
npueMiiemMas COJIb PEryjJupyeT TroMeocTa3 XOJNeCTepHMHAa B IEYEHH IyTeM 3HAYUTEIbHOIO
nosbieHust sxkcnpeccun ABCGS u ABCGS.

[00141] B poncTBEHHOM acriekTe 3THUX BAPUAHTOB OCYIIECTBJICHUS JIMITUIAHBINA MPOPUITH
IIa3Mbl CyOBEKTa, BKJIIOYAIOINMN BBEACHHE CyOBEKTY, HYXKIAKOLIEMYCsi B 3TOM, MOJIEKYJIbI
IJULUHOBOTO TPUIENTUAA WiH €€ (PapMaleBTHYECKH NPUEMIEMON COJH Ui CHIDKEHUS
TpurMuepuaos B ruiasme, yposHs JIIIHII B mmasme miam arepockiepoTHdeckux Onsmek. B
POICTBEHHOM AacIHeKTe O3THX BapHaHTOB OCYIIECTBIEHUS MOJIEKyJa TINIHMLHHCOAEPKALIEero
Tpunentuna npexacrapiser coboit Gly-Gly-Leu, Gly-Gly-dLeu wiam ee dapmaneBTudecku
NPUEMJIEMYIO COJIb.

[00142] B pOACTBEHHOM aCMHEKTE OSTUX BapPUAHTOB OCYILIECTBJICHUS MOJIEKYJIbI
rnunuHoBoro Tpunentuaa, Gly-Gly-Leu, Gly-Gly-dLeu, ninn ee ¢papmaneBTHUECKH TpUeMiIeMast
COJIb CHIDKAIOT aT€POCKIIEPOTHIECKNE OJISIIIKH.

[00143] B poncTBeHHOM acmekTe 3THX BapuaHToB ocymectsieHus Gly-Gly-Leu, Gly-Gly-
dLeu mnu ee papMarieBTUYECKH ITpHEMIIeMasi COJIb CHIKAeT O0Iuii XxoaectepuH B riazme, JITTHIT
B TUTa3Me I UX KOMOMHALHIO.

[00144] B nHacrosiimeM OMUCAHUH MPEJIOKEH CIIOCO0 JICUeHUsT BOCMAJICHUS B YKHPOBOU
TKaHU U CHCTEME KpOBOOOpalLIeHHs y CyObekTa, HyXKJIarollerocs B TakoMm JedeHuu. Crocod
BKJIIOYAET BBEIEHHE CyOBEKTY, HYKIAIOIEMyCsl B 3TOM, MOJIEKYJIbI JIMIIHHOBOTO TPHIIENTHAA
Wi ero (apMaLeBTHYECKH MPUEMJIEMOH COJIHM, HPUYEM BBEIEHHE MOJIEKYJIbl TIIMLUHOBOIO
TPUIIENITHAA WIH ero (apMaleBTUYECKH NPUEMIIEMON COJMM TPUBOAUT K YMEHBLICHHUIO
BOCIIAJICHUS B )KMPOBBIX TKAHSIX U B CUCTeME KPOBOOOpaIleHus: CyObekTa. B CBSI3aHHOM acriekte
STHX BapPHAHTOB OCYIIECTBJICHHUS BOCMAJCHHE B CHCTEME KPOBOOOpAINEHHs] CHHIKAECTCS 33 CYET
cHwkenust ypoHss MCP1 B miasme nytem BBenenus cyonrekty Gly-Gly-Leu, Gly-Gly-dLeu wu
ero (apMaleBTHYECKH TMpHEeMJIeMON Ccomu. B pONCTBEHHOM acmeKTe 3THX BapPHAHTOB
OCYLLECTBJICHUSI BOCHIAJIEHUE B JKUPOBOW TKAHU MPOUCXOAUT B SNMUAUANMAIBHOMN JKUPOBOU TKAHU
(2KT) nmm nmonkoxuoi xuposoit Tkanu (IDKT), a yposerr MPHK MCP1 cHmkaercst.

[00145] B HacTositeM ONMUCAHUH MPEJIONKEH COCO0 JIeYeHUsI CyObEeKTa C MTOHKEHHBIM
YPOBHEM JIENTHHA B IUIa3Me y CyOBeKTa, HY)KOAIOMIErocss B 3TOM. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHHUsI CIIOCOO BKIIFOYAET BBENEHHE CYOBEKTY, HYKIAIOIIEMYCsl B 3TOM, MOJIEKYJIbI
TJIMIMHOBOTO TPUIIENTHAA WM €ro (papMareBTHYeCKH MPUEMIIEMON COJIH, MPHYEM BBEICHUE
MOJIEKYJIbI TJMIIMHCOAEpIKAIEero TPUIMENTHAA CHMXKAeT YPOBEHb JIeNTHHAa B IasMe. B
POACTBEHHOM aCIIEKTe 3TUX BAPHAHTOB OCYLIECTBIEHHS JIEUeHNE MPOBOAT ¢ omoipio Gly-Gly-
Leu, Gly-Gly-dLeu unu ux ¢apmarneBTHUECKH MTPUEMIIEMON COJIH.

[00146] B HacTositeM ONMUCAHUH MPEJIONKEH CIIOCOO JIEYeHUsI CyOBbEeKTa C MTOHKEHHBIM

YPOBHEM TIIFOKO3bI TOCJIE MpHeMa MHUINU y CyObeKTa, KOTOpbId B 3TOM Hykmaercs. Criocod
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BKJIFOUAET BBEJCHHE CyOBEKTY, KOTOPBIH B 3TOM HYKAAETCS, MOJIEKYJIbl TJIHULIUHCOAEPIKALIETO
TPUIIENITH/IA WK €€ (papMarieBTUYECKH ITPHEMIIEMOI COH.

[00147] B poACTBEHHOM aCIEKTe 3TUX BAPHAHTOB OCYINECTBJIECHUs JICYeHHE CyObeKTa
BKJIFOYAET BBEACHUE TepaneBTHUECKH 3(PQPEeKTUBHOrO KONIMYECTBA MOJIEKYJIbl TIIMLIUHOBOIO
tpunentuna, Hanpumep, Gly-Gly-Leu, Gly-Gly-dLeu, unu ee papmaneBrudecku npueMiIeMyro
COJIb.

[00148] B HacTOsilieM OIMUCAHUU TPENJIONKEH CIOCO0 JieueHHs CyObeKTa, KOTOPBIH
CTpaiaeT WM Y KOTOPOTO MOXKET pPa3BUThCS 3a00jieBaHME TEUeHH, Harmpumep, 3aboyeBaHue
NEYEHH, KOTOPOE XAapaKTepU3yeTCss TE€M, YTO B MEYEHU HMeeTCsl M30BITOK XOJECTEePHHA,
TPUIJIMLEPUAOB WM JIPYTUX JIUIMHIOB, YTO SIBJSIETCS TUIMMMYHBIM JUJIsl 3a00JICBAHUN TICUYECHH,
Hanpumep, HAJKBIT, HACI unu cBsi3aHHOTO C aJIKOT0JIEM CTeaTo3a MNeYeHH, IUppo3a NeUeH! WK
BocrnasieHus: nedeHn. Crnoco0 BKIFOYAET BBEACHUE HyKHarolemycs B 3ToM cyobekty Gly-Gly-
Leu, Gly-Gly-dLeu wnu ero ¢dapmManeBTHYECKH TPHEMJIEMOW COJNM JUIsl JICYCHHsS FUTU
npoUIAKTUKY 3a00JI€BaHUS TICUECHU.

[00149] B poACTBEHHOM acIeKTe 3THX BapPUAHTOB OCYIIECTBIICHUS 3a00JIeBaHIE TIEYeHU
npencTaBisieT coO00l HeaJKoroNbHYIO KUpoBYro Oosne3Hb nedenn (HAJKDBII), HeankorompHbIN
creatorenatut (HACI') wn ankoroapHbIN CTEATO3 MEUEHH.

[00150] B poncTBEHHOM acrleKTe STUX BAPUAHTOB OCYIIECTBJICHHS] HACTOSIIIECE OMMCAHNE
o0ecrieunBaeT criocod CTadMIIM3aLMy WK CHIDKEHUSI IKaibl oneHkH aktuBHOCTH HAJKBIT (NAS)
y cyObeKTa, mpuyeM Croco0 BKIIIOYAET BBEIEHHE CYOBEKTY TepaneBTHUECKH 3(PQPEKTHBHOIO
KOJINYECTBA ITMLIMHOBOTO TPUIIENTH/A, UMEIOIIEr0 aMUHOKHUCIIOTHYIO IocienoBarenbHocTh: Gly-
Gly-Leu, Gly-Gly-dLeu, unu ero ¢apmanesTiuecku nmpuemiieMoii coiu. B poacTBeHHOM acriekTe
STHX BApUAHTOB OCYLIECTBIEHUS CIOCOO BKJIOYAET 3aMENJIeHHE IPOrpeCcCUPOBAHMS,
CTaOMJIM3aLMI0 WM YMEHBIIEHHE CTEATO3HOro KommoHeHTa B Imkane NAS. B poxactBeHHOM
acIeKTe THX BAPHAHTOB OCYIIECTBIEHMS CIOCOO BKIFOUAET 3aMeJIEHHE MPOrpecCHpPOBAHMS,
CTa0MJIN3ALMIO WJIH YMEHbLICHHE KOMIIOHEHTa JIOOYJsIpHOro BocmajeHusi B mkajie NAS. B
POACTBEHHOM AaCMeKTe 3THX BAPUAHTOB OCYLIECTBJICHUS CHOCOO BKIHOYAET 3aMeJIeHUe
NPOTPEeCCUPOBAHMsS, CTAOWIM3ALMIO WJIM  YMEHbIIEHHE KOMIIOHeHTa OaJUIOHMPOBAHUS
renatouToB B mkaie NAS. B poACTBEHHOM acnekTe STUX BAPHAHTOB OCYINECTBJICHUS INKaja
NAS otnuuaercst He MeHee ueM Ha 1,5 Oanna nocne 6 mecsues neuenns Gly-Gly-Leu, Gly-Gly-
dLeu mn ux gapMarieBTHYECKH MPUEMIIEMOH COJIBIO.

[00151] B HacTosiieM ONMUCaHWU MPENJIOKEH Crocod yMeHbIneHHs pudpo3a meyeHu y
cyObeKTa, HYKTAIOIIErocss B STOM, BKIIOYAOIIUI BBENEHHE CYOBEKTY TepanmeBTHYECKH
3¢ eKTUBHOrO KOJMUECTBa MOJIEeKyJIbl uuuHoBoro Tpunentuaa, Gly-Gly-Leu, Gly-Gly-dLeu,
i ee (papMaLeBTHUECKH PUEMIIEMON COJIH.

[00152] B HacrosimmeM ONMHMCAaHUU MPEUIOKEH CIIOCO0 JIEYEHUsST aTEPOCKIIePO3a, KOTOPBIN
BKJIFOYAET BBEJEHHE CYOBEKTy, HYXXAAILEMyCs B 3TOM, TepaneBTHYeCKU 3(PQeKTHBHOTO
KOJIMYECTBA MOJIEKYJIb TJIMLMHCOAEPIKAILIEro TPUIIENTHAA WIH €ro (apMaleBTHYECKH
npuemsieMol conu. B pONCTBEHHOM acmekTe 3TUX BAapUAHTOB OCYIIECTBJIEHHS MOJIEKYJIa

IMIUHCOAep Kamero Tpunentuga npexacrasiser coboii Gly-Gly-Leu, Gly-Gly-dLeu wunu ee



30

bapMarieBTUIECKH TPHEMIIEMYIO COJIb.

[00153] B HacTosimeM OINUCAHUHM MPEMJIOKEH CIIOCO0 JIEYSHHs]  OCJIOKHEHUS
aTepocKiiepo3a IMyTeM BBEIACHUS CYOBEKTY C OCJIOKHEHHEM TepaneBTHUeCKH 3(dexTHuBHOrO
KOJINYECTBA MOJIEKYJIbl TJHUIMHCOAEPKAIEro TPUNENTUAA [UIsl  JIEYeHUS OCIIOXKHEHUS,
BBIOPAHHOI'O U3 TPYIIbL, COCTOSIIEH U3 MH(papKTa MHOKapna, apTepHOCKIepOo3a, KOPOHAPHOM
OonesHu, 3aboneBaHMsT COHHBIX aprepuii, 3a0oneBaHust mnepupepUvIecKUx apTepuil,
aTepoTPOMOOTHYECKOTO MHCYJIBTA, AHEBPU3M MJIM XPOHHUYECKOTO 3a00JI€BaHHSI ITOYEK.

[00154] Hacrosimee omucaHMe TaK»K€ OXBAThIBAECT JICUEHHWE TAKUX HJLTFOCTPATUBHBIX
MeTaboNM4YecKuXx 3a00JIeBaHUMH, CEePIeYHO-COCYAUCThIX 3a00JIEBAaHMI W BOCHAJIUTENBHBIX
3a00NIeBaHUN MyTEM BBEIEHHSI MOJIEKYJIbI TITUIHHCOAEPIKAIIEro TPUIENTHAA B KOMOUHAIIMU CO
BTOPHYHBIM TEPATICBTUYECKUM Ar€HTOM JUISI JISYEHUS] MeTaOOIMUYECKIX 3a00IeBaHUMN, CEPIEeIHO-
COCYIOUCTBIX 3a00JIeBaHMII W BOCHATUTENbHBIX 3a0oneBaHuil. B HEKOTOpBIX BapuaHTax
OCYILIECTBIICHHUsI CIIOCOOBI, OMHCAHHBIC BBIIIE, JOMOJHUTEIBHO BKJIIOYAIOT BBEIACHUE CYOBEKTY,
HYKIAIOLIEMyCsl B 3TOM, BTOPOTrO TEPANEBTHYECKOrO areHTa, BBIOPAHHOTO H3: HMHTHOUTOpA
abcopOuu xonecrepuna, uHruouropa PCSKO9, aronmcra PAIllI-anbda, warudburopa AIID
(amrn.: ACE, angiotensin-converting-enzyme - pyc.. aHTHOTEH3WH-TIPEBPAIIAOINNN (HEPMEHT),
Onokatop kanpiueBbix kaHaoB, BPA (anrm.: ARB, angiotensin II receptor blockers - 6iokatop
peuenropoB anruoreHsuHa-11), pennna, I'TIII-1 win ero CHHTETUYECKOTO BapHaHTa, WHCYJIHUHA
WIH ero CHUHTETHYECKOrO BapHaHTa, MeT(QOpMHHA, COENMHEHUS CyJIb(HOHUIMOUEBHHBI
tuazonuauaanona (T3M1), maruburopa PCSKO, wmnruburopa H3II-2 (HaTpmii-3aBUCHMOTO
nepeHOCUHKa NoKo3bI-2), nHruouropa A 1-4, narudburopa 'MI'-KoA-penykrasbl, HHruOuTOpa
NPONPOTENHKOHBEPTa3bl cyoTtummsun/kekcnHa tuna 9 (PCSK9), azetumuba, rempubposuna,
denodubpara, knodudpara, 6ezadudpara, nemadudbpara, remxadbena (CI-1027), GennomoeBoit
kucnotel  (ETC-1002), wunruburopa auerun-KoA-kapOGokcunasel, wuHruouropa AnoC-III,
uaruouropa AT®-uurparinassl, peIObEro kupa, oOTInyckaeMmoro 1o peuenty, uaruouropa CETP,
npOoTUBOGUOPO3HOTO areHTa U UX KOMOMHALIMH.

[00155] B onpeneneHHbIX BapHaHTaX OCYIIECTBJICHHUS MPEIJIOKEH HAOOp AJIS JICUSHHS,
NPENOTBPALICHUS WIM CHWKEHHS WHTCHCUBHOCTH OJHOTO WM Oojiee M3 MeTabOINYeCKUX
3a00JIeBaHUMN, W/WTH CEPIEYHO-COCYAUCTBIX 3a00JIeBaHUH, H/UITH BOCTIAJUTENbHBIX 3a00JIeBaHMUIA,
KaK OMUCAHO B JAHHOM JJOKYMEHTE, MpryeM HaOOp CONEPIKUT: a) MOJIEKYJTY TIIHLIMHCOAEPIKAIIETO
TPUIIENITH/IA, KaK OMHCAHO B JAHHOM JIOKYMEHTE, U HE0OsA3aTeNIbHO b) NOMONHUTENbHBIN areHT
WIN TIperapar, Kak OMHCAaHO B JAaHHOM JIOKyMeHTe. HaOop MOKET NOMOJHUTENBHO COREPIKUT
UHCTPYKLMH WM 3TUKETKY Ui MPUMEHEHHUs HaOopa Ui JieYeHWs, MPEAOTBPALICHUS WU
o0JierueHust OJHOTO UITH OoJee U3 MeTaboIM4IeCcKOro 3a00IeBaHsI, H/HITH CEPACIHO-COCYAUCTOTO
3a0oneBaHusl, W/ MM BOCTIAJIMTENILHOTO 3a00J1€BaHus. B pONCTBEHHOM acneKkTe STUX BapHUAHTOB
OCyINeCTBICHHUsI HaOop mnpenaHasHadyeH st JyedeHuss cyowpekta ¢ HAXBIT wim HACT,
cozep Kaluii BBIOPAHHBINA TPUNENTH, HEOOA3aTeIbHO CTATHH, U MHCTPYKLIUH TI0 MPUMEHEHHIO.
B poncTBeHHOM acmekTe 3THX BapUAHTOB ocyuiecTBieHHss Habop comepxkut DT-109 (Gly-Gly-
Leu) w/unmu (DT-110 (Gly-Gly-dLeu), HeoOsi3aTenbHO CTaTUH, M MHCTPYKLUHU 11O TPUMEHEHHUIO. B

POACTBECHHOM AaCIICKTEC 3TUX BAPUAHTOB OCYIICCTBJICHUA Ha6op JOIIOJIHUTEIBbHO HE00s13aTENbHO
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comep kUt MHruouTop abcopbimu xonecrepuna, uHruourop PCSK9, aronucter PAIIlI-anbda,
uaruoutop AII®, 6nokarop kanpuueBbix kaHaioB, bPA, penun, ['TII1-1 nan ux cUHTETHYECKHIA
BApUAHT, UWHCYJIMH WJIH €ro CHHTETUYECKHH BapuaHT, MeTQOPMHUH, COEIHHEHUE
cynbponmnmoueBunsl, THazonuauHANOH (T3]1), mrruburop PCSK9, unruburop H3III-2,
uaruourop JII-4, cratun, wunruObutop I'MI-KoA-pemykTassl (mpOmpOTEMHKOHBEPTA3a
cyOTunmsun/kekcuH tan 9), s3etumu0, remdubposun, Gpenodudpar, knodudpar, Gesadudpar,
nemagudpat, remkaden, (CI-1027), 6ennonoesas kucnora (ETC-1002), uarudburop auetun-KoA-
kapOoxkcunazpl, ”HruOUTOP AnoC-III, marndurop AT®-1UTpaTINa3bl, pHIOUH KHUP, OTIYCKAEMbIH
no peuenty, uaruourop CETP, nporuBoduOpo3Hblil areHT 1 ux KoMOMHALMU. B poncTBeHHOM
ACTeKTe 3TUX BAPUAHTOB OCYIIECTBIICHUST HAOOP HEOOSI3aTEIBHO COAEPIKUT 33 TUMHO.

[00156] CocTaBbl

[00157] Ucnonb3yemblii B JaHHOM JOKYMEHTE TEPMUH «(papMaeBTUIeCKH PHUEMIIEMBIID)
O3Ha4yaeT OAOOpPEHHBIN pPEryJSITOPHBIM BeIOMCTBOM DenepanbHOrO IPAaBUTENbCTBA MM
NPaBUTENBCTBA IUTATa, WK npuBeneHHbId B @apmakonee CIIIA wnm npyroii obmenpusHaHHON
¢dapmakornee 1yl NPUMEHEHHS Y JKUBOTHBIX, HAIPUMED, Jroael. TepMHH «HOCHTENb» OTHOCUTCS
K pa30aBUTEIIO, aIbIOBAHTY, YKCLUIHEHTY, CTAOMIN3AaTOPY HIIH HOCUTEITIO, C KOTOPBIM COCTABIIEH
areHT Ui BBeneHHsA. DapManeBTHYECKHE HOCHUTENH MOTYT IMPEACTABIATh COOOH CTEpHIIbHBIE
KUIKOCTH, TaKM€ KaKk BOJAa W Macia, BKIOUYas He(TsAHbIE Macia, Macia >KHBOTHOTO,
PACTUTENBHOIO WJIM CHHTETHYECKOTO MPOUCXOKACHUS, TAKHE KaK apaxHUCOBOE MAcio, COEBOE
Macio, MUHEpPaJIbHOE MaCIIo, KYH)KyTHOE Maclio U T. 1. Boja sSiBsieTCst THIMYHBIM HOCUTEJIEM ITPH
BHYTPUBEHHOM BBelEeHUH (papmareBTHuecKo kommnosuimu. ConeBble pacTBOPbI U BOJAHBIE
pPacTBOpBI NEKCTPO3bl U TIIMIEPUHA MOXKHO HCIIONIb30BaTh B KAueCTBE JKUIKUX HOCHTEJEH, B
YaCTHOCTH, IJs1 pacTBOpoB 1 uHBeKuuil. Ilopxonsmme apmaneBTHUECKHE HATIOJIHUTENN
BKJIFOYAIOT Kpaxmal, III0K03Y, JJAKTO3Y, Caxapo3y, KeJIaThH, COJIOA, PUC, MyKY, MeJl, CUJIUKareb,
HATpUH cTeapar, IIMLepUH MOHOCTeapar, TAJbK, HATPUH XJIOPH, CyXoe 00e3KUPEHHOE MOJIOKO,
TJIMLEPHH, TPONUJICHIJIMKOJb, BOAY, 3TAHOM U T. 1. KoMno3uuus, npu HEOOXOAUMOCTH, MOKET
TaKXKe COAEP)KATh HE3HAYHTEJbHBIE KOJMYECTBA CMAYUBAIOIIMX WIH 3MYJbCUPHUIHPYIOIIIX
arenToB miu pH-3a0ydepennsix areHToB. PapManeBTHUECKHE KOMIIO3UIIMKA MOTYT HAXOAUTHCS B
¢dopme pacTBOPOB, CYCIEH3UH, SMYJIbCUI, TaOIETOK, MUJIOJb, KAINCYJ, TMOPOIIKOB, COCTABOB C
3aMEIJIEHHBIM BBICBOOOXKIEHHEM H T. 1. KOMIO3HIMIO MOXHO TakKe TOTOBUTb B BHIE
CYNIO3UTOPUSI C TPATUIMOHHBIMU CBSI3YIOIUMH areHTaMH H HOCUTENSIMH, TaKHUMH Kak
TPUTITHLEPULBL.

[00158] ®apmanieBTHYeCKass KOMIIO3HIIMS MO HACTOSIIEMY H300pPETEHUIO, COAepIKaIiast
MOJIEKYJTy TJIMLHHOBOTO TPUIIENITHAA UK €€ (apMaleBTHUECKH MPHUEMIIEMYIO COJIb B CMECH 10
MEHbILIEH Mepe ¢ ONHUM (papMaLEeBTHUECKH MPUEMIEMbIM SKCLUMUEHTOM, HOCHUTEIEM HIIH
pasOaButenem. DapManeBTUYECKH IpHEMJIeMass KOMIIO3ULMS COAEPKUT OAMH wWin Ooee
MaTepHajJoB KOMIO3MLINHU Al MOIU(UKALUY, TMOAAECPKAHUS UM COXPaHEHus, Harnpumep, pH,
OCMOJISIPHOCTH, BSI3KOCTH, TPO3PAuyHOCTH, ILBETA, H30TOHMYHOCTH, 3araxa, CTEPUIIbHOCTH,
CTa0MJIBHOCTH, CKOPOCTH PACTBOPEHHUS WM BBICBOOOXKIEHUS, afcOpOLUU MM NIPOHUKHOBEHUS

KOMITO3HILIMH. Iogxonsmue MaTepHaJibl AJisi COCTAaBOB BKJIIOYAKOT, HO HE OrpaHUYUNBAIOTCSA UMM,
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AMMHOKHCJIOTHI (Takhe Kak TJIyTaMUH, acllapardH, apruHUH WIN JIN3UH), NPOTHBOMHUKPOOHbIE
npenapaTbl, aHTHOKCHIAHTHI (TaKUe KaK aCKOPOMHOBAasl KUCJIOTA, HATPUH CYJIb(QUT WM HATPHUIl
ruapocynbput); Oydeps! (Takue kak 6opat, Oukapoonart, Tpuc-HCl, nurparsl, pocdatel, npyrue
OpraHUYECKHEe KHUCJIOTHI), 00beMOOOpasyrolIe areHTbl (Takue Kak MAaHHUT WIN TJIHIHH),
XEeNaTUPYIOLINe areHThl (Takue Kak OSTWJIeHANaMuHTeTpaykcycHas kucinora (D/TA));
KOMIUIEKCOOOpasyromue areHTbl (Takue Kak KoeuH, MONMBUHWINUPPOIUAOH, Oera-
LIMKJIOAEKCTPUH MM THAPOKCHUIPONUII-0eTa-UKIOASKCTPHUH), HATIONHHUTENN, MOHOCAXapHIbL,
AMCaxapuabl U APYTHE YIJIEBOIbI (TAKHE KaK IIF0KO3a, MAHHO3a WU ASKCTPUHBI), OeKH (Takue
KaK CbIBOPOTOYHBIH abOYMHUH, KEJaTHH WM UMMYHOIJIOOYJIMHBI), KPACUTEH; apOMATH3ATOPbI
U pa30aBUTENHN;, SMYJIbraToOPbl, THAPOPUIBHBIE TTIOJIUMEPHI (TAKHE KaK MOJUBUHIITHPPOIHIOH),
MOJIMIENTHABI C HU3KOW MOJICKYJSIPHOH MAacCoi; cojieo0pasyroiue NMPOTUBOMOHBI (TaKue Kak
HATPHIii); KOHCEPBAHTHI (Takhe Kak OCH3aJIKOHHS XJOPHI, OCH30IHAsi KUCIIOTa, CAJUIMIOBAs
KUCJIOTa, THMepocas, (EeHITHIOBBIA CIUpT, MeTwinapadOeH, nmponuinapabeH, XJIOPTreKCHANH,
copOMHOBas KHCIOTAa WJIM TEPEeKUCh BOAOPONA), pPACTBOPUTENHM (Takue Kak TJIHLEPHH,
NPONUJICHIJIUKONIb WM TOJIM3TUJICHIJIMKOIb), CaxapHble CHHUPTHI (Takue KaK MAaHHUT WM
copOUTON); CyCHEHIUPYIOIINE areHThl, OBEPXHOCTHO-AKTHBHBIE BELIECTBA MM CMAYHBAOLINE
areHTbl (Takue Kak rnopoHukH, I10I, crnoxHble 3¢pupbl copOuTaHa, MOIMCOPOATHI, TAKHE KaK
nojiucop6ar-20, mommcopdar-80, TPUTOH, TPOMETAMUH, JICLIMTHH, XOJIECTEPUH, THJIOKCATION);
areHThl, IOBBIIIAIOIINE CTAOMIBPHOCTH (caxapo3a WM COPOWTON), areHTHl, IOBBILIIAIOIIUE
TOHUYHOCTH (TaKHe KaK raJIOreHHU bl IIEJOYHBIX METAJUIOB (B OJJHOM aCIeKTe, XJIOPH HATPHs WIIN
Kajusi, MaHHUT, COpPOWT), CPEACTBO JOCTaBKH, pa30aBUTENH, OSKCIMITMEHTbI W/UJIH
dapmanesruueckue anproBaHThl. (Remington's Pharmaceutical Sciences, 18th Edition, A. R.
Gennaro, ed., Mack Publishing Company, 1990).

[00159] B oxgHOM acmekTe M300peTeHHs MOJEKyJa TIULHUHCOAEPIKAILIEero TPUMENTHAA
IIOCTABJIIETCS B OJHOPA30BOM CTEKJISIHHOM (DJIakOHE C JHO(PHIM3HPOBAHHOM JIETICIIKOM,
NPUTOTOBJICHHOH B Oydepe st coctasa, coctoseM u3 10 MM riyTaMUHOBOH KHCIOTHL, 2%
rimuiHa, 1% caxapossr u 0,01% nonaucopdarta-20 no pH 4,25. Ilocse BoccTaHOBNIEHUST 00BEMOM
CTePIIBHOTO pa30aBHUTENsI, HAPUMEpP, CTEPHIIBHOTO U30TOHHYECKOTO COJIEBOTO PAacTBOpPA HIIH
BOABI, Hanpumep, oT 0,5 My 1o okoso 10 mu, Hanpumep, 2,2 MJI CTEPUIIBHOM BOJbIL, JICTICIIKA AAET
KOHLIEHTPALIMIO MOJIEKYJIbI TIIUIMHOBOrO Tpunentuaa ot 1 r/mia no okosno 100 r/mn. Monekya
TJIULMHCOAEPIKAIIETO TPUIIENTHAA XPAHUTCS B O€30IMTACHOM MECTE B KOHTPOJIHPYEMBIX yCIOBHSIX.
ITocne BOCCTaHOBIIEHHSI OTHOPA30BOTO (DJIAKOHA JIEKAPCTBEHHOE CPEACTBO BBOIAT HEMEMJIEHHO
(ne Oomee yeMm dyepe3 TPH dHaca IOCJIE BOCCTaHOBJIEHHs). llepen mMHBEKUMEH HcCIenyeMOMy
npenapaTy JarT HarpeTbes 10 KOMHATHOH TeMnepatypsl (ot 15 no 30 °C).

[00160] lo3upoBKH U BBeAeHHE

[00161] «KonuuecTBO 103b1», UCHIOAB3YEMOE B JAHHOM JIOKYMEHTE, KaK MpaBuio, PaBHO
7103€ aKTUBHOT'O MHTPEIUEHTa, KOTOPYIO MOXXHO BBOAUTD OJUH pa3 B CYTKU WIJIA MOKHO BBOAWTH
HECKOJIBKO pa3 B CYTKH (HampuMep, CTaHAApTHAs 103a MPENCTaBJIsAeT COOOHM YacTh JKeIaeMoil
CYTOYHOH J1103bI). B pasnuyHbIX BapHaHTax OCYLIECTBIEHHUS pPAa3JIMYHbIE O3Bl M PEXKUM

AOBUPOBAHUS MPUMCHUMbBI K T[NIMOUHY WJIH MOJICKYJaM [NIMOUHCOACPKAIICTO TPUIICIITUAA,
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ONMCAHHBIM B JAHHOM JOKyMeHTe. Hanpumep, 103MpOBKH, KOTOPbIE NPUMEHHMBI B HACTOSLIEM
u300peTeHnn, cocTaBisitoT OT S Mr/kr 1o 2000 mr/kr, win ot 30 mr/kr no 1500 mr/kr, wiu ot 40
mr/kr 1o 1250 mr/kr, umm ot 50 mr/kr 1o 1000 mr/kr, wim ot 60 mr/kr go 5000 mr/kr B pacuere
Ha Maccy Tena cyobekra. TepMHH «CcTaHmapTHas 103a», UCIIOIb3yEMbIl B TAaHHOM JOKYMEHTE,
MOXKET HCIOJb30BaThC i O0O3HAYEHHs] JUCKPETHOTO KOJMYECTBA TEePareBTHUECKON
KOMIIO3ULMH, KOTOPAasi BKIJIOYAET 3apaHee ONPEAENIEHHOE KOJIMYECTBO AKTUBHOIO COCJUHEHHUS.
KonuuecTBo akTHBHOrO MHIPEUEHTA, KAaK [IPABUJIO, PABHO 103UPOBKE AKTUBHOI'O UHIPEIUEHTA,
KOTOPYIO MOKHO BBOJAUTH OJWH pa3 B CYTKH WJIM MOXKHO BBOJIUTH HECKOJIBKO Pa3 B CYTKH
(HampuMep, CTaHOAaPTHASI 1033 COCTABJISIET YaCTh JKeJaeMOU CyTOuHOM A03bl). CTaHmapTHas 103a
TaKXKe MOXET ObITh PUHSTA AJIs1 0003HAUEHUs! 0011l CyTOYHOH 03bl, KOTOPYIO MOYKHO BBOAUTD
OOWH pPa3 B CyTKH WJIM MOXXHO BBOJAWUTh B BUAE YAOOHOH IONMM TakoW 03Bl (Hampumep,
CTaHAApTHAs 1032 MPEACTAaBJISIET COOOM OOMIYI0 CYTOYHYIO N103Y, KOTOPYIO MOMKHO BBOIUTH
APOOHBIMHU MPUPAIIESHUSMH, TAKUMH KaK, HAIPUMED, TMOJIOBUHA WU TPETh O3bI).

[00162] B kOHTEKCTE AAaHHOTO AOKYMEHTA TEPMHH «Ha4aJIbHAsI CYTOUHAsI 1038» OTHOCUTCS
K KOJIMTYECTBY MOJIEKYJIbI TIIUIIMHCOAEPKAINErO TPUIIENITHAA B CYTKH, KOTOPOE BBOAMTCS HIIU
HAa3HAYaeTCs MALUEeHTY, HAYMHAIOLIEMY JICYeHHE MOJIEKYJIOW MIIMLUHCOAEPIKALIEero TPUIISTITH/IA,
KOTOPOMY paHee He TMOAOHpaIN A03y MOJEKYJIbl DIULUHCOAEPIKALIEr0 TPHUIENTHAA. ITO
KOJINYECTBO MOKHO BBOAWTH B BHAE HECKOJIBKHX CTaHNAPTHBIX 103 HIJIM B BHJAE Pa30BOH
CTaHAAPTHOH JT03BI, 32 OAMH Pa3 B TEUEHUE CYTOK MIJIM HECKOJIbKO pa3 B TEUEHHE CYTOK.

[00163] B  HeEKOTOpbIX BapHaHTaX OCYLIECTBJIEHUS  KOJUYECTBO  MOJIEKYJIbI
TJIULTHCOAEPIKAIIEero TPHUIIENITHAA MOKET COCTaBJISITh OT OKOJO 1 Mr/kr/cyTku no okosio 10000
MI/KI/CyTKH, OT okosio 1 Mr/kr/cytku g0 okoso 1000 mr/kr/cytku, ot okosno 0,1 Mr/kr/cyTku 1o
okoso 1000 mr/kr/cytku, ot okono 1 mr/kr/cytku ao okoino 1000 mr/kr/cytku, ot okoso 1000
Mr/kr/cyTku a0 okoso 10000 mr/kr/cyTku, uiam oT okoso | Mr/kr/cytku o okosno 500
MI/KI/CyTkH. B~ HEKOTOpBIX  BapHMaHTax  OCYINECTBIEHUS  KOJIMYECTBO  MOJIEKYJIBI
TJIMLMHCOAEPIKAIIEr0 TPUIENTHAA MOKET COCTaBJISITh OT OKOJO 3 MI/KI/CyTKH A0 okoyio 70
MI/KT/CyTKH. B~ HEKOTOpBIX  BapuUaHTaX  OCYLIECTBJICHHUS  KOJIUYECTBO  MOJICKYJIBI
TJIULAHCOAEPIKAIIEr0 TPUIIENTUAA MOKET COCTaBJSITh OT OKOJO 7 MI/KI/CyTKH A0 Okoyio 40
MI/KT/CyTKH. B~ HEKOTOpBIX  BapuUaHTaX  OCYLIECTBICHHUS  KOJUYECTBO  MOJICKYJIBI
TJIMLAHCOAEPIKAIIEr0 TPUIIENTHAA MOXKET COCTaBJSITh OT OKOJO 3 MI/KI/CyTKH A0 OKoyio S50
MI/KI/CYTKH.

[00164] B HekoTOpBIX BapuaHTax OCYIIECTBJIEHHUS 1032 MOXeT cocTaBisaTb oT 1000
mr/cytku 1o 100 r/cytku, 6onee npeanoururensHo ot 1000 mr/cyTku no 75 r/cytku. Konngectso
MOJIEKYJIbl TJULMHCOAEPIKAINErO TPUMENTHAA B KOMIIO3UIMAX MOXKET MPENNOYTHTEIBHO
coCTaBJsATh OT 0K0J10 50 Mr o okojio 100 r, ot okoso 100 mr mo okoiio 90 r, ot okoo 500 Mr 1o
okoj10 75 1, oT okosno 600 mr no okono 80 r, ot okono 700 mMr 10 okoJio 75 r. B HEKOTOpPBIX
BAPUAHTAX OCYIIECTBIEHUS KOJWYECTBO MOJIEKYJIbl TJIUIMHCOAEPIKAINErO TPUIENTHAA B
KOMITO3HILIMSX MOKET COCTaBJISATb OT 0kojio 100 Mr mo okosio 1000 r, or okoso 200 Mr 10 OKOJIO
500 r, ot okoio 300 mr go okoso 100 r, ot okono 400 Mr no okono 75 1, ot okoso S00 mr mo

ok0J10 50 1, oT okoyio 750 Mr 10 okoJio 25 1, oT okojio 1000 mr no okoso 50 r uiau ot 1000 Mr 1o
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OKOJIO 25 T.

[00165] B HexOTOpBIX BapHaHTaX OCYLICCTBJICHUS TepaneBTUYECKH >(P(PEeKTUBHAS 1032
MOJIEKYJIbI TJIMLUHCOAEPIKAIIEr0 TPUIIENTUAA AJIsI BBEAEHUsl COCTaBisieT OoT okosno 100 mr no
ox0J10 200 r. DTy 103y MOKHO BBOAUTD KaK Pa30BYI0 CYTOUHYIO 103y WM MOKHO Pa3[euThb Ha
HECKOJIbKO J103, BBOJUMBIX B TEYEHUE CYTOK, HAIIpUMeEp, OT 1 10 5 103, NPEANOUTUTENIBHO OT IBYX
WIA TpeX 103 B CYTKU. B HEKOTOpBIX BapHaHTaX OCYIUIECTBJIEHHUS KOJIUYECTBO MOJEKYJIBI
MJIMLMHCOAEPIKALIEro TPUNENTHAA COCTaBsAeT OT 0Ko1o 250 mr 1o okosno 100 r. B HekoTOphIX
BAPUAHTaX OCYLIECTBJIEHUs KOJUYECTBO MOJIEKYJIb [UIMIIMHCOJAEPIKAIIErO TPUIENTUAA
cocraByisieT OT okoyso 500 mr go okono 90 r. B HEKOTOpPBIX BapuaHTax OCYILIECTBIICHUS
KOJIM4YE€CTBO MOJIEKYJIbI IJIMLIUHCOEPKALLETrO TPUIIENTUA COCTABIISIET OT OKOJIO 750 Mr 10 OKOJIO
75 r. B HEKOTOpPBIX BapuaHTaxX OCYIIECTBJICHHS KOJIUYECTBO MOJIEKYJbl MIMIIUHCOAEPKALLErO
Tpunentuga cocrasisger OT okosno 1000 mr mo okono 50 r. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUS] KOMIIO3ULIUS MOAXOANUT AJI IEPOPANBHOIO BBEIEHNsl. B HEKOTOPBIX BapuaHTax
OCYLIECTBIICHUsST KOMITO3ULMA TPEACTaBIsAeT COOOW TBEPAYIO [O3UPOBaHHYK (GopMy IS
NEPOPATbHOTO BBEACHUS.

[00166] Kommo3zumusi MOXET HMMETb XHUPAJbHYK) UYHCTOTY [UII  MOJIEKYJIbI
IIIMLUHCOAEp KaIlero TpUMeNnTuaa o MeHblied mepe 99,5%, mpennodTutesabHO MO MEHbLIEH
Mepe 99,6%, npeanouTUTENbHO N0 MeHblIel Mepe 99,7%, MpennouTUTENbHO N0 MEHbIIEH Mepe
99,8%, mpenmoYTUTENBHO MO MeEHblIelH Mepe 99,9%, mpeanouTUTEeNbHO MO MEHbIIEH Mepe
99,95%, nunu Oomnee MPEANOYTHTENBHO 1O MeHblield Mepe 99,99%. B HekoTophIX BapuaHTax
OCYLIECTBJICHUS] XUPAJbHAsi YMCTOTA MOJIEKYJIbl NIMLIMHCOAEPKALIErO0 TPUMENTUAA COCTABIISIET
100%. B HexoTOpBIX BapUaHTaX OCYLIECTBJICHHs KOMIIO3ULIUSA UMEET XUPAJIbHYIO YUCTOTY IJIS
MOJIEKYJIbI TIMLMHCOAepKawero tpunentuaa 99,9% wunu Beille. B HEKOTOpPBIX BapuaHTax
OCYLIECTBJICHUS] KOMITIO3ULUSI UMEET XUPAJIbHYI YUCTOTY JJII MOJIEKYJIbl MITMLIMHCOAEPKALLErO
tpunentuaa 99,95% wunu Beie. B HEKOTOPBIX BapUaHTaxX OCYILECTBJIEHUS] KOMIIO3HULIUS UMEET
XUPAITbHYIO YUCTOTY AJIsI MOJIEKYJIbI MIIMIIHHCOnepKaliero Tpurnentuna 99,99% wiu e,

[00167] B HeKkOTOpBIX BapuUaHTaxX OCYIIECTBJIEHUS KOMIIO3HIMS TMOAXOAMUT JUIS
NEPOPAIbHOTO BBEACHUS. B HEKOTOPBIX BApUAHTAX OCYLIECTBICHUS KOMIIO3ULMS MPEACTABISAET
co0oH TBEPAYIO JO3MPOBAHHYIO (HOPMY AJIS IEPOPATLHOTO BBEACHUSA. B HEKOTOPBIX BapHaHTaX
OCYLIECTBJICHUsT KOMIIO3ULIMSI TpPEACTaBisieT coOOH Kamcyny. B HEKOTOpbIX BapuaHTax
OCYLIECTBIICHUsT KOMIIO3MLMS TMpPEACTaBIsieT coOoi Tabnmerky. B HEKOTOphIX BapuaHTax
OCYLIECTBJICHUs] KOMIIO3MLMSI COCTaBJIeHAa B BUAE pacTBopa s MNEPOPAIBHOrO WU
MapEeHTEPAIBHOIO BBEICHMUS.

[00168] BapuwanTbl OCYLIECTBJIICHUS KOJIHYECTBA MOJICKYJIbI TJIHIUHCOACPKALIETO
TPUIIENITHIA B KOMITO3ULIMH, XHPATbHOW YUCTOTHI U TO3UPOBAHHOHN (POPMBI, KOTOPBIE OMHUCAHBI B
JaHHOM JIOKYMEHTE€ N0 OTAEIBHOCTH IJIsl KPAaTKOCTH, MOIyT ObITh OOBEOUHEHBI B JFOOYIO
HOAXOISLIYI0 KOMOHMHALIUIO.

[00169] B pmpyrom acrekre HacTosiiee H300pPETeHHEe OTHOCUTCS K KOMIIO3HIIHSIM,
COZEPKALIUM MOJIEKYJTy TNIMLIMHCOAEPKALIEro TPUIENTHAA, KOTOPAst SIBJSIETCS] XUPAJIBbHO YUCTOU

AJIs1 MOJIEKYJIbI MNITMIUHOBOTO TPUIICIITUAA. B HEKOTOPBIX BaprHaHTaX OCYLICCTBJICHUA KOJIUYCCTBO
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MOJIEKYJIbI TTULUHCOAEPKAIIETO TPUIICTITHAA MOXKET COCTABJISATh OT OKOJIO 5 Mr/kr/cyTku 1o S000
MI/KI/CYTKH, WK OT S5 Mr/Kr/cyTku g0 okojio 2000 mr/kr/cyTku, nnu ot 30 mr/kr/cytku 1o 1500
mr/kr/cytku, wnu ot 40 mr/kr/cytkn o 1250 mr/kr/cytku, mnu ot 50 mr/kr/cytku mo 1000
MI/Kr/cyTku, uin ot 60 mr/kr/cyTku no 500 Mr/Kr/cyTku B pacdere Ha mMaccy Tena cyObekra. B
HEKOTOPBIX  BapUaHTaxX OCYLIECTBJICHHUs KOJMUYECTBO MOJIEKYJbl INIMLUHCOAEPIKALIETOo
TPUIIENITHA MOXET COCTaBJsITH OT OKOjJo 10 mr/kr/cytkm no okono 1000 wmr/kr/cytku. B
HEKOTOPBIX BapUaHTaxX OCYLIECTBJICHHUs KOJUYECTBO MOJIEKYJbl INIMLUHCOAEPIKALIETO
TPUIIENITHIA MOKET COCTABJIATH OT OKOJIO 7 MI/KI/CyTKH 10 0K0J10 900 Mr/Kr/cyTku. B HEKOTOpPBIX
BapUaHTaX OCYILECTBJEHHUS KOJIMYECTBO MOJIEKYJIbl TJIULUHCOMAEPIKAIIEer0 TPUIENTHAA MOXKET
COCTaBIISITh OT OKOJIO 5 MI/Kr/cyTku a0 okojo 800 mr/kr/cyTkn. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHUs JO3UPOBKAa MOXKET cOCTaBisiTh OoT 10 mr/cytkm mo 5000 wmr/cytkm, Oonee
npeanoutuTesbHo oT 100 mr/cyTku 1o 2000 mr/cyTku. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
KOMITIO3UILIMHM BBOASAT B 7103aX OT 0KoJio 500 mr g0 okosio 100 1, ot okoso 1000 mr no okomo 75 T,
oT 0k0J10 1500 Mr 1o okoso 50 r win ot 0koa0 2000 Mr 10 OKOJIO 25 T MOJIEKYJIbl TJIMLIUHOBOTO
Tpunentuaa. B HEKOTOPBIX BapuaHTaxX OCYLIECTBJIEHUS KOMIIO3ULMM BBOJAT B 7103aX OT OKOJO
250 mr go okojo 500 r, ot okoo 500 mr go okoio 250 r, ot okoao 750 mr go okosio 200 T, ot
okoJio 1000 mr 10 okosio 100 r, ot okoso 1250 r no okono 75 1, ot okosio 1500 mr 10 okosio S0 T,
oT 0k0s0 2000 Mr no oxoso 25 r wiu ot 2500 mMr no okono 20 r. B HEKOTOpBIX BapuaHTax
ocymecTBieHuss 3(PQPEKTUBHOE KOJIUYECTBO MOJIEKYJIbl TJHIMHCOAEPKAIEro TPHUIIETITHAA,
BBOIIUMOTO CyOBEKTY, HYXIAIOLIEMyCsl B 3TOM, JJIsI NPEAOTBPALICHUS WM JICUECHUs
MeTa0OJIMYECKOr0  3a00JIeBaHUs, WWIH CEePAEYHO-COCYOUCTOro  3aboJyieBaHUs,  W/WJIH
BOCIIAJIUTENILHOTO 3a00JI€BaHUS, MOKET BapbHpPOBaThCs OT 0koyio 500 mr no okono 200 r. Ota
7032 MOXKET BBOJUTHCS B BHUAE ONHOKPATHOW CYyTOYHOH JO3bI MM MOXET OBITh pasiesieHa Ha
HECKOJIBKO 103, BBOJUMBIX B T€YEHUE CYTOK, HApuUMep, Ha 1-5 103 B CyTKH, MPEANOUYTUTENBHO
OT ABYX 1O Tpex A03 B CYTKH. OTH J03bl MOJIEKYJbl TNIMLMHCOAEPKAINEro TPUIENTUAA
NPEANOYTUTENBHO HAXOAATCSA B IperapaTax, KOTOpble UMEIOT XUMHUYECKYI0 YUCTOTY 97% unu
BBILIE U XHPAJBHYI YHCTOTY JUII MOJIEKYJIbI TNTUIHHOBOrO Tpurnentuaa 99,6% wunu Oosbine,
99,7% wnu Gonbine, 99,8% wnu Oonbie, 99,9% wnu Oonblie, NpeAnOYTHTENBHO 99,95% umu
Oonbuie u Oonee mpennoyTHTEIBHO 99,99% wunm Oosbime. B MpeamodTUTENEHOM BapHaHTE
OCYIL€CTBJIEHHs] KOMITO3ULIUH, COZIep Kalie MOJIEKYJTy TJIULUHCOAEp KaIlero TPUMEeNnTHaa, MOTYyT
UMETb XHPAJbHYKO UHUCTOTY JJIsI MOJIEKYJbl INHLUHcoaepkawero Ttpunentuga 100%.
Kommozuuuyn MOryT IONOJIHUTENBHO CONAep)kaTh HOCUTENb. KOMIO3MIMM MO HACTOsIIeMy
U300pPETEHNI0O MOJKHO BBOIUTBH IEPOPAIBbHO, MPEANOYTHTENBHO B BHAE N03bI B TBEPHOM
NepOpaIbHON JIeKapCTBEHHOW (opme m Ooyee MPEONOYTHTENBHO B BHIE 103l B TBEPAOH
NepOpaNIbHON JIEKapCTBEHHOH (opme, KoTopass MOXeT ObITh Kamncynod wim Tabnetkoi. B
NPEATOYTUTENbHBIX BAPHAHTAX OCYIIECTBIEHHS KOMIIO3MLIHMU MO HACTOSIIEMY H300pETEHHIO
MOTYT OBITb COCTaBJIEHBI B BU/I€ TAOJIETOK JIJIsI IEPOPATBHOTO BBEIEHUS.

[00170] B npyrom acrmekre HACTOsilee H300peTeHHEe OMOJHHUTEIBHO OTHOCHUTCS K
KOMITO3ULIMH, COAepPIKaLel TepaneBTHIeCKH 3(p(PeKTUBHOE KOIMUECTBO MOJIEKYJIbI IITMLIHHOBOTO

TpurnenTtuaa. KoMnos3uims Mo>XeT JOMOJHUTENBHO COAepKaTh (papMalleBTUIECKH MIPUEMIIEMBbIH
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HOCHTEb.

[00171] B HekOTOpBIX BapHaHTAaX OCYLIECTBJICHHs TepaneBTuYecku 3(pdekTuBHOE
KOJIMYECTBO MOJIEKYJIbl TJIMLHUHCOAEPIKALIErO TPUIENTUAA MOXKET COCTaBJIATH OT OKOJO |
Mr/kr/cyTku 10 okosno 10000 Mr/kr/cyTku, OT OKOiO 5 Mr/Kr/cyTku 10 okoso 5000 mr/kr/cyTkwy,
ot okouno 20 mr/kr/cytku 10 okosno 1000 mr/kr/cytku, ot okoso 30 mr/kr/cyTku 1o okosno 1000
MI/KI/CyTKH, OT OKkojio 50 wmr/kr/cytku no okosno 10000 mr/kr/cytku miam ot okojo 100
MI/KI/CyTKH 10 0K0sio S000 Mr/Kr/CyTKH.

[00172] B HEKOTOpBIX BapHaHTAX OCYLIECTBJEHMs TepaneBTudecku 3>(pdekTuBHOE
KOJIMYECTBO MOJIEKYJIbl TJIMLUHCOAEPIKALIErO TPUIENTUAA MOXET COCTaBJIATb OT OKOJO 5
MI/Kr/cyTku 10 okosio 5000 wmr/kr/cyTku. B HEKOTOpPbIX BapHaHTax OCYIIECTBIICHHS
TepaneBTHYECKH 3(H(HEKTUBHOE KOJMUECTBO MOJICKYJIbI IINIUHCOAEPIKAIIErO TPUIETITHAA MOXKET
COCTaBIATH OT OKoyo 10 Mr/kr/cytku 10 okosio 4000 mr/kr/cyTku. B HEKOTOpBIX BapuaHTax
OCYLIECTBIICHHUS TEPANECBTUYECKH >(PPEKTHBHOE KOIMYECTBO MOJIEKYJIbI TJIHIIMHCOAEPKAIIETO
TPUIIENITHIA MOXET COCTaBISITH OT OKOJO 25 mr/kr/cytkm no okomno 2000 wmr/kr/cytku. B
HEKOTOPBIX BAPHUAHTAX OCYLIECTBIICHUS 1033 MOKET cocTaBisATh OT 10 mr/cytku 10 1000 r/cyTkw,
bonee mpeamoututenpbHo oT 500 mr/cytku mo 100 r/cytku. TepameBrudecku 3¢dexTHBHOE
KOJIUYECTBO  MOJIEKYJIbl  IVIMLUHCOJAEPKAILlero TPUIENTHAa B  KOMIIO3ULUSAX  MOXKET
MPEANOYTUTEIBHO COCTABIATE OT 0K0JIO 250 Mr 1o okono 500 r, ot okono 500 mr xo okosio 400
r, oT okousio 750 mr no okono 200 r, ot okosno 1000 mr 1o okoso 100 r. B HEKOTOPBIX BapuaHTax
OCYILIECTBIICHUS TEPANEBTUYECKH >(PPEKTHBHOE KOJIMYECTBO MOJIEKYJIbI TJIMLIMHCOAEPKAILIETO
TPUMENTUAA B KOMIO3ZULIUSX MOKET COCTaBIATh OT 0k010 300 mr a0 okosio 1000 r, ot okono 500
mr 10 okoJio 500 r, ot okosio 600 Mr 1o okoJio 400 r, ot okoyio 700 mMr o okojio 300 r, OT OKOJIO
800 mr mo okoJio 200 r, ot okoj0 900 mr go okono 150 r unu ot okojio 1000 mr g0 okosno 100 r.
B HexoTOpBIX BapuaHTaX OCYLIECTBJIEHUS KOJWYECTBO MOJEKYJbl TINIMLMHCOAEPKALIETrO
TpUMenTUaa cocTanisier oT okoso 600 Mr no okosno 300 r. Dta g03a MOXKET BBOAUTHCS B BHUIE
OJHOKPATHON CYTOYHOH JO3bI MJIM MOXET OBbITh pa3/ieieHa Ha HECKOJBbKO 103, BBOJUMBIX B
Te€4YeHHUEe CyTOK, Harpumep, Ha 1-5 103 B CyTKHU, MPENNOUTUTEIBHO OT IBYX 10 TPEX 103 B CYTKU.
B HEKOTOpBIX BapuaHTaX OCYIIECTBIEHHS TEPANEBTHUECKHU 3(H(HEKTUBHOE KOJTUIECTBO MOJIEKYJIbI
MIMLUHCOAEPKALIEro TpUrnentTuaa cocrasisier or okono S00 mr no okoso 350 r. B HekoTopbIx
BApUAHTAX  OCYLIECTBJIEHHsS  TEPAeBTUYECKU  S(P(PEKTUBHOE  KOJUYECTBO  MOJIEKYJIBI
IMLUHCOAEPKALIEro TPUIIENITHAA COCTaBIsAeT OT okoyo 750 mr no okoso 250 r. B HekoTophIx
BApUAHTAX  OCYLIECTBJIEHHS  TEPAaNeBTUYECKH  S(P(PEKTUBHOE  KOJUYECTBO  MOJICKYJIBI
MIMLUHCOAEPKALIEro TPUNENTUAA COCTaBsieT oT 0koyio 1000 Mr 1o okosio 150 r. B HekoTOpBIX
BApUAHTAX  OCYLIECTBJIEHHsS  TEPAaNeBTUYECKH  I(P(PEKTUBHOE  KOJUYECTBO  MOJIEKYJIBI
MIMLUHCOAEPKALIEro TPUNENTUAA COCTaBsieT OoT 0koyo 1500 mr 1o okosio 100 r. B HEKOTOpBIX
BAPUAHTaX OCYLIECTBJIEHUs KOMIIO3ULIUS MOAXOANUT AJIs1 NEPOPATIbHOrO BBEACHMs. B HEKOTOPBIX
BApUAHTAX OCYLIECTBJICHUS KOMIIO3ULHS MPENCTaBIsAET COO0M TBEPAYIO NO3HMPOBAHHYIO (HOpMY
IUIsl TIEPOpAJbHOrO BBEACHUs. B  HEKOTOPBIX BapHaHTax OCYIIECTBJICHHUs KOMIIO3ULUS
npeacTaBisieT COOOH JKUAKYIO TO3UPOBAHHYIO (POPMY JUI IEPOPATBHOTO BBEEHHS. B HEKOTOPBIX

BapUAHTAX OCYLIECTBIEHUs KOMIIO3HMLHUS IMPECTABISIET COOOH JKUIKYIO AO3MPOBAHHYIO (HopMy
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JUIA IAPEHTEPAIILHOTO BBEICHHS].

[00173] B HeKOTOpBIX BapuUaHTaxX OCYLIECTBJIEHUS KOMIIO3ULMS MOAXOAMUT JUIs
NEPOPaIbHOrO BBEACHUS. B HEKOTOPBIX BApUAHTAX OCYLIECTBICHHUS] KOMIIO3ULMS MPEACTABISET
co0OH TBEPAYIO NO3MPOBAHHYIO (OPMY AJIs MEPOPANBLHOTO BBEACHUSA. B HEKOTOPBIX BapHaHTax
OCYLIECTBIIEHUsT KOMIIO3ULIMS TMpeACTaBisieT coOoi karcyny. B HekoTopbIx BapuaHTax
OCYIIECTBJICHUS] KOMITO3ULUsI IPENICTABIISAET COOOH TabJIeTKYy.

[00174] B nppyroMm acmekTe MOJOXUTENbHBIH 3(PQPEeKT MONeKyabl TIHUIHTHOBOIO
TPUIIENITHAA WIH e (papMaLeBTHYSCKH MPUEMJIEMON CONM Ha (PYHKIUIO TeueHu CyObeKTa, B
OJTHOM aCIIEKTe, MPOSIBJIIETCS B OJIArONMPUATHBIX U3MEHEHHX B dKcripeccuu MaTpuanoit PHK wu
Oenka okucienus: aunuaoB nedeHn, AM®Kal, rirokoKHHA3BI, O-peLenTopa, aKTHBHPYEMOTO
npoaudepaTopoM MEepPOKCHCOM, Y-PEeLenTopa, aKTUBHPYEMOro NpoaudepaTopoM IEPOKCHCOM,

koaktuBaropa-1 PAIIIl-y, nmupyBaTkuHa3bl, Oejka-1C, CBA3BIBAIOIIErO CTEPOJ-PETyJISTOPHBIHI

>
3JIEMEHT, UIMHHOLIENIOYEUYHON W OueHb JJIMHHOLenoudedyHol anui-KoA nerugporeHasel win
creapomn-KoA-necarypasel. B DONMOSHUTEIEHOM acleKTe MONOKHUTENbHBIA 3()(EeKT MOJIeKyIbl
TJIMLMHOBOTO TPHIIENITHAA WK €€ (PapMaleBTHUECKH MPUEeMJIEMOI COMHM Ha (PYHKLHUIO MEYeHH
cyObekTa TpOsIBISETCS B yiIydlleHMH Hskcnpeccnn wuHpopmaimonHoit PHK wmm  Genka
dochoeHOMNIUPYBATKIHASHI, MUKPOCOMAJIbHOTO TPAHCIIOPTHOTO Oenka,
apuIaLeTaMUHAIeAeTHIa3bl, anonunonporenHa C2, KapHUTHH nanbMuTomtTpanchepasst Il numm
dochonumnaze D1.

[00175] Monekyna IULUHOBOTO TPHUIENTHIA WK €€ (papMaleBTHUECKU IpuemMieMas
COJIb 110 HACTOALIEMY M300PETEHHIO MOXKET BBOAUTHCS JIFOOBIM MOAXOASIUM myTeM. Hanpumep,
KOMITO3ULIMM 10 M300PETEHUI0 MOXKHO BBOJHUTH NMEPOPAIBbHBIM, OKYJSIPHBIM, BHYTPUKOKHBIM,
BHYTPUOPIOLINHHBIM, HHTPAHA3aJbHBIM, MOJKOKHBIM, BHYTPUMBIIIEYHBIM WJIH BHYTPUBEHHBIM
IyTEM.

[00176] CocraBel, nmoaxonslIue AJs MEPOPATbHOrO BBEACHMS, BKIIOYAIOT, HANpUMED,
TBEp/bIE, OJYTBEPbIC U KUIKUE CUCTEMBI, TAKHE KaK TA0JIETKN; MATKUE UJTH TBEPABIE KATICYJIbL,
cofiepKalfe MYJIbTH- WM HAHOYACTHIbI, JKUAKOCTH WJIM TOPOIIKH, JIEACHIbI (B TOM YHCIE
3aMOJIHEHHBIE JKUAKOCTBIO), JKEBaTeJbHbIe TaOJeTKH, Tenu, OBICTPO IUCHIePrHPYyEMbIe
JO3UPOBaHHBIE (DOPMBI; IJICHKH, KAaICyJbl, CIped. B HEKOTOpPBhIX BapHaHTaX OCYIIECTBIICHUS
NEeNTHABl IO HACTOSAMIEMY HW300PETeHUIO0 COCTaBJIEHBI [UIA NEPOPAIbHOTO BBEOSHHS C
UCTIOJIb30BAHIEM HOCHTEJIEH Uil JOCTaBKHU, U3BECTHBIX B JAHHOH OOJIACTH, BKIIFOYAS], TIOMHMO
NpoYero, MUKpOCchepsl, JTUITOCOMBI, CYXHE SMYJIbCHH C SHTEPOCOTIOOMIBHBIM TOKPBITHEM HITH
HaHOYaCTHULIBI.

[00177] XKunkue no3upoBaHHbIe HOPMBI IS MAPEHTEPATBHOTO BBEIEHHSI, BKIFOYAIOT, HO
HE OrpPaHUYUBAKOTCSI WMH, (apMaLEBTHUECKH MPUEMIIEMbIE SMYJIbCHH, MHKPOIMYJIbCUH,
pacTBOpBI, CYCHEH3UHU, CUPOIbI U 3JIUKCUPBL. B nonosHeHne Kk akTUBHBIM MENTHUAAM, XHUIKHE
IO3UpPOBaHHBIE (POPMBI MOTYT COnIEp)KaThb WHEPTHBIE pa3daBHTENH, OOBIMHO NMpPUMEHsSIEMbIE B
HACTOSILIEM YpPOBHE TEXHUKM, HAmpuMep, Takue Kak BOJa WM JApPYrue pacTBOPUTENH,
COMIOOMITM3UPYIOIINE areHTbl U 3MYJIbraTopbl, TaKH€ KaK STHJIOBBIH CIHPT, H3OMPOMIJIOBBIH

CIHPT, STUIKAPOOHAT, STHIAeTaT, OCH3MJIOBBIN CITUPT, OEH3MIOEH30aT, MPOMUIIEHTJINKOIb, 1,3-
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OyTuneHrnukonb, auMmetrwipopmamuna, wacna (B YaCTHOCTH, XJIOMKOBOE, AapaxHCOBOE,
KyKYpPYy3HO€, Macjo 3apOAbllieil NIIEHHUIBI, OJMBKOBOE, KACTOPOBOE M KYH)KYTHOE Macio),
IIIULEPHH, TeTparuapodypdypuiIoBbIi CIUPT, MOIUITHICHIIIMKOIN U CIOKHBIE 3(UPBI JKUPHBIX
KUCJIOT U copOuTaHa, a Takke UX cMmecu. IIoMHMMO HMHEPTHBIX pazOaBuTeNell mepopajbHbIE
KOMIO3ULMM MOTYT TaKXe BKJIIOUYaTb aJbIOBAHTBHI, TaKUE KAaK CMa4yMBAIOLIME areHTHI,
5MYJIBTUPYIOIINE U CYCIIEHAUPYIOLINE ar€HThI, MOACIACTUTENH, APOMATU3ATOPbl U OTAYLIKH.
[00178] Teepasle no3upoBaHHbIE (POPMBI Ui MEPOPATBHOTO BBENEHUS BKIIOYAIOT
KancyJibl, TaOJETKH, MUIIOJH, MOPOLIKU U TPaHyJjbl. B TakuxX TBEpIbIX TO3UPOBAHHBIX (Gopmax
AKTUBHBI TENTHA CMEUIaH C 10 MeHbIIeH Mepe OOHUM HWHEPTHBIM (papMaleBTHUECKH
NPUEMIIEMBIM SKCIIUITHEHTOM WU HOCUTEJIEM, TAKUM KaK HATPUI LIUTPAT WK AUKambiuidocdar,
WM a) HAMOJHUTENSIMUA WIH pa30aBUTENSIMH, TAKUMU KaK KpaxMajbl, JIAKTO3a, Caxaposa,
IJIFOKO33, MAaHHHT W KPEMHHEBas KHCJIOTAa, b) CBS3bIBAIOIIMMH BEIIECTBAMH, TAKUMH Kak,
Harpumep, KapOOKCHMETHIILEIUTI0NI03a, AaJlbTMHATHI, JKEJAaTHH, TOJUBUHWIHPPOIUINHOH,
caxapo3a ¥ ryMMHUapaOuWK, C) YBIQKHHUTEJSIMHU, TAKUMU KakK CIHLEpPUH, d) pa3phIXJIHTEIISIMHU,
TAaKUMH Kak arap-arap, KajbLUud KapOOHAT, KapTOQeNbHbIH WM TAaHOKOBBIH KpaxMa,
aJIbI’MHOBAsI KUCJIOTA, HEKOTOPbIE CHJIMKATHI M HATPHH KapOOHAT, €) 3aMEeISIOLIMMU PACTBOPEHHUE
areHTaMmy, TakuMu Kak mnapaduH, f) yckoputensimMu aOCOpOLMHM, TAKUMH KaK YETBEPTUYHBIC
aMMOHHEBBIE COEIMHEHHs, g) CMAUMBAIOIIMMH Ar€HTaMH, TAKUMHU KaK, HapUMep, LETHIIOBBIHI
CIMPT M TNIMLEPUH MOHOCTeapar, h) abcopOeHTaMu, TAKUMHU KaK KaOJIMH 1 O€HTOHUTOBAS TJIMHA,
M 1) CMa3blBAIOIIMMHU BEIIECTBAMM, TAKUMH KaK TajbK, KaJbLUi CTeapaT, MarHuil creapar,
TBEp/IbIe OJUSTUIICHIJIUKOIN, HATPUH JaypuicynbdaT 1 ux cMecu. B ciyuae kancy, Tadinerok
U TWIOJb J03UpPOBaHHast GopMma Takke MOXKET couepkaTb OydepHble areHTbl. AKTHBHbIE
COEIMHEHHUs] TaKKe MOryT ObIThb B MHKPOKANCYJHPOBAaHHOH (opme ¢ omHuM wuiam Oojee
SKCLIMITMEHTaMH, KaK YKa3aHO BbllIe. TBepiable KOMIO3UIHMU MOAOOHOTO THUMA TAKXKE MOTYT
INPUMEHATbCA B KA4eCTBE HATOJIHUTENEH B MATKUX W TBEPABIX JKEJIATUHOBBIX KamCyjlax C
NPUMEHEHHEM TaKWX OKCIMIIMEHTOB KaK JIaKTo3a WJIM MOJIOYHBIH caxap, a TakKxke
BBICOKOMOJIEKYJISIPHBIE MOJIMATHIICHIJIMKOY, TIOJOKCaMepbl W Tomy mnonoOHoe. Teepable
I03UpOBaHHBbIE (OPMbI B BUAE TAONETOK, Opake, KAmCys, MUJIIOJb M TPaHYJ MOTYT OBITh
NPUTOTOBJICHBI C MOKPBITUSIMH U O0OJIOYKAMH, TAKUMH KaK 3HTEPOCOTIOOUIIBHBIE TTOKPBITUS U
ApYyTUe TOKPBITHS, XOPOLIO U3BECTHBIE B 00nacTH (apmaneBTuku. IlpenapaTel 1y WHBEKIHH,
HalpuMep, CTEPIJIbHbIC BOJHBIC WM MACISHBbIE CYCIIEH3UW Ui HHBEKLUUH, MOTYT OBITh
COCTaBJIEHbl B COOTBETCTBMM C HW3BECTHBIMH CIIOCOOAMH C HCIOJB30BAHHEM TMOAXOISIINX
AUCTEPrUpPYIOINUX WIM CMAa4yUBAIOLIMX areHTOB M CYCHEHAUPYIOIIUX areHToB. CTepHIbHBIN
npenapar sl HHbEKIMH MOJKET TaK)Ke MPEICTABIIATh COOON CTEPUIIBHBIN PACTBOP JJIsl UHBEKLINH,
CYCIEH3MIO WJIM 5MYJBCHIO B HETOKCHYHOM IAPEHTEPAIbHO MPUEMIIEMOM pa30aBUTENE MU
pacTBOpHTENe, HAPUMEp, B BUAE pacTBopa B 1,3-Oytananone. Cpean mpueMIIeMbIX HOCUTENCH U
pacTBopuTeNell, KOTOpble MOTyT OBITh HCIONB30BaHBL, - BOma, pactBop Punrepa, U.S.P.
(®apmakonest CIITA) u M30TOHMUYECKHH pacTBOp xjopuaa HaTpusi. Kpome TOro, CTepuibHBIE,
HeJIeTy4ne Macjaa OObIMHO UCTIONB3YIOT B KAUECTBE PACTBOPUTEINS MIIH CYCIIEHIUPYIOIIEH CPEeabL.

HJ’IH JIaHHOM EeJIM MOKHO UCTIOIb30BaTh m000e HEJIETY4UEC MaCJIO CO CJ'Ia6OBpra)KeHHbIM BKYCOM,
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BKJIIOYAs CHHTETHYECKHE MOHO- WM Juriunepunsl. Kpome TOro, mpu NpUTOTOBJICHUH
MHBEKLHUOHHBIX MPENapaToB UCIMOJb3YIOTCS KUPHbIE KUCIOTHI, TAKHE KaK OJIEMHOBAsl KUCIOTA.
HNHBEKIIMOHHBIE COCTABbI MOXKHO CTEPHJIN30BaTh, HANpUMep, IyTeM (QuibTparuu dyepes
3a71epXKUBAIOINUI OakTepuu QUIBTP WIM MyTeM BKIIOYEHUs CTEPHIIM3YIOLINX areHTOB B (hopme
CTEpWIbHBIX TBEPIAbIX KOMITO3UIMI, KOTOPbIE MOXKHO pAacCTBOPSITh WJIM JUCIIEPTUPOBATH B
CTepUIbHOW BOJE WIM JAPYrod CTEPUJIbHONW WHBEKLUOHHOW Cpele HENMOCPEINCTBEHHO INepen
MPUMEHEHUEM.

[00179] Crhenuanuctel B JaHHOW OOJACTH TEXHUKU IMOWMYT, YTO KOJHUYECTBA
MOJIMIIENTHAOB MOJIEKYJI TIIMLUHCOAEPIKALIEro TPHUIINTHIA, BBOAUMBIX JUJIsI TEPAEBTUUYECKOTO
NPUMEHEHHUs, BapbHPYIOTCS. B OZHOM acmeKkTe KOMITO3UIMSA, COIepiKalas MOJIEKYJTy
IJIMIMHOBOTO TPUIENTHAA WK ee (papMaleBTUYECKH NPUEMIIEMYIO COJIb, TIO CYLIECTBY He
COJZIEPIKUT 3arPs3HSIONINX BEIIECTB, YPOBEHb 3arpsisHeHus cocrapisieT meHee 0,02% (mac./mac.).
KomMno3uuuu MoOeKkysn TIUIHHCONEPKAIIEro TPHIENTHAA, MOAXOMAIUE JUII HHBEKIHU
MALUEHTY, TMOJIyYaroT, HAMpPUMEpP, MyTeM BOCCTAHOBJICHUS (PapMaKOJOTHYECKH MPUEMIIEMBIM
pasbaBureneM JHOPUIM3UPOBAHHOTO 00pasma, COAEpKallero OYHMINEHHYIO  MOJIEKYITy
TIULAHCOAEPIKAINEr0 TPHUMENTHAA W CTAOWIM3UPYIOLIME COoNu. BBeneHne KOMIO3ULIUH
MOJIEKYJIbl TJHLHUHCOAEPKAIETO TPHUIENITHAA SIBJISIETCS aJbTEPHATHBHO CHCTEMHBIM HJIH
MECTHBIM, KaK MOAPOOHO 0OCyKHaeTcss B JAHHOM IOKYMEHTE HIJKE, M BKJIIOYAET BBEICHUE
TepaneBTHUeCKH  3PQPEKTHBHOIO  KOJNMYECTBA  OENKOBOM  KOMIIO3UIMU  MOJIEKYJI
TJIMLHCOAEPIKAIUX TPUIIETITUIOB.

[00180] KomOuHMpOBaHHBIE CTIOCOOBI JIeYeHHS] H KOMITIO3UIIHHU

[00181] B nomosnHeHue k criocobam JiedeHHUst, OCHOBAHHBIM HCKJIIOUHUTEIBbHO HA JOCTaBKE
KOMITO3ULIMH, COAep Kalledl MOJIEKYJIbl TIIMIMHOBOIO TPUIENTHAA WU ee (papMaleBTHYECKH
NPUEMJIEMYIO COJIb, KOHKPETHO paccMaTpUBAaeTCsi KOMOWHHPOBaHHAs Tepamusi. B KOHTeKcTe
M300peTeHnst Tpennojaraercs, 4ro IpernapaT Ha OCHOBE MOJIEKYJ TIJIMLUHCONIEPIKAIIEro
TPUIIENITHA AHAJOTHYHBIM 00pa30M HUCMOJIB3YeTCs] B KOMOMHAILMM C APYTMMH areHTaMu, Kak
NPABUJIO, MCTIOJIb3YEMbIMH IS JICYCHUsT MeTabOIM4eCKOro 3a00JIeBaHus, HAIPUMep, KUPOBOI
O0JIe3HU TIEUESHH.

[00182] B pasnuuHBIX BapHaHTaxX OCYIIECTBJICHUS BTOPOH TEPANeBTUYECKUN areHT(-bl)
MOXXHO KOMOWHHUpPOBaTh C MOJIGKYJIOH TJIMIMHOBOIO TPHIIENITHAA, B YaCTHOCTH, IS
CUHEPTHYeCKOro TIOBBIIICHHsS] aKTHMBHOCTH. BBeneHue KOMOWHAIMM aKTUBHBIX HHIPEIHEHTOB
MOKET MPOUCXOIUTh UJIH MyTEM Pa3eIbHOTO BBEACHHS AKTUBHBIX HHTPEIUEHTOB MALUEHTY, WK
B (opmMe KOMOMHHMPOBAHHBIX TMPOAYKTOB, B KOTOPBIX MHOJKECTBO AKTHUBHBIX HHIPEIUEHTOB
NPUCYTCTBYET B OZHOM (apmaneBTHUeCKOM mpenapare. OKumaercs, UYTO BTOPUYHBIN
TEPANeBTHUECKUIT areHT MOXeT OBbITh BBEOEH B €ro YTBEPXKICHHOW JO3UPOBKE NIpU
UCTIOJIb30BAHMM B Ka4deCTBE EAMHCTBEHHOIO AareHTa, WM MEePBOHAYAIBHO BTOPUYHBIN
TePaNeBTHUECKUN areHT MOKeT ObITh BBEJIEH B TepareBTUYECKU d(H(PEKTUBHBIX KOHLICHTPALHSIX
wii B cyOTepaneBTudeckd 3(P(EeKTUBHBIX KOHIEHTPALUAX, TaK YTO KOMOHWHAIHMS BTOPHYHOTO
TEPANEeBTHUECKOrO areHTa ¢ MOJIEKYJION TJIMIMHOBOTO TPUIENTHAA UK ero (hapMaleBTHIECKU

NpUEMIIEMOH COJIBIO ITPH BBEIEHUHU B KOMOMHAIIMK 00€CTIeunBaeT TeEPANeBTUUECKU Y PEeKTUBHBIN
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pe3yJbTaT y MalueHTa, KOTOPOro Jieyar.

[00183] Mnag MAOCTHKEHHMSI COOTBETCTBYIOLIErO TEPANEBTUUYECKOTO pe3yJibTata C
UCTIOJIb30BAHHEM CIIOCOOOB M KOMITO3MLMH IO HACTOALIEMY H300PETEHHI0 MOXKHO TOJIYYUTh
KOMITO3HULIMIO, COAEPIKAIIYI0 MOJIEKYJy INIMLMHCOIEPIKAIIEro TPUNENTHAA U 110 MEHbLIeH Mepe
OJMH JIPYrof TepanmeBTHYECKHIl areHT HJIM areHThbl (BTOpPOH TepaneBTHYeCKuil areHT(-bl)). B
M300peTeHNH MPEAINONaraeTcsi, YT0 BTOPON TEPareBTHYECKUH areHT MOXKeT ObIThb BBIOpaH U3
npamiuHuTHaa, nentuaa YY (PYY), sxk3aHaTHIa UM CEHCHOMIN3AaTOpa MHCYJIMHA, BKJIIOYAs, HO
HE OTPAaHUYMBASICh UMH, THA3OJUANHINOH WX MeT(HOPMHUH, WK MIMMENMPUL, U aHAJIOTH JIF0OO0Tr0
U3 9TUX COeOUHEHUH. [[pyrue BTOpUYHbIC TEPANEBTHUECKUE areHThI, UCTIONb3YyeMbIe st OOPBHOBI
C OUCIUNHUIEMHEH, auabeToM U CEepAEeYHO-COCYAMCTBIMHM 3a0OJICBAHUSMH, CBS3aHHBIMU C
aTepOCKIIEPO30M, XOPOLIO M3BECTHBI B JAHHOW OOJNACTH TEXHHUKH M MOTYT HCIOJb30BATHCS B
KOMOWHAIUY C MOJIEKYJIOH TIIMIIMHCONEPIKAIIEro TPUIENTHAA IO HACTOSIIIEMY H300PETEHHIO.

[00184] KoMOMHMpPOBaHHBIE TEPATIEBTHUECKIE KOMITO3UIUH MPEICTABICHBI B KOJTUYECTBE
B KOMOWHAIWH, 3((PEKTUBHOM IS MOJYYEHHS JKEIAeMOrO TEPANEeBTHUECKOTO Pe3ysbTaTa MpH
JeueHUn MeTabonuueckoro 3abojieBaHMs, HampuMep, MeTadOJUYecKOoro 3a0oJieBaHUs,
CBSI3aHHOTO C OJHUM WM Oojiee M3 HAPYIIEHHOrOo MeTaboJM3Ma TIIFOKO3bL, AHCIHIUAAEMUH,
HAalpuMep, [OUCIUIMUAEMUH, CBS3aHHOH C TIOBBIIIEHWEM XOJjecTepuHa (YuCTast WM
M30JIUPOBAHHAS THUIEPXOJIECTEPUHEMHUS) W/WINM C TOBBbIMIEHHEM ToNbKO Tpurimuepunos (1)
(uucTas WM WU30JIMPOBAHHAS TUIEPTPUTITULEPUIEMUs) W/MIN MOBBIIEHUEM KaK XOJECTEPUHA,
tak U TI" (cMemanHble WM KOMOWHHPOBAHHBIE THITEPIIUIHIIEMIH ), SKUPOBOH OOJIE3HU TEUeHH,
Biirouasi HAJKBII, HACI, crearo3, BocmajeHue medeHH, 3a0ojieBaHUE MepudpepuuecKux
apTepuii, KOpPOHApHYI OOJe3Hb, aTEPOCKIEPO3, CHCTEMHOE BOCHAJNEHHE W HIIEMHYECKHUI
WHCYJIbT, CBS3aHHBIN C TPOMOO30M, CBSI3AHHBIM C OJIAIIKAMHU. JTOT MPOLECC BKIIOYAET BBEICHHUE
CcyOBEKTy, HYXKAAIOLIEMYCS B O3TOM, TEpaneBTHYECKH S(PQPEKTHBHOIO KOJUYECTBA MEPBOrO
TepaleBTUUECKOr0 areHra 10 HACTOSIeMy H300peTeHuro (T.e. KOMITO3HMLMH, COAepKaIneit
TepaneBTHUeCKH 3((eKTHBHOE KOJMYECTBO MOJIEKYJbl TJIHLMHOBOIO TPUIENTHUAA WM €ro
(apManieBTUYECKH MPUEMJIEMOI COJIN), U, HEOOA3aTeIbHO, BTOPOH TEeParneBTUUECKUN areHT(-bl)
win pakTop(-bl) OAHOBPEMEHHO. DTO JOCTUraeTCs MyTeM BBEIEHHsS] OAHON KOMITO3HMLIUU HIIH
(bapMakOIIOTHUECKOTO COCTaBa, KOTOPBIM COAEPKUT 00a TEpaneBTHUECKUX areHTa, WiId MyTeM
BBE/ICHUS JIBYX OTAEJBHBIX KOMIO3HLUH MM COCTABOB, OJHOBPEMEHHO, I7I€ OHA KOMITO3ULHSI
BKJIFOYAET TEPANIEBTHYECKYI0 KOMITO3ULUIO C MOJIEKYJION TJIHMIMHCOAEPIKAIIEro TPUIIENTHIA, a
Apyrasi KOMIIO3HUIMS COAEPIKUT BTOPOU TEPAIeBTUYECKUM areHr.

[00185] IIpormBommaberwyeckue CpeACTBA, TOJE3HbIE B KA4eCTBE BTOPUYHOTO
TEPANEeBTHUECKOrO areHTa, NMPUMEHAEMOro B KOMOMHALIMK C MOJICKYJION TIIMIIMHCOAEPIKAIIero
TPUIIENITHIA MOTYT BKJIIOYaTh HMHCYJMH U TPOU3BOIHBIC HMHCYJHMHA, TaKWEe KakK, HAIpPHUMED,
Lantus® wmn HMR 1964 wnu Levemir® (MHCYIMH neTeMHp) WINM T€, KOTOPbIE OMUCAHBI B
W02005005477 (Novo Nordisk), macynunst 6sicTporo neficteus (cM. mateHT CLITA Ne 6221633),
MHTAJILMOHHBIE MHCYJIMHBI, Takue Kak, Hanpumep, Exubera®, wnn mepopaibHble HHCYJIUHBI,
Harpumep, IN-105 (Nobex) nmu Oral-lyn™ (Generex Biotechnology), npoussogusie I'TIII-1 u

aronuctsl ['TIII-1, Takue kak, HapUMep, SKCEHATUN, JIUPATIYTUJ WIH T€, KOTOPbIE OMHUCAHBI B
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W098/08871, W02005027978, W0O2006037811 nmu W0O2006037810 ot Novo Nordisk A/S, B
WO001/04156 ot Zealand unn 8 WO00/34331 ot Beaufour-Ipsen, npamiuaruaa anerat (Symlin;
Amylin Pharmaceuticals), BIM-51077, PC-DAC-skcennun-4 (aHajior SKCeHauHa-4, KOBAJEHTHO
CBSI3aHHBIHN C PEKOMOWHAHTHBIM Y€JIOBEYECKUM aTbOYMHUHOM ), arOHUCTBL, TOI00HBIE ONICAHHBIM,
Harpumep, B D. Chen et al., Proc. Natl. Acad. Sci. USA 104 (2007) 943, Te, KOTOpBIE ONUCAHBI B
W02006124529, u >ddexTuBHbIe 1 MEPOPATBHOTO MpPHEMa CaXapOCHIDKAIOIUE AKTHBHBIE
UHTPEUEHTHI.

[00186] IIporuBOoaMabOeTHUECKHE CpPEACTBA Tak)ke BKIIOYAIOT AarOHHUCTHI PelenTopa
TJIFOKO303aBHCUMOTO MHCyJHHOTpornHOro nomunentuna (GIP), kak omucano, Hampumep, B
WO02006121860 u ITHI-1 u I'THI-2, a Takke HX CHUHTETUYECKHE BapUAHTHI U MYyTaHTH,
UCTIONIB3YEMBIE IS KOHTPOJISI YPOBHSI TIIFOKO3bI B KPOBH U JIeUeHUs 1uabera, BKIIKOYasi CaXxapHbIH
muaber Il Tuna.

[00187] WnmrocTpaTuBHBIE BTOpUYHBIE TEpameBTUUECKHE AareHThbl, IOJIe3HbIE B
KOMOWHAIMY C ONTMCAHHOW B TAHHOM JIOKYMEHTE MOJIEKYJIOHN MIITMIMHCOAEPIKALIETO TPUIISTITH/IA,
MOTYT BKJIFOYaThb MEPOPaIbHO 3(P(PEKTUBHBIE CaXapPOCHIDKAIOIINE AKTUBHBIE HHIPEIHEHTHI,
NPEATOYTUTENBHO CyIb()OHUIIMOYEBHHHEI, OWryaHUANHBI, METJIMTUHHIBL,
OKCaJNa30JHINHANOHBI,  THA3OJMIUHIMOHBI, WHTUOWTOPHI  TIIFOKO3WAA3bl, HMHTHOUTOPHI
rauKoreH(pocopria3bl, aHTAarOHUCTHI TJFOKANOHA, AKTHUBATOPbI TIIFOKOKWHA3bl, MHTHOUTOPBI
bpykroszo-1,6-6ucdocdarasel, MogynsaTopel nepeHocunka rmoko3sl 4 (GLUT4), uHrnOuTopsI
riyTaMuH-QpykTo30-6-pocharamunorpancdepazer  (GFAT), arommctsr ITIII-1, Bemectsa,
OTKPBIBAIOLINE KAJIMEBbIE KAHAJbI, TAKHE KaK, HAPUMEp, MMHALUANI, KPOMAKAJINM, THA30KCH]L,
wu Te, uyto onrcanbl B R. D. Carr et al., Diabetes 52, 2003, 2513.2518, J. B. Hansen et al., Current
Medicinal Chemistry 11, 2004, 1595-1615, T. M. Tagmose et al., J. Med. Chem. 47, 2004, 3202-
3211 unu 8 M. J. Coghlan et al., J. Med. Chem. 44, 2001, 1627-1653, unu Te, uro onucanbl B WO
97/26265 u WO 99/03861 ot Novo Nordisk A/S, uaruburopsr nunenruawinentuaass: [V (JAII1-
4), ceHCHOMIU3aTOPBI HHCYJIMHA, HHTHOUTOPBI DEPMEHTOB NEUEHH, YYaCTBYIOIUX B CTUMYJISILIUA
TJIFOKOHEOT€He3a /I MIMKOT€HOJH3a, MOy JIATOPBI 3aXBaTa TIIFOKO3bL, TPAHCIIOPTA TITFOKO3bI U
peabcopOrwn rimroko3el, HHruOuTOPH! 11B3-HSD1, uaruburopsr nporenntuposunpocdarassr 1B
(PTP1B), MoayasiTopbl HATPUH3aBUCHUMOTO NepeHocunka rimoko3sl 1 win 2 (SGLT1, H3IIT-2),
COEMHEHUS], KOTOPbIE U3MEHSIOT META0OI3M JINITUIOB, TAKHE KaK aHTUTHITEPJIUITHIEMUIECKUE
AKTUBHBIE HMHIPEAUEHTbl W AHTIJIMNHIEMHYECKHE AaKTUBHbBIC WHIPEIUEHTHI, COCIUHEHUS,
KOTOpbIE CHIDKAIOT TOTpeOJieHne NHINU, COCTUHEHHUS, KOTOPBIE YBEIMYHBAIOT TEPMOTEHE3,
monaysisasTopbl PAIIIT 1 RXR 1 akTHBHBIE HHIPEAUEHTHI, KOTOpbIE AeiicTBYIOT Ha AT®-3aBUCHMBII
KaJIUEBbIA KaHa OeTa-KIIeTOK.

[00188] B  omHOM  BapuaHTe  OCYUIECTBJICHHSI  H300pPETeHHST  MOJIEKYJy
TJIULMHCOAEPIKAIIETO TPUTIENTHAA BBOAAT B KOMOMHaumu ¢ nHruouropom I MI'-KoA-penykrassl,
TaKUM KaK CHMBACTaTHH, (PJIyBaCTaTUH, IPABACTATHH, JIOBACTATHH, AaTOPBACTATHH, [IEPUBACTATHH,
posyBactatuH uinu L-659699.

[00189] B  omHOM  BapuaHTe  OCYUIECTBJICHHS  H300PETeHHST  MOJEKYJY

DJIULUHCOAEPIKAIEer0 TPUMNENTUAA BBOASAT B KOMOMHAIMM C WHruOutopoM abcopOrum
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XOJIeCTepUHA, TaKUM KAk, HampuMep, 933€TUMHO, TuKecun, mnamakesun, FM-VP4

(curocranon/ackopbmngpocdar kammecrepona, Forbes Medi-Tech, WQ02005042692
WO02005005453), MD-0727 (Microbia Inc., W02005021497, WO02005021495) wmm c
coenuHeHUsiMY, ornucaHHbIME B W(02002066464, W02005000353 (Kotobuki Pharmaceutical Co.
Ltd.), numm WO0O2005044256, unu W02005062824 (Merck & Co.), umm W02005061451 u
WO02005061452 (AstraZeneca AB), u WO02006017257 (Phenomix) wnmu WO02005033100
(Lipideon Biotechnology AG), wumu onucanubivu B W02004097655, W02004000805,
W02004000804, WO0O2004000803, WO0O2002050068, W0O2002050060, WO0O2005047248,
WO02006086562, WO02006102674, WO02006116499, WO0O2006121861, W0O2006122186,
WO02006122216, WO02006127893, WO2006137794, WO2006137796, WO2006137782,
WO02006137793, W0O2006137797, W0O2006137795, W0O2006137792, WO2006138163.

[00190] B ogHOM BapmaHTe M300PETEHUs] MOJIEKYJy TIMLHMHCOAEPIKALIEr0 TPUIENTHAA
BBOIAT B KOMOMHALMH ¢ Vytorin™, puKkCupoBaHHON KOMOMHALIMEH 33€TUMIOA U CHMBACTATHHA.

[00191] B  omHOM  BapuaHTe  OCYIUIECTBJIICHHSI  M300pPETeHUST  MOJIEKYJy
TJIULAHCOAEPIKAIIEr0 TPUMENTHAA BBOIAAT B KOMOMHAUMH C (PUKCHPOBAHHON KOMOMHaIMEH
33eTUMHOA B aTOPBACTATHHA.

[00192] B  omgHOM  BapuaHTe  OCYUIECTBJICHHSI  M300pPETeHHST  MOJIEKYJy
TIULUHCOAEPIKAIIEr0 TPUINENTHAA BBOIAAT B KOMOMHAUMH C (PUKCHPOBAHHON KOMOMHamen
a3etumuba u penodudpara.

[00193] B pOOMONHUTENHHOM BapUaHTE OCYINECTBICHUS W300PETEHUS MOJIEKYIY
TJIMLMHCOAEPIKAIEro TPUNENTHAA BBOAAT B KOMOMHAUUHM C (PUKCHPOBAHHON KOMOMHaumen
denodpubdpara u po3yBacTaTUHa.

[00194] B  omgHOM  BapuaHTe  OCYULIECTBJIEHHS  H300PETEHHST  MOJEKYJIy
TJIMLMHCONAEPIKAIEro TPUMENTHAa BBOAAT B kKomOuHaimu ¢ Synordia®, ¢ukcupoBaHHOMN
xomOuHatmen penopudpara u MmeTpopMuHa.

[00195] B  omHOM  BapuaHTe  OCYIIECTBJIEHHS  HM300pPETEHHS  MOJIEKYJy
TIUIUHCOAEpIKAIero Tpurnentuaa BBoasT B komOunHauuu ¢ ISIS-301012, aHTHCMBICIOBBIM
OJIMTOHYKJICOTHIIOM, CTIOCOOHBIM PEryJINPOBaTh I'eH alOJUIONpoTenHa B.

[00196] B  omgHOM  BapuaHTe  OCYILIECTBJIIEHHSI  H300pPETeHUST  MOJIEKYJy
TJIMLMHCOEPIKAIIETO TPUTIENTHAA BBOIAT B KOMOMHALWH ¢ aroHHCTOM PATIII-ramMma, TakuMm Kax,
HampuMep, po3uriuTa3oH, nmuoriurazoH, JTT-501, GI 262570, R-483, CS-011 (puBornutas3oH).

[00197] B ogHOM BapwaHTe H300pETeHUsT MOJIEKYJy TIHIUHCOAEPKAIIEr0 TPUITETHAA
BBOAAT B KomOuHaumu ¢ Competact™, ¢ukcupoBaHHOW KOMOWHAIMEH MHOTIUTA30HA
TUAPOXJIOpHAA U MeTHOPMHUHA THAPOXIOPUA.

[00198] B ogHOM BapumaHTe M300pETeHUsT MOJIEKYJy TIHLIUHCOASPKAIIErO TPUITSITHAA
BBOIAT B KoMOmHaumu ¢ Tandemact™, QUKCHPOBAHHON KOMOWHAIMEN MHOTINTa30HA C
TJIUMETTHPHUIOM.

[00199] B ogHOM BapmaHTe H300pETEHUsST MOJIEKYJy TIHLIUHCOAEPKAIIErO TPUIISTITHAA
BBOIAT B KOMOMHAIMU C (PUKCHPOBAHHON KOMOMHAIMENH THUAPOXJIOPUAA TNHOTJIMTA30HA C

AaHTaroHMCTOM peuenTopa anruorensusa I, Takum kak, Hampumep, TAK-536.
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[00200] B  omHOM  BapuaHTe  OCYULISCTBJICHHSI  H300PETEHHST  MOJIEKYJy
DJIULTHCOAEPIKAIIEero TPUIISTITHAA BBOAAT B KOMOMHawmu ¢ aronnctoMm PAIIII-anbga, Takum Kak,
Hanpumep, GW9578, GW-590735, K-111, LY-674, KRP-101, DRF-10945, LY-518674 umm
TeMH, KOTopble onucanbl B W02001040207, W02002096894, W(02005097076.

[00201] B  omHOM  BapuaHTe  OCYLIECTBJIEHHS  H300pPETEHUST  MOJEKYJIy
TJIMLMHCOEPIKAIIEr0 TPUIMENTHAA BBOAST B KOMOMHAILMM CO CMeIIaHHbIM aroHuctom PAIIII-
anb(a/ramMma, TaKUM Kak, HarnpumMep, HaBernuraszap, LY-510929, ONO-5129, E-3030, AVE 8042,
AVE 8134, AVE 0847, CKD-501 (cynbdart nodersmrasona) win kak onucaso B WO 00/64888,
WO 00/64876, W003/020269 wnu B J. P. Berger et al., TRENDS in Pharmacological Sciences
28(5), 244-251, 2005.

[00202] B  omgHOM  BapuaHTe  OCYILIECTBJIIEHHSI  H300pPETeHHST  MOJIEKYJy
TITUIUHCOAEPIKAIIEero TPUITENITHAA BBOAST B KoMOuHarmu ¢ aroHucrom PAIIII-nenbra, Takum
, Hampumep, GW-501516 wunm kak omucano B WO02006059744, W0O2006084176,
W02006029699, W(02007039172-W02007039178.

[00203] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIUIIHHCOEPIKAIIETO TPUTICTITHA

Kak

BBOIAT B KOMOWMHAIMM C MerarmupgaceHoM wiu ¢ MBX-2044 wnu npyruMu 4acTHYHBIMHU
aronucramu/anraronucramu PATIII-ramma.

[00204] B  omgHOM  BapuaHTe  OCYUIECTBJIICHHSI  H300PETEHHST  MOJIEKYJy
DJIULTHCOAEPIKAIIEero TPUMIENTHAA BBOAST B KOMOUHAIMK ¢ GuOpATOM, TAKUM Kak, HAIpUMep,
benodubpar, knodudpar unu 6ezadudpar.

[00205] B  omHOM  BapuaHTe  OCYLIECTBJICHHS  H300PETEHHST  MOJIEKYJY
DJIUITHCOAEPIKAIIEero TPUTENTHAA BBOAAT B KOMOWHauuu ¢ unruoburopom MTP, Takum kak,
Hanpumep, umrunranua, BMS-201038, R-103757, AS-1552133 unu TeMu, KOTOpbIE ONUCAHbI B
W02005085226, W0O2005121091, W0O2006010423.

[00206] B  omHOM  BapWaHTe  OCYLIECTBJICHHS  HM300pETEHUS]  MOJIEKYJy
TIUIUHCOAEPIKAIIEro TPUMenTuaa BBOAAT B komMOuHauuu ¢ unruouropom CETP, Ttakum kak,
Hanpumep, Topuerparub wiu JTT-705, wnu Temu, kotopblie omucanbl B W(02006002342,
W02006010422, WO0O2006012093, WQO2006073973, WO02006072362, W0O2006097169,
W02007041494.

[00207] B  omgHOM  BapuaHTe  OCYILIECTBJIIEHHSI  H300pPETeHUST  MOJIEKYJy
TJTUITHCOAEPIKAIIEero TPUIIENITHAA BBOAST B KOMOMHAIIMK C UHTHOUTOPOM abCOpPOINY KEeTIHBIX
kuciot (cm., Hanpumep, nateHT CIITA Ne6245744, natent CIIA Ne6221897 umu WOO00/61568),
TakuM Kak, Harmpumep, HMR 1741 unu temu, kotopsie onucanel B DE 10 2005 033099.1 u DE 10
2005 033100.9, WO 2007009655-56.

[00208] B  omgHOM  BapuaHTe  OCYUIECTBJICHHSI  M300pPETeHHST  MOJIEKYJy
TJIUTHCOAEPIKAIIEero TPUIIENTHAA BBOASIT B KOMOMHALIMU C MOJIMMEPHBIM COPOSHTOM KETIHBIX
KHUCJIOT, TAKUM KaK, HalIpUMep, XOJECTUPAMHH WIN KOJIECEBEIaM.

[00209] B  omgHOM  BapuaHTe  OCYUIECTBJICHHSI  H300PETeHHST  MOJIEKYJY
TJIULIHCOAEPIKAIIEero TPUMENTH A BBOAIT B KOMOMHALMH ¢ HHIyKTOpoM perenTopa JITTHIT (cm.
nareHT CIIA Ne 6342512), Takum kak, Hanpumep, HMR 1171, HMR1586 nnu temu, koTopble
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onmcanbl B W02005097738.

[00210] B ogHOM BapmaHTe M300pEeTEHUs] MOJIEKYJY TIIMLHHCOAEPIKALIEr0 TPUIENTHAA
BBOAAT B KoMOuHammu ¢ ycwmmreiaem skcrpeccun ABCAL, kak omucaHo, Hampumep, B
W02006072393.

[00211] B OOMOJNHHUTENBHOM BapUAHTE OCYIIECTBICHHS H300pETEHHs] MOJIEKyJia
TJULMHCOAEPIKAIEr0 TPUMNENTUAA BBOAAT B KoMOWHaumu ¢ wuHruOutopom PCSK9
(mponpoTenHKOHBepTa3a CyOTHIM3HH/KeKCHH THna 9), HanpuMep, Evolocumab, nakmncupanom
win tepanesTuueckuM PHKu-arenrom, nampasneHHbiM npotuB PCSKO. B nmononHuTensHOM
BapUAHTE OCYIIECTBJICHHUS] H300PETEHHST MOJIEKYJy TJIMLIMHCOAEPIKAIEro TPUIENTHA BBOIAT B
KOMOWHALIMKM C AaHTUTEJIOM, HampajieHHbIM TpoTuB PCSK9, nHampumep, amupokymadbom
(Praluent), nmo3mpoBKa KOTOPOTO MOXKET COCTaBJATh 75-150 Mr kaxnable ABe HENENH, W
sBosiokymadom (Repatha) B mo3e 140 mr kaskapie aBe Henenu win 420 Mr e:keMeCsTIHO.

[00212] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIHUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOIAT B KoMOmHanmu ¢ Omacor® (omera-3 >KHpHBIE KUCIOTBI, BHICOKOKOHLIEHTPHUPOBAHHBIE
STHIIOBBIE 3(UPBI SHKO3ANIEHTAEHOBOM KHCJIOTHI M JOKO3areKCAaeHOBOW KUCIIOTHI).

[00213] B  omgHOM  BapuaHTe  OCYUIECTBJICHHSI  M300pPETeHUST  MOJIEKYJy
TJIMLAHCOAEPIKAIIEro TPUMIENTHAA BBOIAT B KoMOuHaumu ¢ uHruoutopom ACAT, TakuM Kak,
Harpumep, aBazuMud nimm SMP-797.

[00214] B ogHOM BapumaHTe M300pPETEHUs] MOJIEKYJY TIIMLMHCOAEPIKALIETr0 TPUIENTHAA
BBOAST B KOMOWHALIMU C AHTHOKCHIAHTOM, TakuM kak, Hampumep, OPC-14117, mpoOykodn,
TOKO(EpOII, ACKOPOUHOBYIO KHCIIOTY, B-KaPOTHH WJIH CEJICH.

[00215] B  omHOM  BapuaHTe  OCYLIECTBJIEHHS  H300pPETEHHST  MOJEKYJY
DJIMLIHCOAEPIKAIIEero TPUIIETITHAA BBOAST B KOMOUHALIMY ¢ BUTAMUHOM, TaKHM KakK, HampuMmep,
BuTamMuH B6 unu Buramun B12.

[00216] B  omHOM  BapWaHTe  OCYLIECTBJICHHS  HM300pETEHUS]  MOJIEKYJy
TJIMLMHCOEPIKAIIETO TPUITENTHAA BBOIAT B KOMOMHALIMK C MOAYJISITOPOM JIMITONPOTEHHITUTIA3HI,
TaKUM Kak, Harpumep, uoposunum (NO-1886).

[00217] B  omgHOM  BapuaHTe  OCYIIECTBJIEHHSI  HM300pPETeHUST  MOJIEKYJy
TJIMLMHCOAEPIKAIIEr0 TPUMENITHAA BBOAST B KOMOMHALMN ¢ HHruOuTOopoM AT®-murparinassl,
TaKUM Kak, Harpumep, SB-204990.

[00218] B  omgHOM  BapuaHTe  OCYIIECTBJIIEHHSI  M300pPETeHUST  MOJIEKYJy
TJIULUHCOAEPIKAIIETrO TPUIIENTHAA BBOIAT B KOMOWHAIIMA C MHTHOMTOPOM CKBAJIEHCHHTETA3bI,
TakuM Kak, Hampumep, BMS-188494, TAK-475 umu kak ommucano B WO2005077907,
JP2007022943.

[00219] B  omHOM  BapuaHTe  OCYUIECTBJICHHS  M300pPETeHHST  MOJIEKYJy
TJIULMHCOAEPIKAIIEr0 TPUIENTHAA BBOAAT B KOMOWHAIMM C AHTArOHUCTOM JIUIONpPOTEnHA(a),
TaKUM Kak, Harpumep, remkaden (CI-1027).

[00220] B  omgHOM  BapuaHTe  OCYUIECTBJICHHSI  H300PETeHHST  MOJIEKYJY
DJIUITHCOAEPIKAIIero TPUNenTHaa BBOAST B KoMOuHaimu ¢ aroHuctoM GPR109A (aronucrom

peuenrropa  HM74A; aronncrom NAR (aroHucToMm peLentopa HUKOTHUHOBON KHCJIOTBI),
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HaTpUMepP, HUKOTUHOBOW KHCJIOTHI FJIM HUAIIMHOM C MPOJIOHTHPOBAHHBIM BBICBOOOKIEHUEM, B
komOuHaumu ¢ MK-0524A wnu temMu coemuHeHHsMU, KOTOpbie omucaHbl B W(02006045565,
W02006045564, WO02006069242, WQ02006124490, WO2006113150, WO2007017261,
W02007017262, W0O2007017265, W0O2007015744, W0O2007027532.

[00221] B  gpyrom  BapuaHTe  OCYLIECTBJICHHMS  W300pETEHUs]  MOJIEKYJY
TJIMLMHCOAEPIKAIIEr0 TPUIENITHAA BBOAAT B KoMOuHauuu ¢ aronuctom GPR116, kak onucaHo,
Hanipumep, B WO2006067531, W0O2006067532.

[00222] B  omgHOM  BapuaHTe  OCYIIECTBJIEHHS  HM300pPETeHHS  MOJIEKYJy
TIUIUHCOAEPIKAIIEr0 TPUIENTHIA BBOAST B KOMOMHALIMU C MHTUOUTOPOM JIMIA3bl, TAKUM KakK,
Harpumep, opauctar win netuaucrat (ATL-962).

[00223] B ogHOM BapuaHTe M300pETeHUsT MOJIEKYJy TIHUIUHCOAEPKAIIEro TPUIIENTHAA
BBOJSIT B KOMOWHAIIMH C UHCYJIHHOM.

[00224] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOAST B KOMOWHAIMK C CyJb()OHUIMOYEBUHOW, TaKOH Kak, HampuMep, TOJOyTaMum,
TTUOSHKTAMU, TJUIH3U/, TIUKJIA3U WITA TITUMETHUPUT.

[00225] B onHOM BapuaHTe OCYILIECTBIECHUS MOJIEKYJTy TJIHUIIHHCOEPIKAIIETO TPUTICTITHA
BBOJSIT B KOMOWHAIIMHM C BELIECTBOM, KOTOPOE YCHJIUBAET CEKPELUI0 HHCYJIMHA, TAKHUM Kak,
Harpumep, KCP-265 (W02003097064) nnu BemecTBaMu, KoTopbie onucansl B W02007026761.

[00226] B onHOM BapuaHTe OCYLIECTBJIECHUS MOJIEKYJTy TJIUIIUHCOIEPIKAIIETO TPUTISTITHA
BBOIAT B KOMOWMHAIMM C aroOHUCTAMH TIIIOKO303aBUCHMOTO HMHCYJHHOTPOIIHOTO perenTopa
(GDIR), Takumu kax, Hanpumep, APD-668.

[00227] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy TJIULIUHCOEPIKAIIETO TPUIIETITH A
BBOISIT B KOMOMHALIMH ¢ OUTyaHHIOM, TAKUM KakK, HarpuMep, MeThOpMHUH.

[00228] B eme onHOM BapuaHTE OCYLIECTBJICHUS MOJIEKYJIY TJIUIIMHCOAEPIKAIIETO
TPUIENITHAA BBOASAT B KOMOMHALMH C METJIUTHMHUAOM, TAKMM KakK, HamlpUMep, PenarjvHUum,
HATETJIMHUJ WA MUTHTJIMHUT

[00229] B nmomosHUTENTbHOM BapHaHTE OCYIIECTBJICHHUS MOJICKYJY TIIHIIHHCOIEPIKAIIETO
TPUMENTHIA BBOIAAT ¢ KOMOWHAIMEW MUTHIJIMHHUAA C TJIMTA30HOM, HANpUMeEp, THIPOXJIOPHI
NHUOTJIUTA30Ha, WIN MajieaT PO3UIIINTa30HA, WM KOMOWHAIIMY TIIMTAa30HA C TIUMENUPHUIOM TN
MeT(HOPMUHOM, HITH UX KOMOMHALIUH.

[00230] B npgpyroMm BapwaHTe OCYIIECTBJCHHS MOJEKYJY TIHIUHCOAEPKAIIETO
TPUMENTHA BBOIAT ¢ KOMOWHALMEN MUTHIJIMHUA ¢ UTHTHOUTOPOM alib(ha-TITFOKO3UIA3bI.

[00231] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIUIIHHCOEPIKAIIETO TPUTICTITHA
BBOJSIT B KOMOWHALIUY C THA3OJMIUHANOHOM, TAKHM KaK, HAMIPUMEp, TPOTJIUTA30H, LIUTJIUTA30H,
NUOTJINTA30H, PO3UTIIUTA30H WM COENWHEHWsAMH, packpeitbeivu B WO  97/41097
Uccnenosarenbckoro ¢ponma nokropa Penmu, B uactHoctu S-[[4-[(3,4-nuruapo-3-metui-4-okco-
2-XWHA30JIMHUIIMETOKCH |-peHm |MeTi|-2,4-THAa30THAUHINOH.

[00232] B onHOM BapHaHTe OCYLIECTBJIEHUS MOJIEKYJTy TIIULIUHCOIEPIKAIIETO TPUTICTITHA
BBOJSIT B KOMOMHAIIMN ¢ UHTHOUTOPOM O-TJIFOKO3HA3bl, TAKUM KaK, HATPUMEP, MUTJIUTOJN WJIH

akapOo3a.
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[00233] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy TIIUILIUHCOIEPIKAIIETO TPUTISTITHA
BBOISIT B KOMOMHALIMU C aKTUBHBIM MHIPEAMEHTOM, KOTOpbIA netictByeT Ha AT®d-3aBUCHMBIi
KaJIMeBbIM KaHaJ OeTa-KJIETOK, TAKMM KaK, HallpuMep, TONOyTaMuA, MIUOSHKJIAMUJ, TIIUIH3HL,
TJIMMENUPU WK PEeNarjuHu.

[00234] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy TIIULIUHCOEPIKAIIETO TPUIIETITH A
BBOJSIT B KOMOMHAaLMK ¢ Ooyee 4eM OJHUM U3 BBILIEYNOMSHYTBIX COSIUHEHHUi, Halpumep, B
KOMOMHAIMU C CyJIb(OHIIMOYEBUHONH U MET(HOPMHUHOM, CYJIb(POHMIMOYEBUHON U akapOO30ii,
penariuHUAOM W MeT(GOPMHHOM, HHCYJUHOM H CYJb()OHHUIMOYEBUHOW, HHCYJIHMHOM U
MeT(HOPMHUHOM, HHCYJIMHOM H TPOTJIUTa30HOM, HHCYJMHOM M JIOBACTATUHOM U T. [I.

[00235] B onHOM BapuaHTe OCYLIECTBIEHUS MOJIEKYJTy TIIHUIIHHCOIEPIKAIIEeTO TPUTICTITHIA
BBOJISIT B KOMOMHALIMH ¢ MHTHOUTOPOM TITHKOTreH(pochOopuiasbl, TakuM Kak, Harpumep, PSN-357
wm  FR-258900, wnu Temm, xoTtopeie ommcansl B W02003084922, W0200400745S5,
W02005073229-31 nnu W0O2005067932.

[00236] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TIIHUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOISIT B KOMOMHALIMU C AHTArOHMCTAMM PELENTOpa IIFOKAroHa, TAKMMHU Kak, Hampumep, A-
770077, NNC-25-2504 unu xak onucano B W02004100875 nnu W02005065680.

[00237] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIUIIUHCOIEPIKAIIETO TPUTICTITHA
BBOISIT B KOMOHMHALIMHM C aKTHBATOPAMH TIIFOKOKMHA3bI, TAKUMH Kak, Hampumep, LY-2121260
(W02004063179), PSN-105, PSN-110, GKA-50 unu Temu, KOTOpbIE OMKCAHbI, HAPUMED B
WO02004072031, WO02004072066, WO2005080360, WO0O2005044801, WO2006016194,
WO02006058923, WO0O2006112549, WO2006125972, WO2007017549, WO2007017649,
W02007007910, W0O2007007040-42, WO2007006760-61, W(02007006814, W0O2007007886,
WO02007028135, WO2007031739, WO2007041365, WO2007041366, WO2007037534,
WO02007043638, WO2007053345, WO2007051846, WO02007051845, WO2007053765,
WO02007051847.

[00238] B onHOM BapuaHTe OCYILIECTBIEHUS MOJIEKYJTy TIIHUIIHHCOEP KAIIETO TPUTICTITHIA
BBOJIISIT B KOMOMHALIMHM C MHTUOUTOPOM TIIFOKOHEOr€He3a, TAKMM Kak, Hanpumep, FR-225654.

[00239] B onHOM BapuaHTe OCYLIECTBIEHUS MOJIEKYJTy TIIHUIIHHCOIEPIKAIIEeTO TPUTICTITHIA
BBOIAIT B KOMOMHAIMU ¢ HHrubutopamu ¢ppykro3o-1,6-6uchocdarassr (PbdDasbl), TaKMMHU Kak,
Harpumep, CS-917 (MB-06322) wmu MB-07803, wium TeMH, KOTOpble ONWCAaHBI B
W02006023515, W0O2006104030, W0O2007014619.

[00240] B onHOM BapuaHTe OCYILIECTBIECHUS MOJIEKYJTy TJIHUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOIAT B KOMOMHAIIMK C MOAyJATOpamMHu mnepeHocunka rimokos3sl 4 (GLUT4), takumu Kak,
Harpumep, KST-48 (D.-O. Lee et al.: Arzneim.-Forsch. Drug Res. 54 (12), 835 (2004)).

[00241] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TIIUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOAST B KOMOWHALMKM C WHTCHOUTOpaMH IIIyTaMHH-(QPYKTO30-0-hochaTamunoTpanchepaspl
(GFAT), xak onncano, Haripumep, B W02004101528.

[00242] B onHOM BapHaHTe OCYLIECTBJIEHUS MOJIEKYJTy MIIUILIUHCOEPIKAIIETO TPUTISTITHA
BBOIAT B KOMOMHAIMM ¢ uHruOurtopamu nunenrupunnentuaasel 1V (AIII1-4), takumu xak,

Harpumep, BungarmunTud (LAF-237), curarmuntun (MK-0431), curarmunrus ¢ocdar,
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cakcarmuntud ((BMS-477118), GSK-823093, PSN-9301, SYR-322, SYR-619, TA-6666, TS-
021, GRC-8200, GW-825964X, KRP-104, DP-893, ABT-341, ABT-279 unu ero npyras coJb,
WIM C TEeMH COEIUHEHUsIMHU, KOTopble omucansl B W02003074500, WO2003106456,
WO02004037169, WQ0200450658, WQO2005058901, WO2005012312, WO2005/012308,
W02006039325, WO02006058064, WQO2006015691, WO2006015701, WO2006015699,
WO02006015700, WO2006018117, WO02006099943, WO02006099941, JP2006160733,
WO02006071752, WO0O2006065826, WO2006078676, WO2006073167, WO2006068163,
WO02006090915, WO02006104356, WO2006127530, WO2006111261, WO2007015767,
W02007024993, W02007029086.

[00243] B onmHOM u3 BapuUaHTOB OCYILIECTBJICHUS MOJIEKYJY TIHIUHCOAEPIKAIIETO
TPUIIENITHIA BBOAAT B KOMOMHAUMU ¢ Janumet™, ¢pukcupoBaHHON KOMOMHALIMEH CUTArIUIITHHA
dochara u merpopmMuHa TUAPOXIIOPUAA.

[00244] B onHOM BapuaHTe OCYLIECTBIECHUS MOJICKYJTy TJIHUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOIAT B KOMOMHaumu ¢ uHruoOutopamu 11-Gera-ruppokcucreponnneruaporenassl 1 (11p-
HSD1), Takumu kak, Hanpumep, BVT-2733, JINJ-25918646, INCB-13739, wnu ¢ TeMu, KOTOpbIe
omcanbl W0200190090-94, W0200343999, W0O2004112782, W0200344000, W0200344009,
WO02004112779, WO0O2004113310, WQO2004103980, WO0O2004112784, WO2003065983,
W02003104207, WO0O2003104208, WQ02004106294, WO0O2004011410, W02004033427,
W02004041264, WO02004037251, WQ0O2004056744, WO2004058730, WO2004065351,
W02004089367, WQ02004089380, W02004089470-71, W0O2004089896, W02005016877,
WO02005097759, WO2006010546, WQO2006012227, WO0O2006012173, WO2006017542,
W02006034804, WO02006040329, WQ02006051662, WO0O2006048750, WO2006049952,
W02006048331, WO2006050908, WQ02006024627, WO0O2006040329, WO02006066109,
W02006074244, WO0O2006078006, WO2006106423, WO2006132436, WO0O2006134481,
WO02006134467, WO2006135795, WO2006136502, WO2006138695, W0O2006133926,
W02007003521, WO2007007688, US2007066584, WO02007047625, WO2007051811,
WO02007051810.

[00245] B onHOM BapuaHTe OCYLIECTBIEHUS MOJIEKYJTy TIIUIIHHCOIEPIKAIIEeTO TPUTICTITHIA
BBOJIIT B KOMOMHAIUK ¢ HHrHOUTOpamMu nporenntuposurdocdarassl 1B (PTP1B), kak onucano,
Hanpumep, B WO0200119830-31, WO200117516, WO02004506446, WQ0O2005012295,
W02005116003, W02005116003, W0O2006007959, DE 10 2004 060542.4, W(0O2007009911,
W02007028145, W0O2007081755.

[00246] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOIST B KOMOHMHALIMM C MOAYJISITOPAMHU HATPUH3aBHCUMOTO NMEPEHOCUYMKA TIIFOKO3bI 1 miam 2
(SGLTI1, H3III-2), Takumu kak, Hampumep, KGA-2727, T-1095, SGL-0010, AVE 2268, SAR,
7226 wu ceprimudio3uH WM, Kak omucaHo, Hampumep, B W02004007517, W(0200452903,
W0200452902, PCT/EP2005/005959, WQO2005085237, JP2004359630, WO2005121161,
WO02006018150, WO2006035796, WQ02006062224, WO0O2006058597, WO2006073197,
WO02006080577, WO2006087997, WQO2006108842, WO0O2007000445, WO2007014895,
WO02007080170 mnu A. L. Handlon in Expert Opin. Ther. Patents (2005) 15(11), 1531-1540.
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[00247] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy TJIUIIUHCOIEPIKAIIETO TPUTISTITHA
BBOIT B kKomOmHaumu ¢ monyssitopamu GPR40, kak onmcano, Hanpumep, B W02007013689,
W02007033002.

[00248] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy MIIULIUHCOEPIKAIIETO TPUIIETITH A
BBOJSIT B KoMOuHarmu ¢ moayssitopamu GPR119b, kak onucano, Hanpumep, B W02004041274.

[00249] B ogHOM BapuaHTe OCYLIECTBICHUS MOJIEKYJIY TJIULUHCOAEPKAIIYIO TPHUIIETITHAA
BBOIIT B KoMOuHanmu ¢ moaysisatopamu GPR119, kak onucano, mHanpumep, B W02005061489
(PSN-632408), W02004065380, W02007003960-62 u W0O2007003964.

[00250] B momosHUTENbHOM BapHUaHTE OCYLIECTBIICHUS MOJIEKYJa TIIHIUHCONEPIKAIIETO
TPUIIENITH/IA BBOIAT B KOMOuHaImu ¢ moayisitopamu GPR120.

[00251] B onHOM BapuaHTe OCYLIECTBIEHUS MOJIEKYJTy TIIUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOIAT B KOMOWHAIMM C WHTHOWTOpaMH TOPMOHOYYBCTBUTENbHOH Jmmassl (HSL) w/wmmm
dochonunas, kak omucaHo, Hanpumep, B W02005073199, W02006074957, W0O2006087309,
WO02006111321, W0O2007042178.

[00252] B onHOM BapuaHTe OCYILIECTBIECHUS MOJIEKYJTy TJIUIIHHCOEPIKAIIETO TPUTICTITHA
BBOJSIT B KOMOMHaImu ¢ uHruouropamu aneTmi-KoA-kapookcunassl (ACC), Hanpumep, TAKUMHU
Kak Te, KoTopble onucanbl B W0199946262, W(0200372197, W02003072197, W02005044814,
WO02005108370, JP2006131559, W0O2007011809, W0O2007011811, W0O2007013691.

[00253] B nonmosHUTENPHOM BapHaHTE OCYIIECTBJICHHUS MOJIEKYJY TIHIIMHCOIEPIKAIIETO
TPUIIENITH/IA BBOJSAT B KOMOMHAIINH C MOAYJIATOPAMH KCaHTHHOKcHaopenykTassl (XOR).

[00254] B onHOM BapHaHTe OCYLIECTBJIEHUS MOJIEKYJTy TIULIUHCOIEPIKAIIETO TPUIIETITH A
BBOIAT B KOMOuHammu ¢ uHruouropom Qocdoenonnupysarkapdbokcukusassl (PEPCK),
Hampumep, TAKUMU Kak Te, KoTopble onucanbl B W02004074288.

[00255] B onHOM BapuaHTe OCYINECTBICHHS MOJIEKYJTY TJIUIUHCOAEPKAIIEro TPUIIeITHAA
BBOISIT B KOMOMHAIIMM C MHTHOUTOPOM KHHAa3bl rivkoreHcuHTasbl 3 Oera (GSK-3 Gera), kak
omnmcaHo, Hampumep, B US2005222220, W02005085230, W0O2005111018, W0O2003078403,
W02004022544, WO02003106410, WO2005058908, US2005038023, WO2005009997,
US2005026984,  W02005000836, W02004106343,  EP1460075, W02004014910,
W02003076442, W0O2005087727 unu WO2004046117.

[00256] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIHUIIHHCOIEPIKAIIETO TPUTICTITHA
BBOJIIT B KOMOMHALIMH C HHTHOUTOPOM CBIBOPOTOYHOH/TITFOKOKOPTHKOHA-PETYIUPYEMOI KHHA3BI
(SGK), kak onucano, Hanpumep, B W02006072354.

[00257] B onHOM BapuaHTe OCYILIECTBIECHUS MOJIEKYJTy TJIUIIHHCOEPIKAIIETO TPUTICTITHA
BBOASIT B KOMOWHammu ¢ aroHucroM penentopa RUP3, kak omucaHo, Hampumep, B
WO02007035355.

[00258] B onHOM BapuaHTe OCYLIECTBIECHUS MOJIEKYJTy TJIUIIUHCOIEPIKAIIETO TPUTICTITHA
BBOIAT B KoMOmHammu ¢ wHruoOuropom mnporemHkuHassl C Oera (PKC-Oeta), Takum Kak,
Harpumep, pyOOKCHUCTayPHH.

[00259] B nppyroM BapuaHT€ OCYILIECTBJCHHS MOJEKYJY T[JIHULUHCOAEPKALIETO

TPUMENTHA BBOAUTCS B KOMOUHALIMU C aKTUBATOPOM I'€Ha, KOTOPBIN KOAUPYET MyTHPOBAHHYIO
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npu atakcuu-teneanrnoskrasun (ATM) npoTenHKIHA3Y, TAKYIO KaK, HAIPUMEP, XJIOPOXHH.

[00260] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy TJIULIUHCOEPIKAIIETO TPUTISTITHA
BBOJIIT B KOMOMHAIIMU C aHTAarOHMCTOM PELENTOpa SHAOTENNHA TUMA A, TAKUM KaK, HAapUMep,
aBoszeHTaH (SPP-301).

[00261] B onHOM BapuaHTe OCYLIECTBJIEHUS MOJIEKYJTy TJIULIUHCOEPIKAIIETO TPUIIETITH A
BBOIAT B KoMOuHaimu ¢ uHrubutopamu «lkB-kunaser» (maruduropamu IKK), kak ommcano,
Haripumep, B WO2001000610, WO2001030774, W0O2004022553 nimn WO2005097129.

[00262] B onHOM BapuaHTe OCYILIECTBIEHUS MOJIEKYJTy TITUIIHHCOEPIKAIIEeTO TPUTISTITHIA
BBOISIT B KOMOMHAIIMK C MONYJIITOPaMHU TIFOKOKopTHKouaHoro peuenropa (GR), kak onucaHo,
Hanpumep, B W0O2005090336, W0O2006071609, WO2006135826.

[00263] B nmomosHUTENTEHOM BapHaHTE OCYIIECTBJICHHUS MOJICKYJY TIIHIIMHCOIEPIKAIIETO
Tpunentuaa BBOAAT B komOunHamuu ¢ moapyisitopamu CART (cm. "Cocaine-amphetamine-
regulated transcript influences energy metabolism, anxiety and gastric emptying in mice"
Asakawa, A. et al.: Hormone and Metabolic Research (2001), 33(9), 554-558);

[00264] B nonmosHUTENTPHOM BapHaHTE OCYIIECTBICHHUS MOJICKYJY TIHIIMHCONEPIKAIIETO
TPUIIENITHA BBOIAT B KOMOWHammu ¢ aHTaroHuctoM NPY, TakuMm kak, Hampumep, {4-[(4-
AMHHOXWHA30JIMH-2-UJIaMHUHO )METUJI |UUKJIOTEKCHIIMETHI jJaMUl  THAPOXJopun  HadTanuH-1-
cynbponooit kucnotel (CGP 71683 A); antaronuctsl peuentopa NPY-5, takue kak L-152804
unu onucaHHble, Hapumep, B W02006001318; antaronucts! peuentopa NPY-4, Hanpumep,
ormmucanHpile B W02007038942; antaronuctsl peuentopa NPY-2, Hampumep, ONucaHHbIE B
WO02007038943; nentun YY 3-36 (PYY3-36) unu ananoruyHble COENAWHEHHs], TaKue Kak,
Harpumep, CJC-1682 (PYY3-36, KOHBbIOTUPOBAHHBII C CBIBOPOTOYHBIM aJIbOYMHUHOM YeJIOBEKA
yepes Cys34), CJC-1643 (mpousBogHoe PYY3-36, KOTOpOoe KOHBIOTHPYETCS In VIVO C
CHIBOPOTOYHBIM aJIbOYMHUHOM) HIIK T€, KOTOpble omucanbl B W02005080424, W(02006095166;
NPOM3BOHBIE MenTHaa odecTaTuHa, Kak onucano B W02006096847; CB1R (kaHHAOMHOUIHBIH
petenirop 1) aHTaroHUCTHI (TakKe Kak, HarpuMep, pumoHadant, SR147778, SLV-319, AVE-1625,
MK-0364 unu ux CONMM WU T€ COEAUWHEHMS, KOTOpble omucaHbl, Hanpumep, B EP 0656354,
WO000/15609, W02001/64632-64634, WO 02/076949, W02005080345, WO02005080328,
WO02005080343, W02005075450, WO2005080357, WO0O200170700, W02003026647-48,
W0200302776, W02003040107, W0O2003007887, W(02003027069, natent CIIIA Ne 6509367,
WO0200132663, WO02003086288, WO0O2003087037, WQ02004048317, WO02004058145,
WO02003084930, WO02003084943, WO02004058744, WO02004013120, W02004029204,
WO02004035566, WO02004058249, WO02004058255, WO2004058727, WO2004069838,
US20040214837, US20040214855, US20040214856, W02004096209, W02004096763,
WO02004096794, WO2005000809, WQ0O2004099157, US20040266845, WO0O2004110453,
WO02004108728, WO0O2004000817, WO0O2005000820, US20050009870, W0O200500974,
WO02004111033-34, W0200411038-39, W02005016286, WO0O2005007111, WO2005007628,
US20050054679, W02005027837, W02005028456, W02005063761-62, WO0O2005061509,
WO02005077897, WO2006047516, WO2006060461, WO2006067428, WO0O2006067443,
WO02006087480, WO2006087476, WO0O2006100208, WO2006106054, WO2006111849,
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WO02006113704, WO2007009705, WO2007017124, WO02007017126, WO0O2007018459,
WO02007016460, WO02007020502, WO2007026215, WO02007028849, WO02007031720,
WO02007031721, WO02007036945, W02007038045, W02007039740, US20070015810,
WO02007046548, WO02007047737, WO02007084319, W02007084450), xaHHaOMHOUIHBIN
peuenrop 1/kanHabunounHbii peuentop 2 (CB1/CB2) monmynupyromue COEIWHEHHs, Kak
ormucano, Hampumep, B W02007001939, W02007044215, W0O2007047737, aronuctst MC4
(mampumep, [2-(3a-0eH3mn-2-metnin-3-okco-2,3,3a,4,6,7-rekcaruaponupasono[4,3-c|nupuamus-5-
wn)-1-(4-xnopdenun)-2-okcoatun |Jamun  1-amuno-1,2,3 4-TerparuaponadraanH-2-kapOOHOBOM
kucnotsr, (WO 01/91752)) wnu LB53280, LB53279, LB53278 win THIQ, MB243, RY 764,
CHIR-785, PT-141 wumm Te, koropeie omucanbl B WO2005060985, WO2005009950,
WO02004087159, WO02004078717, WOQO2004078716, W02004024720, US20050124652,
WO02005051391, W02004112793, WOUS20050222014, US20050176728, US20050164914,
US20050124636, US20050130988, US20040167201, WQ0O2004005324, W02004037797,
WO02005042516, WO0O2005040109, WQO2005030797, US20040224901, WQ0O200501921,
WO0200509184,  WO02005000339,  EP1460069,  WO02005047253, W02005047251,
WO02005118573, EPI1538159, WO02004072076, WQ02004072077, W02006021655-57,
W02007009894, W02007015162, W0O2007041061, W0O2007041052; aHTaroHUCTHI pELIENTOPOB
opekcuHa (Hampumep, rugpoxsopun 1-(2-meTmnOeH3okcaszon-6-mn)-3-[ 1,5 |HapTupuanH-4-
wnimoueBnHbl (SB-334867-A) wunm Te, koTOpble omucasbl, Hampumep, B WO0200196302,
WO0200185693, WO02004085403, WO0O2005075458 or WO02006067224), aroHHUCTHI
rucTaMuHOBBIX H3-penientopos (Hampumep, cONb INABEIEBOH KUCIOTHI 3-LUKJIOreKcHi-1-(4,4-
aumeti-1,4,6,7-rerparugpoumunasol4,S-cnupuann-S-un-)npomnas-1-ona (WO 00/63208) nnu
Te, KoTopble onucanbl B W0200064884, W(02005082893, W0O2006107661, W(0O2007003804,
W02007016496, W02007020213); monyasropbl ructamuHa Hl/rucrammna H3, Takme xak,
HarpuMmep, OeTarucTiH 1 ero auruapoxiaopun; antaronuctsl CRF (Hanpumep, [2-metnn-9-(2,4,6-
tpumeTtmnpenmn)-9H-1,3,9-rpuazadnyopen-4-uwn | aunponuiaMmuH (WO 00/66585));
anrtaroHuctsl CRF BP (Hampumep, ypOKOPTHMH), arOHHCTbl YPOKOPTHHA, arOHUCTBI Oera-3-
aIPpeHOPELENITOPOB, Takue Kak, Hampumep, |-(4-xmop-3-merancynbhoruameruidennn)-2-[2-
(2,3-mumernn- 1 H-unnomn-6-nnokcu)stwnamMuHo [3tanon - ruapoxiopun (WO  01/83451); wmm
Solabegron (GW-427353), unu N-5984 (KRP-204), unu Te, kotopeie onucansl B JP2006111553,
W02002038543, W02007048840-843; aronuctei MSH (MenaHOUMT-KOHLIEHTPUPYIOLIETO
rOpMOHa); aHTaroHUCTHI perentopa MCH (MenaHNH-KOHIEHTPUPYIOIIEro rOPMOHa) (TaKue Kak,
Harpumep, NBI-845, A-761, A-665798, A-798, ATC-0175, T-226296, T-71, GW-803430 unu
COENUHEHMs, TaKhe Kak Te, KOoTopble omucanbl B W02005085200, W02005019240,
WO02004011438, WO0O2004012648, WQ0O2003015769, W02004072025, WO2005070898,
WO02005070925, WO2004039780, WQO2004092181, WO02003033476, W02002006245,
WO02002089729, W02002002744, W02003004027, FR2868780, W02006010446,
WO02006038680, WO02006044293, WQO2006044174, JP2006176443, W0O2006018280,
WO02006018279, WO2006118320, WO2006130075, WO02007018248, WO0O2007012661,
WO02007029847, WO02007024004, WO02007039462, WO02007042660, WO2007042668,
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W02007042669, US2007093508, US2007093509, W0O2007048802, JP2007091649); aroHUCTHI
CCK-A (takme xak, Hampumep, Tpudtopauerar {2-[4-(4-xnop-2,5-numerokcudennn)-5-(2-
LIMKJIOT€KCHIISTIIT ) THA30J1- 2 -UiKkapOamom -5, 7-nume TunnHa00- 1 -1  ykeycHoit kucnotel (WO
99/15525), SR-146131 (WO 0244150) mnu SSR-125180, wnm Te, KOTOpble ONMCAHBI B
WO02005116034); cmemaHHblE CEPTOHUHEPIHYECKHE W HOPAAPEHEPrHUECKUE COEAMHEHUS
(manpumep, WO 00/71549); aronucter S-HT-penentopos, Hanpumep, 1-(3-aTundenzodypan-7-
wmnnunepasuH okcamatr (WO 01/09111), cmemaHHble HHrHOMTOpPBI OOpPAaTHOrO 3axBaTa
nodamuHa/HOpINHHEePpUHA/aLeTUIXOoNMMHA  (Hampumep, Te3odencun); aronuctsl S-HT2C-
peuenTopa (Takue Kak, Hampumep, JopkasepuH rugpoxiyopun (APD-356), BVT-933 wnu Te,
Kotopble ommcanel B W(0200077010, W020077001-02, W02005019180, W02003064423,
W0200242304, WO02005035533, WO02005082859, WQO2006077025, WO0O2006103511);
antaroHuctel S5-HTO6-peuentopa, Takue kak, Hanpumep, E-6837 wunu BVT-74316, unu Te,
KOTOpble omucaHbl, Hampumep, B WO0O2005058858, W0O2007054257; aroHuUCTBI penentopa
6ombe3nHa (aronuctel BRS-3); aHTaroHUCTHI perienTopoB rajJaHuHa, TOPMOH pocTa (Harmpumep,
ropMOH pocTta yenoseka uin AOD-9604); coeanHeHus], BBICBOOOXKIAIOLINE TOPMOH pocTa (TpeT-
OyTun 6-0eH3UIIOKCH- 1 -2-TUU30IPONMIIAMUHOI THIIKapOaMon)-3,4-auruapo- | H-usoxuHonnH-2-
kapookcunat (WO 01/85695)); aHTaroHHCTBI PELENTOPOB, YCHUITHBAIOIINE CEKPEIHI0 TOpPMOHA
pocTa (aHTarOHUCTHI TPEJINHA), Takue Kak, Hampumep, A-778193, win Te, KOTOpbIE OMHUCAHBI B
W02005030734; aronuctsl TRH (cm., Hanpumep, EP 0 462 884); MonynsaTopsl pa3o0Imaroinx
OenkoB 2 wiu 3; aroHUCTHI JenTuHa (cM., Hampumep, Lee, Daniel W.; Leinung, Matthew C.;
Rozhayskaya-Arena, Marina; Grasso, Patricia. ArOHUCTBI JlennTHHA KaK MOTEHLUHUAJIbHBIN MTOIX O
K Jeuennto oxwupenus. Drugs of the Future (2001), 26(9), 873-881); aroHucTs! 10paMHHOBBIX
peLenTopoB (OPOMOKPUNTHH MJIM JOMPEKCHH ), HHIUOUTOPBI JHna3bl/amuiassl (Hanpumep, WO
00/40569); unrunoutops! nuatpnruiepus-O-atmntpancdepas (DGAT), Takue kak, Hanmpumep,
BAY-74-4113 wunu onmcanHble, Hampumep, B US2004/0224997, W02004094618,
WO0200058491, WO02005044250, WQO2005072740, JP2005206492, WO02005013907,
W02006004200, WO0O2006019020, WO02006064189, W0O2006082952, WO2006120125,
WO02006113919, W0O2006134317, W0O2007016538; MHrHOUTOPBI CHHTA3bl KUPHBIX KHCJIOT
(FAS), rakue xak, Hanipumep, C75 nim uHruOuTOpsl, onucanubie B W02004005277; mHrHOUTOPBI
creapouni-KoA nenpra-9-nmecarypaset (SCD1), omucanneie, Hampumep, B W02007009236,
WO02007044085, WO02007046867, W02007046868, WO020070501124, OKCHHTOMOAYJIUH,
arOHMCTBI WJIM YaCTUYHBIE arOHUCTHI PELENTOPOB OJEOMJIICTPOHA WIIM TOPMOHA IMUTOBUIHOMN
kenesbl, Takue kak, Hampumep: KB-2115 unm Tte, koropblie omucansl B W020058279,
WO0200172692, WQ0200194293, WO02003084915, WO02004018421, WO2005092316,
W02007003419, W0O2007009913, W02007039125.

[00265] B nomosHUTENPHOM BapHaHTE OCYIIECTBIICHHUS MOJIEKYJY TIHIIMHCOIEPIKALIETO
TPUIIENITH/IA BBOJST B KOMOWHAIIMM C BAPEHUKJIMHOM TapTpaTa, YaCTUYHBIM arOHUCTOM ajbpa-4-
Oera 2-HUKOTHHOBOTO alleTUIIXOJIUHOBOTO PELENITOPA.

[00266] B nonmosHUTENPHOM BapHaHTE OCYIIECTBJICHUS MOJIEKYJY TIMIIMHCOEPIKALIETO

TpunenTuaa BBOIAT B KOM6I/IHaI_[I/II/I C TPOAYCKBEMHUHOM.
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[00267] B nonmosHUTENPHOM BapHaHTE OCYIIECTBJICHHUS MOJIEKYJY TIMIIMHCOIEPIKALIETO
TPUIIENITH/IA BBOIAT B KOMOUHAIMK ¢ MoayiaTopoMm ¢pepmenta SIRTI.

[00268] B nonmosHUTENPHOM BapHaHTE OCYIIECTBJICHUS] MOJIEKYJY TIMIIMHCOIEPIKALIETO
TPUMENTHIA BBOAAT B KOMOMHALNU C AeKcamM(peTaMIHOM HId aM()eTaMIUHOM.

[00269] B nonosHUTENBHOM BapHaHTE OCYIIECTBJICHUS] MOJIEKYJY MIMIIMHCOEPIKALIETO
TPUNENTHIA BBOAAT B KOMOMHALMH ¢ eHpIypaMHHOM Win feKc(eHpIIypaMUHOM.

[00270] B nonoOJHUTENHEHOM BapHaHTE OCYLIECTBJIEHUS MOJIEKYJy TIMLIMHCOAEPIKAIIEro
TPUIIENITH/IA BBOJSIT B KOMOMHAILIUK C CHOYTPAMUHOM.

[00271] B momosHUTENTbHOM BapHaHTE OCYIIECTBIICHHUS MOJICKYJY TIIHIIHHCOIEPIKAIIETO
TPUIIENITH/IA BBOJST B KOMOWHAIIMH C Ma3HHIOJIOM WIN (PEHTEPMHHOM.

[00272] AnbTepHATHUBHO, JICYEHUE TIOJUIMENTUIOM MOJICKYJIbl TIUIUHCOAEPIKALIEH
TPUMENTHUA MPEAIIECTBYET WM CIEAyeT 3a JIeYeHHeM BTOPUYHBIM areHTOM C WHTEepBallaMu OT
MHUHYT A0 HeZlenb. B BapuaHTax ocyliecTBIEeHuUs, I'7ie BTOPOH TepaneBTUYECKU areHT U MOJIEKY Ty
TIULAHCOAEPIKAIIEr0 TPUIIENTHAA BBOAST MO OTAEIBHOCTH, KaK MPABWIO, MOXHO ObUIO ObI
rapaHTHpPOBaTh, YTO MEXIy MOMEHTAMU Ka)k[0il 1OCTaBKU HE MPOXOAUT 3HAUUTENbHbIN MEPUOA
BPEMEHH, TaK YTO BTOPOH areHT W MNIMLUHCOAEPIKAaIlas MOJIEKyJia TPUIENTHAA BCe eme OyayT
CIIOCOOHBI OKa3bIBaTh TMPEATIOUTUTENIbHBIH KOMOMHUPOBaHHBIN 3(dexT. B Takux ciydasx
MPEATONAraeTCs, YTO MPUMEHEHHe 00enX CrocoOO0B JIeYeHHs B peaesiax okojo 12-24 qacos apyr
OT JIpyra 4, B OHOM acCIieKTe, B Mpeaeax OKoJjio 6-12 4acoB apyr OT apyra, mpudeM HauboJee
NPEANOYTUTENBHBIM SIBJISIETCS BpeMs 3aJIep>KKHM BCEro 0koJjo 12 yacoB. B HEKOTOpBIX cUTyaLusax
JKENATENbHO 3HAYUTENbHO MPOMJIUTh MEPUOJ JICUEHHUs, ONHAKO, KOIAa MPOMEXKYTOK MEXIY
COOTBETCTBYIOLIUMHU BBEIEHHUSIMU COCTABJISIET OT HECKOJBKUX CYTOK (2, 3, 4, 5, 6 wimm 7) no
HecKOJIbKUX Henenb (1, 2, 3,4, 5,6, 7 unm 8).

[00273] B HEKOTOPBIX BapHUaHTaX OCYLIECTBIEHHs CHOCOOBI JIeUeHUs: MeTab0INIeCKOro
3a00eBaHus, HApUMep, KUPOBOH OOJE3HM MEYEHH, MOTYT BKJIOYAThb BBEJCHHE MOJIEKYJIbI
TJIMLMHCOAEPIKAIIErO TPUISNITHA U BTOPOTO TePAeBTUIECKOTO areHTa, HalpUMep, HHrHOuTOpa
anetmi-KoA-kapookcunaspl, uaruoutopa AnoC-III, uarunburopa AT®-murparinassl, peiObero
JKHpa, OTIyCKaeMoro 1o perenty, win uaruoutopa CETP.

[00274] CucremHast nOoCTaBKa KOHCTPYKLUNM WJIM MENTHIOB IS SKCTIPECCUM MOJICKYJT
TJIULAHCOAEPIKAINEr0 TPHUIENTHAA MALUEHTaM SBISETCS O4YeHb A(PQPEKTUBHBIM CIIOCOOOM
IOCTaBKM  TepameBTHdeckn  3(dexTuBHOMA KOMITO3ULIUU bl MIPOTHUBOAEHCTBUS
HETIOCPEACTBEHHBIM  KJIIMHUYECKUM  TPOSIBICHUSM  3a00yeBaHus.  AJNBTEPHATHBHO, IPHU
OTIPENENIEHHBIX OOCTOSTENBCTBAX MOAXOAUT MECTHASI TOCTABKA MOJIEKYJIbI TJHLIMHCOAEPIKAIIETO
TPUIIETITH/IA W/ U BTOPOTO TEPANIEBTHYECKOTO areHTa.

[00275] H3o00pereHune Takxke OTHOCHUTCS K CHocob0aM BBEACHHS] KOMIIO3UIIHMHA IO
M300pETEHNI0 MIIEKOTIHTAroIIeMy. B OJHOM acmekTe MIIEKONMUTAroInee MpPEACTABIseT COOOi
yenoBeka. DPPEeKTUBHOE KOIMYECTBO KOMIO3HMLUH, NMPUMEHSEMOE B TEPANIEBTUUECKHUX IIEJIX,
Oyner 3aBHUCETh, HAIIPUMEP, OT TEPAIEBTUYECKOTO KOHTEKCTa U Iesell. Crenuannct B JaHHOM
00JIaCTH TEXHUKH MOWMET, YTO MOAXOAIINE YPOBHHU 03 AJIs JICUEHUs], TAKUM oOpa3zom, OyayT

BapbUpPOBATBCsA B 3aBUCUMOCTH, 4YaCTUYHO, OT HOCTaBHﬂeMOﬁ MOJICKYJIbI, MOKa3aHWs1, OJisd
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KOTOPOTO KOMITO3ULIHSL HCIIONIB3YETCs, CIIoco0a BBENEHUS U pa3Mepa (Macchl Tea, TOBEPXHOCTH
TeJla WK pa3Mepa OpraHa) U COCTOSIHUA (BO3pacTa W OOIIEro COCTOSTHUS 3M0POBbsI) MAaI[UEHTA.
COOTBETCTBEHHO, KIMHULIUCT MOXKET TUTPOBATh 103y U HU3MEHATh CIOCOO BBENEHHS IS
NOJIY4EHHUs] ONTUMAIIBHOTO TeParneBTH4YecKoro s exra.

[00276] B omHOM acmekTe CxeMa JOCTaBKM  KOMIIO3ULIMM,  COAep Kallei
IJTMLITHCOEPIKALIYI0 MOJIEKYJy TPHUIENTHIA WM ee (papMaleBTUYeCKH NPHEMIIEMYIO COJIb,
MJIEKOTIMTAIOLIeMy OyaeT comepatb BBeAeHue oT S mr/kr g0 2000 mr/kr, wiu ot 30 Mr/kr 10
1500 mr/kr, wim ot 40 mr/kr 1o 1250 mr/kr, wiu ot 50 mr/kr 1o 1000 mr/kr, wiu ot 60 MI/Kr 10
5000 mr/kr, BBOAMMBIX B CyTOYHBIX J103aX WJIM B SKBHBAJCHTHBIX 033X MM B 3KBUBAJCHTHBIX
no3ax ¢ 6oJee UIMHHBIMU WK O0Jiee KOPOTKHMHU HHTEPBAJIaMHU, HANIPUMED, Yepe3 CyTKH, 1Ba pa3a
B HEJEJI0, €KECHENENbHO, €KEMECIYHO, Pa3 B MOIroja WM AaKe ABA WIA TPU pa3a B CYTKH.
Beenenne wmoxker OBITP NEPOPANbHBIM, BHYTPHUBEHHBIM, IIOJKOXHBIM, HHTPAaHA3AIbHBIM,
WHTQILAOHHBIM, TPAHCAEPMAIbHBIM, TPAHCMYKO3AJbHBIM WM JIEOOBIM JIPYTHM IyTEM,
00CYK1a€MbIM B JTAHHOM JIOKYMEHTE.

[00277] B nOMONHUTENBPHOM AacleKTe MOJEKYJIy TJIMLIUHCOAEPIKALIEro TPUIENTHIA
BBOJIAT IIPU MOMOIIM MOAKOKHOW WHBEKLUHU B J103aX, YKA3aHHBIX B JAHHOM JOKyMeHTe. OHaKo
MOJIEKYJIy TJHLIMHCOAEPKAIIEr0 TPHUIENTHAA MOXHO BBOOUTH JIOOBIM M3  CIOCOOOB,
o0CyXaeMbIX B JaHHOM JOKYMEHT€ W W3BECTHbIX B MJaHHOM oOnactu. TexHuku B
JOTIOJTHUTEBHOM aCTIeKTe HHBEKLHUY B OJHO MECTO UMEIOT MAKCUMAJIBHO AOMYCTHMBIH 00beM 2,0
mut. [Ipennonaraercs, 4To MOJEKyJa TIHIIMHCOAEP KAINErO TPHUIIENITHAA MOXKET OBbITh BBEIEHA B
HECKOJIbKO YYacCTKOB WJIM B Ooublieil no3ze, ecnu TpeOyercs Oojiee BBICOKAsh KOHIICHTPALIHS
MOJIEKYJIbl ~ TIMLMHCOAEpIKAllero  TpUmentuaa. B apyroM  acmekTe  MOJEKyJy
TJTMLTHCOEPIKALIEr0 TPUIENTHIA BBOIAT MPUOIH3UTENBHO B OJJHO U TO )K€ BPEeMsI KayK/IbIi ICHb.
OnHako B n300peTeHne BKJIOYEHBI AIbTEPHATUBHBIE CPOKH JOCTABKH.

[00278] ®apmarieBTHYECKHE KOMIIO3UIUH TAKK€ MOXKHO BBIOUPATH [T MAPEHTEPATbHON
IOCTaBKU. AJIBTEPHATUBHO, KOMIIO3ULIMM MOTYT OBITh BBIOPAHBI IJIsl MHTAJSIHUM WM JJIS
JIOCTaBKU depe3 MHUINEBAPUTENbHBII TPaKT, Hampumep, mnepopainbHo. [lomydeHue Takux
(dapManieBTUYECKH TMPUEMJIEMbIX ~KOMIIO3MLIUH HAXOOUTCS B MpefenaXx KOMIETSHLUH
CTHEeLMAINCTA B JTAHHOM 00JIaCTH TEXHHKH.

[00279] B omHOM BapuaHTe OCYIIECTBJICHUs (hapMALEBTHYECKAs KOMIIO3UIUS MOKET
OBITH COCTaBJIEHA JJIs1 MHTasIMU. Hampumep, KOMIO3HMLMS MOJIEKYJIbI TJIHULMHCOAEPIKAIIETO
TPUIIETITHA MOXET OBITh COCTABJIEHA B BHAE CyXOro IOPOILIKA JJIsi MHraJsinuu. PacTBOphI
dapManieBTUYECKHX KOMIO3MLUN ANl WHTAILUKA  TakKXke MOTyT OBbIThb COCTaBIEHBI C
NPOTIEJUIEHTOM Il TOCTaBKU a’po3oJisl. B eme onHOM BapuaHTe OCYIIECTBICHHUS PacTBOPBI
MOKHO pachbuiATh. JlerouHoe BBeAE€HHUE JOMOJHUTENbHO onucaHo B 3asBke PCT Ne
PCT/US94/001875, xoTopast ONMCHIBAET JIETOYHYIO AOCTABKY XMMUYECKH MOIU(ULIPOBAHHBIX
OemnKoB.

[00280] Taxke mpenmnonaraeTcsi, 4YTO OINpPENeSEHHbIE COCTaBbl MOKHO BBOAUTH
nepopanbHO. B OnHOM BapuaHTe OCYIIECTBIEHHUsS HACTOSALIETO H300pETEHUs] KOMIIO3ULIUH

MOJIEKYJI TJIMLUHCOAEPIKALIEr0 TPUIIENTHIA, KOTOpPble BBOIAT TaKUM 0O0Opa3oM, MOTYT OBbITh
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COCTaBJIEHBI C HOCUTEIISIMU WJIH 0€3 HUX, OOBIYHO UCIIOIB3yEeMbIMU NIPU MPUTOTOBJIEHUH TBEPIBIX
JIO3UPOBAaHHBIX (OPM, TAKUX Kak TaOneTku W Karcyiel. Hampumep, karcyna Moxer ObITh
paspaboTaHa st BHICBOOOXKIEHUS] aKTUBHOM YaCTH COCTABA B TOM TOUKE JKEJTyTOUHO-KUIIEYHOTO
TpakTa, Korna OMONOCTYNTHOCTh MAaKCHMaljibHa, a IpeACHCTEeMHasl Aerpajalus CBeAeHAa K
MuHUMYMy. 1151 obnerdenust abcopOLuu KOMIIO3ULNN MOTYT OBbITh BKJIFOYEHBI JOTIOJTHUTEIIbHbIC
areHThl. Taxke MOTyT OBITh HCIIONB30BaHBbI pPa30aBUTENH, apOMAaTHU3ATOPbl, BOCKH C HHU3KOW
TEMIEPATypOH IUIaBJIECHUS, PACTUTENIbHBIE MACia, CMA3bIBAIOLIUE BEIIECTBA, CYCIEHIUPYIOLIUE
areHTbI, Pa3pPbIXJUTETH TAOJIETOK U CBA3BIBAIOIINE BEIIECTBA.

[00281] J[pyrasi KOMMIO3WLHMS MOJIEKYJ TJIULUHCOAEPIKALIErO TPHUIIENTUAA MOXKET
comepkath 3P PEeKTHBHOE KOJUUECTBO MOJIEKYJIbl NIMIUHCOACPIKAIIErO TPUMIENTUAA B CMECH C
HETOKCUYHBIMU 3KCLMITUEHTAMH, KOTOPbIE MOIXOAST AJIi MPOU3BOACTBA TabiIeTOK. PacTBopsis
TaONETKN B CTEPUJIBHON BOAE WJIM JPYroM IMOAXOJSINEM HOCHUTENIE, MOXXHO HPHIOTOBHTH
pPacTBOPBI B €MUHUYHON JIEKapCTBeHHOU (opme. [Toaxomsiue SKCIUMHEHTH BKIOYAKOT, HO HE
OTPaHUYMBAIOTCS UMH, WHEPTHBIE pa30aBUTENH, Takhe Kak KapOOHAT Kayblus, KapOOHAT MK
OukapOoHaT HaTpws, JakTo3y Win (GochaT KaJdblHs, WM CBA3BIBAIOIINE ATCHTHI, TAKUE KaK
KpaxmaJl, KeJaTHH WM TYMMHapaOWK, MM CMa3bIBAIOLINE areHThl, TAKHE KaK CTeapaT MarHus,
CTEapUHOBAs KUCJIOTA WU TaJIbK.

[00282] JlomonHUTENbHBIE KOMIIO3UIIMH MOJEKYJ TIHULHUHCOAEPIKAIIEro TPHUIENTHUIA
OynyT OYEBHIOHBI CIELMUAJUCTAM B JAHHOW OOJACTH TEXHUKH, BKJIIOYas KOMITIO3HLIUY,
cozepXKallue KOMIIO3ULIMM B COCTaBax C 3aMENJICHHOM WU KOHTPOJIMPYEMOW HOCTaBKOM.
CrnenanucraM B JaHHOHM 00JIACTH TEXHUKU TaKKe N3BECTHBI METOIAMKHU COCTABJIEHUSI MHOXKECTBA
APYTUX CPEACTB IJIA 3aMEUICHHOU WJIM KOHTPOJUPYEMON AOCTAaBKHU, TAKUX KAK JIMIIOCOMBI WU
MHLEJUISIPHBIE HOCHTENH, OuopasjiaraeMbleé MUKPOYACTHIBI WM MOPHCTBIE TPAHYJIBI U JETO-
UHBEKLUH.

[00283] YacroTa mo3upoBaHHs OyAeT 3aBUCETh OT (apMAaKOKHMHETHYECKUX MapaMeTpoB
KOMITO3ULIUM MOJIEKYJ TNIMLIMHCOAEP KAIero TPUIMENTUAA B HCIHONb3yeMOM cocrase. Kak
NPABWIIO, KJIMHULKCT OyAeT BBOOUTH KOMIIO3WULMIO AO TeX IOp, MOoKa He OyneT AOCTHTHyTa
NO3UPOBKa, obecrneunBaromas skejgaembiii ddpdexr. Takum 00pa3oM, KOMIIO3ULUK MOKHO
BBOJIUTH B BUZE OJHOKPATHOW O3Bl WJIM JIBYX MUK OoJiee 03 (KOTOpble MOTYT COAEPKATh TN
MOTYT HE COZIePKaTh OIMHAKOBOE KOJMUECTBO JKEJIaeMON MOJIEKYJIbl) C TEYCHUEM BPEMEHH WU B
BUJI€ HETPEpbIBHOH MH(DY3UHU uepe3 YCTPOUCTBO IJIsl MMIUIAHTAIMK WK Katerep. JlanpHeiimee
YTOYHEHHE MOAXOASALIEN TO3UPOBKH, KaK MPABUIIO, OCYIIECTBIAETCS CHELUAINCTAMU B JAHHOU
O0JNacCTH TEXHUKH M HAXOOUTCA B Tpenenax 3agad, KOTOPble OHH OOBIYHO BBIMOJHSIOT.
CoOoTBeTCTBYOIINE JO3UPOBKH MOTYT OBITh YCTAHOBJIEHBI TyTEM PUMEHEHHSI COOTBETCTBYFOIINX
JAHHBIX O 3aBUCUMOCTH MKy 10301 U d3pHexTom.

[00284] B pomonHeHHMe K cmoco0aM BBEAESHHS, OMNMCAHHBIM B JAHHOM JIOKYMEHTE,
KOMITO3ULIMM TIO0 H300PETEHHI0 MOKHO BBOIUTBH IS JIEUEHHS MIIEKONMHUTANOLEMY JHOOBIM
croco0OM, TakMM KakK, HO HE€ OrpaHHYMBAsCh, BHYTPUBEHHBIN, BHYTPHUOPIOIINHHBIM,
UHTparepeOpaIbHbIi (BHyTpUIIAPEHXUMAJIBbHBIN), MHTpaLepeOpOBEHTPUKY JIPHBIH,

BHYTPUMBILIEYHBIN, BHYTPUIJIA3HbIN, BHYTPHUapTEPUATIbHBIMN, UHTPANoOPTaJIbHbIN,



55

BHYTPHOYaroBbll, BHYTPUCYCTAaBHOM, BHYTPHOIYXOJIEBbIN, 1epeOpPOCTMHATIBHBIH,
MHTPAPEKTAIbHBIA M B TOJCTYIO KHIIKY, MECTHBIH, CyOKOHBIOHKTHUBAJIbHBIN, BHYTPHUITY3bIPHBIH,
UHTPABarMHAJIBHBIN, SMUAYPAJIbHBIN, BHYTPUPEOEpHBINH, BHYTPUKOXHBIN, WHIAJISLUOHHBIN,
TPaHCAEPMAIbHBIN, TPAHCCEPO3HBIH, BHYTPUOYKKAJIbHBINA, NEPOPAIbHBIM, HHTPAaHA3AJbHBIMH,
pacTBOpEHHE BO PTy WIM JAPYTUX IMOJOCTAX TeJa 3aKalblBAHUE B JAbIXaTEIbHBIE IIyTH,
MHCY QLS uepes AbIXaTeNbHbIE Iy TH, HHBEKIHS B COCY/Ibl, OMYXOJIN, OPTraH U TOMY NMOJO0HOE,
a TaK)Ke€ MHBEKLUS WIN ACTIOHUPOBAHUE B MOJIOCTH TEJIa MICKOUTAOLLETO.

[00285] AnbTepHATUBHO WJIM JOMOJHUTEIBHO KOMIIO3ULIMIO MOKHO BBOIUTb MECTHO
MOCPECTBOM MMIUIAHTALIMM MEMOpaHbl, T'yOKH WJIM JAPYroro MOAXOISINEro MaTepuania, Ha
KOTOPOM KeJlaeMast MoJIeKyJ1a Oblia abcopOrpoBaHa MM HHKAINCyaupoBana. Eciam ncnonb3yercs
UMIUIAHTALUOHHOE YCTPOMCTBO, OHO MOXKET OBITh MMIUIAHTHPOBAHO B JIOOYIO MOAXOISIIYIO
TKaHb WJM OpraH, a JOCTaBKA >KEJIA€MON MOJEKYJIbl MOXKET OCYIIECTBJATHCS MOCPEICTBOM
i dysun, 6oroca, BBEIEHHOTO C OMPENeIEHHBIM BPEMEHHBIM HHTEPBAJIOM, HITH HEMPEPBIBHOTO
BBEJICHHUSI.

[00286] B HEKOTOPBIX CiTydasiXx MOXKET OBITh JKEJNATENIbHO UCTIONBb30BaTh KOMITO3ULIMH €X
vivo. B Takux ciydasx KIJIETKH, TKaHH WJIH OpraHbl, KOTOpble OBUIM YyIaJeHbl y TMALUEHTa,
NOABEPrarOTCsS BO3AEHCTBUIO KOMITO3ULMH, TIIOCNIE Yero KIeTKH, TKaHH W/WIH OpraHbl
BIIOCJIEICTBHH UMIUIAHTHPYIOTCS] OOPATHO MALIUEHTY.

[00287] BpemeHume KOMMO3UIHUH MO M300PETEHHIO MOXKET OCYIIECTBISATHCS C
UCTIOJIb30BAHUEM JIFOOOrO W3 HECKOJNBKUX CTaHAAPTHBIX CIOCOOOB, BKJIOYAs, HAamNpUMeEp,
HETIPEPBIBHYIO UHPY3HUI0, OOTIOCHYIO HHBEKIHIO, IPEPHIBAIOINYIOCS HH(PY3HIO, HHTATSALUI0 HIIH
KOMOMHaLMU 3THX crnocoboB. Hampumep, ogmH w3 cnocoOOB BBENEHUS, KOTOPBIH MOXKHO
UCTIONIb30BaTh, BKJIIOYAET HENPEPBLIBHYIO BHYTpHUBEHHYI0 wuHOy3uro. I[Ipm Takom mnoxaxone
CKOPOCTb HH(Y3UN KOMITO3ULIH 1O M300PETEHHIO MOKET COCTABIIATh, Hanpumep, 0,001-0,5 mr/kr
Macchel Testa/gac, bonee npeanoututenbHo 0,01-0,2 mr/kr/dac u Hanbonee npennoututenbHo 0,03-
0,1 Mr/kr/4ac, mpu 3TOM JIEKapCTBO BBOAAT B TeueHue, Hanpumep, 1-100, 10-100 uau okosno 12,
24, 48, 72, 84 wnu 96 vacos. Ilpu sxenanuu MHQY3UH KOMIO3ULUHI MO M300PETEHUIO MOXKET
NPEAIIEeCTBOBATh OOJFOCHASI HHBEKIHs. Takyro OOJIOCHYI0 MHBEKIHIO MPOBOMST B JO3HPOBKE OT
okoio 0,001 mo okxomo 10 mr/kr. Bo3MOKHBI W3MEHEHHs B 03¢ M BO BpeMeHH HHQY3UH
KOMITO3ULIMH 1O N300PETEHUI0, KOTOPBIE TAK)KE BKIFOUEHBI B H300pEeTEHHE.

[00288] OnHOKpaTHasi OOMOCHAS MHBEKIIHSI MOXKET OBITh CAEJIaHa MyTeM BHYTPUBEHHOMU
uH(Yy3UN, HampuMep, Yepe3 LEHTPAIbHYIO JHHUI AOCTyNAa N NepUPEepUUECcKy0 BEHO3HYIO
JIMHUIO, WJIH TIYTeM NPSIMOH HHBEKLIUH C UCMIOIb30BaHNEM INpHLa. Takoe BBEACHNE MOKET OBITh
JKEJNATENbHbIM, €CIM MNALUEeHT NOJABEPraercsi JHIIb KPAaTKOCPOYHOMY PHCKY BO3JIEHCTBUS

OHAOTOKCHMHA H CJI€OOBATCIIBHO, HE HYXHACTCA B MNPOAOJDKUTCIIBHOM TNPUMECHCHUU

>
JIEKapCTBEHHOTO cpeacTBa. Hampumep, 3TOT ¢mocod BBEACHUS MOMKET OBITh JKEJATeJIbHBIM JIJIs
MAINEHTOB, HYXIAIUXCS B XUPYPTHUECKON MOMOINHM, €CJIU 3TO LEeJecOo00pa3HO, TaKHX Kak
MALMEHThI, KOTOPbIE MEPEHECIIH ONEPALIUIO HA CEPALIe, HAITPUMED, ONEPALHIO MO LIYHTHPOBAHUIO
KOPOHApHOHN apTepuy W/WIM OMEepalHrio M0 3aMeHe KianaHa. Y TaKuxX MalMeHTOB HHQY3Us

OJHOKpATHOro O0JIr0ca JIEKApCTBEHHOTO CPENCTBA MOKET OBbITh BBEEHA B TEUEHHE UEThIPEX
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4acoB 10 w/miu BO Bpems omepaunu. (OOpatute BHHUMaHHE, YTO KOJHYECTBO BBOAMMOIO
JIEKapCTBEHHOT'O CPENCTBAa 3aBUCUT OT MacChl M COCTOSIHUS MAallMeHTa U OIpeaesseTcs
KBaJH(ULIMPOBAHHBIM MPAKTUKYIOIUM BpadoM). MOTyT UCIONB30BaThCs 00Jiee KOPOTKUE HITU
Oonee nnUTENbHBIE IEPUOABI BBEEHHS, KaK 3TO OINPENENIeHO CIEeLHUAINCTOM B JaHHOH 00iacTH
TEXHHUKH.

[00289] B cnyuasix, korma skenaTesibHa OoJiee IIUTENbHAs JOCTaBKA MOJIEKYJIbI
IJTMLITHOBOTO TPUIIENITH/A UITH €€ (hapMalieBTHYECKH IPUEMIIEMOI COJIN IO N300 PETEHHUIO, MOKHO
NPOBOANTh MEPHONUYECKOE BBeAeHHE. B 3Tmx cmocobax BBOISAT YAApHYK 103y, 32 KOTOPOH
cnenyer wiu (1) BTOpas yaapHas a03a U TOaAepskuBaromas no3a (wnium mo3si), audo (ii)
NOAIePKUBAIOIIAS 103a HITH 103bI O€3 BTOPOi yIapHOH A03bI, KaK 3TO ONPEEICHO CIIEHATUCTOM
B JAaHHOW OOJIACTH TEXHUKH.

[00290]

[00291] Mns OOCTMKEHUS TOTOJHUTEIBHOM JOCTaBKH MOJIEKYJbl TJIULHUHOBOTO
TpUINIENITHAA WM ee (apMaleBTHIECKH NPUEMIIEMON COJH TALUEHTy MOXHO BBOJAWTH
NOANEPKUBAIOIIYI0O 103y (MM J03bI) COEOMHEHHUS, TaK YTO YPOBHH COEIMHEHHS
NOAAEPKUBAIOTCA B KpOBU nanuenTta. llogaepxusaroiiie 103b MOKHO BBOJUTH Ha YPOBHSX,
KOTOpbIe MEHbIIE yAAPHBIX(-0H) 103(-bl), HATIPUMED, HA YPOBHE, KOTOPBII COCTABIISIET IPUMEPHO
1/6 ynapHo#i no3sl. KoHKpeTHBIE KOJIMYECTBA, KOTOPbIE CIEAYET BBOAUTD B MOIIEPKUBAOIINX
703aX, MOXKET OMPEAETUTh MEAUIIMHCKUN paOOTHUK C IIEJIbIO, IO MEHBIIEH Mepe, MOANePKAHUS
ypoBHs coeauHenus. Ilonaepskuparoiiye 103bl MOKHO BBOJIUTD, HAIIPUMEDP, B TEUEHHE OKOJIO 2
4acoB Kaxkable 12 yacoB, HauuHas ¢ 24 yaca U NpoaoJkasi, Hanpumep, B 36, 48, 60, 72, 84, 96,
108 u 120 yacoB. Koneuno, nognepxuaromue 1036l MOKHO NMPEKPATUTH B OO0 MOMEHT B
TEUeHHE STOrO MEePHOIa BPEMEHH, €CIIH 3TO HEOOXOIMMO MEAMLIMHCKUM paOOTHUKOM.

[00292] OmnmcanHble Bbllle cnOcOOb! MH(Y3HMM MOMKHO NPOBOIUTH C HCIIOIb30BAHHEM
KaTeTepoB (Hampumep, KaTeTepoB s MepupepUvecKX BeH, [EHTPAIbHBIX BEH WIN JIETOYHBIX
apTepuil) U CBSI3aHHBIX C HUMH U3eNuil (Hanpumep, HHPY3MOHHBIX HACOCOB U TPYOOK), KOTOPBIE
IIUPOKO JOCTYMHBbI B AAaHHON oOjactu TexHWKH. OZHMM M3 KPHUTEPHUEB, KOTOPBIH Ba*KHO
YUUTBIBATh TIPU BBIOOpE KaTeTepa /Wiy TPyOKH IJIsl MPUMEHEHHUS] B 3THX CHOCO0ax, SIBISIETCS
BJIMSIHUE MaTepualia 3THX U3eUi (WK MOKPBITUN HA 3TUX U3MEIHAX ) Ha 00bEM JIEKAPCTBEHHOTO
CpencTBa.

[00293] JlomoOMHUTENbHBIE CBS3aHHBIE C KATETEPOM W3ACNIUNA, KOTOPbIE MOXKHO
UCTIOJIB30BATh B CIIOCO0AX MO M300PETEHHIO, MOKHO UACHTU(PHUIIMPOBATD, ONPENEIIsis, U3MEHSET
JU MaTepuas U3AeNuil 0ObeM COeIMHEHHs] B YCJIOBHUSX, COMVIACYIOLIMXCS C TE€MH, KOTOPbIE
HCIIOJIB3YIOTCS IIPU BBEAEHUH JIEKApCTBEHHOTO cpeAcTBa. Kpome Toro, B ciydae, eciii y nanueHTa
YK€ YCTaHOBJIEH KaTeTep, KOTOPbI HE MOANEPKHBAET ONTHMAJIbHBI OOBEM JIEKapCTBEHHOTO
CpeACTBa, MOKHO HCIIOJIb30BAaTh KaTeTep-BCTaBKY, KOTOpas H3rOTOBJEHAa W3 COBMECTHUMOTO
Marepuaia (Hampumep, MOJHMAMUIHOTO MOJHMEpa) WIIM BKIIFOYAET COBMECTUMOE IOKPBITHE,
94TOOBI pACTBOP NpernapaTa He KOHTAKTHPOBAJI C TOBEPXHOCTHIO HECOBMECTHMOTO KaTeTepa. Takas
BCTAaBKa, MMEIOINAs BHEIIHHI AUAaMEeTp, IOCTATOYHO MaJbli, YTOOBI €€ MOXKHO OBLIO JIETKO

BCTaBUTh B CYILIECTBYIOIUMM KaTeTEep, NPU COXPAHEHUM BHYTPEHHEIO AUAMETPa, AOCTATOYHO
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OoNbLIOrO ISl pa3MeINeHHus] MMOTOKAa PACTBOPAa COEOUHEHHUs, IOMEINAeTCs B CYINECTBYOLIHI
KaTeTep M COeTUHSIETCS ¢ TPYOKOH MIIH IIIpHULIeM, Yepe3 KOTOPBIN TOCTABISIETCS JIEKAPCTBEHHOE
CpPEICTBO.

[00294] CooTBeTCTBYIOLIAS HACTOTA BBEIEHHUSI MOKET ObITh ONPE/IeNIeHa CIIEIIHAIMCTOM B
OaHHOH OONAaCTH TEXHUKH, M €ro MOXKHO BBOAWUTH OT OJHOTO 1O HECKOJBKHX pPa3 B CYTKH.
Komnosuuuy no n300peTeHno Takke MOXKHO BBOAWUTH OAMH pa3 B CYTKHU WM OJHMH Pa3 depes
cyTku. B ciyuae OmHOKpaTHOro BBeJEHMs, JIEUEHHME, KaK IPABUJIO, NPOBOAST B TEYEHUE
HECKOJIbKUX YacOB WJIM CYTOK, TOTZa KakK JJIUTEIbHOE JIEYeHHEe MOXKHO NMPOBOAWMTH B TEUEHHE
HeJleJlb, MECSLIEB WJIH JIaXe JIeT.

[00295] Kak mpu JAIUTENBHOM, TaKk M IPU OJHOKPATHOM NPUMEHEHUH MOKHO
UCITIOJIb30BaTh CTaHIAPTHBIE COCTABbI JJIl BBEIEHUS B MOPTAJIBHYIO CUCTEMY IE€YEHU, KOTOpbIE
MOTYT OBITh NMPHUTOTOBJICHBI M3 COCTABOB, OMHCAHHBIX B JPYrOM MECT€ B JAHHOM JOKYMEHTE.
BBeneHne 5TUM MyTeM JaeT HECKOJIbKO MPEUMYILIECTB, HAIIPUMED, OBICTpPOE HA4daio ACHCTBUS
IyTEM BBEIEHHsI MOJIEKYJIbI TIMLHHOBOTO TPHUIIENTHIA MK €€ (hapMaleBTHUECKH NPHEMIIEMON
COJIM B JKEJNAeMbIH Y4aCTOK ACHCTBHUS B OOJie€ BBICOKHMX JIOKAJIBHBIX KOHLEHTpaLwsx. YToOsl
TEPANeBTHUECKUI KOMIIOHEHT OKa3bIBaJl JKeJaeMblii 3(QQeKT, OH IOKeH HaXOAWUThCS B
($pu3nUECKOM KOHTAKTe CO CBOEH (PHU3MOJIOTMYECKON MHILIEHBIO, TAKOH KaK PeLenTop, KOTOPbIH
NPUCYTCTBYET Ha KieTkax neueHHn. CaiiT-cmenngudeckas IOCTaBKa JIGKAPCTBEHHBIX CPEICTB
rapaHTHpyeT, UYTO TakKhe B3aUMOAEICTBUS MPOUCXOAAT TOJBKO B JKENA€MOM aHATOMUYECKOU
00JIaCTH MeyueHH; CIe0BATENbHO, OHA TOJDKHA COOTBETCTBOBATH CIEAYIOLINM KPUTEPHSIM: (1) OHA
JOJKHA OBITh CTIOCOOHA MPEOI0NIeBaTh AHATOMUYECKHE Oapbephl, TAKHE Kak Oapbepbl JKelyIKa U
KULIeYHrKa, (11) AOJKHA W30MpaTeahbHO PAaclO3HABATHCS PELENTOPOM, MPHUCYTCTBYIOLIUM Ha
KJIETKE MEeYeHH, TaKHUM KaK acHaJIOTJIMKOMPOTenH, (111) 3K30M€HHO OCTABJSIEMbIM JIMraHy Il
HALIEIMBaHMUSl JOJDKEH KOHKYPHPOBaTb C OJHIOTCHHO NPOAYLHPYEMBbIM JUraHaoM, (iv)
W3TOTOBJICHHAs] CHCT€Ma JOCTaBKM JOJDKHA OBITh  HETOKCHYHOH, OHMOCOBMECTHMOM,
OuopaznaraemMoil 1 (PU3UKO-XUMHYECKH CTAOUIBHOMN B KJIETKAX MEYEHH in VIvo WM in Vitro (V)
OHA JIOJDKHA MMETh PAaBHOMEPHOE CHHYCOMIAIbHOE KAMWJLIAPHOE pacnpenesieHue, (vi) AoJKHA
UMEThb KOHTPOJHPYEMYIO M TMPEACKA3yeMyK CKOPOCTb BBICBOOOXKIACHHS JIEKAPCTBEHHOT'O
CpeAcTBa, YTOOBI TOJBKO TEPANIEBTHUYECKOE KOJMYECTBO MOJIEKYJIbI [NIMLIHUHOBOTO TPHIIENTHIA
wii ero (papMaleBTUYECKH MNPUEMIIEMON COJIM BBICBOOOXKIAJIOCh B KJIETKU Me4yeHH, (Vii)
BBICBOOOKICHNE JIEKAPCTBEHHOTO CPEICTBA HE JOJDKHO BIHSET HAa PACHpPOCTPAHEHUE
JEKapCTBEHHOTO cpencTBa, (Vill) OHA [OJDKHA JEMOHCTPHUPOBATh MHHHUMAJIBHYIO IOTEPIO
JIEKapCTBEHHOT'O CPEZICTBA BO BPEMs MPOXOXKJEHUS Uepe3 JKeNyAOK, KUIIEYHUK U APYTue 4acTH
Tena, (1X) HOCHUTENb, MCIOJNb3YEMbIH ISl MHKAICYJSIIAE MOJIEKYJT TJIHIMHOBOTO TPUIENTHA,
IOJDKeH OBITh BBIBEEH M3 OpraHu3Ma 0Oe3 Kakux-JnOO NMPU3HAKOB TOKCHYHOCTH, U HU OJIWH
HOCUTENIb HE JOJDKEH BBI3bIBATH MOAYJSIIHMIO OOJE3HEHHOTO COCTOSIHMA U (X), HaKOHeL,
MOJlyYeHHE CHUCTeMbl JOCTABKM JJi1 MOJEKyJbl [JIMIWHOBOIO TPUIENTUAA WM €ro
(dapManeBTUYECKH MPUEMJIEMON COJM JOJDKHO OBITh TPOCTON MJIM JTOCTATOYHO IPOCTOM,
BOCITPOM3BOAUMOMN U PEHTA0ENbHOM.

[00296] Monekysia TIULIUHOBOIO TPUNENTHAA WK ee (apMaleBTHUECKHU MpUeMIIeMast
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COJIb MOJKET BBOJIUTBCS B BUJI€ YACTHU CHCTEMBI IOCTABKU JIEKAPCTBEHHOT'O CPENICTBA, HALIEIEHHON
Ha JIOCTaBKY B TKaHU Ie4YeHU. Pa3nuuHbie criocOOBI CBA3BIBAHUS MOJIEKYJIBI TIIHIIMHCOAEPKAIIETO
TPUIIENTH/IA C HALIEJIMBAIOLUM (pparMeHToM, creln(pUIHbIM I IEYeHH, MOTYT BKIIIOYATh: (a)
COYeTaHNE HALENUBAIOIINUX (parMEeHTOB Ha MPEABAPUTENLHO COCTABIEHHBIX HAHOHOCUTEISX, (b)
COYeTaHHe HALEIUBAIOUIMX (PArMeHTOB MOCTUHCEPILMOHHBIM METOAOM, (C) COYeTaHue
HALIEJIMBAIOIUX (PPArMEHTOB KOMILIEKCOM aBuaAMH/OnoTuH, (d) coueraHHe HaLEIMBAOIIUX
¢dparmMeHTOB mepen cocraBieHHeM HaHoHocuTenel. IIpuMepbl HauenuBaroIMX (ParMeHTOB U
HOCHUTENIeH, TNPUMEHUMBIX MJIsi JOCTAaBKM KOMIIO3MLMH MO HACTOALIEMY H300pPETeHUI0 K
KOHKPETHBIM KJieTKaM rneueHu, onucanbl B Nidhi Mishra, et al ., (2013) “Efficient Hepatic Delivery
of Drugs: Novel Strategies and Their Significance”, BioMed Research International, BioMed
Research International, Volume 2013, omucaHue KOTOPOH MOJHOCTHEO BKJIFOYEHO B TaHHBIN
JIOKYMEHT TIOCPEICTBOM CCHLIKH.

[00297] Xors omnpeneneHHbIE MOJIEKYJbl TNIMIMHOBBIX TPUNENTHAOB U HX
(apManieBTHYECKH TPUEMJIEMBIE COJIM, KOMIIO3ULMH M CIOCOOBI, ONHCAaHHBIE B ITaHHOM
IOKyMeHTe, OBbUTH OTIMCAHBI CO CIIeLM(UIHOCTBIO B COOTBETCTBHH C OIPEASIEHHBIMI BapUAHTAMHU
OCYILIECTBIICHHS, CIEAYIOIIHE IIPUMEPHI CITYKAT TOJBKO JJIsl MILTFOCTPALIMU ONMMCAHHBIX B JTAHHOM
IOKYMEHTE COCOUHEHWH W He NPEeAHA3HA4YeHbl JJIs1 UX orpaHudeHus. Kaxmas M3 CCBUIOK,
NPUBEACHHBIX B HACTOSIIIEH 3asBKE, NMOJHOCTHIO BKJIFOUEHA B JAHHBIM JOKYMEHT IOCPEACTBOM
CCBUIKH.

[00298] MPUMEPBI

[00299] ClTIOCOBbI

[00300] IIpoyeodypet ¢ acusommuvimu

[00301] Bce mpomenypel ¢ KMBOTHbIMH Obuld 0100peHbl MHCTUTYIIMOHAJIBHBIM
KOMUTETOM TI0 yXOAy 3@ OKUBOTHBIMM M HUX HCIOJB30BAaHMIO  MUYHUIaHCKOTO
yausepcutetra(PRO00008239) 1 BBHINOIHSUIUCH B COOTBETCTBUU C YCTAHOBJICHHBIMH MTPABHJIAMH.
BocemunenensHbie aeduuuTHbe o anonunonporenny E camibl mbimeii (AnoE-/-) (B6.129P2-
Apoetm1Unc/J, kar. Ne: 002052) Obutrt onydenst ot Jackson Laboratories. Mpiiieit KopMusu
3anagaHoi aueroit (371, 42% xanopwuii u3 sxxupa u 0,2% xonecrepuna no Macce, Envigo TD.88137).
ITocne omno¥ Henmenu kopmueHuss 3J] W3 JUIEBOH BEHBI TINATENBHO COOMPATH KPOBb IS
oTnpeneNieHus] UCXOIHOTO ypoBHs obiero xonectepuna (OX) B ma3me. 3aTeM MbIIIEH IepsKaju
Ha 3aMaJHOM 1ueTe W CiydaiiHbIM 00pa3oM pas3ieisuid Ha S5 5KCIEePUMEHTAIBHBIX TPYII U
BBOJIMJIH CIIEYIOINUE CPEACTBA IS JICUSHHS YePe3 JKEeNTyAOUHBIN 30HA, O pa3 B HEIENIO B TEUCHHE
nepuonaa 12 wenens: 1) 3[+H>0 (mosny4anu Boay B kadecTBe KOHTpoOJist Hocutenem), 2) 31+Gly
(0,67 mr/r rmuuHa); 3) 3/+Leu (0,33 mr/r neitumnna); 4) 34+DT-109 (1 mr/r DT-109=Gly-Gly-
Leu); 5) 3/I+DT-110 (1 mr/r DT-110=Gly-Gly-dLeu). Bcex mpiueii conepskanu npu 12-4acoBom
LIMKJIE CBET/TEMHOTA W HEOTPAaHMYEHHBIN JOCTYN K MUINE W Boxe. Maccy Tena u motpelrneHue
NHULIY U3MEPSUTH KaXKIIbIe OJHY M TPU HEIEIH, COOTBETCTBEHHO

[00302] III'TT u yposens entoko3vl 6 KpoBU He HAMOWAK

[00303] Ha 10-i1 Henene mocie HOUHOTO TOJIOaHUs MPOBOAWIN NEPOPaIbHbIE TECThI HA

TosiepaHTHOCTH K rmoko3e (III'TT) myrem BBeAeHUs 2 MI/T TIIFOKO3BI Uepe3 JKeIyAOYHBIA 30H]I.
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JUisl OLIEHKH KPaTKOBPEMEHHBIX 3(()EKTOB JICUeHHUs] K PacTBOPY IJIFOKO3bI AOOABISUIA TIHLMH
(0,67 mr/r), neiuun (0,33 mr/r), DT-109 umu DT-110 (1 mr/r) u BBOAWUIM Yepe3 KeTyAOUHbIH
30HA. YTOOBI OLEHUTH AMUTENbHbIe 3(P(EKThl JIeueHus, MbIIAM BBOAMJIN TOJBKO TIJIFOKO3Y.
HcxonHble ypOBHU TUIIOKO3bI M3MEPsUIM TOcie cOopa KpOBH C KOHYMKA XBOCTa C MOMOIIBIO
rmokometpa u Tect-rmosiocok (NDC: 0193-7308-50, Contour Next). 3aTeM MbIlaM BBOIWIIH
IJTIOKO3Y € (KPaTKOBPEMEHHBIM) Wi Oe3 (IUIMTEeNbHOrO) JIeYeHHs, 1 YPOBHH IJIFOKO3bI B KPOBH
u3MepsiI Kaxapie 30 MUHYT B TeueHre MakcuMyM 120 MunyT. UTOOBI OLIEHUTD BITUSTHHE JICUECHUSI
Ha YpPOBHHM IJIIOKO3bl HE HATOLIAK, KPOBb COOMpaNM C KOHYMKA XBOCTa MEpel PYTHHHBIM
BBEJICHHUEM CPEINCTB [UJIsl JICUEHHs] dYepe3 JKEeNyAO4YHbI 30HA (Tepea BBEICHHEM uepes
JKEJyIOYHbIN 30H1) U uepe3 30 MUHYT mociie Hero (TI0Ciie BBEIEHHs Yepe3 JKeJTyTOUHBINA 30H/).
Y pOBHH TJIFOKO3bI ONPEACIISUTN € MOMOIIBIO TIFOKOMeTpa U TecT-nosiocok (NDC: 0193-7308-50,
Contour Next).

[00304] I1nazmenusvie aunudvi, AOUNOKUHBL U YUIMOKUHB]

[00305] VYposuum OX, tpurmmuepunos (1T), xonmecrepwHa JIUIONPOTENHOB HU3KOH
mwiotaoctu (JIITHIT) u xonecrepuna nunonporenHoB Beicokod motHoctu (JIIIBIT) B mmasme
U3MEpsUTH C TIOMOIIBI0 xXuMuYeckoro aHamm3atopa Cobas Mira (Roche Diagnostics) B
XUMHUYECKOH Jabopatopunn MUYHTaHCKOTO HcclenoBatebckoro nentpa nuadera (MDRC) c
UCTIOJIb30BAHUEM TPEIOCTABICHHBIX IPOU3BOAUTENEM PEAreHTOB U IPOTOKOJOB. YPOBHH B
ia3Me MOJIEKYJl TJIMIMHOBOTO TPHIIENTHIA, pe3uCTuHa, uHTepinelikuHa-6 (MJI-6) wu
MOHOLIUTAPHOrO XemoarTrpakTantHoro Oenka-1 (MCP1) m3mepsiin ¢ MOMOLIBIO XMMHUYECKOTO
aHamuzatopa Luminex 200 (Luminex Corporation) B xumudeckoit nadoparopun MDRC c
UCTIONIb30BAHUEM IPENOCTABIEHHBIX MPOU3BOANTENEM PEAKTUBOB M INPOTOKOJOB JIs aHAIU3a
(Millipore Multiplex, MMHMAG-44K).

[00306] I'ucmonocuyeckue ananusvi

[00307] T'ucTonoruyeckyo oOpaboTky mpoBoaunu B jabopatopuu rucronoruu LleHTpa
x#uBOTHBIX In vivo (IVAC- anri.: In Vivo Animal Core) B OTaeneHun MeIULIHHBI Ja0OPaTOPHBIX
xuBOTHBIX (ULAM) Muynuranckoro yHuBepcutera. TkaHHW, (UKCUPOBAHHBIE (HOPMATHHOM,
00pabaTbhIBaJId CIUPTAMHU U OYHILNATH KCUIJIOJIOM C MOCNEAYIoeH GpuibTpanueil pacruiaBieHHbIM
napaMHOM C UCTIOJIb30BaHUEM aBTOMaTu4eckoro rucronpoueccopa VIPS wiu VIP6 (TissueTek,
Sakura-Americas). [Tocne 3anuBku napaguHoM ¢ ucrnop3oBaHueM cranimu Histostar Embedding
Station (ThermoFisher Scientific) u3 Tkaneli Ha poraunorHoMm Mukporome M 355S (ThermoFisher
Scientific) nenamu cpe3bl TOMIUHONW 4 MKM W TIOMEINAIN HA CTEKJSTHHBIE NMPEIMETHBIE CTEKJIA.
ITocne nenapaduHU3aIUN U THAPATALNH KCHIJIOJIOM M IPayUpPOBAHHBIMU CITUPTAMH MpPENapaThl
OKpAaIlINBaIM TeMAaTOKCWIMHOM U 503uHOM (H&E), wucmonws3ys reMaTtokcuianH Xappuca
(ThermoFisher Scientific, kar. Ne 842), muddepeHunpoBaHHBIH C TOMOIIBIO OCBETIUTEI
(ThermoFisher Scientific, xar. Ne 7401), okpamennoro pearenrom Bluing (ThermoFisher
Scientific, kat. Ne 7301), oxpameHHble criupTOBBIM pacTBopoM 303MHOM Y (ThermoFisher
Scientific, kat. Ne 832), 3aTeM 00€3BOXKEHHbIE M OYMIIEHHBIE C MOMOIIBIO T'PATyHPOBAHHBIX
CIMPTOB U KCUJIOJA U 3aKJIFOYEHHBIE IO ITOKPOBHOE cTeko Micromount (Leica, kat. Ne 380173 1)

C UCIMOJIB30BAHUEM aBTOMATUYECKOU MPOrpaMMHUPYEMON CTAHLMU JJIsl 3aKJIFOUECHHsI IIPEnapaToB
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noxa nokposHoe cTekio Leica CV5030. MMMyHOTrHCTOXUMHYECKOE OKPAIINBAHHUE MTPOBOIMIN Ha
npubope AN aBTOMATUYECKOTO MMMYHOructoxumudeckoro okpamusanus IntelliPATH FLX
(Biocare Medical, xat. Ne IPSO001US) u Bxurouanu OJOKMPOBAaHUE SHAOTEHHBIX MEPOKCHIA3 U
Hecreu(pUIHOe CBA3BIBAHUE, OOHAPYKEHUE C HCIOJIb30BAHHEM KOMMEPUECKOH MOJIMMEPHOM
CHCTEMbI, KOTOpasi HE COAEPKUT OMOTHH M MEePOKCUIA3y XpeHa, JJIsl IETeKLUH, MPOsIBICHUE
XPOMOT€HOM IHAMHUHOOEH3UIUHOM, W KOHTPOKpAIIMBAHUE SIEP OCYILIECTBIISUIM HPH ITOMOLIH
remarokcuinHa. Crermduanoe nnst F4/80 (Bio-Rad ABD Serotec, kat. Ne MCA497) kpbicuHOe
MOHOKJIOHaJIbHOE TiepBr4yHOe aHTtuTeno (kioH CI: A3-1) pasbasmsuu no 1:400 B pasbaBurese
DaVinci Diluent (Biocare Medical, kar. Ne PD900) u unkyOupoBaiau B TeueHue 60 MUH C
NOCJIEAYIOUIMM JeTeKTUPOBaHUEM C HUCmojb3oBanueM Rat-on-Mouse HRP-Polymer (Biocare
Medical, xar. Ne RT517), 2-3ranHas uHKyOarwst 30HA-nonuMep B Tedernne 10 u 30 MuHYT,
COOTBETCTBEHHO.

[00308] Boioenenue PHK, oopamuas mpanckpunyusi u KOIUYECMGEEHHASL NOTUMEPAHAS
yennas peakyus (kKIII[P)

[00309] O6myro PHK u3 00pasioB meueHW WK JKUPOBOHM TKAHU SKCTPArUPOBAIU C
ucnons3oBanneM HabopoB QIAGEN RNeasy (QIAGEN). PHK mnoxsepramu obpaTHO#
tpanckpunuuu B kJIHK ¢ momommpto SuperScript III u cnydaiineix npatimepos (Invitrogen).
KoHkpeTHbIe ypOBHH TPAHCKPUIITOB OLIEHUBAIH € MOMOIIBI0 cucTembl [1L[P B peanbHOM BpeMeHU
(Bio-Rad) ¢ ucnonb3oBanmem 1Q SYBR Green Supermix (Bio-Rad) u merona pacdera 3HaueHMit
noporosbix HUKJIOB AACt. YpOBHU 3KCIpEeCCUUd N'€HOB HOPMAJHM30BAIU MO TIIHLEPAIbAETHA-3-
docdarnernnporenase (GAPDH). [Taps! npaiimepos, ucnonb3yemsle 11 konudecTseHHOH [P,

Obutn nostyuensl ot Integrated DNA Technologies 1 nepeuncieHs! HUxe:

- R SEQ [ o SEQ ID

€H AMOU IIPparMe ATHBINU IIparuMe
p paiimep —— paiimep NO
ACCTGCAGGAGATGAA CTCGAAGATGCTCGTTG

GLUTI 3 4
AGAAGAG AGTAGT
ATCCTACTTGGCCTATC GGTGACATCCTCAGTTCC

GLUT2 5 6
TGCTGT TCTTA
ACTAGCTGAGCTGAAG ACTCGAAGATGCTGGTT

GLUT4 7 8
GATGAGA GAATAG

o CCTCCGGAAGTATTGTC | = | GTAGTGTCAAGGTGGAC |

C
P TCATC CCATT

K] ATATGGTGGGAACTCA |~ [ AAGTTAGTCTTCCCACAG |
CTACTCG GCACT
TGCCATCAATGAGTATC ACATAAGCTATGGGGTT

FBP1 13 14
TCCAG GCACT

AM®Kal | GTCAAAGCCGACCCAA | 15 | CGTACACGCAAATAATA | 16
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TGATA GGGGTT
GGAAGACCACTCGCAT GTAATCAGCAACCATTG
PATIII-y 17 18
TCCTT GGTCA
AACATCGAGTGTCGAA CCGAATAGTTCGCCGAA
PAII-a 19 20
TATGTGG AGAA
ATCACGTTCAAGGTCA TTCTGCTTCTGCCTCTCT
PGClo 21 22
CCCTAC CTCT
GTACAGCTCATTCGCTA GGCCAGAAGTTCCCTTA
PGCI1p 23 24
CATGC GGATA
TGCTGGAGCTGTTATTG TGGGTTTTGCACATCAAA
CD36 25 26
GTG GA
TCCGTGGCTGTCTACTA TGGGATATGATGACGTT
PNPLA2 27 28
AAGA CTCTCC
CCATTAAAGAAACCGG TGCTAGGGAGAGAAAGA
PNPLA3 29 30
TAGCAG AGGAA
AGATCAATCGGACCCT CAGCGAGTAGCGCATAG
CPTla 31 32
AGACAC TCA
CCTGCTCGCTCAGGATA GTGTCTTCAGAAACCGC
CPT2 33 34
AACA ACTG
CAACCACCAAGTTTGTC CCCTCTCTCATAAGAGTC
CACT 35 36
TGGA TTCCG
AGTGGTGCAGGCTTGG ACTGAGGGCAAAACAGC
ACADs 37 38
ATTAC CG
AGGGTTTAGTTTTGAGT CCCCGCTTTTGTCATATT
ACADm 39 40
TGACGG CCG
TGCCCTATATTGCGAAT CTATGGCACCGATACAC
ACADI 41 42
TACGG TTGC
CCGCCACCTTCAATCCA CAAGTTCTCGATTTCTCG
ACOX1 43 44
GAG ACGG
ATGGTTGGTTTCAAGGC TTGGCGGTATCCAGAGG
UCP2 45 46
CACA GAA
TGCCATCAGCATCTTCT GGCTCACCAGCTTCATTA
LXRo. 47 48
CTG GC
LXRB CGCTACAACCACGAGA | 49 | TGTTGATGGCGATAAGC 50
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CAGA AAG
TGGGAGAGTTCCCTGA GATAATGGGACCTGGCT
SREBP2 51 52
TTTG GAA
TTTGATGCAGCTGTTTG CCACCTGTAGGTCTGGC
HMGCS 53 54
AGG ATT
Penenrop | TCCTGGAGATGTGATG 5 GAGCCATCTAGGCAATC 56
JITTHIT GACA TCG
CTAAAAGCCCAGCTAC GCTCTTTGAAAGGTGGT
CYP7al 57 58
AGGAAA ACAGG
CGTCCAGAACAACACG GCAGCATCTGCCACTTAT
ABCGS 59 60
CTAA GA
AAGACGGGCTGTACAC AGGAGGACATGTGGAAG
ABCGS 61 62
TGCT GTG
CTGTGAAGGGAATGGG GGTCACTGTCCCAGCATC
OHO-a 63 64
TGTT TT
TAGTCCTTCCTACCCCA TTGGTCCTTAGCCACTCC
NJI-6 65 66
ATTTCC TTC
TTAAAAACCTGGATCG GCATTAGCTTCAGATTTA
MCPI1 67 68
GAACCAA CGGGT
CCTGGGTGAGAAGCTG ACTCTTCACCTGCTCCAC
NnJ-10 69 70
AAGA TG
CTGCGACTTCAACAGC GAGTTGGGATAGGGCCT
GAPDH 71 72
AACT CTC

[00310] Sxempakyus 1unuoos us nevyeru

[00311] V ymepiuBieHHBIX MBI OBICTPO M3BJIEKATH MeueHb U XpaHwiu npu -80 °C.
3amoposkeHHble 00pa3ipl nedeHu (mpudmmsutenbHo 100 mr) romorenmsmposanu B PBS u
uentpudyruposamu (14000 o6/mun, 20 muH). CynepHaTaHThl cOOMpaIN U aHAJIH3HPOBAIN Ha
comepskaHue Oenka ¢ momolnpio aHanusa o bpaadopay Bio-Rad. [ns oueHkn aumumHOTO
COCTaBa MEYEHH JIUIMHbI SKCTPAruPOBAIN U3 CYNIEPHATAHTOB C HCIIOJIb30BAaHHEM TekcaHa (>99%,
32293, Sigma-Aldrich) u m3onponanona (>99,5%, A426-4, Fisher Scientific) B cooTHomenuu 3:2
(06: 00), a rekcaHoBYIO a3y ocTasisuy ynapusatrbes Ha 48 4. Konmndectso TI mimn OX B eueHu
OTIPENENSIIN CHEKTPOYOTOMETPUIECKUM METOJIOM C HCIOJIB30BAHHEM HMEIOINUXCS B MPOAAKE
HabopoB (Wako Chemicals). /laHHbIe ObLTM HOPMAJIH30BAHBI IO YPOBHSIM O€JIKa U MPEICTABIICHBI
kak MKT TT" mm OX/mr Genka.

[00312] Dxecmpakyus benxa uz neveHu u 6ecmepH-0J10MmMUH2

[00313] TkaHeBble SKCTPAKThI MOJy4alu C HCIOJb30BaHHEM Oydepa s ausuca s
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aHaiuza MeronoMm paguomMmmyHonperunutanyu  (Oypep RIPA, Thermo Scientific) ¢
nobasneHneM Kokreins uHruouropos mporeasnsl (Roche Applied Science). benku paspensim
anekTpodopesoM B 10%-HOM MmoNMaKpuUIaMUIHOM rene ¢ noaemmicyibdarom Hatpust (JICH-
ITA AT -3exTpodope3) U IepeHOCHITH Ha HUTPOLEIUTI0I03HbIe MeMOpaHsbI (Bio-Rad). MemOpanbl
Onoku