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N3zo6petenue BoineneHo u3 3asBku Ne 201791901 Ha BbImauy eBpa3niicKOTO TMaTeHTa Ha M300peTeHue, No-
JanHoit 16.03.2016 r., ¢ ucnpammBanueM NpUOpHTETa 1o Aate noaadu 3asBok EP 15159296.1 u EP 15193513.7
nmomadHeiXx 16.03.2015 . 1 06.11.2015 1. COOTBETCTBEHHO.

O0s1acTh TEXHHKHU

Hacrosmee n3o0peTeHHe OTHOCUTCS K O0JACTH MPOAYKTOB, MPEIHA3HAYCHHBIX IJISI JICUEHH WM3IHITHAX
JKUPOBBIX OTJIOKCHUH Ha Telle W/HMIM U30BITOYHOTO Beca Tea, OCOOCHHO IS JIEUCHUS M3IUIIHUX )KUPOBBIX OT-
JI0>KEHUH Ha TeJe W/WIM MPEeAOTBPALICHIs TPUOABICHNUS JKUPOBBIX OTJIOKEHUH Ha Tere. Taxke HacTodIIee U30-
OpeTeHne OTHOCUTCS K KOCMETOJOTHIECKOMY CIOCO0Y YIYUIICHUS WM KOPPEKITUH QUTYPHI W/WIHA CTUMYIIAPO-
BaHMs MIOTEPH M30BITOYHOTO BEca TeIa, 0COOEHHO CTUMYJIMPOBAHHS OTEPH U3JUIIHUX >KUPOBBIX OTIOKEHUH Ha
Tene.

OcobOeHHO M300peTeHne OTHOCUTCS K IIPUMEHEHHIO aHTarOHUCTOB penentopa HeifpoknHuHa-3 (NK-3, oT
anr. "neurokinin-3") (Taxke HazpiBaeMbIX aHTaronncramu NK3R) s TepamneBTHYECKOTO WIIM KOCMETOJIOTH-
YEeCKOT0 JICYEHHS M3JUIIHUX JKUPOBBIX OTJIOXKEHHUH Ha Tesie W/WIN M30BITOYHOTO BEca TeJa, MPEANOYTHTEIHHO
JUISL TEPAlleBTUYECKOTO JICUCHHUST M3JUIITHAX KXUPOBBIX OTIOKEHHWH Ha TeJe W/WIM NpeloTBpalleHus npuodasie-
HUS KMPOBBIX OTJIOXEHUH Ha TejJe y MAIlMeHTOB. A MMEHHO, M300pETCHHE OTHOCHUTCS K MPHUMEHECHHUIO I
YMEHBIIIEHUS KUPOBBIX OTIOXKEHHH Ha Tele W/WIN MPEeAOTBPALICHUS NMPHOABICHHS XHUPOBBIX OTIOXKECHUH ce-
NeKTUBHBIX aHTaroHucToB NK3R wimm ux (apmakosorndeckn MpreMIIEMbIX COJIEH WM COJbBATOB, paHee OTIH-
CaHHBIX B MEKIYHapOIHBIX 3asBKax Ha matent WO 2011/121137, WO 2013/050424, WO 2014/154895, WO
2014/154896 1 WO 2014/154897 ot nMeHH 3asIBUTEI.

IpeamecTByomuii ypoBeHb TEXHUKH

[TpubaBnenue Beca sIBISETCS pacTymel mpooieMolt y HaceneHust 3emiti, ocooeHHo B CeBepHO AMepHKe
u EBporne. MI30bITOYHBIN Bec TeNa, B YaCTHOCTH a0JJOMHHAIBHBIHN JKUP, CBA3aH C LIEJIBIM PSIIOM COMYTCTBYIOIINX
3a0o0eBaHNi, BKIIIOYasi 3HAYUTENHFHO MOBBINICHHBIH pHCK auabera 2-0ro THIA, KOPOHApHYIO 0O0JIe3Hb cepua,
WHCYJIBT, THIIEPTOHHIO, Pa3HbIe BHABI paka W MHOTOYMCICHHBIE JPYTHe Cepbe3HbIe 3a00JeBaHMs, U OOIIEeH
CMEPTHOCTBIO 10 BceM npuunHaM (Must et al., 1999, JAMA 282:1523-1529, Calle et al., 1999, N. Engl. J. Med.
341:1097-1 105).

CymiecTBYIOINE CPENCTBA VIS JICUCHHS W/HIIH IPEAOTBPALICHUS TPUOaBICHHS Beca BKIIOYAIOT, HAIPUMED
aroHUCTHI TrokaronomnonooHoro mentuaa-1 (I'TIII-1) 1 MOIYNIATOPHI MEHTPATLHBIX HEHPOMEIUATOPOB, TAKUE
kak Contrave wnu nopkacepud. OfHAKO 3TH JIEKapCTBEHHBIE CPEICTBA TIaBHBIM 00pa3oM BBI3BIBAIOT YMEPCH-
HyI0 oTepio Beca (3-8% mocie ogHOTOo To/1a JEUCHH) U CBA3AHBI C MPobIeMaMu 0e301IacHOCTH, BKIIIOYas MaH-
KpeaTuT U cepedHo-cocynucteie 3pdextsl (aronuctsl [TII-1), 1 u3MEHEHUAMU B HACTPOCHUU W/HJIU KOTHH-
TUBHOM (DYHKIMH JJIsI MOJYJIITOPOB HEHPOMEINATOPOB.

HenexapcTBeHHBIE CpeAcTBa BKJIIOYAIOT CTAaHIAPTHBIE JUETH U (U3MYECKYI0 HAarpy3Ky, OYeHb HU3KOKAaJIO-
pUiiHBIC TUETHI, TOBEJCHYECKYIO Tepanuio, (hapMaKoTepanuio, BKIIOYAIOIIYI0 TperapaTsl Ul HOAaBICHHs all-
MeTUTa, TEPMOTEHHBIE JIEKapCTBa, MHTUONTOPHI BCACHIBAHUS THIIM, MEXaHUUECKHE YCTPOWCTBA, TaKHe KakK (hUK-
carnusi 4eNIIOCTH, MOSCHBIC IIHYPHI M OaJUTOHBI, U ONEpalys 10 MIYHTHPOBaHUIO kemynka. OIHaKo 3TH HeleKkap-
CTBEHHBIC CPEJCTBA, HECMOTPS Ha IIUPOKOE MCIOJIb30BaHUE, SIBISIOTCS He 04eHb d(dektuBHbIMU. CrieoBanue
SHEProOTrPAHMYHUTENLHBIM AUETaM SIBISIETCS MPOOJIIEMATHYHBIM M, KaK MPaBmiIo, Oe3ycHnenmHbM, H 3 (HeKTHB-
HOCTb OIEpalyy M0 UTYHTUPOBAHUIO JKETyIKa UMEET TCHICHIMIO 0ClIabeBaTh CO BPEMEHEM B OTHOILICHUH HOJI-
TOCPOYHOTO YIPABJICHHS BECOM.

Pa3paboTka HOBBIX JICKAPCTBEHHBIX CPEACTB [UIS JICUCHUS] N30BITOYHOTO Beca Teja 3a4acTyl0 OrpaHHYeHa
TOKCHYHOCTBIO ¥ TTOOOYHBIMH 3 (HeKTaMu, BKIIOUAs TaXUKApIUIO (YBEITHUSHHBIA CEPJCUHBIN PUTM), JIETOTHYIO
THIIEPTEH3HIO, ITOBPEX/ICHHE CEPJICUHOr0 KilanaHa 1 JEeKapCTBEHHYIO 3aBUCHMOCTD (TIPUBBIKaHUE).

CrenoBaTebHO, COXPAHSIETCS TOTPEOHOCTh B HOBBIX NMPOIYKTAX, MOJE3HBIX UIS JICUCHHS W/WIN TPeNoT-
BpaIlleHHs U3JIMIITHUX KUPOBBIX OTIOKEHHUI Ha TeJe W/MiIM U30BITOYHOTO Beca Tea.

JlokayibHBIE HAKOIIJIEHUs! KUPOBBIX OTJIOKCHUI TaK)Ke MOTYT IPOUCXOIMTH HEMaTOJOTHYECKUM 00pa3oM
(T.e. HE CBSI3aHHBIM C MOBBIIICHHON TSKECTBIO 3a00JI€BaHN) Y HHIMBHYYMOB, HMEIOIINX XOPOILEee 310POBhE C
HOPMAaJIbHOH TIOJIHOTOH B COOTBETCTBHM CO CTaHIapTamMu BcemupHoli opranmsanuu 3apaBooxpaHenus (BO3).
Taxkoe HaKOIUICHHE KUPOBBIX OTIOKEHHH, XOTS HEMOCPEACTBEHHO HE BIIMSIET HA 3I0POBBE, MOXKET paccMaTpu-
BaTbCsl Kak HeacreTHdeckoe. CleoBaTeNnbHO, TAKXKE MOJIE3HO pa3paboTaTh KOCMETOIOTHYECKHE CIIOCOOBI, MOo-
3BOJISIOIIUE JTIOJSIM, KOTOPbIE UMEIOT XOpOIIEe 340POBbE, CTAOMIN3UPOBATh BEC M OCTABATHCSA CTPOMHBIMHU 0€3
JIOKAJIbHBIX )KUPOBBIX OTJIOKECHUI.

Takue TepaneBTUYECKUE MM KOCMETOJIOTHYECKHE TOAXOABI OyAyT TeM Oojee MONe3HBI, IIOCKOIbKY OHH
MO3BOJISIFOT MPEANIOYTUTEIBHO BO3/I€HCTBOBATh HA MOTEPIO KUPOBBIX OTIO0KEHUH Ha TEJIE, COXPAHSS MBIICYHYIO
Maccy Tea.

Heoxunpanuo 3asBuTens 0OHAPY)KWII, YTO CENEKTHBHBIA aHTaroHM3M peurenrtopa HelpokuHnHa-3 (NK3R)
SBJISIETCS MOJIE3HBIM B KOHTPOJIE Beca, 0COOEHHO B OTHOLICHWH CHIDKEHHUS JKUPOBBIX OTJIOXKEGHHUH Ha Terne. Pe-
nentop NK3 siBisiercst M3BECTHOM MUIIEHBIO JUIi MOIYJISIIUM THIIOTanaMo-runodusapao-ronagnoi ocu (I'TT
ocH), KOTOopasi UMEET OTHOILCHHE K OOMEHY BEIleCTB B opraHu3Me. Tarke 3asBUTEINb J0Ka3all, YTO IPHUMEHEHUE
anraronncroB NK3R moBbIIaeT ypoBHH LMPKYJUPYIOIIETO JICNITHHA, YTO MOXXET OOBSCHUTH HAOIIOAacMbIH
3¢ }eKT B OTHOLIEHUH BEca M KUPOBBIX OTIOXKECHUH Ha Tene. B 1efcTBUTENIPHOCTH U3BECTHO, YTO JICNTHH SIBJIS-
eTcsl "TOPMOHOM HACHIIIEHUs", KOTOPBIA TIO3BOJISIET TOCTUTHYTh YHEPTETUIECKOTO TOMEOCTa3a M KOTOPBIA CIO-
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coOCH BBI3BaTh BHYIIUTEIHHYIO IOTEPIO BECa Y HEKOTOPOTO MAI[UCHTA.

Hacrosimee n3o0pereHne tem Oosiee yIMBHUTEIBHO, YTO HA00OPOT COOOIAETCS, YTO MHIMOMPOBAHHE HIIH
OTpHIAaTeNbHAs MOIYJIANNS OPYTUX MHUIICHEH, m3BecTHBIX aius Monywimuu [TT ocu, momoOHBIX peunenTopy
NK3, npuBOAHT K YBEIUYCHHUIO MPUOABIECHUS Beca. ITO 0COOEHHO OBIIO TOKAa3aHO I PelenTopa ToHaI0Tpo-
MUH-BBICBOOOXKAaromero ropMona (GnRH, ot anrn. "gonadotropin releasing hormone") (Ozono et al., 2012, Jpn
J Clin Oncol 42:477-84; Tascilar et al., 2011, Turk J Pediatrics) u mnst penenropa kuccnentuaa (GPR54, ot
anri. "G-protein-coupled receptor 54" - G-6enok-cBs3anubIin perentop 54) (Tolson et al., 2014; J Clin Invest
124:3075-3079).

Kpome Toro, uccnenoBanue mokaszano, uro NK3-HOKkayTHBIC MBIIIH UCTIBITHIBAIOT YBEIMYCHUE Beca (Sio-
ciak et al., Psychopharmacology, 2007, 197, 185-195). DtoT pe3yabTaT He MPOTHBOPEUUT pe3yNbTaTaM HacTOs-
mIero u300peTeHwsl, MOCKOJIBKY TeHeTHdYecKas nenerus perentopa NK3 He MOXKeT mpupaBHHBATHCS (papMako-
JIOTHYECKOMY MHIHOUPOBAHHMIO aKTHBHOCTH pelenTopa moj aericteueM antaronucta NK3R, mockonmbky reHe-
TUYECKasl JCJICIUsS PEIEITOPa BRI3BIBACT MHOTO IPYTHX M3MCHCHHUI.

Jpyroe ucciaenoBanue MPOBOIUIOCH HA KPBICAX, MOTYYAIONINX CTAHAAPTHYIO MHIICBYIO AUETY WJIH TOY-
YaIONIMX THIIY C BBICOKUM COJIEpPKAHUEM KHpa, KOTOphIM BBo M anTtaronncT NK3R SB 222200 (Li et al., J.
Neuroendocrinology, 2014, 26, 521-527). B aTom uccnenoBanny He HAOIIOIAIOCH BO3EHCTBHS Ha Bec. M3BecT-
HO, 9yTo anTtaronncT NK3R SB 222200 o6iagaeT HEONTUMAIBHBIM (apMaKOJIOTHISCKUM MPO(HIIEM, 9TO MOKET
00BSCHUTH OTCYTCTBHE BO3JIEHCTBUH HA Bec, HaOM0MaeMBbIX Y Kpbic it SB 222200.

Kpome Toro, Hactosmee m3oOpereHne Tem Oojiee YAMBHTENIBHO, YTO, HECMOTPS Ha TPEAIIECTBYIONIYIO
pa3paboTKy JIeKapCTB U KIMHWYECKOE MCTIBITaHNe pa3HbIX aHTaroHucToB NK3R, HuKorma mpexae He Obl1o pac-
KpBITO, 4YTO aHTaroHUCThl NK3R MOryT OBITh TOJNIE3HBIMH B KOHTPOJIE Beca, OCOOCHHO B OTHOIICHUH CHMKCHUS
JKHUPOBBIX OTIIOKCHUHN HA TEJIC M TAKXKE MPEAOTBPALICHAN NPUOABICHUS )KUPOBBIX OTIIOKCHHI Ha TEJe.

Tekymiee n300peTeHUEe BIIEPBBIC AEMOHCTPUPYET, 4yTO mpuMeHeHue antaronucta NK3R mpenorBpamaer
BBI3BAaHHOC OJKMPEHHUEM IpuOaBlicHHE Beca. Tarke Toka3aHO, yTo npuMmeHeHue antaronucra NK3R croco6ct-
BYET IIOTEPE Beca B XOJI€ CHIKCHHS KHUPOBOI MacChl 0e3 CYIIECTBEHHOTO TIOTEPU MBIIICYHON TKAHHU.

Kpartkoe onucanue n300peTeHus

Takum o6pa3om, TaHHOE H300peTeHNE OTHOCUTCA K IPUMEHEHHIO aHTAaTOHICTA PElenTopa HeHpOKHHIHA-3
(NK-3) nns moBBIIICHAS YPOBHEH IUPKYIHPYIOMIETO JIENTHHA Y TIAIIMEHTOB, TJe aHTaroHucT penentopa NK-3
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CornacHO OZHOMY M3 BapHaHTOB OCYIIECTBICHHS HACTOSIIETO H300PETeHNS, aHTarOHKCT perentopa NK-3
MIPECTaBISICT coboit (R)-(4-propdpenmn)(8-metmn-3-(3-metmi-1,2,4-Tnaanazon-5-mn)-5,6-muruapo-
[1,2,4]rpuazomno[4,3-a]mupasun-7(8H)-m)MeTaHOH WK ero (papMareBTHIESCKH MPUEMIIEMBI COTbBAT.

CornacHO OZHOMY M3 BapHaHTOB OCYIIECTBICHHS HACTOSIIETO H300PETeHNS, aHTarOHKCT perentopa NK-3
HAXOIUTCSI B COCTaBe (PapMalleBTUYECKON KOMIIO3HIIMH, BKIFOYAMOMICH aHTaroHuct perentopa NK-3 u mo
MEHBIICH Mepe oTuH (hapMaleBTHYCCKU MPUEMIICMBI HATIOJTHHUTEIb.

CornacHoO OJIHOMY M3 BapHaHTOB OCYIIECTBIICHHS HACTOSIIETO M300PCTCHUS, MAIIMECHTHI CTPANAOT OT Ma-
TOJIOTHYECKOTO U30BITKA KHUPOBBIX OTIOKCHUHM Ha TENle WM MPEAPACIIONOKEHBI K MATOJOTHUCCKUM HU3ITHITHIM
JKUPOBBIM OTJIOKCHHSIM Ha TeJIe.

CornacHoO OJJHOMY W3 BapHAaHTOB OCYILECCTBIICHUS HACTOSIIECTO M300PETCHHUS, MTAIIMCHTHI BEIOPAHBI U3 WH-
JTUBHIIYYMOB, CTPAIaloONMX OT TOPMOHAJIBHOTO IHcOallaHCa; WHINBHAYYMOB, CTPAJAONINX OT TCHETHYECKOW
MPEIPACTIONOKEHHOCTH K W30BITOYHOMY BECy Teja; M HHIUBUIYYMOB, IUIS KOTOPBIX CUHTAETCS, YTO KHPO-
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cnenu(uIeckoe CHIKCHUE Beca IPUHOCUT TEPATICBTHYCCKYIO TOJB3Y.

CornacHo OJJHOMY U3 BapHAHTOB OCYIICCTBICHHUS HACTOSIIETO H300PETCHUS, MHIUBUIYYMBI, CTPAIArOIIIC
OT TOPMOHANBHOTO aucOanaHca, BRIOpAaHBl U3 JKEHIIWH, TOJBEPTrafONIUXCs MOHIKAIONIMM ICTPOTeH CIIocodam
JICUSHVST;, 1 KEHIINH, HCIIBITHIBAIOIINX €CTECTBEHHBIE, BO3PACTHBIC CHIKCHHS ICTPOTCHA.

CornacHO OZJHOMY W3 BapHAHTOB OCYIIECTBICHHUS HACTOSIIETO H300pETeHNS, MHIUBUIYYMBI, CTPAIafoIIIe
OT TOPMOHAJIFHOTO qucOanaHca, BEIOPaHbI U3 KEHIIHH, KOTOPBIE IPETepIeBaIOT H3MEHEHHS YPOBHEH TOPMOHOB
SUYHAKOB.

CornacHO OZJHOMY U3 BapHAHTOB OCYIIECTBICHHUS HACTOSIIETO H300pETeHNS, MHIUBUIYYMBI, CTPaIafoIie
OT TOPMOHAILHOTO aucOaraHca, BRIOPAHBI U3 MY)KYHH, ITOJIBEPTAIOIINXCS MMOHIKAIOIIAM aHAPOTeH CIoco0aM
JICUCHUST, U MYKYUH, UCTIBITHIBAIOIINX €CTCCTBEHHBIC, BO3PACTHBIC CHIKCHUS IIUPKYITUPYIOIIETO TECTOCTEPOHA.

CornacHo OJHOMY U3 BapUAHTOB OCYILECTBICHHS HACTOSIICTO U300pETECHS, MHAUBUIAYYMEI, U KOTOPBIX
CUHTACTCS, YTO KUPO-CIIEII(PHICCKOE CHIDKCHIE Beca MPUHOCUT TEPAIIEBTUYCCKYIO TI0JIB3Y, BRIOPAHBI U3 WHIH-
BUAYYMOB C U30BITOYHBIM BECOM; MHIUBUIYYMOB, MOJYYAIOIIUX JICYCHUE, KOTOPOE COMPOBOKIACTCS MPUOAB-
JICHHEM Beca, BKIIFOYasl, B YaCTHOCTU, TOPMOHAIBHOE JICUCHUE, a TAKXKE CTCPOHIBI, 00€300IMBAIOIIIE HITH AHTH-
TICHXOTHYECKHE JIEKaPCTBEHHBIE CPE/ICTBA; HHANBHIYYMOB, IMEIONINX HEaJICKBAaTHOE MMUIIEBOE ITOBEICHHE.

CornacHO OZHOMY M3 BapHaHTOB OCYIIECTBIICHHS HACTOSINEr0 M300peTeHNUs, MAlMeHTHI SIBISIOTCS Talli-
EHTaMH, Y KOTOPBIX W3MEHEHHE YPOBHEH IUPKYIUPYIOIIETo JICIITHHA BIISIET HAa MacCy JKUPOBBIX OTJIOKCHHH Ha
Tee.

CornacHO OZHOMY M3 BapHaHTOB OCYIIECTBIICHHS HACTOSIIEr0 M300peTeHNUs, TAMEHTHI SIBIISIOTCS Talld-
€HTaMH JKEHCKOTO IT0JIa, Y KOTOPBIX M3MEHEHHE YPOBHEU IUPKYJIHUPYIOIIETO JICNTHHA BIUIAET Ha MaccCy XHPO-
BBIX OTJIOKCHUI Ha TeJIe.

CornacHoO OJTHOMY W3 BapHaHTOB OCYIIIECTBICHUS HACTOSIICTO M300PETCHHUS, MAIIUCHTHI, CTPAIAIOT OT 3a-
0oJeBaHUs, CBSI3aHHOTO C JICITHHOM, BRIOPAHHOTO U3 HApyIICHUI 0OMEHa BEIECTB, TAKUX Kak quadeT, ceprued-
HO-COCYIUCTEIC 3a00JICBaHHS WM METa0OJIMYECKUH CHHIPOM; PACCTPOWCTB PETrYIALUU JIUMUAOB, TAKAX Kak
JUMOAUCTPO(US, BKIIOYAs BPOXKICHHYIO H IPUOOPETCHHYIO JIMNOAUCTPODUIO, TUCITUITHICMIS, HEaTKOTOIbHAS
JKHpOBast OOJNE3Hb IEUCHH, HEAIKOTONBHBIM CTEATOTCNaTUT WIH THUICPIHIUAEMHUS; BPOKICHHOTO Ae(HIUTa
JIENITHHA; THIIOTAJAMHYECKOH aMEHOpPEH, BKIIOYas BBI3BAHHYIO (H3MUECKOW HArpy3KOH THIIOTaJaMHYECKYIO
ameHopeto; cuaapoma Pabcona-MeHIeHX0II1a; ¥ OCTEOTIOPO3a.

OrnpeneneHwsl.

OmnpeneneHus U pa3bsCHEHUS MIPUBEICHBI HIDKE IS TEPMUHOB, KaK MCIIONB3YIOTCS HA MPOTSHKEHUH BCETO
M300peTeHMs, BKITIOYAl KaK ONMCaHUe, Tak U (OpMYITy HU300pETCHHS.

Tepmun "anraronuct NK3R" unu "antaronuct penentopa NK-3" OTHOCHTCS K COEIUHEHHIO, KOTOPOE
MOXET CBS3BIBAaThCS ¢ perientopoM HelipoknHuHa B (NK3R), Ho nmeeT HeOOIbIIYIO MM HE UMEET COOCTBEHHOM
(hYHKIIMOHATPHON aKTUBHOCTH K PEIENITOPY - TAKAM 00pa3oM paspyiasi, OJIOKHPYs WM UHBIM 00pa3oM Melas
JICHCTBUIO BCTPEUAIONICTOCA B MpHpoje, dHHoreHHoro iuradga (t.e. NKB). IIpeamoyTutensHO aHTarOHUCT
NK3R npencrasnser coboii coetiHEHHE, KOTOPOE KOHKYPEHTHO MJIM HEKOHKYpeHTHO cBsizbiBaeTcss ¢ NK3R na
TOM JK€ caiiTe, 9YTO W aroHHUCT (HapUMep, SHIOTCHHBINH JIUTaHa), HO He aKTUBUPYET BHYTPHUKICTOUYHBIA OTKIIHK,
WHUITMUPOBAHHBIA aKTUBHON (opMOii perientopa. AHTATOHHCT TEM CaMbIM MHTHOMPYET BHYTPHUKIECTOYHBIA OT-
KJIVK, BEI3BAaHHBIN arOHUCTOM.

IIpu ommcanuu anTaroHuctoB NK3R wHcmoib3yeMble TEPMUHBI CIIEAYET TOJKOBATH B COOTBETCTBHU CO
CIIEIYIOIINMH OTIPEICeIICHISIMH, €CITH HE YKa3aHO WHOE.

Korma rpynmsr MOTYT OBITE 3aMEIIEHBI, TAKHE TPYIIIE MOTYT OBITh 3aMEIIEHBI OJHUM TN OoJiee 3aMecTH-
TEJSIMU, W IPEIIOYTUTESIIFHO OJTHIM, ABYMS WU TPEMsI 3aMECTUTCISIMHA. 3aMECTUTEIIN MOTYT OBITh BBIOpAHBI, HE
OTPaHUYUBASACH ATHM, HATIPUMED, U3 TPYIIIHI, BKIFOYAOIICH TajJOreH, THIPOKCUII, OKCO, HUTPO, aMUI0, KapOOK-
CH, aMUHO, [IMAHO TAJTOATKOKCH M TaJIOATKILI.

Kak ucronp3yercss B JaHHOM JOKYMCHTE, TCPMHHBI, TaKue Kak "allKWI, april WU IUKIOATKWI, KaXIbIi
HEOoO0s3aTeIbHO 3aMEIICHHBIN..." WK "aJKuUI, apuil WIH IIUKIOATKWI, He00sA3aTeIbHO 3aMEIllCHHEIC...", OXBaThI-
BalOT "allKWI, HeOOSA3aTeIEHO 3aMEICHHEIH...", "apri1, Heo0A3aTEIFHO 3aMEICHHBIN..." U "IUKIOANKII, He00s-
3aTeIbHO 3aMEIICHHBIN..." .

Tepmun "ramo" wiu "ramoren" o3HauyaeT ¢Top, Xyop, OpoM WM Hoj. IIpenmodTuTeNbHbIE Talo TPYIITHI
MIPENCTABISIIOT CO00MH (HTOp U XJIOP.

Tepmun "amkun" caM 1Mo cebe WIN KaK 4acTh APYTOTO 3aMECTHTENS] OTHOCUTCS K YTJIEBOAOPOIHOMY Pajiv-
kamy dopmynsl C,H,,+1, Toe n mpencrarisier coboit uncno, 6ombine wim paBHoe 1. Kak mpaBuito, ankuibHbIE
TPYIIBI TaHHOTO U300pETeHHS BKIIIOYAIOT OT 1 10 6 aTOMOB yTiiepoja, MPeANoYTHTEIHHO OT 1 10 4 aTOMOB yT-
nepona, 0oyiee MPEANOYTUTENHLHO OT 1 10 3 aTOMOB yriepoja, eme 0oiee MPeaIOYTUTENFHO 1 10 2 aTOMOB yr-
nepona. AJNKWIBHBIC TPYIIBI MOTYT OBITH JIMHCHHBIMH WM PA3BETBICHHBIMU M MOTYT OBITh 3aMEUICHBI, KaK
YKa3aHO B JaHHOM JOKYMEHTE.

[Nomxoasmye anKwIbHBIC TPYIIBI BKIFOYAKOT METHI, THI, H-TPOIWI, W30MPOMII, H-OYTHII, U300yTHI,
BTOP-OyTHII M TPET-OYTHII, ICHTHII M €T0 M30MEPHI (HallpuMep H-TICHTWI, H30MCHTI), U TEKCHI U €r0 U30MEpPHI
(HampuMep, H-TeKCHIT, n30reKcui). [IpeNmoYTHTENbHbIC aTKUIBFHBIC TPYIIIBI BKITFOYAI0T METHII, 3THII, H-TIPOITHIL,
U30IIPOIIJ, H-OYTHII, H300yTHI, BTOP-OyTHII U TpeT-OyThil. Cy.y-ankun u Cy-Cy-anKuin OTHOCATCS K aJIKHIIbHBIM
TpyIIaM, KOTOpPBIE BKIIOYAIOT OT X JI0 Y aTOMOB YTJIepoa.
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Korna ncnons3yior cypouxc "en" ("ankuneH") B COYETaHUM C aJIKUIBHOW I'PYIINOH, T0pa3yMeBaloOT, YTO
9TO 03HAYACT, YTO AJNKWIbHAS TPYIa, KaK OMpeieiicHa B JaHHOM JOKYMEHTE, UMEET IBE OJMHAPHBIC CBSA3H B
KadyecTBE TOYCK MPUCOSANHEHHS K IPYTUM rpymmaM. TepMmuH "ankuieH" BKII0YaeT METHIICH, STHIICH, METHIIME-
THJICH, IPOIIIICH, STHIITUICH U 1,2-THMETHIITHIICH.

TepmuH "ramoankui" OTASTLHO I B COYETAHUH OTHOCUTCS K aJKHUIBHOMY paguKaly, HMEIoIeMy 3Hade-
HHE, KaK OIpeNesIeHO BHIIIE, A€ OAWH WM OoJiee BOIOPOIOB 3aMEHEHBI TaJIOT€HOM, KaK OIPEENICHO BBIIIE.
IIpumepbl TakuX TaTOATKHIBHBIX PAIAKAIOB BKIIOYAIOT XJIOPMETHI, 1-OpomMdTHI, (TOpMETHI, TU(HTOPMETHIT,
tpupropmerun, 1,1,1-rpudropstun u nogodusie. C,-ranoankun u C,-Cy-alKuin OTHOCATCA K alKUIBHBIM
TpyIaM, KOTOPBIC BKIIOYAIOT OT X JI0 Y aTOMOB yriiepoaa. [IpeamnoYTUTeNbHBIMA TaTOAKWIBHBIME TPYIIaMH
SIBIISTIOTCSI U TOPMETHI, TPU(PTOPMETHIL.

TepmuH "mHKI0OATKUI", KaK HCIOIB3YETCS B JAHHOM JOKYMEHTE, PEACTABISIET CO00H MUKIMICCKYIO all-
KWIBHYIO TPYIITY, IPYTHMHU CIOBaMH, OJHOBAJICHTHYIO, HACKHINICHHYIO WJIM HECHACHIIICHHYIO YTICBOIOPOIHYIO
TPYIIY, UMCIONIYI0 | WX 2 IHUKIUYECKAX CTPYKTYPHI. LIMKI0aNKUI BKIFOYaeT MOHOITUKIMICCKHIE FITH OUIIHK-
JIMYECKUE YTIICBOJOPOIHBIC TPYIIBI. [[HKIIOATKMITEHBIC TPYIIITEI MOTYT COACPKaTh 3 WK 0OJIee aTOMOB YIIIEPO-
Jla B KOJIbIIE M, KaK MPaBWIIO, IO TaHHOMY M300peTeHHIO coaepkar oT 3 mo 10, 6oiee MpearnodTUTENBHO OT 3 110
8 aToMOB yriepoja, emie 0osee TPearnoYTUTENIHHO OT 3 70 6 aToMOB yriepoza. [IpuMepsl MTUKIOATKAIBHBIX
TPYIII BKJIIOYAIOT, HO HE OTPAHWYMBAIOTCS STHM, IHUKIOMPOMII, MUKIOOYTHI, IMKJIOTECHTII, ITUKIOTEKCHI,
0COOEHHO TPEATIOYTUTEIICH ITUKIOTPOTINIL.

Korma ucmone3yroT cypduke "eH" B codeTaHUN ¢ TUKINYECKON TPYIIION, MOApa3yMeBaroT, 4TO 3TO O3Ha-
YaeT, YTO MUKINYEeCKasl IPYIIa, KaK ONpeaesieHa B JTaHHOM JTIOKYMEHTE, IMEET 1B OJMHAPHBIC CBSI3H B KAUECTBE
TOYCK MPUCOCAUHCHHS K IpyruM rpymmnaM. ClieoBaTeNbHO, "IUKIOATKIWICH" B TJaHHOM TOKYMEHTE OTHOCHUTCS
K HACBIIICHHOMY TOMOLMKIMYECKOMY YTIIeBOIOpoaHOMY Oupamukany gopmynsl C,Hy,,. [logxoasmmmu muk-
JOANKIJICHOBBIMU TpynnaMu SBISTIOTCS Cs.q MUKIOATKUIICHOBAS TPYIIIIA, MPEIMOYTHTEIBHO C; 5 MUKIOANKHICH
(1.e. 1,2-muknonponuieH, 1,1-mukmonpomnwuies, 1,1-mukmo0yruieH, 1,2-mukno0yTuieH, 1,3-muknooyTuieH, 1,3-
MUKJIOTICHTIIIEH Wid  1,]-IUKIIoneHTuneH), Oonee mnpeamoututenbHo C;, nukinoankmwieH (t.e. 1,2-
UKJIoTponHieH, 1,1-uknonponuneH, 1,1-mukno0ytunes, 1,2-1UKI00yTHIIEH).

Korma o mensmieit Mepe oIMH aTOM yTiepojia B IUKIOAIKHIHHOMN TPYIIIe 3aMEHEH TeTepoaToOMOM, MOIy-
YeHHOE B Pe3yJIbTaTe KOJBIIO0 HAa3bIBACTCS B JAHHOM JIOKYMEHTE "TeTePOLMKIOATKII" WU "TeTePOTMKIIH" .

TepMuHBI "TeTepOIUKIII", "TETEPOIUKIOATKII" HIN "TETEPOIUKIIO", KaK UCTOJIB3YIOTCS B JaHHOM J0-
KyMEHTE caMH 10 ce0e WM KaK 9acTh JPYTrOW TPYIIBI, OTHOCATCS K HEapOMaTHYECKUM, TIOJTHOCTHIO HACBHIIICH-
HBIM WM YaCTHYHO HEHACHIIICHHBIM IHKJIMYECKAM TpynnaM (Hampumep, 3-7 WICEHHBIM MOHOUIMKIHYECKUM, 7-
11 4neHHBIM OMIUKIIMYECKUM, WM COJEpKAUM Beero 3-10 KOMBIICBBIX aTOMOB), KOTOPBIC UMCIOT IT0 MEHBIIICH
Mepe OJIMH reTepoaToM B MO0 MEHbILIEH Mepe OJHOM COJAepXallleM aToMbl yriepona koible. Kaxaoe konbLo
TETePOIUKIMICCKON TPYIIIbI, COACPKAIICH TeTepPOaTOM, MOXET UMETh 1, 2, 3 win 4 rerepoaToMa, BRIOpaHHBIX
U3 aTOMOB a30Ta, KUCIOPOJa W/IIIH CephI, TIe TeTePOaTOMBI a30Ta U Cepbl HEO0A3aTEIILHO MOTYT OBITh OKHCJIC-
HBI, ¥ TETEPOATOMBI a30Ta HEOOS3aTEIIEHO MOTYT OBITh KBaTePHHU30BaHBI. JIF0OOI M3 aTOMOB yriepoja reTepo-
MUKITMYCCKON TPYIIITBI MOXKET OBITh 3aMEIICH OKCO (HApuMep MUTCPUIOH, MUPPOIUIUHOH). [eTeporuknmye-
CKasl TPyTIa MOXeET OBITh MIPUCOEINHEHA JTIOOBIM TeTepPOaTOMOM HIIM aTOMOM yTiIepoJa KOJbI[a FIIH KOJBIEBON
CHCTEMBI, KOTJ]a MO3BOJISET BaJICHTHOCTh. KOJIbIla MHOTOKONBIEBBIX T€TEPOIMKIOB MOTYT OBITh KOHIEHCHPO-
BaHHBIMH, C MOCTHKOBOI CBS3BIO W/HMIIM COCIMHEHBI IIOCPEACTBOM OJHOTO WiH OoJiee Crpo-aToMoB. [Ipumepst
TeTePOIKINICCKIX TPYIIT BKIFOYAIOT OKCETAHWII, ITUMIEPUINHII, a3€TUIMHII, 2-UMUAIA30IHHIIL, THPA30ITH M-
HIJI, UMHUIA30JIUANHII, W30KCA30JIMHII, OKCAa30NHUIMHII, M30KCA3ONUANHWI, THA3OIUAWHWI, W30THA30IHIH-
HUJI, TUNCPUANHWI, 3H-UHI0IWIT, HHIOIMHWII, H30UHIOIUHII, 2-OKCOMUNICPA3UHILI, TUIICPa3HHII, TOMOITHIIC-
pa3uHII, 2-NUPa30IUHUI, 3-nupazonuHm, Terparuapo-2H-nupanun, 2H-nupanun, 4H-nupanun, 3,4-guruapo-
2H-nupanun, 3-auokconanui, 1,4-muoxkcaHwi,  2,5-AMOKCOMMUAA3OIUANHUI, 2-OKCONUMNEPUANHUI, 2-
OKCOMUPPOHINHII, WHIOIUHUII, TETPATWIAPOIUPAHMI, TETParuApoQypaHull, TETPArHIPOXUHOIMHUI, TETpa-
THIIPOU30XUHOHH- | -1JT, TETPATrHIPOU30XUHOIHH-2 -1, TETPATHIPON30XUHOIUH-3 -1, TETPArHIPOU30XHHOINH-
4-nn, tuomopdosuH-4-1i, THOMOP(DOIHH-4-mwicyabdokcun, THoMophonuH-4-uiacynboH, 1,3-anokconaanu,
1,4-okcarnanni, 1H-mupponusunmi, Terparunpo-1,1-muokcotnodenmn, N-bpopMunmunepasuauil u MopdoamH-
4-m1.

KomnbiieBsie aToOMBI BEIOOPOYHBIX TPYIIHPOBOK TETEPOLUKIIIIA U TEeTEPOIUKINIICHA IPOHYMEPOBAHBI, HC-
XOJISl U3 CXEM HIDKE:
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NUNEPUAVHUN  TeTParnaponvpaHun  nunepasvHun MopdonnHun
KOJ’ILIIGBLIG AaTOMbI KOHACHCUPOBAHHOI'O MUIIEpa3suHa MPOHYMEPOBAHDBI, UCXOASA U3 CXEM HHUIKEC:
7 7 Ty
N y y
6 8 6 8 6 8
5 N\ 5 5 N
3N 3N 3
2 2 2
5,6,7,8-teTparugpo- 5,6,7,8-TeTparngpoumuaaso 5,6,7,8-TeTparngponMmiaso
[1,2,4]tpnasono[4,3-a]nupasuH [1,5-a]lnupasuH [1,2-a]nupasuH

Tepmur "apun", Kak UCIIOJBE3YETCS B JAHHOM JIOKYMEHTE, OTHOCHTCS K TTOJIMHEHACHIIIEHHONW, apoMaTHye-
CKOH yTJIEBOJOPOAHON TpyIIIe, IMEIOMEH OIMHAPHOE KOIBIO (T.€. ()eHMII) WM MHOTOYHCICHHBIC apoMaTHie-
CKH€ KOJIbIIa, KOHJICHCUPOBaHHBIE BMeCTe (HAIpuMep, HaQTHI) WIIM KOBICHTHO CBS3aHHBIE, OOBIYHO COJIEpIKa-
mue 5-12 atoMoB; npeanoutuTenbHo 6-10, Toe Mo MeHbILIeH Mepe OJHO KOJIBLO SIBISETCS apoOMaTHYECKUM.
ApoMaTHYeCKOE KOJBIIO HEOOS3aTeIEHO MOKET BKIIFOYATh OJUH - JTBA JTOTIOJHUTEIHHBIX KOJbIA (JIMOO IHKIIO-
AJKWI, THOO TETEPOIMKIIUIL, TUOO reTepoapmi), K TOMY K¢ KOHJACHCUpOBaHHBIC. [lofpa3yMeBaeTcs Takxke, 4To
apwi BKJIFOYACT YaCTUYHO THUAPHUPOBAHHBIC MPOU3BOIHBIC KAPOOIMKIMUYCCKUX CHUCTEM, IIEPCUYUCICHHBIX B JaH-
HOM jpokyMeHTe. [Ipumeps! apuia BKIIOYatOT GeHwI, Ondennnmi, onpeHmie i, S- nin 6-TeTpanuHui, HadTa-
muH-1- wm -2-un, 4-, 5-, 6 wim 7-uanenun, 1-, 2-, 3-, 4- wm S-anenadranenwn, 3-, 4- wim S-anenadrenwn, 1-
WK 2-TIeHTaleHuN, 4- Wik S-uHAaHwl, 5-, 6-, 7- wnu 8-terparunponadtun, 1,2,3,4-rerparuaponadrm, 1,4-
muruaponadTui, 1-, 2-, 3-, 4- win S-nMpeHmI.

IToapazymeBaeTcs, 4To TepMHH "apuieH", KaK HUCIOJIB3YETCS B NAHHOM TOKYMEHTE, BKIIOYACT IBYXBa-
JICHTHBIE KapOOUIUKINISCKUE apOMAaTHIECKHE KOJIBIIEBBIE CHCTEMBI, Takhe Kak QeHuIeH, OndeHmmieH, HapTu-
JIeH, MHICHWICH, NCHTAICHIICH, a3ylIeHWIEH U NMoJo0HbIe. Takke Moapa3yMeBaeTcs, YTO apWiIeH BKIIOYaeT
YaCTUYHO THAPUPOBAHHBIC MPOU3BOTHBIC KAPOOIUKIMICCKIX CHCTEM, MEPEYUCICHHBIX BHIMIE. [IpumMepamu Ta-
KX YaCTUYHO TUAPUPOBAHHBIX POU3BOIHEBIX ABILIOTCA 1,2,3,4-TeTparunponadruicH, 1,4-quruapoHadTHICH U
MOJTOOHEIE.

Korma mo MeHsbIIeH Mepe OJMH aTOM YTIIEpo/ia B apUIIBHOM IPYIINE 3aMEHEH TeTePOaTOMOM, IMOTyYCHHOE B
pe3yipTaTe KOJBI0 Ha3bIBACTCS B JAHHOM JJOKYMCHTE IeTePOAPIIHLHBIM KOJIBIIOM.

TepmuH "retepoapmin”, Kak HCHOJIB3YETCS B TAHHOM JOKyMEHTE caM Mo ce0e MM KaK 4acTh APYrou rpyI-
IIBI, OTHOCHUTCS, HO HE OTPAaHMYUBACTCS 3TUM, K apOMATHYECKUM KOJBIAM WM KOJBLEBBIM CHCTEMaM C 5-12
aToMaM# yTIIepoAa, coaepkamuM 1-2 Kousblia, KOTOpbIe KOHICHCHPOBAHBI BMECTE WM KOBAJCHTHO CBS3aHBI,
0OBIYHO comepkamux 5-6 aTOMOB; IT0 MEHBIIEH Mepe OIHO U3 KOTOPHIX SIBIISACTCS apOMATHIECKHM, B KOTOPOM
OIMH WM OoJiee aTOMOB yIiiepoja B OJHOM WIIH Ooyiee M3 ATHX KOJEIl 3aMEHEHBI aTOMaMH KHCJIOPOAa, a30Ta
W/WIIA CepBl, TlIe TeTePOaTOMBI a30Ta M Cephl HEOOA3aTENEHO MOTYT OBITH OKHCIIEHBI, H TETEpPOATOMBI a30Ta He-
00513aTeNIFHO MOT'YT OBITh KBATCPHU30BaHBI. Takue KOJIbIIa MOTYT OBITh KOHJCHCUPOBAHBI C apWIIBHBIM, IIHKIIO-
ANKWIHHBIM, TeTCPOAPUIIFHBIM MM TETCPOUUKIMIFHBIM KOJBIIOM. [IpUMeEphl TaKOTO reTepoapuia BKIFOYAIOT:
dbypanmn, THodeHWI, THPA30IIIII, HMUAIA30IHI, OKCA30IUII, H30KCA30JIMI, THA30IMI, U30THA30JIMI, TPUAZOIIUIL,
OKCaJIMa30JIiII, THAJAUA30IWI, TETPA30IM, OKCATPHA30JIMI, THATPUAZOIMWI, THPUAUHWI, THPUMUII, MUPa3H-
HUJI, TUPUAA3UHII, OKCA3UHWI, JUOKCUHIII, THA3WHWI, TPUA3HHWI, uMuaa30[2,1-b][1,3]truazommn, tueHo|3,2-
b]dypanmn, TtreHo[3,2-b]tnodenmn, tueno[2,3-d][1,3]tuazommn, THEeHO[2,3-d]MMumazommn, Terpaszonofl,S-
a|IMpUIMHII, WHAOIWII, HHIOJU3UHII, U30WMHIOINI, OeH30]ypanm, n3ooen3odypanmi, 6eH30THODEHUI, H30-
O6eH3oTHOheHNT, HMHIA30JI171, OEH3UMMIA30JINII, 1,3-0€H30KCa30JIHII, 1,2-0eH3M30KCa30JINII, 2,1-
Oensuzokcazonmi, 1,3-6en3ornazonmi, 1,2-6eH30m30THA30MWI, 2,1-0eH30M30THA30MWII, OeH30TpHazonui, 1,2,3-
Oenzokcaanazonwi, 2,1,3-6en3okcanuazonmi, 1,2,3-6enzoTrannuazonmi, 2,1,3-0eH30THanna3onwi, THCHOTHUPH-
IUHWI, TypuHWI, nuMunasoll,2-ajmupuauami, 6-okco-mupuaasud-1(6H)-wn, 2-oxcormupuana-1(2H)-nn, 2-
okcormmpuanH-1(2H)-un, 1,3-6eH30AMOKCONII, XHHOJIMHNI, U30XUHOJWHWII, [TMHHOJWHUJ, XWHA30JIHMHHI, XH-
HOKCAJTIHIIL.

TepmuH "rerepoapuiieH", Kak UCIOJIB3YETCS B JAHHOM JIOKYMEHTE, 03HAYACT JBYXBAJICHTHBIC KapOOIIHK-
JIMYECKUE apOMATHICCKIE KOJIBLIEBBIC CHCTEMBI, BKIIOYAs MAPUIUHUIICH U TIOI00HBIC.

KounblieBbie aTOMBI BBIOOPOYHBIX TPYIITUPOBOK TeTEpOapwiia WIM TeTepOoapuiicHa MPOHYMEPOBAaHBI Ha
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Tepmun "kapOaMomn", Kak UCTIONIB3YeTCS B JaHHOM JIOKYMEHTE, 03Ha4aeT Ipyniy GpopMyJbl ' rae
cTpenka 0003Ha4YaeT TOUKY MPUCOEIHHEHHUS.

TepmuHr "THOGEH-2-1T", KaK UCIIOJIB3YETCS B JAHHOM JIOKYMEHTE, O3HAYaeT TPYIITY (POPMYJIIBI ’
rZie cTpesika 0003HayaeT TOUYKy NPUCOETUHEHHS.

AmnTaronnctsl NK3R MoryT comepkaTh HEHTP aCHMMETPHH U TAKHMM 00pa30M MOTYT CYIIECTBOBATh B BUJIC
pasHbIx crepeon3oMepHbIX (GopM. COOTBETCTBEHHO HacTosIIee M300pETEeHHE BKIIOYAET BCE BO3MOXKHBIC CTE-
peor30Mephl U BKITIOYACT HE TOJNBKO PAllCMHYCCKHE COCTUHEHUS, HO M OTICIBHBIC YHAHTHOMEPHI, a TAaKXKe UX
Hepanemudeckue cmecd. Korma HeoOX0AnMO cOeJMHEHHE B BHJE OTAEILHOIO SHAHTHOMEPA, TaKOH MOXHO HO-
JYYUTh B XOJ€ CTEpEOCTIe(PUIECKOro CHHTE3a, ITyTEM pa3/esIeHHs] KOHEYHOTO HPOIYKTa WU JII000T0 MOIX0-
JIIIEr0 MPOMEXYTOYHOTO COSAWHEHHS, WIH XUPAJIBHBIMHI XPOMAaTOTrpapUIecKuMu CIIoco0aMu, TTOCKOJIBKY BCe
W3BECTHHI B JAHHOH 0071aCTH TEXHUKH.

CBsI3M OT aCHMMETPHYECKOTO YTIIepoia MOTYT OBITh N300pa’keHBl B JAHHOM JTOKYMEHTE IPH HCIIOIb30Ba-
HUUW CIUIONIHON JIMHUW (——), 3Ur3arooOpa3Hoil JTUHUU (WWV), CIDIONTHOTO KJIWHA (=) WJIH IMyHKTHPHOTO
kiauHa (). MiMeroT B BUAY, YTO MCIIOIB30BAHNE CIUIOITHOW JIMHUH I H300pakeHUs CBS3EH OT aCHMMETPH-
YECKOT'0 aToMa yrilepojia YKas3pIBaeT Ha TO, YTO BCE BOSMOXKHBIE CTEPEOM30OMEPHI B IIOOOM OTHOCHTEIHLHOM CO-
OTHOIICHUHN BKJIIOUCHBI, €CIIM M3 KOHTEKCTa HE SICHO, YTO MOApa3yMeBaeTcsl ONpeelIeHHbIN cTrepeonzomep. Ha-
TpUMep, CIUTONIHAS JTUHUS, W300pakaromias CB3H OT aCHMMETPHUUYCCKOTO aToMa yriiepoja B COCAWHCHHH, CO-
JiepKaIeM OJMH aCHMMETPUYECKUN YTIepOJ], OXBAThIBACT PAllCMHYCCKYI0 CMECh 00OHMX IHAHTHOMEpoB. Tep-
MUH palleMHYCCKHUIA, MCIOJIb3yEMbIi B JaHHOM TOKYMCHTE, YKa3blBacT Ha COOTHOoIIeHHe 1/1 Mexay AByms
JHaHTHOMepaMu. VIMEIOT B BHIY, YTO HMCHOJB30BaHUE THOO CIUIONTHOTO, JIMOO MYHKTHPHOTO KIIMHA JJIS W30-
OpakeHUs CBA3EH OT AaCHMMETPHUYECKOTO aToMa yTiiepo/ia yKa3slBaeT Ha TO, YTO MOJPa3yMEBAaIOT, YTO BKIIOUEH
TOJIBKO MTOKa3aHHEIN CTepeon3omep.

AmnTaronuctsl NK3R MoryT Haxonuthcs B Gopme (GapMaleBTUIECKH MPUEMIIEMBIX coieil. dapmaieBTh-
YECKH TPHEMJIEMbIC COJIM BKJIIOYAIOT COJNH IMPHUCOCTUHEHHS KUCIIOTHI M OCHOBHBIE cond. llomaxonsmmue coiu
MPHUCOETMHEHUS KUCIOTH 00pa3yoTCs M3 KUCIOT, KOTOPBIe 00pa3yl0T HETOKCHYIHEIE CONU. [IpiMeps! BKIFOUAIOT
areTar, auuIart, acmaprar, OeH3oar, Oecwnar, ruapokapOoHaT/KapOOHAT, THAPOCYIb(AT/cyabdat, bopaT, KaM-
CUIIAT, IIUTPAT, [IUKJIAMAT, JAUCUIIAT, ICUIIAT, (OpMHAT, GyMapar, TIFOIENTAT, [IFOKOHAT, TIFOKYPOHAT, Tekcad-
topdocdar, rudeH3ar, THAPOXIOPUI/XIIOPUI, TUAPOOPOMU/OPOMU, TUAPOHOANI/HOAN], U3CTHOHAT, JIAKTAT,
MaJiaT, MajeaT, MaJOHAT, ME3WIaT, METIICYIb(aT, HapTHIAT, 2-HATICUIAT, HUKOTHHAT, HUTPAT, OPOTAT, OKCa-
JaT, nmajxpMHTaT, namoar, docdat/runpodocdar/auruapodocdar, nuporiayramar, caxapar, creapar, CyKIHUHAT,
TaHHAT, TapTpaT, TOZWIAT, TPUPTOpAeTaT U KcuHadoaT. [loaxoasaiye OCHOBHEBIC COJIA 00pa3yloTCs U3 OCHOBA-
HUH, KOTOpBIC 00pa3yroT HETOKCHYHBIC CONU. [IpuMephl BKIIOYAIOT COJIM ATIOMUHUS, apTHHUHA, OCH3aTHHA,
KaJbIWs, XOINHA, AUITHJIAMHUHA, JUOJIAMUHA, TJINIIHA, JH3MHA, MarHUs, METIIyMIHA, OJJaMIHA, KaJHs, HaTpus,
TpOMeTaMHuHa, 2-(TUITHIIAMUHO)3TaHOIa, dTAHOJIAMHHA, MOP(OJIMHA, 4-(2-THAPOKCUAITHI)MOP(OJIMHA U ITUHKA.
Taroke MOTYT OBITH 00pa30BaHBI MOJIYCONH KHUCIOT M OCHOBaHHHU, HAIIPHMEP, MOTyCYNIb(}AT U MOTyCOJH Kajlb-
. IlpeamoutuTensHO (papManeBTHUECKH MPHEMIIEMBIE COJMHM BKJIIOYAIOT THAPOXJIOPHIY/XIIOPHI, THIPOOpO-
Muz/6pomu, TuapOCyIbdat/cynbdar, HUTpAT, IUTPAT | aleTart.

Korma anTtaronunctel NK3R comepkaT kak KHCIOTHYIO TPYITY, TaK ¥ OCHOBHYIO TPYIITY, aHTarOHUCTHI
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NK3R Takxke MOTyT 00pa30BBIBATH BHYTPCHHUE COIH, M TAKHE COCIUHCHUS HAXOASTCS B 00beMe H300pEeTCHUS.
Korma antaronuctel NK3R conmepikar retepoatom, sIBISIOLUIANACA TOHOPOM Bomopona (Hampumep NH), uzoope-
TEHHE TaKKe OXBATBHIBACT COJH H/WIM M30MEpHI, oOpa3yeMble IpH MEepPEeHOCe YKa3aHHOTO aToMa BOJAOpOJa Ha
OCHOBHYIO TPYIILY WJIK aTOM BHYTPH MOJICKYJIBI.

®DapMareBTHIECKH IPUEMIIEMBIE COJTM MOTYT OBITh TIOJIYYEHBI OJHUM HJIH 0OJIee U3 3THX CIIOCOOOB:

(i) B X0/1e B3aMMOICHCTBUS COCTUHEHUS C TPEOYEMOU KUCIOTOM;

(i1) B Xx01e B3aMMOACWCTBHS COSAMHEHUS C TPEOYEMBIM OCHOBaHHEM;

(iil) mpw ymajaeHuH KUCIOTO- WM OCHOBHO-HEYCTOHYMBOHN 3aIIUTHON TPYMITBI Y IMOAXOMSAIIETO MPEAIIECT-
BECHHHKA COCTUHCHUS WU B XOIE PACKPBITUS KOJbIA MOIXOAIICTO IUKINIECKOTO MPEIIICCTBCHHUKA, HATIPH-
Mep, JIAKTOHA HUJTH JIAKTaMa, TIPU KCIOJb30BAHUU TPEOYEeMO# KHCIOTHL; WA

(iv) mpu mpeoOpa3oBaHUU OJHOI CONU COCIAWHCHHS B JPYTYIO B XOIE PEAKIMU C IMOAXOJSIICH KHUCIOTOM
WX TIOCPEJICTBOM MOAXOISIICH HOHOOOMEHHOM KOJIOHKH.

Bce 3tH peakiuu 00bIYHO MPOBOIAT B pacTBope. CoJb MOKET OCAXKIAThCS U3 PAaCTBOPa U €€ COOMPAroT
(bunbTpanue, WM MOKeT OBITH BBIZCIICHA BBIMApUBaHUEM pacTBOpUTeNs. CTENCHh MOHU3AIMH B COJM MOXHO
W3MEHATHCS OT TOJTHOCTHIO HOHW30BAaHHOM /IO TOYTH HEMOHU30BAHHOM.

TepmuH "compBat" UCTIONB3YETCS B JAHHOM JOKYMEHTE JUIS ONMCAHUS MOJISKYJISIPHOTO KOMITIEKCa, BKITIO-
YaroIero MpeACTaBisIIoNnlee HHTEPEC COCTNHEHNE U OTHY WiH OoJiee MOJIEKYN (papMareBTHIEeCKH ITPUEMIIEMOTO
PacTBOPHUTEIIS, HAIPUMEP, 3TaHoJa. TepMuH "TUApAaT" UCTIONB3YIOT, KOT/Ia YKa3aHHBIM PaCTBOPUTEIIEM SIBIISIETCS
BOJIA.

Kpowme Toro, XoTs, Kak IpaBmiIo, KacaTeIbHO COJIEH MPEICTABIAIONINX HHTEPEC COSTMHEHUH (papManeBTu-
YECKH MPUEMJIEMBIC COJTU SBJISIFOTCS TIPEATIOUYTUTCIFHBIMHE, CICTyeT OTMETHTh, YTO U300PETEHUE B CBOEM CAMOM
IIMPOKOM CMBICIIC TAKXKe BKIIOYACT He(papMaleBTUUCCKU MPUEMIIEMBIC COJIM, KOTOPBIC MOTYT, HallpuMep, OBITh
WCIIOJIb30BaHbI TPU BBIACICHUN /WM OYUCTKE MPEICTABISIONINX WHTEepec coequHeHuii. Hanpumep, comu, 00-
Pa30BaHHBIC C ONTUYCCKU aKTHBHBIMH KHCJIOTAMH WJIH OCHOBaHHSMH, MOXXKHO HCIIONIB30BATh Il 00pa30BaHUs
JINACTCPEOM30MEPHBIX COJICH, KOTOPBIC MOTYT OOJICTYUTH Pa3JIClICHHE ONTUYCCKH aKTHBHBIX U30MEPOB COCIIH-
HEHUM.

Taxxe n3o0peTeHNe TIIaBHBIM 00pa30M OXBATHIBACT BCEe (hapMaIleBTUUECKH MPHUEMIIEMBIC MPEIBAPUTEIH-
HBIE JICKapCTBa U TIposiekapcTBa aHTaroHucToB NK3R.

TepmuH "TiposiekapcTBO", KaK MCTOIB3yeTCS B JaHHOM JTOKYMEHTE, O3HadaeT (papMaKoIOTHIECKH TIPUEM-
JIeMble MIPOM3BOIHBIE MPEICTABIAIONIEI0 HHTEPEC COCNNHEHNUS, TaKUe KaK CIOXKHBIEC 3(pHpHI, Yei mpoIyKT O6no-
TpaHCcHOpPMAITHH in Vivo SIBISIETCS aKTUBHBIM JIEKapcTBOM. [IpoiekapcTBa XapaKTepU3yIOTCS TTOBBIIIEHHONW OHO-
JOCTYITHOCTBIO | JIETKO TPe0Opa3yroTcs B Mpoliecce 0OMEeHa BEIECTB B aKTUBHBIE COeIMHEHHS in vivo. [Ipose-
KapcTBa, MOAXOSIIUC JUTS ST U300PETeHUs, BKIIOYAIOT CIOXKHBIC 3(QHUPBI KapOOHOBBIX KHCIIOT, B YaCTHOCTH
AJNKWJIOBBIC CIIOKHBIC 3(DUPHI, APUIOBEIC CIIOXKHBIC 3(UPHI, AlIMIOKCHATKAIOBBIC CIIOXKHBIC Y(PUPBI H THOKCOJICH
CJIOJKHBIC QUPBI KapOOHOBBIX KHCIIOT; CIOKHBIC 3(QUPBI aCKOPOMHOBOW KHCIOTHI; CIIOKHBIC THO3(DHPHI, TaKue
KaK CJI0KHBIC QJIKHITHOI(DHUPBI UITH CIOKHBIC aPHITHOI(PUPHL, U aMHUTIBI.

TepmuH "mpenBapuTeNbHOE JEKapCTBO", KaK UCIONIB3YeTCsS B JaHHOM IOKYMEHTE, O3HadaeT JIoboe co-
eJIMHEeHNEe, KOTOpoe OyIeT MOIUPHUITUPOBAHO ¢ 00pa30BaHUEM JIEKAPCTBEHHBIX YACTHII, TIe MOAH(UKAIUSI MO-
JKET TIPOUCXOIUTH JINOO BHYTPH, JINOO BHE Tela, U MO0 mepe, T1ubo mociie TOro, Kak MpeaBapuTeIbHOe JIeKap-
CTBO JOCTHTHET OOJIACTH TeJa, KOTOPOH BBEACHHUE JIEKApCTBA IPEIITUCAHO.

Tepmun "(apMaleBTHIECKH MPUEMIIEMBIH" 03HAYaeT YTBEP)KIEHHBIM WM OAOOPESHHBIN PETyIUPYIONTUM
OpPTraHOM WIIM TIEPEYUCIICHHBIN B MPHU3HAHHOHN (hapMaKomen Ui MPUMEHEHHU Ha KUBOTHBIX, U 0oJiee Mpenoy-
TUTEIHFHO Ha JIFOJAX. JTO MOXET IPEACTABIATh COOOH BEIIECTBO, KOTOPOS HU OMOJIOTHYCCKU WJIM WHBIM 00pa-
30M HE SIBISICTCS HEXKENATCIBHBIM, T.€. BEIIECCTBO MOXKET OBITh BBEICHO WHIMBHIYYMY, HE BBHI3bIBas HEXKela-
TENBHBIX OMONOTHYCCKHUX ()(HEKTOB WM HE BO3JICHCTBYIO BPEIHBIM 00pa30M Ha JIFO00H M3 KOMIIOHEHTOB KOM-
MIO3UIIMH, B KOTOPOH OHO COJICPIKUTCH.

Tepmun "uznomorndecku MpUEMIIEMEBIH" OTHOCHUTCS K cpele, KOoTopas He 001amacT TOKCHYHBIM WIJIH
BpeIHBIM 3((EKTOM B YCIOBUAX IMPUMECHEHUS U KOTOPAS SIBIIICTCSI MHEPTHOM O OTHOIICHUIO K aKTHBHOMY Be-
mecTBy. Takas cpema MOXKET, HallpUMep, BKIIOYATh pa3HbIe T00aBKHA B 3aBHCHMOCTH OT €€ IIeJIH, TaKHe Kak
apoMaTH3aTophl, KPACUTEIH, HATIOHUTENN, KOHCEPBAHTHI, pa30aBUTENIN, CMAYUBAIOIINE aT€HTHl WIH CYCIICHIH-
pyIoIIre areHTsl, U T.I. Takas cpega TakkKe MOXKET 00ecTIeYnTh HEMEIJICHHOE BEICBOOOXKIEHIE, MOAH(HUIIpO-
BaHHOE BBICBOOOKICHNE HIIM KOHTPOJIMPYEMOE BEICBOOOKICHIE OJTHOTO U3 AKTHBHBIX BEIIECTB.

TepmuH "denoBek" OTHOCUTCS K CYOBEKTY OOOMX TIOJIOB M Ha JIFOOOM dTare pa3BHTHSA (T.e. HOBOPOIKICH-
HOMY, MITaJICHYECKOMY, I0BEHHIIEHOMY, ITOJPOCTKOBOMY, B3POCIIOMY).

TepmuH "BBeieHHE", WIIH €r0 BapHaHT (Hanpumep, "BBOANUMBII"), 03Ha4aeT oOecreyeHne akTUBHOTO areH-
Ta WK aKTUBHOTO HWHIpeAueHTa (Hampumep, aHtaronucra NK-3), oTIenpHO WM KaK 4acTh KOMIIO3WIIUH, B
CyOBEKTE WU MAlUCHTE, HYKIAIOIIEMCS B 3TOM.

IHonpo6Hoe onncanne u3o0peTeHUs

Hacrosiee n3o0pereHre OTHOCUTCS K IPUMEHEHHUIO aHTaroHUCToB perentopa NK-3 (Takxke Ha3pIBACMBIX
B JTaHHOM JokyMeHTe aHTaroHuctamu NK3R) mms TepameBTHYSCKOTO MU KOCMETOJIOTHYCCKOTO JICUCHUS W3-
JIMITHUX KUPOBBIX OTIIOKECHUN Ha TeJie W/WIN H30BITOYHOTO Beca Tela, MPEAMOYTHTEIBHO IS TePareBTHIECKO-
TO JICUCHHSI M3JINIITHUX KUPOBBIX OTJIOKEHUH Ha TeJe W/WIN MPEIOTBPAIICHHUS MPHOABICHHUS )KUPOBBIX OTIIONKE-
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Huii Ha Tene. [Togxomamue antaronuctel NK3R U cocTaBbl ¢ HUMH OIMCAHBI HIKE.

Antaronuctel NK3R.

JTro6oii mogxomsimuii antaroHUcT NK3R MOXHO TIPUMEHSITh B TEPANEBTHYECKOM U KOCMETOJIOTHIECKOM
criocobax mo m3obperenuto. [Tox "nmogxomsimum antaroaucToM NK3R" monumarot anraronrct NK3R, koTopslit
obnamaeT MoAXOIANITUM (hapMaKOJIOTHIECKUM MpoduiIeM, 1 0COOEHHO TOT, YTO MepeceKaeT reMaTodHIedamnae-
ckuii 6apbep. OcoOeHHO MOXHO MPUMEHSTH 10001 anTarorncT NK3R, BKIItouas, HO HE OTpaHUBasCh dTUM, €TO
CTEpPEON30MEPHI, CMECh CTEPEON30MEPOB, MPOJIEKAPCTBA, (hapMalleBTHUCCKH MPHEMIIEMBIE COJIH, THUAPATHI, COJIb-
BaTHI, THAPATHI KUCIBIX coJiei, N-OKCHABI 1 N30MOpP(HBIE KPHCTAIIHIECKIE (POPMBIL.

CornacHo ogHOMY BoIUIOIIeHHIO aHTaroHUCT NK3R BBIOpaH W3 TpyNIbl, BKIHOYAIONICH HEMCNTHIHBIC
HU3KOMOJICKYJIIPHBIC aHTATOHUCTHI, BKJIFOYAs, HO HE OTPAaHMBAsICh STHM, X CTEPCOU30MEPBI, CMECh CTEPEOU30-
MEpOB, MPOJICKAPCTBA, (PapMALEBTHUCCKU MIPUEMIIEMbIC COJIH, TUAPATHI, COJMBBATHI, TUAPATH KHCIIBIX COJCiH, N-
OKCHIIBI U H30MOP(HBIC KpUCTAIUTMICCKHE (DOPMBI; a TaKxkKe MenTuaHbIe anTaroHucThl NK3R.

CornacHo ogHOMY BoIUTomeHHIO aHTaroHUCTHl NK3R, ucmonb3yemMble B HACTOSINEM H300pETCHUU, TIPE-
cTaBJsIIOT co0o0#t cenekTuBHbIe aHTaroHHCThl NK3R. TlTox "cenektmBHBIM aHTaronnctoM NK3R" moHummaior
anTaronuct perentopa NK3R, koTopsiii uzbupareinex k perentopam NK1 w/mmm NK2.

CoryacHO oHOMY BorutomeHnto antaroHucT NK3R BeIOpaH w3 rpymiibl, BKIIOYAOIMEH (WM UX CTEPEO-
N30MEpHI, CMECh CTEPEOM30MEPOB, MPOJIEKAPCTBA, (papMaleBTHUECKH MpHUEMIIEMBIE COJH, THAPATHI, COJBBATHI,
TUAPATHI KHCIBIX COJiei, N-OKCHIBI M H30MOP(HBIE KpUCTAIUTHYECKHE (HOPMBI):

(a) SB 222200 (wmerommiicsi, Hampumep, y Tocris Bioscience); 3-merun-2-¢penmn-N-[(1S)-1-
dhennmmpomnmi]-4-xunommuakapookcamun (CAS Ne (ot amrn. "Chemical Abstracts Service Registry Number" -
PETUCTPAIIIOHHBI HOMEp XUMHUUYECKOH pedepaTnBHOM ciy)0b1) 174635-69-9)

N
HN.__O

o
“C

(b) SR 142801 (ocaneranT) (MMmerommiics, Hampumep, y Axon Medchem, ['epmanus); (R)-N-(1-(3-(1-
6eH30mI-3-(3,4-1uxI10p hSHIN ) MU PUIUH-3 -FUT ) IPOTTH) -4 - peHmn-nunepunnd-4-un )-N-metunaneramun  (CAS
Ne 160492-56-8)

Cl
Cl

‘é@mi@

(c) SB 218795 (umcrommiics, Hampumep, y  Tocris  Bioscience);  (R)-[[2-beHmn-4-
XMHOJMHMWII)KapOOHWII |aMIHO |MeTHIIOBBIH 2¢up OeHzomykcycHoi KuciaoTsl (CAS Ne 174635-53-1)

(d) SSR 146977 runpoxiopun (uMmeromnuiics, Hampumep, y Tocris Bioscience); N1-[1-3-[(3R)-1-0eH30m1-
3-(3-(3,4-muxnoppeHn)- 3 -TUImepUIUHIL | TPOITHI | -4 -G eHmT-munepuauHim |-N,N- TUMEe THIIMOYEBUHBL  THAPO-
xsopup (CAS Ne 264618-38-4)

Cl
Cl

o o
Me,N~¢ N N
HN
Hel

(e) AZD2624, taxxe Ha3zbiBaeMblidi AZD4901 (Astra Zeneca); 3-N’IeTaHCyHB(l)OHaMI/IIIO—Z—(I)CHI/IH—N-[(1S)-l—
dbernmmponw |xuHomH-4-kapookcamu (CAS Ne 941690-55-7)
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W

(f) SB 223412 (tanneranT) (nMeromuiics, Hanpumep, y Tocris Bioscience); 3-ruapokcu-2-hennn-N-[(1S)-
1-pernmmponmn]-4-xuHomuaKapOokcamua (CAS Ne 174636-32-9)

O 2

(g) coenmuuenue 8m, packpsitoe y Elliott et al., Bioorg. Méd. Chem. Lett., 2006, 16, 5752-5756; metun 2-
(3-((4-(TpeT-OyTun)murnepasu- 1 -un)Metnn)-8-hrop-2-heHmTxuHoTHH-4-KapOoHMN )- 1 -
(eHmrHapazuHKapOOKCHUIIAT

(h) onun wmu 6onee anTaronncToB NK3R mpom3BoqHBIX H30XHHOIOHA, pacKphITEIX B US8,420,667, odmieit
dhopmybr A:

Riq
Ris Ris
Ry
(0] NH
SN CHjz

N
Rz O \©

rae R, mpencrasisier co00M 3THIT, TIMKIIOTIPOITII MIIH ITUKJIOOYTHIT;

rae Ry, mpeacrapnser coboit Gprop nim xyop; u

kaxaelid Ry3, Ri4 1 Ris B oTmensHOCTH NIpencTaBisieT coboit Bogopo, ¢GTop mim XJop, Tae a8a u3 Rz, Ry
1 R;5 mpencTaBisioT co0oit BOIOPOT;

WK X (HapMareBTHICCKH IPUEMIIEMYIO COJIb;

(i) omun nm 6onee antaronrctoB NK3R, packpeiteix B WO 2011/121137, obmeit popmyet I:

LAY
|T1

R2 N R

szi fR“

R;S N \,XZ

)=x1
I‘|‘2
Ar? ,

¥ nX (apManeBTHYCCKH MpHEMIEMbIe COTH M CONBBATHI, TAe Ar' IpeCTaBIseT co0OH S5-6-ueHHyI0
apWIBLHYIO WM T€TEPOAPHILHYIO TPYIITY, 3-6-WICHHYIO MUKIOATKWIBHYIO TPYMITY, 3-6-WICHHYIO TeTEePOIHK-
nueHYyto rpymry uiH Cs-Cg anKUIbHYIO TPYIILY, KaKJasi 03 apIbHOW, TeTepOapHIbHON, IIMKIIOATKMIEHOW WITH
TeTePOIMKIMIBHON IPpyIII HE0OS3aTEIFHO 3aMelleHa OJHOH WiH 0osee TpyIaMu, BEIOPaHHBIMU H3 TaJoTeHa,
[IHAaHO, aJIKWJIA, TAIOANIKWIA, UKIOANKIIIA, TeTepONUKIINIIA, apria, apajkKuia, TeTepoapmia, THIPOKCHIIa, aj-
KOKCH, TalIOaJTKOKCH, AIKOKCHAIKOKCH, aTKWIAMUHO, KapOOKCH, alTKOKCUKApOOHWIIA, aKUIKAPOOHIIOKCH, aJl-
KIJIKapOOHUIIAMHHO, Tall0aTKUIKapOOHIWIAMHUHO, KapOaMomia, alKiikapOaMouia, KapOaMOMIaAMUHO, alTKHII-
KapOaMOMIaAMUHO, aKWICYIb(OHMIIA, TATOATKWICYIbGOHMIA, CYyIb(aMonia, alKIICyIb(haMonia, alKuICyIb-
(hOHMITAMUHO, TaNOATKWICYNb()OHWIAMUAHO, WM JBa 3aMECTUTEII 00pa3yrT TPYIIy aTKWICHAHOKCH WA
TPYIIIY TATOATKWICHANOKCH, WIH JBa 3aMECTUTEIS 00pa3yrT MUKIOANKWIBHYIO HIIH TeTePONUKIOANKIIEHYIO
TPYNIHUPOBKY BMECTE C HUKJIOAIKWIBHOW WIIM FeTEPOLMKIOAIKIIBHOW TPyNIoi, K KOTOPOW OHU MPUCOETUHE-
HBI, WM KOHJCHCHPOBAHHBIC C apWIbHOH, reTepOapWIbHOM, IHKIOATKMIBHOW WM TETepOUMKIOANKIIEHON
TPYIIION MOTYT NPENCTAaBIATh cO00M OMHY MM 00JIee apMIIbHBIX TPYNITHPOBOK, KaXKIBIH M3 YKa3aHHBIX 3aMec-
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TUTENCH Heo0A3aTeNIFHO 3aMEIeH OHUM HIIM OO0Jiee TOTIOHUTEIBHBIMHU 3aMECTHTEISIMH, BRIOPAHHBIMH W3 Ta-
JIOTCHA, IIHAHO, alTKWJIA, TATOANKIIA, ITUKIONPOIUIA, AIKOKCH, FaJI0aJKOKCH, TeTCPONUKIIIIIA, apiia, TeTepoa-
puiia, apuiIoOKCH HITH T€TePOAPHIIOKCH;

L! npencraisieT coboit C;-C, amkuieH, HeoOsI3aTebHO 3aMeNeHHBI OMHON WK Ooyiee TpyIamMu, BbI-
OPaHHBIMU 3 TATOTEHA, METHIIA WUTH STHIIA, [IPH YCIOBHH, 9To R? BMecte ¢ R? 06pasyeT OKCO 3aMeCTHTeIIb, HITH
L' npencrasmusier coboit kapGorm mwn cymbdonnt, wm L' npexcrasmser coboit -(C=0)-CH,-, rae C=0 cBsi3an
¢ azoToM munepasuna, 1 CH, ¢ Arl;

R' npencramsier co6oii H, C,-C4 alkmibHYIO, apHIbHYIO HIM apalKHIBHYIO TPYIITY, KakIas U3 yKa3aH-
HBIX AJIKWIBHOM, apuIIbHOW WM apalKWIBHOW TPy HEoOs3aTelbHO 3aMellleHa OJHON WK 0oJiee TpyIIaMu,
BHIOPAHHBIMU W3 TaJI0 WIH THIPOKCHUIIA;

R mpencrasnser co6oit H mu C;-C, alKIIbHYIO IPYIITY;

R’ 'IPEJICTABIIACT co6oit H mnu C,-Cy4 ankuibHy0 TpyIIy;

R mpencrasnsier co6oii H umu C;-C, ankunpHyo rpymmy, wim, korna L' npeacrasmser coboit C,-C, an-
KWJICH, HEOOs3aTeIHHO 3aMEIICHHBIN OJTHOW Wi 0oJiee TPyIIIaMu, BEIOpaHHBIMHU U3 TaJIOTCHA, METHJIA WU ITH-
na, R? Bmecte ¢ R” obpa3yeT OKCO 3aMEeCTHTEh;

R’ TIpe/ICTaBIIseT co6oit H mnu C;-C, ankuiabpHYyI0 TpyIIy, Heo0sA3aTeIbHO 3aMEIEHHYI0 OJJTHUM THAPOKCH;

R* HpC,I[CTaBH}IeT co6oit H wnu C;-C, ankuipHYyIO TPyIIy;

X' u X? HesaBucumo Be6panst w3 N wm C-Z, rae Z npeacrapiser co6oit H mm C,-C, alKuiL, mpH yeio-
BHH, uTo 06a X' 11 X* He MOTYT npecTaBmsTh co6oii C-Z;

L? npecraBisieT co6oii OXMHAPHYIO CBSI3b MITH KApOOHHIL;

Ar® mpefcTaBiseT coboil 5-6-uleHHYI0 apHIbHYIO HIH IeTepOapuiIbHYIO IPYIy, KaXas U3 apHIbHOM
WM TeTEPOAPUIILHON TPYIII Heo0A3aTeIFHO 3aMelIeHa OJJHOU WK OoJiee TPYIIaMu, BEIOPAaHHBIMU U3 TaJIOTCHA,
[IUAHO, aJKWJIA, THAPOKCHAIKIIIA, TAIOAIKIIIA, [IUKIIOATKIIA, TeTCPOIMKITIIIA, apUiia, TeTepOapIiia, apaKuia,
reTepoapuiIaIKuiIa, THIPOKCHIIA, aTKOKCH, TaJIOaTKOKCH, aJKUIAMUHO, KapOOKCH, alIKOKCHKapOOHWUIIA, aJIKHJI-
KapOOHMJIOKCH, ANKIIKApOOHWIAMUHO, TaJl0ATKIIIKapOOHUIAMUAHO, allMIIAMUHO, KapOaMoWiIa, amKUIKapOaMou-
na, kKapOaMouJIaNKmiIa, KapOaMOMIaMHUHO, alIKAIKapOaMOMIaAMUHO, alKWICYIb(QOHMIA, TATOATKIICYIb()OHMIIA,
apwiIcynbhoHWIATKIIA, CyIb(paMonia, alTKWiICcyiabpamMonsa, aaKuICyIbGOHMIAMHUHO, TaTOATKHICYIh()OHMIIA-
MHUHO, WJIH J]Ba 3aMECTUTEIISI 00pa3yroT TPYIITY aIKHICHINOKCH WM TPYIILY TaJI0aJKMICHANOKCH, I KOHICH-
CHUPOBaHHBIC C APHJILHOUW WIIM TETEPOAPILHOM TPYIIIION MOTYT TIPEJCTABIATh COOOM OHY WM OoJiee IUKIIOAIT-
KAJIBHBIX, APMIIBHBIX, TETEPOIUKIAIBHBIX WIH TeTEPOapHIbHBIX TPYIIHPOBOK, KaXKIBIH U3 YKa3aHHBIX 3aMECTH-
Tenel HeoOs3aTeNbHO 3aMEeIIeH OJHIM WM Oojiee TOTIONMHHATEIFHBIMU 3aMECTUTEIISIMH, BEIOPaHHBIMHU W3 TaJIO-
TCHa, IMaHO, ANKIJIA, TAaJTOANKHUIIA, aTKOKCH, TaJOATKOKCH, IMKIIOATKUIIA, TETEPOIMKIINIA, Heo0A3aTeILHO 3a-
MEIIEHHOTO aJTKUIIOM, apUJIOM, TeTEPOapUIIOM, THAPOKCHIOM, aJTKOKCHAIKIIIOM, THAPOKCHAIKOKCH, aJTKHIIaMH-
HO, aNTKWICYJIE()OHUIAMHUHO, ATKOKCUKApOOHUIAMUHO, aMUHOATKOKCH WU aJIKOKCUKAPOOHUIAMUHOAIKOKCH;

(j) onuH nim 6onee antaronuctoB NK3R, packpeireix B WO 2013/050424, o61ueit popmyist 11

Ar'
Y

N .}:\'R1
X

N™ N

1 uX (apManeBTHYECKH IPHEMIIEMBIE COJIBBATHI, TIe
Ar' ipejicTaBsieT coGoi He3aMeIICHHBII THoq)eH—Z -HJI, He3aMeIIeHHbIH Gerun win 4-hropdeHn;
R' npencrasnser coGoit H mmm Metui; Ar uMeeT 06n1y}0 bopmyy (1) (i1) mom (iih):

;

N=—

Rz/< _\ R3/4\X4,X5 R \ /
0) (i) (iii) Rs,

e R? npeacTaBisieT coboit nuHeWHbIH wim pasBeTBieHHbIH Ci-C4 ankwi, C;-C, ramoaikui, JTHHESHHBINA
nnm pasBerBieHHbINH C,-C; ankennn, Cs;-Cy ukmnoankun win au(C,-C, amkui)aMuHO;

X! npeacrasiseT cooor N wim C-R6, rae R npexacrasiseT cooboir H, grop mmu C,;-C, ankur;

X2 npexacrasiseT coooit O win S;

X? npencrasiser coGoit N, umu X° npencrasnser coboit CH npu ycrnosuu, uto X' mpeacraiser co6oii N,
u X? MpEeJCTaBIsIET CO00it N—R7, rie R’ npeJcTaBIsIeT cO00H NMHEHHBIN un pa3BeTBieHHBIN Ci-Cs amKun win
IIUKJIOTIPOTIIIT,

R’ npeJCcTaBIsIeT COO0M JIMHEHHBIN Win pa3BeTBiIcHHBINA Ci-Cy ankun uimn C;-C, UKITOATKIT,

x* npeacrapusget coboi N uimu C-RS, rze R® npencrasisiet coboit H mwim C;-C, ankwi;

X° npencrasnser coboit O umm S;

X® npexcrasmsier co6oii N, mim X° npexcrasisier coGoit CH mpu ycmosum, uto X' mpeacrasisier co6oit N,
1 X° npexcrasmsier coboit N-R’, rae R’ npencrasisier coGoii muueiinblii mim passerBiaeHHbi Ci-Cy alKHI HITH
IIUKITOTIPOTIHIT;

-10 -
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R* npezcrasisier co6oii ranoreHa, UAHO, METHIT HIIH THAPOKCHIT,

R’ npeacTaBiseT codoi H wim rano;

(k) omun wm 6omee antaronuctoB NK3R, packpbiteix B WO 2014/154895, o6mieit popmyssr 111

R'" o R*

R2 i _N,
N

N
R3 R K/N\S\
R? N 2
P
RS

1 UX (papMaIeBTUICCKH PUEMIIEMbIC COJBBATHI, T/IC:

R! npezactasisget coooi H, F wmu metw;

R" npejcTaBiseT coboi H;

R? npezacrasisier coboit H, F, Cl unu meTokcwy;

R* npencrasisier coboit H mwru F;

R’ mpexncrasisier coGoii H, F, Cl, metm, Tpudropmeriu, Hutpi, wim R’ npexcrasmsier co6oit THo(peH-2-
FJT TIPH YCIIOBHH, 9TO R’ He mpencTaBisieT coboii METHIL;

R mpencraBmser coGoi METHII, STHII, H-HPOIII, THAPOKCHITHII, METOKCHATHI, TpuhTOpMETHI, TU(TOp-
METWIT WIH (PTOPMETHIT;

R’ mpexncraBmsier coGoif METHI, 3TWI, METOKCHMeTwn, Tpudropmermn, mudropmerni, dropmerni, 1-
dropatm, 1,1-mudropaTin mm 2,2,2-TpudTOPITI, IPEANOYTHTENBHO R’ TpencTapiseT coGoil METHII, STUII,
METOKCUMETHI, TPUGTOPMETIIT, TUGTOPMETHI WK (TOPMETHIT,

X' npencrasnser coboit N, u X° npeacrasiser codoit S wmm O; wmm X' npeacrasiser coGoit S, n X npes-
cTaBysieT coboi N;

=== npejcTaBIseT coOO OAMHAPHYIO WK ABOMHYIO CBA3b B 3aBHUCHMOCTH OT X' 1 X°;

- - 0603HAYAET (R)-sHanTHOMEp MK pameMar coequHeHus popmysr 111,

(I) omua nnu 6onee antaronnctoB NK3R, packpeiteix B WO 2014/154896; (m) onuu wim 6osee aHTaro-
auctoB NK3R, packpeiteix B WO 2014/154897. CornacHO OJHOMY BOTUIOIICHUIO COequHEHMs (hopMynbl |
rpynmsl (i), kak packpeito B WO 2011/121137, sBisitotest coequHeHUIMA (HOpMyItbl [b

OYAIA
2 1
R N. R
X
R3
Ry N X
2):x1
Ar’

1 uX GapMareBTHICCKH TPUEMIIEMBIMU COJIIMU U COJIbBATaMHU, TIe Arl, Arz, Rl, Rl, Rz, R? R R’ R R3, Xl, xX?

SIBIITIOTCS TAKMMH, KaK ompeeneHo B popmye 1.

CoryiacHO 0JTHOMY BOTUIOIIEHHUIO coequHeHus Gopmydbl [ rpymmsl (i), kak packpeito B WO 2011/121137,
SBIISIOTCS COETUHEHUAMH (popmyitst Ic
o}
Y R1

(L

NN x2
Ar2)~x1
1 uX (papManeBTHUECKH MPUEMIIEMBIMH COJSIMU M COJIBBAaTaMH, TJ€ a M300pa’kaeT CBA3b, COCIUHSIOIIYIO
R'c rPYNIHPOBKON MUMepa3nHa, u Ar', Ar, R, R", X' u X? sBistroTest Takumu, Kak onpeneneHo B popmymne 1.
CornacHO 0JJTHOMY BOIUIOIIEHHIO coeanHeHus: hopmyisl I rpymmsl (i), kak packpsito B WO 2011/121137,
SBJISIIOTCS cOeAMHEeHNsIMH (popmysl 1d-1

5
R RS
R4
0 R®
R4
N R‘I
(B
oy
=1
Ar?

1 uX (papMaleBTHIECKU MPUEMIIEMBIMU COJIIMU U COJIbBATaMHU, TAe a M300paKaeT CBSA3b, COCIUHSIONTYIO
R'c rPYNIUPOBKON MUIMEpa3UHA; U A%, R', X' u X? sBISIOTCS TaKMMH, KaK ompezeneHo B popmyne [; u

R4, R4y, RS, R” u R® HesaBucumo BBIOpaHbl U3 H, ranorena, uano, ankmia, rajgoankmia, C;-Cy 1uKIIOAN-
KWJia, TeTEPOLUKIINIIA, apuiia, TeTepoapuiia, THIPOKCUIIA, alTKOKCH, TaJOaTKOKCH, aIKOKCHAIKOKCH, aIKUJIaMHU-
HO, KapOOKCH, aJKOKCHKapOOHWIA, aTKWIKAPOOHHUIOKCH, AKMIKApOOHIIAMIHO, TaJOalKITKapOOHWIAMUHO,
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KapOamomia, amkwikapOaMomna, KapOaMOMIAMHHO, AKHIKapOaMOWIAMHUHO, aJKUICYJIh(OHUIA, TaTOaTKUI-
CyIb(QOHWUIIA, cynLq)aMonna anKanynL(baMonna anKnncynLq)OHHnaMHHo ranoanKuICyIbGOHMIaAMHUHO, 1K R’
Bmecre ¢ R* wrn RS, wm R Bmecre ¢ R I R® o6pa3yeT rpyrmy AJKWJICHIMOKCH WJIU TPYMIY TaJIoaIKUIICH-
muoken, win R’ Bmecte ¢ R* wimm R®, wm R Bmecre ¢ RY wmm R° obpa3syeT apuiIbHYIO TPYIITHPOBKY, KOHJICHCH-
poBaHHYIO ¢ (DEHWIBHOW TPYIIION, K KOTOPOW OHM NMPHCOCIUHEHBI, KAKIBIN M3 yKa3aHHBIX 3aMECTHUTENEH He-
00s13aTeNbHO 3aMeIeH OJHUM WK OoJiee JOTOTHUTENbHBIMH 3aMECTUTEIISIMH, BEIOPAaHHBIMHU U3 TAJIOTEHA, ITHa-
HO, aJIKWJIA, TAJOAIKHJIIA, ITIKIOTPOIIHIIA.

CoryiacHO 0JTHOMY BOTUIOIIEHHUIO coequHeHus Gopmydbl [ rpymmsl (i), kak packpeito B WO 2011/121137,
SIBIISTIOTCSI COSTUHEHUAMU (popmyisr le-1

R5

Ar? X
U uX (papManeBTHUECKH MPUEMIIEMBIMH COJSIMU M COJIBBAaTaMH, TJ€ a M300pa’kaeT CBA3b, COCIUHSIOIIYIO
R'c TPYNIUPOBKON MUIMEpa3UHA; U
A%, R', X' u X? sBIstioTCS TAKMMHE, KaK onpeneneHo B popmyne [; u
R’ u R® He3aBucuMo BEIOpans! 13 H, raorena, uaHo, aikuia, TMKIONPOIILIIA, apUJIa, TeTepOapHIia, Kak-
Jiast U3 yKa3aHHBIX apHIIBHBIX U TE€TEPOAaPHIIbHBIX TPYII HEOOA3aTEIbHO 3aMelleHa OJHOI 1y 6oee Tpymiamy,
BHIODAHHBIME W3 TaJOreHa, alKuiIa, MUKIonponmia, um R u R® BMecTe 06pasyroT heHUIbHYIO IPYIIHPOBKY,
KOHJICHCHPOBAHHYIO C (PEHMIBHBIM KOJIBIIOM, K KOTOPOMY OHH NPHCOEANHEHBI.
CornacHo oaHOMYy BomulomeHuro coenuneHus ¢opmynsr I rpymmer (k), kak packpeito B WO
2014/154895, sBnstoTest coenuaeHusiMu Gopmyier 111a
R" o R*
RZ j

NP
R3 R K/N\g\
RZ N/ §
VN
RS

" I/IX (hapMaLeBTHIECKH IPUEMIIEMBIMH COJIbBATAMH, TIC:

R Ipe/ICTaBIseT co6oit H, F nmu metu;

R" npencrasser co6oii H;

R’ ~npexcrasisier coboit H, F, Cl mn meToken;

R? npezcrasisiet coboit H wn F;

R’ npencramser coboit H, F, Cl, MeTun, TpUhTOPMETHI HIH HUTPUI,

R" mpencrasnsier co00it METHI, STHI, H-IIPOIII, THAPOKCUITHI, METOKCHITHI, TPUPTOPMETHII, TUPTOP-
MeTHT il PTOPMETHIL, IpenouTuTeIbHo R mpeacTaBser coGoit MeTHIL, STHI, H-IIPOIKIT WM THAPOKCHITIII,

R’ mpencTaBuser coGoif METHI, STHI, METOKCHMETHN, TpudTopMerwi, mudropmerdn, dropmerwi, 1-
dropatmn, 1,1-mudropaTin mim 2,2,2-TpudTOPITII, TPEANOYTHTENBHO R’ TpeacTapiseT coGoil METHII, STHII,
METOKCHMETHII, Tpr(TOpMeTHII, IMMTOPMETIT Mt GTOPMETHI, MPEANOYTHTENBHO R mpencTaBmser co6oii Me-
THIL, STHI, TPUOTOPMETHIT HiTH TU(TOPMETHII, TIPEATIOUTHTENBHO R IpeacTaBseT coboii METHIT, STHI HIIK TPH-
¢dbropmern;

- - 03HaUaeT (R)-sHanTHOMEp WM pameMar coequHeHus GopmyIsl la.

CornacHo ogHOMY BoIwtomeHno coenuaenus popmynst 111 rpynmsr (k), kak packpeito B WO2014/154895,
SABJISIIOTCS coeAnHeHnsIMH popmysl [11a-1

s K/N/i
N/ S

R5

1 UX (hapManeBTHYECKN IPUEMIIEMBIMH COJIbBAaTaMHU, TIe:

R’ npexcrasnser co6oii H, F, Cl, Metwu, Tpud)TOPMETHII Ml HUTPHJL, IPEANOYTUTEIRHO R mpecTaBiser
co6oit H, F unu Cl,

R’ mpecraBiser coGOi METHII, STHII, H-IPOIHI, THAPOKCHITHII, METOKCHATHI, TpHhTOpMETHI, TU(TOp-
MeTHT it (PTOPMETHIT, pemouTnTensHo R peacraiser coGoit MeTHIL, STHIL, H-TIPOIIHIT A THAPOKCHITIIT,

R’ mpencraBmsier coGoif METHI, 3TWI, MeTOKCHMeTwn, Tpudropmermn, mudropmernmi, dropmerni, 1-
dropatun, 1,1-audropsTin win 2,2,2-TpudTOPITII, MPEANOYTHTENbHO R’ mpeacTaBmsieT co00i METHI, ST,
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METOKCHMETHII, TPUGTOPMETHI, AH(TOPMETIT WK (TOPMETII, IPEMOYTHTENbHO R npesicTaBseT coboit Me-
THIL, ST, TPAPTOPMETHI MM TUTOPMETHII, PEANOYTHTEILHO R’ npeicTaBsieT co60i METHII, THI HIIH TPH-
¢dbropmern;

L - - 03Hauaer (R)-sHaHTHOMEp WM paleMar.

CoryacHo omHOMy BorutomeHnto coequHeHus Gopmynsl [II rpymmer (k), kak packpeito B WO
2014/154895, sisrores coenuaeHussMA popmyel [11a-1'

o R
N
R® \S\

7

MK
RS

¥ UX (hapMaleBTHUECKH IpHEMIEMbIME colbBaTamy, rae R, R u R’ ABIsMIOTCS TaKMMH, KaK ONPEIENeHO B
¢dopmyne Ila-1.

CoriacHO OZTHOMY BOILIOIIECHHIO KOHKPETHBIE COSTUHEHHS Ipynibl (i), kKak packpsiro B WO 2011/121137,
rpynmsl (j), kak packpsito B WO 2013/050424, u rpymnms! (k), kak packpsito B WO 2014/154895, Brimodaior

COCIMHCHU A, IPUBCACHHBIC HUXKC!

Ne
Crpyktypa Xnmunyeckoe HazBaHue MM
coep
i-71 o = 438,5
- N,
N ==\
S
N/
E (R)-(4-pTopdeHnn)(3-(2-
4-chTopdpel ason-4-
i~ (4-dbTopcbeHun)Tnason
N un)-8-metun-5,6-aurnapo-
\ s [1,2,4]tpnasono[4,3-
alnupasuH-7(8H)-
UN)MEeTaHoH
¢
i-114 [ 468,5
N =N\ | (8-metun-3-(2-
N
s k/w / eHunokcason-4-un)-5,6-
\ f AWUrnapo-
< )| 11,2,41puasonof4,3-
\ o a]nnpasut-7(8H)-un)(4-
(TModheH-2-
nnyPeHnn)MeTaHoH
i-144 1 H 4525
N /N\ (R)-(8-meTnn-3-(XMHOMWH-
N
s k/N / 2-un)-5,6-aurugpo-
\ / [1,2,4]tpnasono[4,3-
N/ \ a]nupasuH-7(8H)-un)(4-
(TMoheH-2-
nn)cheHnN)MEeTaHOH
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i-156 8 H 520,6
; N
N = \
U N (RH(3(2-(24-
s N /
l AudTopdeHun)Tnason-4-
\ =y, | un)-8-metun-5,6-gurnapo-
"\ __¢ | [1.2.4]rpnasonod, 3-
R a]nupasuH-7(8H)-un)(4-
(TnodbeH-2-
un)peHnn)MeTaHoH
/
j-1 2 H (R)-(8-meTunn-3-(2- 421,53
N MeTunTuason-4-un)-5,6-
N = \
N -
. k/“ / AVruapo
I [1,2,4]Tpnasono[4,3-
\ == | a]nupasuH-7(8H)-un)(4-
N
\__s | (tvocben-2-
nn)deHnn)MeTaHoH
j-19 3 H (R)-(8-meTun-3-(4- 421,54
N/:YN\ meTunTVason-2-un)-5,6-
[ [1,2,4]tpnasono[4,3-
\ / S | alnupasun-7(8H)-un)(4-
N
% (Tnocpen-2-
nn)EeHNN)METAHOH
k-1 (R)-(3,4-pnxnnopcperin)(8- 409,29

oS!

X

Iy

z,

metun-3-(3-metun-1,2,4-
Tnagunason-5-un)-5,6-
Avruapo-
[1,2,4]Tpnasono[4,3-
a]nupasuH-7(8H)-
WN)METaHOH

-14-




044055

g

z

N
\_

(R)-(3-(3-atun-1,2,4-
Tnaaunason-5-un)-8-
meTun-5,6-gurnapo-
[1,2,4]Tpnasonol4,3-
a]nupasunH-7(8H)-nn)(4-
PTOPPEHNN)METAHOH

372,42

k-3

Cl

Z—Ww

(R)-(4-xnopderHun)(8-
meTun-3-(3-metun-1,2,4-
Tnaagunason-5-un)-5,6-
Avruapo-
[1,2,4]Tpnasonol4,3-
a]nupasuH-7(8H)-

WN)METaHOH

374,85

k-4

t-
9

N
\

(R)-(4-xnop-3-
dTOopdeHnn)(8-meTun-3-
(3-metun-1,2,4-
Tnaaunason-5-un)-5,6-
Avruapo-
[1,2,4]Tpnasonol4,3-
a]nupasuH-7(8H)-

WN)METaHOH

392,84

k-5

Q

g

A

z,
zZ—w

{

(R)-(4-dpTopdeHun)(8-
meTtnn-3-(3-metun-1,2,4-
Tuagmason-5-un)-5,6-
Avrnapo-
[1,2,4]tpnasonol4,3-
a]nupasuH-7(8H)-

MN)METaHOoH

358,39
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k-6

Cl

m

ool

(R)-(3-xnop-4-
dropdeHnn)(8-metun-3-
(3-metun-1,2,4-
TMagmason-5-un)-5,6-
AUrnapo-
[1,2,4]Tpnasono[4,3-
a]nupasnH-7(8H)-

NN)METaHOH

392,84

k-7

)
o

A

\

(R)-(8-metnn-3-(3-metun-
1,2,4-tmaagnason-5-un)-
5,6-gurngpo-
[1,2,4]Tpnasono[4,3-
alnupaswuk-7(8H)-
wn)(3,4,5-

TPUDTOPADEHNN)METAHOH

394,37

k-8

-
!

A

z
ZzZ—w

W

(R)-(8-metnn-3-(3-metun-
1,2,4-tmaagunason-5-un)-
5,6-aurngpo-
[1,2,4]Tpnasono[4,3-
alnupasnH-7(8H)-
un)(2,3,4-
TpUTOPGEHUN)METAHOH

394,37
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k-9 0 B (R)-(3,4- 376,38
F. i N AndTopdheHun)(8-meTun-
N/ﬁé \, | 3(3metun-1,2,4-
K/N / Tuagunason-5-un)-5,6-
F Avruapo-
" Va T [1,2,4]rpnasono[4,3-
_=N | alnupasuH-7(8H)-
Nn)MeTaHoH
k-10 E Q = (R)-(8-metun-3-(3-metun- | 412,36
F@/“\ £ N 1,2,4-Tnagmason-5-un)-
N/Y \N 5,6-aurnapo-
] k/“ / [1,2,4]rpuasonol4,3-
\; alnmpasuH-7(8H)-
F V4 T un)(2,3,4,5-
=N | TeTpadTOpdPEHUN)METAHO
o
k-11 o =/\OH (R)-(4-pTopdeHunn)(8-(2- 388,42
H rnapokenaTmn)-3-(3-
/@JKN /N\ metun-1,2,4-Tnaguason-5-
. K/N / N un)-5,6-gurng po-
[1,2,4]tpnasonol4,3-
\g\s ajnupa3avH-7(8H)-
N>¢,L UN)METaHOH
k-12 (4-cbTopdbeHunr)(8-(2- 388,42

o
I

-
&

N
L_m

rmapokenaTnn)-3-(3-
meTun-1,2,4-tnaguason-5-
un)-5,6-gurnapo-
[1,2,4]tpnazono[4,3-
a]nupasnn-7(8H)-

WN)METaHOoH
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k-13 9 = (R)-(3-(3-a1Un-1,2,4- 356,35
: N okcaamnason-5-un)-8-
N/\ﬁ \N MeTun-5,6-aurnapo-
] ‘\/Ni [1,2,4]Tpuaszono[4,3-
a]nupasuH-7(8H)-un)(4-
/ O| thTopdheHnn)MeTaHoH
by
k-14 9 (4-cbTopcbeHunn)(8-metnn- 358 39
N 3-(3-metun-1,2,4-
N = \N Tnaaunason-5-un)-5,6-
F k/“ / Auruapo-
[1,2,4]Tpnasono[4,3-
Va S| almpasin-7(8H)-
—=N | yn)MeTaHoH
k-15 (R)-(3-dbTopcbernn)(8- 358,39

i
oS

A

I

b4

meTun-3-(3-metun-1,2,4-
Tnagunason-5-un)-5,6-
avrugpo-
[1,2,4]Tpnasono[4,3-
a]nupasuH-7(8H)-

WN)MEeTaHoH
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k-16 o] = (R)-(3-xnopdeHun)(8- 374,85
E metun-3-(3-metun-1,2,4-
N/\’/N\ Taawason-5-un)-5,6-
N
k/N / AVrugpo-
[1,2,4]Tpnasonol4,3-
¢ \;s alnupasuH-7(8H)-
N | Wn)MeTaHoH
r
k-17 0 B (R)-(3,5- 376,38
F H N AncpTopeHnn)(8-meTun-
“/Y N\, | 3(3-venn-12,4
k/N / Tuaawason-5-un)-5,6-
\S\ AVrngpo-
F N/ T [1,2,4]Tpnasonol4,3-
—=N | a]nupasuH-7(8H)-
>/ WN)METaHOH
k-18 0 z (R)-(2,4- 376,38
/@\)k H N Andropdenmnn)(8-meTun-
N/\f \N 3-(3-metun-1,2,4-
K/N / Tragmason-5-un)-5,6-
) F \S\ AVrngpo-
/ S| [1,2,4lvpnasonol4,3-
: /,L ajnupasuH-7(8H)-
>/ WN)METaHOH
k-19 (R)-(8-meTun-3-(3-meTun- | 354,43

oS
9

1,2,4-Tnagnason-5-unn)-
5,6-gurngpo-
[1,2,4]Tpnasono[4,3-
a]nupasuH-7(8H)-un)(n-

TOMMWI)METAHOH
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k-20 = (R)-(8-meTnn-3-(3-metun- | 340,4
E 1,2,4-Tmapnason-5-un)-
N/\'&N\ 5,6-AMrnapo-
k/” /N [1,2,4]puasonof4,3-
a]nupa3suH-7(8H)-
/ s vn)(dheHnn)meTaHoH
|
_—=N
k-21 9 5 (R)-(8-meTnn-3-(3-metun- | 408,4
H N 1,2,4-Tmapnason-5-un)-
N = \N 5,6-gurngpo-
Fo Ni [1,2,4]tpuasono[4,3-
alnupasunH-7(8H)-un)(4-
N/ T (TpudpTopmeTUn)heHnnm
>¢N eTaHoH
k-22 (R)-(8-atun-3-(3-meTun- 372,42

A

z

Iy

1,2,4-Tnagmnason-5-nn)-
5,6-aurnapo-
[1,2,4]tpuasono[4,3-
a]nupa3avH-7(8H)-un)(4-
TOPDEHNIT)METAHOH
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k-23 o (8-atun-3-(3-metun-1,2,4- | 372,42
Tnagunason-5-unn)-5,6-
N /N\ AUrnapo-
k/” /" | 1.2.4mpuasonol4,3-
F
ajnupaauH-7(8H)-un)(4-
/ S | dpTopdeHnn)MeTaHoH
]
>/N
k-24 o =/\ (R)-(4-cbTopcpernn)(3-(3- | 386,45
H metun-1,2,4-Tuagmason-5-
N/\KN\ un)-8-nponun-5,6-
N
F k/” / AUTMARC-
[1,2,4]tpnazonol4,3-
S | alnupasuH-7(8H)-
2
\?/N WN)METaHOoH
k-25 (R)-(4-chTop-3- 388,42

< o]
- \E
AN \\Z Ve

\

MeTokeudeHun)(8-metun-
3-(3-meTun-1,2,4-
Tnagmnason-5-un)-5,6-
Avrugpo-
[1,2,4]tpnasonol4,3-
a]nupa3avH-7(8H)-

WN)METaHoH
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k-26

o
\z Az

Z,

N
\_

(R)-(8-meTtun-3-(3-metun-
1,2,4-tnagnason-5-un)-
5,6-gurnapo-
[1,2,4]Tpuasono[4,3-
a]nupasuH-7(8H)-un)(o-

TONWM)METaHOH

354,43

k-27

\O

.

z

™

z—on

(R)-(3-meTtokcudberunn)(8-
meTun-3-(3-metun-1,2,4-
Tnaguason-5-vn)-5,6-
Avrngpo-
[1,2,4]Tpnasono[4,3-
ajnupasuH-7(8H)-

NN)METaHOH

370,43

k-28

(R)-(4-cbTOopdheHmn)(8-
meTtun-3-(3-metun-1,2,4-
okcaaunason-5-un)-5,6-
Avrngpo-
[1,2,4]Tpnasono[4,3-
alnupasuH-7(8H)-

WUN)METaHoH

342,33

k-29

(R)-4-(8-meTun-3-(3-
meTun-1,2,4-tnagmnason-5-
un)-5,6,7,8-tetparngpo-
[1,2,4]Tpnasono[4,3-
ajnmpasmwH-7-

kap6oHWN)BEH30HUTPUI

365,41
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k-30

—

(R)-(3-(3-atun-1,2,4-
okcagmason-5-un)-8-
meTun-5,6-gurnapo-
[1,2,4]Tpnasonol4,3-
a]nupasunH-7(8H)-nn)(4-
(TnodbeH-2-

nn)peHnn)MeTaHoH

420,49

k-31

(8-meTun-3-(3-meTun-
1,2,4-Tnagmnason-5-un)-
5,6-aurnapo-
[1,2,4]Tpnasonol4,3-
ajnupasuH-7(8H)-
un)(2,3,4,5-
TeTpadTopdeHun)MeTaHo

H

412,36

k-32

(3,4-pudpTopdeHnn) (8-
meTtun-3-(3-metun-1,2,4-
Tnagmason-5-un)-5,6-
Avrnapo-
[1,2,4]Tpnazono[4,3-
alnupasuH-7(8H)-

WIN)METaHOH

376,38
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k-33 k a (8-meTun-3-(3-metun- 394,37
F. N 1,2,4-tmagnason-5-un)-
N = \N 5,6-gurnapo-
. k/"‘\i\ [1,2,4]Tpuasono[4,3-
alnupasuH-7(8H)-
V4 T uny(2,3,4-
>%N TpUdTOPdEHUM)METAHOH
k-34 9 (8-meTun-3-(3-metun- 394,37
F. )YN 1,2,4-tmagunason-5-un)-
N = \N 5,6-4Urnapo-
k/N / [1,2,4]tpnazonol4,3-
F \S\ alnmpasuH-7(8H)-
F /S | un)(34,5
N>/,|q TP TOPGEHNT)METAHOH
k-35 o (3-xnop-4-cpTopcennn)(8- | 392,84
N metun-3-(3-metun-1,2,4-
N = \N Tnagmason-5-un)-5,6-
k/'\' / AVrnapo-
F \S\ [1,2,4]Tpnasonol[4,3-
a N/ T alnupazuH-7(8H)-
>¢N WN)METaHoH
k-36 (4-xnop-3-dhbTopdenunn)(8- | 392,84

z—n

st

meTun-3-(3-metun-1,2,4-
Tnaguason-5-un)-5,6-
Avrnppo-
[1,2,4]Tpnasono[4,3-
alnupasuH-7(8H)-

WN)METaHOoH
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k-37 o (4-xnopdpeHnn)(8-metun- | 374,85
N 3-(3-metun-1,2,4-
N = \N Tnaaunason-5-un)-5,6-
a k/N\f\ Avrvapo-
[1,2,4]Tpnasono[4,3-
V4 T alMpasnH-T(8H)-
>%N MN)MEeTaHoH
k-38 Q (3,4-guxnopdenun)(8- 409,29
N metun-3-(3-metun-1,2,4-
i = \N Tnaaunason-5-un)-5,6-
o k/'“ / aurugpo-
[1,2,4]Tpnasono[4,3-
“ /% | alnupaann-7(8H)-
U
=N | un)meTaHoH
k-39 9 (3-(8-atun-1,2,4- 372,42
Jﬁ/N Tnaaunason-5-un)-8-
N = \N meTun-5,6-aurnapo-
k/N / [1,2,4]Tpnazonol4,3-
F a]nMpasuH-7(8H)-nm)(4-
N / Sl pTopheHnn)MeTaHoH
)/N
k-40 (3-(3-atun-1,2,4- 356,35

5
sy

N
z—-0O

~

okcaguason-5-un)-8-
MeTUI-5,6-gurnapo-
[1,2,4]Tpuasono[4,3-
a]nupasuH-7(8H)-nn)(4-
hToptheHun)meTaHoH
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k-41

9

(R)-(4-cpTopchenun)(8-
metun-3-(3-
(TpucbtopmeTnn)-1,2,4-
Tnagmason-5-un)-5,6-
AVrnapo-
[1,2,4]tpnaszonol4,3-
alnupasuH-7(8H)-

WN)METaHOH

412,36

k-42

3
g

AN

Y

-4

'n

N
I
.

(R)-(3-(3-(andTopmeTtun)-
1,2,4-tnaagnason-5-un)-8-
meTun-5,6-gurnapo-
[1,2,4]tpnaszonol4,3-
alnupasuH-7(8H)-un)(4-

dTOopdEHNN)METAHOH

394,37

k-43

$

z

A
\
z—o0O

-

(R)-(3-(3-(1,1-
andropatun)-1,2,4-
okcaawnason-5-un)-8-
meTun-5,6-gurnapo-
[1,2,4]tpnasonol4,3-
a]nupa3auH-7(8H)-un)(4-

dpTopdeHnn)MeTaHoH

392,34

k-44

oS!

N
z—o0O

zZ,

¢

(R)-(4-dpTopdpeHun)(8-
metnn-3-(3-(2,2,2-
TpudpTopaTun)-1,2,4-
okcaauason-5-un)-5,6-
Anrngpo-
[1,2,4]rpwasono[4,3-
a]nupasuH-7(8H)-

WIN)METaHOH

410,33

k-45

g

N
\
z—oO

((8R)-3-(3-(1-cbropatur)-
1,2,4-okcagnason-5-un)-8-
meTun-5,6-aurnapo-
[1,2,4]tpwasono[4,3-
a]nupa3avH-7(8H)-un)(4-

pTopdeHNn)METaHoH

374,34

n ux (bapMaHeBTI/I‘IGCKI/I MMPUEMIJIEMBIC COJIbBATHI.

B Tabnune tepmuH "coen" o3Hawaer coemuHeHue. CoenuHEHHs Ha3blBaH, uCmoib3ys ChemBioDraw®

Ultra Bepcuu 12.0 (PerkinElmer).
CortacHO KOHKpeTHOMY BoTutomieHnto antaronucT NK3R mpencrasiser coboit k-5.

CortacHO KOHKpeTHOMY Botutomienuto antaronucT NK3R He npencrasmisier coboit SB 222200.

CocraBel, BKIrodaromie antaronuctel NK3R

Hacrosiee m3o0peTeHne TakkKe OTHOCUTCS K COCTaBaM, BKIIOYArOMKUM aHTaroHUCThl NK3R, s mpume-
HEHHS B TEPAIEBTUUECKOM MIIH KOCMETOJOTHYECKOM JICUCHUH M3JHITHIX KHPOBBIX OTIOXKCHUI Ha TeJe W/Win
M30BITOYHOTO BECa Tela, MPEANOYTHTEIBHO B TEPANEBTHUECKOM JICUCHHH M3JIHUITHUX JKUPOBBIX OTIOKEHUH Ha

Tele u/uiau MpeaAOTBpaIlICHUN HpI/I6aBJIeHI/IH JKUPOBBIX OTJIOKCHHH Ha Telle.

B Cj1ydac€ TCPACBTUYCCKOTO JICUCHUA U3JIUIIHUX JKUPOBBIX OTJIOKCHUI Ha TeJe W/WIIHK U30LITOYHOIO Beca
TCJa, IPCANOYTUTCIILBHO B TCPANICBTUYCCKOM JICHCHUUN U3JIUIIHUX JKUPOBBIX OTJIOXKEHUH Ha TeJie W/UIIH npeaoT-
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BpAIlCHUN TPUOABICHUS )KUPOBBIX OTIOKCHHUN HA TEJIC COCTaB MPEICTABIICT CO00M (hapMaleBTHICCKYIO KOM-
no3unuio. COTIacHO OJJHOMY BOILTONICHHIO (papMalieBTHYeCKass KOMIO3HUIUs BKItoyaeT aHTaronuct NK3R, kak
OTIHCAaHO BHIIIE, U IO MEHBIIEH Mepe OANH (apMaIleBTHICCKH TPUEMIIEMbIH HAIIOJTHHUTENb, TAKOH KaK HaIpUMep
10 MEHBIIIEH Mepe OWH HOCUTENh, pa30aBUTENb, SKCIUITHECHT /MM BCIIOMOTaTeNIbHOE BemlecTBO. Kak yka3aHo
BhImre, aHTaroHucT NK3R MokeT mpencTaBisiTh COOOH CTepeonu30Mep, CMECh CTEPEON30MEPOB, MPOJIEKAPCTBO,
(hapMareBTHYECKH IPUEMIIEMYIO COJIb, THAPAT, CONBBAT, THAPAT KHCION coii, N-OKCH] WIIH H30MOP(HYIO KpH-
CTATUYECKYIo hopmy.

B cirygae KOCMETOJIOTHYECKOTO JICUEHUS M3HUIITHUX KUPOBBIX OTJIOKCHWH Ha Tele /WM M30BITOYHOTO
Beca Tella COCTaB MPEJCTABISET COO0H KOCMETHYECKYI0 KOMIO3HIUI0. COTIIACHO OJJHOMY BOILTOIICHUIO KOCME-
THUYeCKas KOMIO3HIUs BKitogaeT antaroHucT NK3R, kak omucaHo BhIIe, ¥ IO MEHBIIEH Mepe OAMH (PU3HOIIO-
THYCCKU TPUEMIICMBIH HOCUTEIh, pa30aBUTENb, SKCIUIIMEHT ¥/WIIM BCIIOMOTAaTelIbHOE BellecTBO. Kak yka3zaHO
Bhie, anTaroHucT NK3R MokeT mpencTaBisaTh co0oil cTepeon3oMep, CMECh CTEPEON30MEPOB, POJICKAPCTRO,
(hapMareBTHYCCKH PUEMIICMYIO COJIb, TUAPAT, CONBBAT, TUAPAT KHCION oMU, N-OKCH] WU U30MOP(HYIO KpH-
CTANTMYECKYIO (hopMy.

CocraB antaroancta NK3R 1 mpuMeHeHHS 110 HacTOAIIeMY H300pETEHHIO, a TAaKXKe ero KOJMYECTBO 3a-
BUCSIT OT TEPANeBTHYECKON MIIM KOCMETHYECKOH IeNIN JICUYSHUSI, © OYEeBHUIHBI KBaTH()HUINPOBAHHOMY CIICIHAIIH-
CTy.

B kauecTBe HEOrpaHMYMBAIOMINX IPHIMEPOB TaKHUE COCTABBI MOTYT HaXOIUTHCS B (hopMe, ITOIXOASIICH s
MepOPANTBEHOTO BBEACHHS, JJIS MAPSHTEPATHHOTO BBEACHHUS (TAaKOTO Kak BHYTPHWBEHHAs, BHYTPHMEBIIICYHAS WIIH
MOJKOKHASI HBEKINS WM BHYTPHUBEHHOE BIHMBAHUE), TSI MECTHOTO BBEICHUS (BKIIOUYAs IIIa3HOE), IS BBEJAE-
HUS ITyTEM WHTAJSIINH, U1 TPAHCACPMAILHOTO BBEICHUS, TAKOTO KaK, HAIIPUMEP, MOCPEICTBOM KOXHOTO IUIa-
CTBIPS, TIOCPEJCTBOM MMIUIAHTATA, IOCPEACTBOM CYIIIO3UTOPHUS H T.N. Takue MOAXOAIIre (OPMBI BBEICHUS -
KOTOPBIC MOTYT OBITh TBEPABIMH, MOTYTBEPIBIMU WM YKUJKUMH B 3aBUCHMOCTH OT CIIOC00a BBEICHUS - a TAKKE
CHoCcOOBI M HOCUTEIH, Pa30aBUTEIIN U SKCIMITUCHTHI T TIPUMCHEHUS [UIS UX TOJYYCHHUS OUCBUIHBI KBATHU(H-
IUPOBAHHOMY CIICLIUANIUCTY; CCBUIKA CeTaHa, HalpuMep, Ha ToclieaHee u3nanue Remington's Pharmaceutical
Sciences.

Hexotopeie npennoyTuTeNbHBIE, HO HEOTPAHUYNBAIOIINE TPHMEPHI TAKMX MPENapaToB BKIIOYAIOT TalIeT-
K{, TWTIONH, TTOPOIIKH, JIEACHIIB, TAKeTHKH, OOJATKH, 3IUKCHPHI, CYCIICH3UH, IMYIbCHH, PACTBOPHI, CHPOIIBI,
a’pO30JIH, Ma3H, KpeMa, JIOCHOHBI, MSTKHE W TBEPJBIC JKEIIATHHOBBIC KAIICYIIBI, CYMITO3UTOPHH, KaIlIH, CTEPUIIb-
HBIE HHBEKITHOHHBIE PACTBOPHI M CTEPUIIbHBIC YITaKOBAaHHBIE MTOPOIITKH (KOTOPBIE OOBIYHO MMOBTOPHO PACTBOPSIOT
nepea MpUMEHEHNEM) IS BBEJICHHA B BHIE OOJIOCA /WM IS HEIIPEPBIBHOTO BBEIEHUS, KOTOPBIE MOTYT OBITh
pa3paboTaHBl ¢ HOCHUTEIISIMH, SKCIUMUCHTAMH U pa30aBUTEISIMH, KOTOPBIC MOJIXOMIAT MO CYIIECTBY U TAKUX
COCTaBOB, TaKMMH KaK JIaKT03a, JCKCTPO3a, caxapo3a, COpOMT, MaHHUT, Kpaxmalbl, ryMMuapaduk, ¢ocdar
KaJbIIYs, AIbIHHATHI, TPArakaHT, JKEJIATHH, CHIMKAT KaJbIMs, MUKPOKPHCTAILIHYCCKAS IICIUTION03a, MOTHBH-
HUITUPPOIHUIOH, TOIHATHIICHTIIMKONb, IEJUTI0I03a, (CTSpUIH30BaHHAs) BOJIA, METHIIIICIUIION03a, METHII- H IIPO-
MUITHIPOKCUOCH30AaThI, TANBK, CTeapaT MarHHs, MUINEBbIC MAacCia, PACTUTEIBHBIC Macla i MUHEPAILHBIC MaCIa,
Wi ux moaxojsimue cMecu. CoctaBsl HE00A3aTEIFHO MOTYT COJEPXKATh IPYTHE BEIIECTBA, KOTOPBIC IIMPOKO
HCTIONB3YIOTCS B TAKMX COCTAaBaX, TAKHWE KaK CMA3bIBAIOIINE aTeHTHI, CMAauYMBAIOIINE areHTHl, IMYIBIHPYIOIIHNE U
CYCIICHIUPYIOIINE areHTHI, AUCIEPTUPYIONINe areHThl, Je3UHTErPAaHThI, 00beM000Pa3yIONINe areHThl, HAIIOJTHH-
TEJH, KOHCEPBAHTHI, MOJICTACTUTEIH, apOMAaTU3aTOPHI, PETryIATOPHl TEKYIeCTH, Pa3IeIUTEIbHBIC areHThl U T.1II.
Kommozuiuu Takke MOTYT OBITh pa3paboTaHbl TAKUM 00pa3oM, YTOOBI 00ECTIEUUTh OBICTPOE, 3aMEIJICHHOE WITH
OTCPOYEHHOE BBHICBOOOKIEHHE aKTUBHOTO COSAMHEHUS(I), COACPKAIMNXCS B HUX.

CornacHO KOHKPETHOMY BOILIOIICHUIO COCTaB HAXOAUTCA B (hopMe, OIXOIAIICH sl IePOPATEHOTO BBE-
nernst. COriacHO MPENNOYTHTEIFHOMY BOIUIOIICHUIO COCTaB HAXOAMUTCS B (hopMe TaOJCTOK, MILTIONb, MOPOII-
KOB, JICJICHIIOB, TAKCTUKOB, 00JIATOK, DIIUKCUPOB, CYCIICH3HIA, SMYIbCHIA, PACTBOPOB, CHPOIIOB, a3pP030JICH, MsT-
KHAX U TBEPJBIX KEIATHHOBBIX KaTCyJN WK Karenb. COrllacHO KOHKPETHOMY BOILIONICHHUIO COCTaB HAXOJTUTCS B
tdopme TabmeTok. CoriacHO APYroMy KOHKPETHOMY BOIUIONICHUIO COCTaB HAXOMUTCA B (pOpME MSATKHX WA
TBEPIBIX KEIATHHOBBIX Karcysl. COriacHoO APYyroMy KOHKPETHOMY BOIUIOIICHUIO COCTAB HAXOAWTCS B (opme
CBIITyYeT0 MOPOIIIKa, IPEANOYTHTEIEHO COIEPIKAIIETOCS B TAaKETHKAX.

CocTaBbl 110 M300PETEHHIO TPEATIOYTUTEIHHO HAXOAATCS B CTAaHAAPTHOM JIeKapcTBEHHON (popme, U MOTyT
OBITH MOAXOAAIINM O0pa30M YIaKOBaHbI, HAIIPUMEP, B KOPOOKe, OJIMCTEpe, My3bIpbKe, (DIlakoHE, TAaKETHKE, aM-
MyJie WIIH B JIFOOOM APYTOM MOJIXOMIAIIEM pe3epByape Il OJHOKPATHON O3B FIIM MHOTOKPATHBIX /103 MU KOH-
TeliHepe (KOTOPBIN MOXKET OBITh COOTBETCTBYIOIIIMM 00pa3oM MapKHPOBaH); He0Os3aTeILHO C OJHUM Wi OoJiee
BKJIQ/IBIIIIAMH, COAEPKAIIMMU WH(POPMAIMIO O MPOTYKTE /MM WHCTPYKIUHU MO ImpuMeHeHnio. Kak mpaBmio,
TaKWe eIMHUYHBIC JO3UPOBKH coxepkaT Mexay 0,05 u 1000 mr, u 06sr9H0 Mexxay 1 u 500 Mr, mpeamodTuTeh-
HO Mexay 2 u 150 mr antaronucra NK3R, manpumep, npubnusurtensro 2, 4, 8, 16, 32, 64 wnu 128 mr Ha eau-
HUYHYO J03UpOBKY. COTJIaCHO IPYroMy BOILUIONICHHUIO TaKWe CIWHUYHBIC JO3UPOBKHU coaepkat mexay 0,05 u
1000 mr, 1 06braHO Mexxay 1 1 500 Mmr, npennodtuTensHO Mexay 2 u 400 Mr, mpeanoyTuTenbHo Mexay 2 u 200
Mmr anraronucta NK3R Ha eqMHUYHYIO TO3UPOBKY.

B 3aBHCHUMOCTH OT TEpameBTHYECKOTO UM KOCMETOJIOTHIECKOTO MPUMEHEHHS M CIIOco0a BBEJICHUS aHTa-
roarcT NK3R 06b19H0 BBOIAT Mexay 0,001 u 10 Mr Ha kuimorpamm Beca Teina, Jame Mexay 0,01 u 4 mMr Ha Ku-
JIoTpaMM Beca Teja, MpeanodTuteabHo Mexay 0,02 u 1,5 Mr Ha kujmorpaMM Beca Teja, HallpuMmep, TPHOITH3H-
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teasHO 0,02, 0,04, 0,08, 0,16, 0,32, 0,64 unu 1,28 Mr Ha KUJIOrpaMM Beca Teja MalueHTa B IeHb, KOTOPbIE MOTYT
OBITh BBEIICHBI B BUC OJHOKPATHON CYTOYHOH JO3bI, Pa3ICIICHHBIMU HA OJIHY WM 0OJIee CYTOYHBIX JI03, HITH 110
CYyIIECTBY HEIPEPHIBHO, HAIIPUMEP, TIPH HCIOIH30BAHNH KaleJIbHOTO BIuBaHKUA. COTJIaCHO APYroMy BOILIOIIE-
Huto antaroHucT NK3R o6sraHO BBOmAT Mexkay 0,001 1 10 Mr Ha kuitorpamm Beca Tena, dame Mmexay 0,01 u 7
MT Ha KHJIOTPaMM Beca Tena, MpeanouTuTesibio Mexay 0,03 1 3,5 Mr Ha KutorpamMm Beca Tena MalydeHTa B IeHb,
KOTOpBIE MOTYT OBITh BBEICHBI B BHJE OJHOKPATHOW CYTOYHOW JO3BI, pa3felIieHHBIMH Ha OTHY WK Ooiee Cy-
TOYHBIX J103, WK TI0 CYIIECTBY HENPEPHIBHO, HATIPUMED, IIPH HCIIOIH30BAHNH KaIleIHbHOTO BIMBAHMS.

CorylacHO OJJHOMY BOIUIOIIECHHI0O MeHee 55 mr anTaroHucta NK3R BBOIAT marueHTy, MpearnodTUTELHO
MeHee 40 mr, Oosiee mpeamouTHTeabHO MeHee 30 Mr, maxe Oonee mpenmoututenbHO MeHee 20 mr. CorilacHO
JPYroMy BOILIOMICHUIO Ooiee 55 mr anTaronncta NK3R BBOIAT MalMeHTY, MPEAMOYTHTEIBHO OT 55 10 200 M,
6onee npeamoututenabHo oT 60 10 180 mr.

CornacHo oHOMY BoOTUIOIICHHIO aHTaroHUCTEI NK3R 1 mpuMeHEeHUsT B TepaneBTUYECKOM MU KOCMe-
TOJIOTHYECKOM CITOCO0aX 1O M300PETEHHIO MOTYT OBITH BBEICHBI B COUYCTAHUU C JAPYTHMH TEPaNCBTHYCCKUMHU
areHTaMH W/WITH aKTUBHBIMH UHTPEIUCHTAMH.

B onroM Borutomennn m3o0perenns antaronucT NK3R MokeT ObITh BBEICH B COUCTAHUU C IPYTHUMHU JI0-
TIOJTHUTENbHBIMA aKTHBHBIMHU BEIICCTBAMH WM COCIMHEHUSMH IPH YCIOBHH, YTO yYKa3aHHBIEC JTOTOIHUTEIHEHBIE
AKTUBHBIC BEIIESCTBA WJIM COCTMHEHUS HE BPEIAT TCPANEBTUICCKOMN MIIM KOCMETHYECKOI aKTHBHOCTH aHTarOHH-
cta NK3R 11t mpuMeHeHus 110 U300pETSHHIO.

[IpenmymiecTBEHHO, JOTOIHUTEIFHOE AKTUBHOE BEIIECTBO CTUMYIHPYET IMOTEPIO Beca WM CHI)KEHHUE JKHU-
POBBIX OTJIOKEHHUH Ha TEJE W/WIH CIIOCOOCTBYET IPEIOTBPAIICHIIO IPHOABICHHS Beca HIIM PAa3BUTHS KHPOBBIX
OTJIOXKCHHUH Ha Tele.

JIro6oe IOMOTHUTENBHOE COCAMHEHUE, IPEICTABIISIONICE JUCTOIOTHICCKIA HHTEPEC W/ WIH CTHMYIIUPYIO-
niee MOTEepI0 Beca WM CHIDKEHHE YKUPOBBIX OTJIOKCHHUH HA TeJie, WM MPEIoTBpaIIarollee MPHOaBICHUE KHUPO-
BBIX OTJIOKCHHH, TaK)Ke MOXHO J100aBUThH K aHTaroHucty NK3R mis mpuMeHeHHs 1o u300pereHuio B (papma-
LEBTHYCCKON MIIM KocMeTmdeckor (opme. CoeIMHCHHE MOXET MPEACTaBIATh COOOW, HApPUMEpP, BUTAMUHBL,
MUHEpaJIFHBIE COJIM, He3aMEHUMBIE aMHHOKHCIIOTHI, He3aMEHHUMBbIC )KUPHBIE KUCIOTHI, OJIUTO3JIEMEHTH, pa3HbIe
HaTypajJbHbIC SKCTPAKTHI, BOJOKHA, aHTHOKCHIAAHTHI, (PJIABOHOHIBL.

B cirygae komOuHHpOBaHHOTO pekrMa anTaroHUCT NK3R u npyrue akTHBHBIC BelecTBa MOTYT OBITh BBE-
JICHBI C TOUKH 3PEHU JIEKAPCTBEHHBIX (popM JHOO MO-0TIENEHOCTH, JINOO B COYETAHUH IPYT C APYTOM, U C TOU-
KM 3pEHHs X BPEMEHH BBEACHUS MO0 MOCIIeI0BATEIRHO, INO0 OTHOBPEMEHHO. TakuMm 00pa3oM, BBEICHHE O-
HOTO COCTAaBJISIOIIEr0 areHTa MOXKET MPOWUCXOAWTH O, OJHOBPEMEHHO IJIM IIOCJE BBEACHHUS IPYTOTO COCTAB-
JISFOIIIETO areHTa(oB).

IIpumenenns

Hacrosiee n3o0pereHre OTHOCUTCS K MpuUMeHeHUro aHTaroHucToB NK3R m ux cocTaBoB, Kak OMHCAHO
BBIIIIE, JUIS TEPANICBTUYCCKOTO WM KOCMETOJIOTMYCCKOTO JICUCHUS W3JIUIIHUX JKUPOBBIX OTJIOXKCHUN HA Tee
W/WIA W30BITOYHOTO BEca Teia, MPEAIOYTHTEIBHO B TEPAMCBTHUYCCKOM JICUCHUN H3JIUIIHUX KHPOBBIX OTIOXKE-
HUH Ha TeJe /WK TIPEIOTBPAIICHUH MPUOABICHUS KUPOBBIX OTIOKCHHI Ha TEIe.

"TepaneBTuueckoe JiedeHHe" clenyeT OTIMYaTh OT "KOCMeToslormueckoro jedeHus". Ecou He ykazaHo
WHOe, TO Mo "IeueHnueM" clieyeT MmoHuMaTh "TepaneBTudeckoe edeHue". To ke camoe MPUMEHNUMO K POJICT-
BEHHBIM TepMHUHaM "J1eUnTh" U "TIOABEPTAIONIHICS JICUCHHIO" .

TepamneBTruueckoe NPUMEHEHHE

[IpuMeHUTETHHO K TePaNeBTUY.€CKOMY JICUEHHIO MO "U30BITKOM JKUPOBBIX OTJIOKCHHH HA TEJe W/WIH U3-
OBITOYHBEIM BECOM Tella" y MalUCeHTa CIeAyeT MOHUMATh "TaTONOTUICCKUN U30BITOK KUPOBBIX OTIIOKCHHUIA Ha
TeNe W/WIu M30BITOYHBIA Bec Tena", T.e. OTHOCSIINECS K M30BITKY JKHPOBBIX OTJIOKCHHUN HA TeJe W/WIIN H30bI-
TOYHOMY BECy Tella, CBI3aHHBIX C BO3PACTAIOIICH TSKECTHIO 3a00seBaHMsl (OOBIYHO PAacCTPOICTB METa0OIH3MA
TITFOKO3BI, PE3UCTCHTHOCTH K WHCYJIHHY, METa00JIMIECKOTO CHHIIpOMa, THadeTa MU COCYAUCTBIX PACCTPOHCTB);
0COOCHHO B ciiyyac abJOMUHAIBHOTO OXUpeHHUs. Kpome TOro, B JaHHOM KOHTEKCTE TOJ "MPenoTBpalCHHEM
puOaBIICHUS XKUPOBBIX OTIOXKCHUHN Ha Telle y ManueHTa" clelyeT TOHUMATh OTHONICHHE K TPEIOTBPAIICHUIO
prOaBICHAS )KUPOBBIX OTIIOKECHUHN Ha Telle, TJe, eCli OBl MpHUOaBIIeHNE )KUPOBBIX OTIIOXKECHUH MPOU30ILIO, TO
uMen ObI MeCTO M30BITOK JKHPOBBIX OTIIOKEHHWN Ha TeJlle, CBA3aHHBIA C BO3pacTalomel TsHKECThI0 3a00IeBaHus
(0OBIYHO PaACCTPOMCTB MeTa0OJIM3Ma TIIOKO3bI, PE3MCTEHTHOCTH K WHCYIUHY, METabOJMYECKOTO CHHIPOMA,
nradeTa Wi COCYIUCTBIX PACCTPOMCTB); OCOOCHHO B Cilydae abJOMHHAILHOTO OKHpeHwus. [1ox TepMuHOM "H3-
OBITOYHBIN Bec" MOHMMAIOT MEIUIMHCKOE COCTOSHHUE, MIPU KOTOPOM HAKOIUICHBI M3JIMIIHKE KHPOBBIE OTIOXKE-
HUS Ha TeJie 10 TaKOW CTENCHH, YTO ATO MOXKET OKa3bIBaTh OTPHULATEIFHOE BO3ICHCTBUE HA 3A0POBBE, TIPUBOISL
K YMEHBIICHHOU TPOIOJIKUTEIBHOCTH KU3HU /WU TOBBIIICHHBIM MPOOJIeMaM CO 30poBbeM. MHIEKC Macchl
tena (MMT), usmepeHne, KOTOPOE CPAaBHUBACT BEC M POCT, OMPEICIISACT JIOICH, KaK JIIOACH ¢ "U30BITOYHBIM Be-
com", eciu ux UMT maxomures mMexay 25 u 30 kr/m’, u kak "Tydnsix", koraa oH Gombire 30 kr/m’. CieoBa-
TEJBHO, AIIUCHTHI ¢ U30BITOYHBIM BECOM HE SIBIISTIOTCS TYYHBIMU.

B o0miem 3HaueHUU "TepaneBTHYECKOE JICUCHHE" OTHOCHUTCS K JICYeOHBIM, MPOGUIAKTHICCKUM WIH TIpe-
JIYTPEeTUTEIBHBEIM MepaM M OTCPOYKE Havalia 3a00JIeBaHus; TIE IENBIO SIBISCTCS OTKJIAIBIBAHNE, TPEIOTBPAIIC-
HHE WIH 3aMeIeHIe (YMEHBIIIEHIE) HAMEUSHHOTO TTAaTOJIOTHYECKOTO COCTOSIHUS FITH PACCTPONCTBA Y MALUEHTA.
TepmuH "manueHT' OTHOCHUTCS K TEIUIOKPOBHOMY JKHBOTHOMY, OoJiee MPEANOYTHTEIHHO UYEIOBEKY, KOTO-
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POC/KOTOPBIH XKICST WU MOTyYaeT MEAUIUHCKYIO TIOMOIIb, HIH SIBISCTCS WU CTAHET CYOBEKTOM METUIIMHCKOM
MPOLETYPHI, WM IPOBEPSICTCS Ha pa3BUTHE 3a0oeBanus. [1allMeHTHI BKIIIOYAIOT TEX, KTO YK€ C PacCTpoiiCTBOM,
a TakXe TeX, KTO MPeIpacIlofioKeH K HAIHYIHIO PACCTPOMCTBA, WM TEX, Y KOTO PACCTPOICTBO JOIKHO OBITh
MPEIOTBPAIICHO WIH OTIOKCHO.

B onmHOoM BomutomeHnn "TepaneBTUYECKOe JiedeHHe" O3HaYaeT BBHIMMOJIHEHHE OJHOTO WM OoJiee Clemyro-
WX ITyHKTOB y TaIWeHTa, KOTOPHIA CTPagaeT OT MAaTOJOTHYECKOrO M30BITKA JKHUPOBBHIX OTIOKCHHH Ha Tee
1/ n30BITOYHOTO Beca Tela: (a) CHIKEHHE TSHKECTH W3JUITHUX JKUPOBBIX OTIIOKCHHH Ha TeJle /W U30bI-
TOYHOTO Beca Tena; (b) orpaHHYeHNE WM MPEIOTBPAIICHIE Pa3BUTHS M3JIUIIHUX KUPOBBIX OTJIOKEHUH Ha Teie
W/WIIA M30BITOYHOTO Beca Tella; (C) HHrHOUpOBaHKE yXY/IIICHHUS H3IUIITHUX XKHPOBBIX OTIOXKCHUAN HA TEJe W/UIN
U30BITOYHOTO Beca Tena; U (d) orpaHHuYeHHE WK MPEJOTBPAICHHE MTOBTOPHOTO IMOSIBICHUS M3IUIIHUX XKHPO-
BBIX OTJIOXKCHHU Ha TeJe W/WIU M30BITOYHOTO Beca Tella Y MAUCHTOB, KOTOPHIC MPEXK/IC UMEIN U3ITUIITHUC KH-
POBBIEC OTIIOKEHHS HA TEJE W/WIIK W30BITOUHBINA BEC TEa.

B oHOM BOILTOIIECHNH MAIMEHT SBJISCTCS YCHCIIHO "BRUICYCHHBIM", €CITH MOCIIC MMOJTyYCHUSI TePareBTHYC-
CKOT'O KOJINYECTBAa aKTUBHOT'O areHTa, IaleHT JAEMOHCTPHPYET HaOII0NaeMyl0 W/HIM H3MEpseMylo cTaOWIIb-
HOCTh WM CHHKCHHE Beca TeJla W/WIH MACCHl JKUPOBBIX OTJIIOXKEHUH Ha Telle; W/WIH 00JIerdeHrne 1O HEKOTOPO
CTETIeHH OJHOTO WM 00Jiee CUMIITOMOB, CBSI3aHHBIX C M30BITOYHBIM BECOM TeJla W/HIIN M3TTUIITHIMH KAPOBBIMU
OTJIOXKCHUSAMH Ha TeJie;, MOHMKECHHYIO 3a00JIeBA€MOCTh M CMEPTHOCTD, U YIIy4IICHHE Ka4eCTBa KU3HCHHBIX ac-
MeKTOB. BrIenpruBeeHHBIC TTapaMeTPhl OIIEHKH YCICITHOTO JICUSHHS U YITydIIeHUs 3a00JIeBaHUs JIETKO H3Me-
PUTH OOBIYHBIME CITOCOOAMU, 3HAKOMBIMHU KBATU(UIIMPOBAHHOMY CIICIHAJIICTY.

CoryilacHO OJJHOMY BOIUIOIIEHUIO "JIedeHre H30BITOYHOTO Beca Tea" 03HavYaeT, 4YTO BBEJCHIE aHTarOHUCTA
NK3R, Takoro kak oInpeaeneHo B JaHHOM JOKYMEHTE, U C JJOBUPOBKOH, ONpeeIeHHON KBaIH()UIMPOBAaHHBIM
CHCIHAIKNCTOM B JaHHOW 00JacTH TEXHUKH, MO3BOJISICT YMCHBIIUTH BEC MMOJBEPracMbIX JICUCHUIO MAIIMCHTOB.
Taroke Takoit antaronnct NK3R mo3Boisier mpenoTBpaTuTh npuOaBieHHE Beca W/WIN CTaOMIIM3UPOBAThH BEC
HAaCKOJIbKO BO3MOXKHO, W/MJIM OTCPOYUTDH Pa3BUTHE N30BITOYHOTO Beca Tela, 0COOCHHO y MaIMeHTa, IT0IBEPKEH-
HOTO PHCKY Pa3BHTHsI N30BITOYHOTO BECa Tela.

CoryiacHO 0JTHOMY BOTUIOIIEHHUIO "NIEUeHNE M3JIUITHUX )KUPOBBIX OTIIOKCHUN Ha Telle" 03HavaeT, 4To BBE-
nenue anraronncta NK3R, Takoro kKak ompeneieHo B TaHHOM JTIOKyMEHTE, U C JO3UPOBKOH, ONpeIeICHHON KBa-
TQUINPOBAHHBIM CIICIIHATNCTOM B JaHHOW 00JaCTH TEXHHKH, TO3BOJISICT YMECHBIINTD KHPOBHIE OTIOKEHHS Ha
TeJie TOABEPracMbIX JICUCHHIO ManneHToB. Takke Takoi aHTaroHUCT NK3R mo3BossieT mpenoTBpaTUTh HAKOTI-
JICHWE JXUPOBBIX OTJIOKEHUH Ha Tele W/WIM TOMJICPKUBATH >KUPOBBIC OTJIOXKCHHS Ha TelNe MaKCHMaJIbHO
YMEHBIICHHBIMH, W/HIIN OTCPOYHUTEH HAKOIIJICHHE KUPOBHIX OTJIOKEHHUH Ha Telle, 0COOCHHO Y MaIleHTa, IIOABEp-
JKCHHOTO PUCKY Pa3BUTHUS M30OBITOYHOTO BECa TEa W/WIM PA3BUTHS H3JIUIIHUAX JKUPOBBIX OTIOKCHUI HA TeEje
MaTOJIOTMYECKON TMPHUPOABI (T.€. CBS3AaHHBIX C PACTYIIEH TSDKECThIO 3a00J1€BaHMA); Kak 3TO 4acTo ObIBacT ¢ al-
JIOMUHAITEHBIM OXKHPCHHUEM.

CornacHO OJJHOMY BOIUIOLIEHUIO '"JedeHHe M30BITKA >KUPOBBIX OTJIOKECHUI HA Telle W/WIN W30BITOYHOTO
Beca Tesa" OTHOCUTCS K JII000OMY OTHOMY MM Oojiee YeM OJHOMY JICUEHHIO, TPEIOTBPAIIECHHIO, ITPEKPAIIECHHIO
Y CHIDKCHUIO NIPUOABJIEHUs Beca, B pe3yJbTaTe Yero Mo MeHbIIeH Mepe OAuH mwin Oojee cIeayIonX ITyHKTOB
JIOCTUTHYTHI:

YMCHBIICHNE )XKUPOBBIX OTJIOXEHUH Ha TeJe W/WIN Beca Teja, MPEAOYTUTEIFHO YMEHBIICHHE KUPOBBIX
OTJIOKCHUM Ha TEJC;

MIpeIOTBpAICHUE TPUOABIICHUS Beca W/WIIH TIPEKpallieHre PUOaBIICHUS Beca,

CHIDKEHHE WIH ToJIepKaHie YPOBHEH TPUTIIMLIEPHUIOB B TIA3ME;

VIIYYIICHUE PE3UCTCHTHOCTH K JICITUHY;

CHIDKCHHE THIICPTIIMKEMUH W/WIH YMEHBIIICHUE 3a00JICBACMOCTH HITH TSHKECTH TUabeTa;

CHIDKCHUE THITCPIUIHICMIH W/WITH TUICPTPUTITUIICPHUICMHIH

YMCHBIICHUE TIOTPEOJICHHS TTHIIH;

yIIy4IIeHHEe 110 MEHBIIEH Mepe OJJHOTO COCTOSHHMS, CBA3aHHOTO C NMPHOABICHUEM Beca, BKIJIIOYasi CepIeuHO-
COCYIMCTOE PacCTPOHCTBO, PACCTPOMCTBO CHA, COCTOSIHAE 0OMEHA BELIECTB, POACTBEHHOTO TMA0ETy COCTOSIHUS;

IO MEHBIIIEH Mepe JacTHYHOe yIydlleHHe (HanpuMep, IMPeKpaIieHne Wi CHIKSHAE YaCTOTHI) COCTOSHUS,
BBIOPaHHOTO M3 HEYMEPEHHOTO MpHeMa MUIIH, CHHAPOMAa HOYHOTO MpHeMa MMUIIH, HaBA3YMUBOTO MPHEMa MHUIIIH,
KOMITYJIbCHBHOT'O TIpHeMa ITUIIN FITH OyITNMHUH.

Takum 00pa3zom, HacTosiee n300peTeHre OTHOCUTCS K anTtaronncty NK3R s nmpuMeHeHus B JeUeHUN
M30BITOYHOTO Beca Tella W/WIIK W3HIITHUX KUPOBBIX OTJIOKEHUH Ha Tejie, 0OCOOCHHO JICICHUN HM3HIITHUX KHPO-
BBIX OTJIO)KCHUH Ha Telle W/WIIH MPeIOTBPAIICHUH MPUOaBICHIS XKUPOBBIX OTIOKeHWH Ha Tene. CoriacHo on-
HOMY BOIUIOIIEHHIO N300peTeHre oTHOCUTCs K aHTaroHucTy NK3R 1 mpumMeHeHus B TepaneBTHUECKOM Jieue-
HUM TATOJIOTUYECKOTO M30BITOYHOTO BECa TEa /WU WU3JHIITHUX XUPOBBIX OTIOXKEHUH Ha Tene. CorilacHo oJi-
HOMY BOIUIOIICHHIO M300pETEHHE OTHOCHUTCS K (hapManeBTHYECKOW KOMITO3MLIMH, BKIIOYAIONIEH aHTarOHHCT
NK3R, mis npuMeHEHUsT B TEPAICBTHUCCKOM JICUYCHHU TTATOJOTHYCCKOTO M30BITOYHOTO Beca Tela W/WiId W3-
JIUITHUX JKAPOBBIX OTIOKCHHUI Ha TEJIe.

CornacHO 0JJHOMY BOIUIOIICHUIO N300pETeHNE OTHOCUTCS K IpuMeHeHuto antaronncra NK3R B nzrortos-
JICHUH JIEKApCTBCHHOTO CPEICTBA IS JICUCHHUS M30BITOYHOIO BECa TElla W/MIIA M3IUIITHUX KHPOBBIX OTIIOKEHIH
Ha Tenre. CoriaacHO KOHKPETHOMY BOIUIOIIEHUIO M300peTeHNe OTHOCHUTCS K IpuMeHeHuto antaronncta NK3R B
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W3TOTOBJICHHUH JICKAPCTBCHHOTO CPEICTBA JUIS JICYCHUS] U30BITOYHOTO BEeCa TeNa /WM M3JIUIIHUX )KAPOBBIX OT-
JIOXKCHUN Ha Telie, BKIIOYAIONIEM U3rOTOBJICHUE TabneTok, Bkimovarommx antaroHucT NK3R. CormacHo koH-
KPETHOMY BOITJIOIICHUIO H300pETECHHE OTHOCUTCS K MpUMeHeHuto anTtaronrcta NK3R B nzroroBnennn nexapct-
BEHHOTO CPEICTBA /IS JISYeHUS H30BITOYHOTO Beca TeJla W/ W3JIHIITHIX )KUPOBBIX OTJIOKEHHUI Ha Telle, BKIIO-
YaroIeM HW3rOTOBJICHHE Karcyl, BKiodaomux antaroHucT NK3R. CornacHO KOHKPETHOMY BOIUTOIIEHHIO H30-
OpeTeHne oTHOCHTCS K IpuMeHeHnto anTarorncta NK3R B M3roToBneHNN IeKapCTBEHHOTO CPENICTBA IS Jieue-
HUS M30BITOYHOTO Beca TeJla W/MIIN W3HUIITHIX KUPOBBIX OTIIOKEHHH Ha TeJe, BKIIOYAIOIIEM H3TOTOBIICHHE T1a-
KETHKOB C CBIITYYHUM TMOPOIIKOM, BKITIo4aroreM antaronuctT NK3R.

CornacHO OJHOMY BOIUIOIICHHIO M300PETEHHUE OTHOCHUTCSA K CIIOCOOY JICYCHHUS M30BITOYHOTO Beca Tena
W/WITA M3JIAIIHAX KUPOBBIX OTIOXKCHUH Ha Telle, COTIIACHO KOTOPOMY BBOIAT 3 ()EeKTHBHOE KOJNUYECTBO aHTa-
ronucta NK3R marueHTy, cTpagaroneMy oT H30BITOYHOTO Beca Tela W/UITN U3JIUIIHUAX KUPOBBIX OTIOKCHUN Ha
TeNe, U Heo0A3aTeIbHO BO3OOHOBIISIOT YKa3aHHOE BBEJICHHE JI0 MOMYYCHUS TPeOyeMOro TepareBTUIECKOTO d-
(exra.

CornacHO OJHOMY BOIUIOLICHHIO M300PETEHUE TAKXKE OTHOCHUTCS K CIIOCOOY JICYCHUS M30BITOYHOTO Beca
TeNa W/WIN W3IHUIITHUX XUPOBBIX OTIOXKECHHUH Ha TeJle, COIJIACHO KOTOPOMY BBOJAT A(PPEKTHBHOE KOIUIECTBO
(hapmareBTHUECKOH KOMIIO3UITHH, BKJIIOUaromel antaronucT NK3R, manuenTy, ctpamatomemMy oT H30BITOYHOTO
Beca TeJla W/WIH M3JIUIIHUX )KUPOBBIX OTJIOKCHUH Ha Teje, M HeoOs3aTeIbHO BO30OHOBIISIIOT YKa3aHHOE BBEIC-
HUE JI0 TIOTY4IeHHS TPeOyeMOoTo TepaneBTHIECKOTO AP deKTa.

Tepmun "TepaneBTrueckn 3¢ eKTUBHOE KoaudecTBO" (Wi mpoire "¢ (HEeKTHBHOE KOTNIecTBO"), KaK HC-
MOJIB3YeTCsl B JAHHOM JOKYMEHTE, O3Ha4aeT KOJMYECTBO aKTHBHOTO areHra (Hampumep, aHtaroHucra NK3R),
KOoTOpoe sBIsIeTCA 3()(EKTUBHBIM IS JICUCHHS MATOJOTHYCCKUX HW3JIHITHUX KHPOBBIX OTIOKCHUM Ha Teie
W/WIIA U30BITOYHOTO Beca Tena. DPHEKTHBHOE KOJMYSCTBO MOXKET U3MEHATHCS OT MAI[UCHTA K MAIIMCHTY B 3aBH-
CHUMOCTH OT BO3pacTa, pa3Mepa W 3IO0pPOBbsI MAI[UCHTA, MPUPOJLI U CTCIICHU COCTOSHUS, IMTOJABEPTacMOro Jeue-
HUIO, PEKOMEH/IAIMI JIeYaIeTO Bpaya W TePareBTUICCKUAX CPEICTB WM COUYCTAHHN TEPaIleBTUICCKUX CPEICTB,
BBIOPAHHBIX JUIs BBEACHUS.

Oco0eHHO M300peTeHrne OTHOCHUTCS K JICUCHUIO W/WJIM MPEAOTBPAIICHUIO HAKOIUICHUS a0JIOMHUHAILHOTO
JKUpa, BIUSTHIE KOTOPOTO YPE3BBIUANHO TPEBOXKHO C TOYKH 3pCHUS 3a00JI€BAeMOCTH U CMEPTHOCTH.

[Ipu nedennn Mo N300pPETEHUIO MOTEPS KUPOBBIX OTIOKEHUH Ha TeJle MPOUCXOAUT 0e3 Kakon-Inbo more-
PH MBIIIIEYHOM Macchl Tena (T.e. 63 MBIIIeYHoM aTpo(un), TAKKUM 00pa3oM, TIOTEPsI Beca IO CYIIECTBY CBs3aHA C
HaIlpaBJIEHHOHN MOTEpel KUPOBBIX OTIIOKEHUN Ha TeJle.

[Ipu nedennn Mo N300pPETEHUIO MOTEPS KUPOBBIX OTIOKEHUH Ha TeJle MPOUCXOAUT 0e3 Kakon-Inbo more-
PY MUHEPALHOW IIOTHOCTH KOCTEH WIIM YPOBHS MUHEpAIM3aIllUN KOCTEH, TAKMM 00pa3oM, OTeps Beca Io Cy-
IIECTBY CBsA3aHA C HAPABJICHHOU MOTEePEH )KUPOBBIX OTIOKCHUN HA TEIe.

[pu nedeHnn O U300PETEHUIO MOTEPS KUPOBBIX OTIOKECHUH Ha Teie MPOUCXOAUT Oe3 KaKoW-ITnOo moTe-
PY MHHEPaJIBbHOM TIOTHOCTH KOCTEH HITH YPOBHS MUHEPATU3AIMK KOCTeH U 0€3 KaKOH-IM00 MOTEPH MBIIICIHOMN
Macchl Tena (T.e. 0e3 MbIedHoM aTpodun), TakuM 00pa3oM, MOTEePs Beca IO CYIIECTBY CBs3aHA C HAIPABIICH-
HOM MOTepel JKUPOBBIX OTIOKECHUI Ha Tele.

B KOHKpETHOM BOIUTOIIEHHH COTJIACHO CIIOCO0Y JICYCHHUS 110 M300PETCHHIO MOXXHO BBOJHUTH IO MEHBIICH
Mepe OJIHO IOTIOTHUTEIHHOE aKTHBHOE BEIIECTBO IS TOTO YK€ CAaMOT0O TepaleBTUIECKOTO TOKAa3aHUS W/WIN IS
B3aMMOCBS3aHHBIX MOKa3aHuil. B mpeanouyrntensHoM BorionieHnu antaroHucT NK3R sBisercss eTMHCTBEHHBIM
BEIIIECTBOM, BBOJUMOM B Ka4E€CTBE aKTHBHOTO BEIIECTBA JJIS JICUEHHUS M30BITOYHOTO Beca TeJa W/MITH W3THITHIX
JKUPOBBIX OTIIOKECHUH Ha Tele.

TepaneBTryeckoe npumeneHue antaronucToB NK3R mo HacTosmeMy H300peTeHUIO TPEAHA3HAYCHO IS
MAIMEHTOB, KOTOPHIC CTPAJAIOT OT MATOJOTHYCCKOT0 U30BITKA JKUPOBBIX OTJIOKCHHUH HA TEJC W/HIH H30BITOYHO-
ro Beca Tena, 0COOCHHO VIS MAIlMEHTOB, KOTOPBIE CTPAJAIOT OT MATOJOTHYECKOT0 U30BITKA KUPOBBIX OTIIONKE-
Huil Ha Tene. TepaneBTudeckoe npuMeHenue aHTaroHuctoB NK3R mo HacTosmeMy n300peTeHUIO TaKXKe Tpe-
HA3HAYCHO IS MAIIMEHTOB, KOTOPHIC MPEIPACIION0KEHBI K MMATOJOTHYCCKOMY H30BITKY JKAPOBBIX OTIOKCHUH Ha
TeJe W/WiIM U30BITOYHOMY BECy Tella, 0COOCHHO UISl MAIMEHTOB, KOTOPHIC MPEIPACIIONOKEHBI K MaTOJIOTHYC-
CKOMY M30BITKY )KHPOBBIX OTJIOKEHHU Ha Tene. COraacHO KOHKPETHOMY BOIUIOIICHHIO B HACTOSIIIEM H300peTe-
HUY MAIEeHTH He CTPAIaioT OT OKUPEHUSL.

Tepanepruueckoe npuMeHenne anraronncToB NK3R mo HacTosmeMy n300peTeHHTO TS JICICHHST U3JTHII -
HUX JKUPOBBIX OTJIIOKECHHH Ha TeJe W/WIN MPeIOTBPAIICHUS MPUOABICHUS KUPOBBIX OTIOXKEHUIN Ha Tele Ipes-
Ha3HAUEHO IS MAlMEHTOB, KOTOPBIC SBIAIOTCS JICNITHH-YYBCTBUTEIBHBIMH TMAIMEHTAMH, IPEAITOYTUTEIHHO
JIENITUH-YyBCTBUTECIFHBIMHU NAIIMEHTAMH KEHCKOTO ToJa. B JaHHOM KOHTEKCTE COTIIaCHO OAHOMY BOIUIOLICHHUIO
"IeNTUH-YyBCTBUTEIHHBIC MAIMCHTHI" OXBATBHIBAIOT (1) MAIMEHTOB, Y KOTOPBIX YPOBHH ITUPKYIUPYIOIIETO JICT-
THHA SBJISTIOTCS HU3KUMU (THITOJIETITHHEMHUYecKoe (aHT. hypoleptinemic) cocrosinue), u (ii) MareHToOB, Y KOTO-
PHIX YPOBHH IUPKYJIUPYIOMIETO JICITHHA SBISIOTCS HOPMAIBHBIMU, HO B JIFOOOM ClIydYae MAIUCHTHI TPEOBIBAIOT
B JICITHH-YYBCTBUTEIHFHOM COCTOSIHUU. B TAHHOM KOHTEKCTE COTJIACHO KOHKPETHOMY BOIUIOLICHHIO 'JICMTHH-
YYBCTBUTEIHHBIC MAIIMEHTH" OTHOCATCS K MAlMCHTaM, Y KOTOPBIX H3MECHEHHE YPOBHEH IUPKYIUPYIOIIETO JISTI-
THHA BIUSIET HA MACCY )KAPOBBIX OTJIOKCHUI Ha TeJe.

CornacHO 0JHOMY BOIUTOIICHHIO ITAIIMEHTHI PEICTABIIIOT COO0H WHANBUAYYMBI, CTPAJArOIIie OT TOPMO-
HanpHOTO AucOananca. CormacHO KOHKPETHOMY BOIUIOIIEHHIO ITAIIMEHTHI MPEICTABIIAIOT COO0H HHAUBUIYYMBI C
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PHUCKOM TPUOABIICHHS Beca BCICICTBHE OKUIAEMOTO CHIKCHHS YPOBHEH ITOJIOBBIX TOPMOHOB (2 UMECHHO, aHII-
POTCHOB B CITy4ae MY>KYHH U CTPOTCHOB B CITydac *EHIIMH). KOHKpeTHBIC TPpUMEphI BKITFOYAIOT:

JKCHIIMH, TIOJIBEPTalOIINXCS MOHIKAIOMIMM 3CTPOTEH crocobaMm JiedeHHs, HallpuMep, B CIIydae JCUCHHS
paka MOJIOUHOM KeJe3bl, IEUKH MaTKH, MATKHU; WU

JUTSA JICYCHUST PACCTPOICTB JKEHCKOTO 30POBBS, TAKUX KaK SHAOMETPHO3, MUOMBI MaTKH, TSDKEJIOC MEHCT-
pyalbHOE KPOBOTEUEHHE W CHHAPOM TOTMKUCTO3HBIX snaHUKOB (CIIKS);

JKCHIITIH, UCTIBITHIBAIOIINX €CTECTBEHHBIC, BO3PACTHBIC CHIDKEHHS SCTPOTCHOB, IMPOUCXOMSIIINE B IIEPHOJ
MEPUMEHONAY3bl U TIOCTMEHOIIAY3HBI;

MYKYHH, TOJIBEPTaOIIUXCs MOHKAOIIUM aHAPOTCH CIIOCO0aM JICUCHHS, HAIPUMEp, B CIIydae JICUCHHS
paxa npeAcTaTeNIbHOM XKeJe3bl Wil 100poKadyecTBeHHON TUIEPIIa3uu MpecTaTeabHol sxeness (AT TIDK);

MY>KYHH, HCITBITBIBAIOIIUX CCTECTBCHHBIC, BO3PACTHBIC CHIDKCHUS IUPKYIHPYIOUIETO TECTOCTEPOHA.

CornacHO KOHKPETHOMY BOILIOIICHHUIO MAIIMEHTHI SBISIFOTCS KCHITMHAMHU, OCOOCHHO >KCHIUHAMH, KOTO-
phIC IPETEPIICBAIOT U3MCHECHUS YPOBHEH TOPMOHOB SIMYHUKOB.

CornacHO KOHKPETHOMY BOILIOUICHUIO IMALMCHTHI SBJLSIFOTCS JKCHIIMHAMH, TTOABEPTAIOIIIMUCS TOHIKAO-
MM 3CTpOTeH crocobaM jedeHust. COrflacHO KOHKPETHOMY BOIUIOIIEHHIO MAIMEHTHI SBILIOTCS JKCHIIUHAMH,
WCTIBITHIBAIOIIMMH €CTECTBEHHBIE, BO3PACTHBIE CHIKCHHS ICTPOTCHOB.

CornacHO KOHKPETHOMY BOIUTOIICHHIO MAIMEHTHI SBIAIOTCS MY)KUYHHAMH, ITOIBEPTAIOMIMMUCS ITOHMKATO-
UM aHAPOTeH crocobam sederns. CoriaacHO KOHKPETHOMY BOIUIOMICHHUIO MAITMEHTH! SBISIOTCS MYXIHHAMHU,
WCTIBITHIBAIOIIMMH €CTECTBEHHBIE, BO3PACTHBIE CHIKCHUS IIUPKYINPYIOIIET0 TECTOCTEPOHA.

CornacHO OZHOMY BOIUIOMICHHIO MAIIMEHTH NPEACTABISIOT cOO0H WHAMBHAYYMEI, CTPagaloIne OT TeHe-
THUYECKOH MPepacioIoKeHHOCTH K H30BITOYHOMY BECY Tela.

CornacHoO OJJHOMY BOIUIOIICHHIO MAIIMEHTH MPEACTABIAIOT COOOU MHIMBUIYYMBI, UIS KOTOPBIX CUUTAECT-
Cs, YTO KUPO-CHeNU(PUICCKOE CHIDKCHHE Beca MPUHOCUT TEPANCBTHUCCKYIO IMOJB3Y. KOHKpETHBIC MpHMEpHI
BKITIOYAIOT MHIWBHIYYMBI C M30BITOYHBIM BECOM; HMHIMBHUIYYMBI, IPOXOMISAIINE JICUCHUE, KOTOPOE COMPOBOXK-
JAIOTCS MpUOaBIICHUEM Beca, BKIIIOYAs, HO HE OTPAaHHYUBASICH ITHM, TOPMOHAIBHOE JICUCHUE, & TAKKE CTCPOU-
II6I, 00€300/IMBaIOIINE WIH aHTHIICUXOTHYECKHE JICKAPCTBEHHBIC CPEICTBA; MHAUBUIYYMBI, UMEIOIIHE HEAIeK-
BaTHOE MHIIIEBOE TTOBEICHIE.

CornacHO OJHOMY BOIUIOLICHHIO MAITMEHTHI MPEACTABISIOT COO0H MHIUBHUAYYMBI C N30BITOYHBIM BECOM.
CoriacHO KOHKPETHOMY BOIUIOIICHHUIO MAIIMEHTH HE SBISIOTCS TyYHBIMH. COTJIaCHO OJHOMY BOILIOLICHHMIO TIa-
IIUCHTHI TPEACTABIIIOT COO0NW MHIMBUIYYMBI, IPOXOISIINE JEUCHHE, KOTOPOEe MOXET BBI3BAaTh NPHOaBICHHE
Beca. COrslacHO OHOMY BOIUIOMICHHIO MAIMEHTHI MPEACTaBISIOT COO0OH MHINBUAYYMBI, UMEIOIINE HEaJIeKBaT-
HOE NUIIEBOE OBEACHNUE.

Taxxe HacTosIIee N300pEeTCHIE OTHOCHUTCS K MpuMeHeHn o anTaronncToB NK3R u ux cocraBos, Kak omu-
CaHO BHIIIIE, JJIS TOBBIINICHUS YPOBHEH IUPKYIUPYIOMIETO JIENTHHA y MAalUEHTa, HyxKAarmerocs B 3ToM. Co-
TJIACHO OJTHOMY BOILIOMICHHIO W300peTeHue OTHOCHUTCS K aHTaroHucty NK3R s mpuMeHeHHs B MOBBIIICHHH
YPOBHEH IUPKYJIHUPYIOMICTO JICNTHHA y maruenTa. CorllacHO OJTHOMY BOILTOIICHHUIO M300PETCHUE OTHOCUTCS K
npuMeHeHnto anTaronncTa NK3R i1 M3roToBICHHUS JIEKapCTBCHHOTO CPEIICTBA ISl TIOBBIICHUS YPOBHEH ITUP-
KYJIMPYIOIIETO JIENTHHA Y ManueHTa. Takke cormacHO M300pEeTEeHHIO MPEIOKEH CII0co0 MOBHIMICHIS YPOBHEH
MUPKYJIMPYIOIIETO JIENTHHA Y MAIleHTa, COTJIacHO KOTopoMy BBOAAT aHTaroHMCT NK3R marmenty, HyXmaro-
IIEMYCS B 3TOM.

Taxoke HacTosAIIee N300pETEHNE OTHOCUTCS K puMeHeHUIo anTaroHucToB NK3R u ux cocTaBoB, Kak orm-
CaHo BHIIIE, JJIS JICUCHHUS CBSI3aHHBIX C JIENTHHOM 3abosieBaHuid. COTfIacHO OTHOMY BOILIOLICHUIO H300peTeHNE
otHOcuTcs K aHTaroHucty NK3R i npriMeHeHus B JICYSHHUU CBS3aHHOTO C JISNTHHOM 3a0oseBanus. CoriacHO
OJTHOMY BOILTOIICHHUIO M300pPETEHUE OTHOCHUTCS K MpuMeHeHuIo antaroHncta NK3R ams m3rotoBieHus nekap-
CTBCHHOTO CpPEJICTBAa JUISI JICUCHUS W/WJIM MPEAOTBPAIICHUS CBS3aHHBIX C JICNTHHOM 3aboneBanmil. Takxke co-
TJIACHO M300PETCHHIO MPEUIOKEH CIOCO0 JICUCHUS CBSI3aHHOTO C JICITHHOM 3a00JICBaHMS, COTJIACHO KOTOPOMY
BBOZAT anTaroHucT NK3R manuenty, Hy>kJaromemMycs B 3TOM.

CornacHO OJHOMY BOIUIOIICHHIO 3a00JICBAHUE CBSI3aHO C JICITHHOM, KOTJIa YPOBHH HUPKYIHPYIOMIETO
JIEITHHA HIDKE TI0 CPAaBHEHUIO CO 3M0POBBIMHU cyObekTaMu. Ompenenenne ypoBHEH MUPKYIUPYIOMIEro JeTHHA,
0COOEHHO B KPOBH W/WJIM TUIa3Me, MOYKHO OCYIIECTBIIATH CIIOCOOaMH, U3BECTHBIMU KBATU(HUITUPOBAHHBIM CIIC-
[IaICTaM B JAaHHOW 00JIacTH TEXHUKH, TAKUMHU KakK, HampuMep TBepAo(ha3HeI HMMYHO(DEPMEHTHBIN aHAIN3
(ELISA, ot anra. "enzyme-linked immunosorbent assay").

CornacHO BOIUIOIICHUIO 3a00JICBAHNE CBA3AaHO C JIENTHHOM, KOTZIa M3MEHIETCS CTPYKTYpa JISNTHHA WIIH
TeHa JITITHHA, U TAKUM 00pa3oM ero (pYHKIWS, WM KOTJa H3MEHACTCS CTPYKTypa peLenTopa JeNTHHA WiIH TeHa
pelentopa JENTHHA, U TAKUM 00pa3oM ero (YYHKIIHS, 0 CPABHEHHUIO CO 3J0POBBIMU CYOBEKTaMH.

CornacHO BOIUIONICHHIO "CBS3aHHOE C JICITHHOM 3a0oJicBaHUE" SIBIIICTCS 3a00JCBaHUEM, MPU KOTOPOM
TOBBIIIAIOIINECS YPOBHHU JICITUHA MOTYT YIYYIIUTh HIIX HOPMAITU30BaTh OOJIBIIMHCTBO U3 (DEHOTHUIIOB MAIUCH-
Ta ¥ TAKXKe SIBIISTFOTCS TOJIC3HBIMHE JUTs TarueHTa. CBsI3aHHBIC C JICITHHOM 3a00JIeBaHMsI OXBATHIBAIOT (1) 3a00e-
BaHUs, KOTJIa YPOBHU IUPKYJIUPYIOIIECTO JICNITUHA SBJSIOTCS HU3KUMHE (THIIOJICHITHHEMUYECKOE COCTOSHUE), U
(ii) 3aboneBaHus, IPU KOTOPHIX YPOBHU IUPKYIUPYIOIIETO JICHTHHA SBISIFOTCS HOPMAIBHBIMU, HO B JIFOOOM CITy-
yae MaIfeHTH! TIOABEPIKEHBI TAKUM 3a00JIeBaHUAM, HAXOISICh B JICITHH-TYBCTBUTEIHHOM COCTOSHHU.

B oxaHOM BOIIIOIMIEHNH CBSA3aHHOE C JICTITHHOM 3a00JI€BaHHE BHIOPAHO M3 HApyIICHHHA OOMEHa BEIIECTB,
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TaKkuX Kak amaber (0ocoOeHHO muabeT 1-0ro THma), CepIeYHO-COCYTUCTHIC 3a00JICBaHUS U METa0OTHYCCKIMA
CHUHJIPOM; PACCTPOMCTB PETYJSAIMH JUIMHIOB, TAKAX KaK JUIIOAUCTPOdHS, BKIFOYAsI BPOKICHHYIO U TpuoOpe-
TEHHYIO JINTIOAUCTPODHIO, TUCTUIINIEMUS, HeaTKOToNbHasK kupoBas 6one3ns nedenn (HAXKBII), neamkoromnns-
He1id cteatorenatutT (HACT) wim runepnununemust; BpoxaeHHoro aedumnmra nenrtuna (BJI); runmoramamude-
CKOM aMeHOpeH, BKJII0Yasi BEI3BAHHYIO (PM3NISCKOW HATPy3KOH THIIOTaJaMHUYECKYI0 aMeHOpero; CHHIpoMa Pao-
coHa-MeHIeHX0JIJ1a; 0CTE0II0po3a.

CornacHO 0THOMY BOIUIOIIEHHUIO M300peTeHIE OTHOCUTCS K mpuMeHeHuto anTaronncta NK3R B kauecTse
JIEITHH 3aMECTUTEIHHON Tepanmuy B JIO00M JIEITHH-YyBCTBUTEIFHOM COCTOSHUHU. B OZHOM BOIUTOIIEHWH H30-
OpeTeHHE OTHOCHUTCS K mpuMeHeHUro anTaronncta NK3R B kadecTBe mpoaykTa 3aMelieHus peKOMOMHAHTHOTO
JICITHHA, TPEANOYTUTEIFHO B KaYECTBE MPOMYKTA 3aMCIICHHUS PEKOMOMHAHTHOTO METHOHHIIA YEIIOBEUCCKOTO
JenTruHa, 60JIee MPEAMOYTUTEIHHO B KAUYECTBE MPOAYKTA 3aMCIICHUS METPEIICIITHHA.

KocMmeronornyeckoe npuMeHeHHeE.

Taxxe HacTosIIee H300PETCHUE OTHOCUTCS K MpUMeHeHHI0 aHTaroHucToB NK3R wmmu ux coctaBoB B KOC-
METOJIOTUICCKOM JICUCHUH U3JHITHUX JKAPOBBIX OTIIOKCHHUIA HA TEJIe W/UITN H30BITOYHOTO Beca TeNa y CyObeKTa.

B xocMeTonorudaeckoM cMbICIe 1Mo "M30BITKOM YKHPOBBIX OTIIOKEHUHN Ha TeJie H/WIN N30BITOYHBIM BECOM
Tena" y cyObeKTa ClieyeT MOHNUMATh "HEICTETHIECKUH N30BITOK KUPOBBIX OTJIOXKECHHN HA TeJIe W/WIN N30bITOY-
HBIH Bec Tenma'", T.e. OTHOCSIINECS K N30BITOYHOMY BeCy Tella MIIM HAaKOIICHHIO JKUPOBBIX OTIOKEHUH, KOTOpPBIE
HE CBS3aHBI C MATOJIOTUIECKUMHU COCTOSTHUSAMH WJIM PACTYIIEH TSKEeCThIO 3a00sieBaHus. Takoi N30BITOUYHBIN BeC
TeJa WIH KUPOBBIE OTIIOKECHHS HA Teyie OOBIYHO HAXOAATCSA B BHJE IEIUTIONUTA M NPEANOYTHTEIBHO PacIpo-
CTpaHEHBI B COOTBETCTBUH C THHOHUTHBIM THIIOM.

TepmuH "cyOBeKT" OTHOCHTCS K TCIUIOKPOBHOMY XKHBOTHOMY, OOJiee MPEAMOYTUTEIBHO YCIOBEKY, KOTO-
POC/KOTOPBIN UMEET XOpOIllee 30POBbE, C HOPMATBHOHN MONHOTOMH, T.¢. uMerimemMmy UMT ot 18,5 mo 25 Kr/M%,
W30BITOYHBIN BEC Tea WM HAKOIUICHUC JKUPOBBIX OTIOXKCHHUN KOTOPOTO HE CBS3aHO C MATOJIOTHYCCKHMU CO-
CTOSHUSIMH WJIM PACTYIICH TSHKECThIO 3a00sieBaHUS (OOBIYHO PACCTPOMCTB META0OIM3Ma TIIFOKO3BI, PE3UCTEHT-
HOCTH K HHCYJIHHY, METaDOJIUYECKOr0 CHHIPOMA, THadeTa W COCYIUCTBIX PACCTPOMCTB).

"KocMeronorndeckoe JiedeHue" mpeaHasHAuYCHO I O0EeCTeUeHUsT dCTETHIECKOT0/KOCMETHIECKOTo 3(-
(exTa y CyOBEKTOB IyTeM YIIy4IIEHHS BHEITHETO BHJA Tela depe3 CTUMYJIHPOBAHKE NOTEPH BEca TeNa W/IIN
JKUPOBBIX OTJIOKEHHUH Ha Tese. UTo T03BoIIeT CyOBeKTaM CTaOMIN3NPOBATh BEC M OCTABaTHCS CTPOMHBIMH 0Oe3
JIOKAJIM30BaHHBIX JKHUPOBBIX OTIOXEeHHH. KocMmeromorndeckuii cmocod mo n300peTeHHI0 OCOOCHHO ITOAXOIHT
JUTS yMEHBIIIEHHUS [IEJUTIONNTA, B YACTHOCTH Ha Oepax U srogurax.

Takum oOpa3om, HacTosIIee H300pPETEHHWE OTHOCHUTCS K CIOCOO0Y KOCMETOJIOTHUECKOTO JICUCHHUS st
VIIy4IICHUS] BHEIIHETO BUAA TEla IMyTeM CTUMYJIHPOBAHUS MOTEPH BECa TEJA W/WIH KUPOBBIX OTIIOKCHUIA Ha
TeNe y cyOBeKTa, COTJIACHO KOTOPOMY BBOJAT yKa3aHHOMY CyOBeKTy aHTaroHuct perenropa NK-3, kak onpese-
JICHO BBIIIE, M HEOOSI3aTEIbHO BO30OHOBIISIOT YKa3aHHOE BBEACHUE 10 MONYYCHHS OXHIIAEMOTO KOCMETHYECKO-
ro adexra.

CoriacHO 0OIHOMY BOIUIOILEHHIO HACTOsIIEe N300pETeHUE TaKKe OTHOCHUTCS K CIHOCO0Y KOCMETOJIOoTHYe-
CKOTO JICUCHHS JJIs YIYYIICHUS BHEIIHETO BHIA TElla MyTeM CTHMYIUPOBAHHS MOTEPU Beca Tella /WM KHPO-
BBIX OTJIOXKCHHH Ha Tese y CyOBEeKTa, COTITACHO KOTOPOMY BBOJAAT YKAa3aHHOMY CYOBEKTYy KOCMETHUYECKYIO KOM-
MO3WIINIO, BKITIOYAONTYI0 aHTaroHUCT pernentopa NK-3, kak omnpeneneHo BBIIe, H HE0OS3aTENbHO BO30OHOBIISA-
0T YKa3aHHOE BBEJCHHE JI0 MOIYUEHHS 0KUAAEMOT0 KOCMETHIECKOro dhdekra.

Kocmeronmorunueckuii crmocob 1mo n300peTeHUI0 He SBIISIETCS TEPAIeBTUICCKUM.

CoryiacHO OJJHOMY BOIUTOIICHHIO KOCMETOJIOTHIECKUI CITOCO0 10 M300pPETeHUIO TIpeIHa3HAYeH ISl CyOh-
€KTOB, KOTOpHIC SBISIOTCS 3IOPOBBIMH WHAMBHIYyMaMH. [ TaBHBIM 00pa3oM CYOBEKTHI MMEIOT HOPMAJIbHYIO
MOJTHOTY B COOTBETCTBHH CO cTaHAapTamu BO3, 1 TakuM 00pa3oM He SBISIOTCS TYYHBIMH.

[TpenMymiecTBEHHO B KOCMETOJIOTHYECKOM CIIOCO0E 10 M300PETEHHIO MOTEPS! )KUPOBBIX OTIOKEHHUH Ha Te-
JIe IPOUCXOIUT 0e3 KaKOoW-JIMOO0 MOTEepH MBILIEYHONW Macchl Tena (T.e. 6e3 MBIIIEYHOH aTpodun), TAKUM 00pa3oM
MOTEps Beca IO CYIISCTBY CBsI3aHa C HAMIPABICHHON MOTEPEi KUPOBBIX OTIOKCHUH Ha Tee.

CornacHO KOHKPETHOMY BOIUIOLIEHHIO B KOCMETOJIOTHYECKOM CIIOCO0E MO H300pETEHHIO AHTArOHHUCT
NK3R mpucnocobiieH K mepopaibHOMY BBEACHHIO M MpeIHAa3HAYeH I MpreMa B BHAC OMOIOTHYECKH aKTHB-
HOU m06aBku. OHa MOXKET BKJIIOUATH JIF000E TOTIOHUTENFHOE COSMHEHNE, IPEACTABIIIONIEe THETONOTHIeCKUN
MHTEpEC W/WIHN CTUMYJHPYIOIIee TOTEPI0 Beca WM YMEHBIICHNE KUPOBBIX OTJIOKeHHH Ha Tene. OHa Moria Ob
BKITI0YATh, HAIPHMEpP, BUTAMUHBI, MUHEPAJIbHbBIE COJIM, HE3aMEHUMBIE aMHHOKHUCIIOTHI, HE3aMEHUMBIC JKUPHBIC
KHCJIOTHI, OJMTO3JIEMEHTHI, pa3HbIe HATypaJbHBIC 3KCTPAKTHI, BOJOKHA, AHTHOKCHIAHTHI, (raBoHOoHsl. Taroke
MOJKHO YITOMSHYTH IPUPOIHBIE KOMIIOHEHTHI, KOTOPBIE 00J1a1al0T CHUYKAIONIMH alIeTUT CBOMICTBaMHU.

B xonkpeTHOM BormionieHnu aHTaroHucT NK3R sBiseTcss eTMHCTBEHHBIM BEIIECTBOM, BBOJMMOM B Kaue-
CTBE aKTHBHOTO BEHICCTBA JUI KOPPEKIMH (DUTYPHI W/ITH CHIXKCHUS WIH CACPKUBAHUS JIOKAITN30BAHHBIX HAKO-
TUICHUH JKAPOBBIX OTJIOXKCHUH, WU JIMNOTUCTPOMOUH, W/WIHM sl CTUMYITUPOBAHUS MTOTEPH H30BITOYHOTO Beca
TeNa W/WITU LEJUTIONNTA, W/WIK IS OTPAaHWYCHUS ero HaKoIUIeHHs. B npyrom Borutomenwnu antaroHuct NK3R
SIBIISICTCSL CIMHCTBCHHBIM BEIIECTBOM, BBOJJUMOM B KQUECTBE aKTUBHOT'O BEIIICCTBA.

Kpartkoe onucanne rpadpuyecknx MaTepuajion

@ur. 1 sBnsAeTCA TUCTOTPAMMOM, MOKA3BIBAIONICH OTHOIIEHNEYs )KUPOBBIX OTIIOXKEHHUI/00mmas Macca B da-

3¢ JI0 BBEJCHUS JO3BI (JIEBBIM CTOJOEI) B CpaBHEHHWM C TmocienHeidt Hexenen (13 Hemens) (ha3pl MO3UPOBAHUS
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(mpaBeIid cTONOEI) [UI KaKIOH rpynmbl (KOHTPOJIBHAsE IpYINa, MOJydaromas HalloJIHUTENb, B CPABHEHHHU C
rpymnnamu, nosygaommmu 10 u 50 Mr/kr coenunenus k-5). JlaHHble IpesicTaBiIeHb! B BUAE CPEIHETO 3HAYCHUS
mioc/mMmuayc COC (cranmapTHas omuOKka cpeanero); N=4-6/rpyrmma, CTaTUCTHIECKHE JaHHBIE C MOMOIIBIO 2-
(axroproro aucnepcronnoro ananmsa (ANOVA, ot anry. "Analysis of Variance"), kputepuit MHOKECTBEHHBIX
cpasaenwuii (MCT, ot anra. "multiple comparisons test") Bordepponu.

@ur. 2 sBisercs rpaduKoOM, TTOKA3BIBAIOIINM YPOBEHb JISNTHHA B IUIa3Me B XOJI€ JICUCHUS I KOHTPOIIb-
HOW TPYMITHI, MOJIyJarollell HallOJIHUTEb, B CPABHEHUH C TPYIIOH, noiydatomeit 50 mr/kr coemuuenus k-5 (*:
p<0,05, 2-pakxropusriit ANOVA & MCT Illunaka).

@ur. 3 sBnsercs rpaduKoM, IMOKa3bIBAIONIMM IPOLEHT YBEINYEHHS Beca Tella B XOJE JICUCHHS ISl KOH-
TPOJILHOM I'PYIIEI, MOJIyYalOIIe HAllOJIHUTENb, B CPABHEHHUH C IPYINOH, moxydaromeil S0 Mr/kr coequHeHns k-
5.

@ur. 4 sBiseTcs AUArpaMMoi, MOKa3bIBaIOIIEH YpOBEHb JIENTHHA B IIa3Me B (aze 10 BBEICHUS JI03bI B
CpaBHEHHH ¢ 4 4acaMH Iocje KOHEYHOH J03bI Ul KaXJ0H Ipynmsl (Tpymia, mofryJaomnas mianedo, B cpaBHe-
HUH ¢ Tpynnamu, nonydatormmu 20, 60 u 180 mr coenunenus k-5) (*p<0,05; mapHslii t-kpuTepuii).

@dur. 5 sBIsSETCA THCTOrPaMMOM, MOKa3bIBAIOIIEH YpOBEHb JIENTHHA B TUIa3M€ B HAa4aJlbHOM acTpajibHOM
IIUKJIE (JIEBBIM CTOJIOEI) B CPaBHEHWHU C acTPAIbHBIM ITUKJIOM B XOJ€ JieueHus (TpaBblii cTonOeI) A Kaxaon
Tpynmbl (KOHTPOJILHAS TPYIINA, IMOTyJarolias HANOJHUTENb, B CPAaBHEHUM C TPYIION, moiydatomieit 10 mr/kr
coenuHeHus k-5) (*p<0,05, mapHbIi t-KpUTEPHii).

IIpumepbI

Hacrosmee m300peTenne craneT 6ojee NOHATHO CO CCHUIKOM Ha CIEAYIOIINE TPUMEPHI.

[Mpumep 1. YMenbmenne% KUpoBBIX OTIIOKEHHUIT/001Iast Macca y 00e3bsH.

SIBaHCKMI Makak ObUI BEIOpAaH B KAYECTBE PEIEBAHTHOTO BH/A BCIICACTBHE CXOACTBA HEUESIOBEKOOOPa3HBIX
npumatoB (HUII) ¢ moapmu. Croco6 BBeleHHUS MEepOpajIbHBIN, YTO COTNIACyeTcs C MPEAIoaraéMbIM CIIOCOO0M
y JItoJIeH.

Hcnonp30Bany NoI0BO3penbIX (BO3PACTHON JUana3oH ~4 roza 10 BBEICHUS J103bl), CIICIHAILHO BHIBECH-
HBIX siBaHCKHMX Makak (Macaca fascicularis) azmaTckoro npowucxoxaeHus. [lomoBas 3penocTs ObUTa JOKa3aHa B
XOJI€ 3aIMCH 10 MEHBIIIEH Mepe ABYX MEHCTPYaIbHBIX kKpoBoTeueHHUH (¢ 20 10 50 qHS MEXITy MEHCTPYaTbHBIMH
IUKJIaMH) IO Hadaya UCCIeIOBaHNUS.

HYII coneprkanm Ha CTaHAApTHOU JTAOOpPaTOPHOW IHETe, ABa pa3a B CyTKH IpeJyiaras HMEIOIINecs B TPo-
JTake TIeJUICTHI Ui IPUMATOB, JOTIOIHEHHBIE CBSXXKUMHU (QpykTaMu U xinebom. J(neta m oboramieHune cpeibl Tak-
ke OBITH oOecIieueHsl Ha MPOTSHKEHNH HeciIeIoBaHus. JKHBOTHBIX COJEPIKAJIH B Cpelie C PeryInpyeMbIM KInMa-
ToM (19-25°C) u BnaxuocThIO (40 - 70%) C HCKYCCTBEHHBIM OCBEIIICHHUEM, PETYIMPYESMBIM aBTOMATHUYCCKH, T10-
syyast quKi 12 4 cBeta v 12 4 TEMHOTBI.

HYII paznensiin Ha TpH Je4eOHBIX TPYIIBI: KOHTPOJIBbHAS, ITOJyYalomas HanoiHuTe b (N=6), u rpymnimsl,
nonyyatone 103y coeanHenus k-5 10 mr/kr (N=4) u 50 mr/kr (N=6), coorBercrBeHHo. Bece HUIT monmywanm
JI03y OJIMH pa3 B CYTKHU (YTPOM) depe3 >KelyAO0uHBII 30H B TeUeHHE 13 HeeIbHOro neprojaa JIeYeHHs uccieno-
BaHUs. Jl03a HamoHUTENS MpencTasisiia codoit 0,5% mermmemmonoss! (Methocel® ot Colorcon) B Boze.

Bce HUII npoxoannm m3MepeHue Beca Tena u ckanupoBanue JOPA (aByxaHepreTuueckast peHTTCHOBCKas
abcopormometpus, Hologic Dexa QDR® 4000) B haze mo BBeaeHUs 10361 M Ha nocseanei Hepene (13 Henmens)
(a3sl no3upoBanus. Vi3MepeHns BBITIOJIHSIIH 110]] KETAMUHOBOW aHECTe3neil ¢ TOpOSHOM M aHTHCEIaHOM.

Bce Teno ckanmpoBanu ¢ nomomipio JIOPA s u3aMepeHuss MBIIIIEYHOW MacChl, MUHEPaIbHON TUIOTHOCTH
KOCTEH, YpOBHSI MUHEpAIM3allUN KOCTEH U MacChl ’KUPOBOU TKaHHU.

Bce HUIT npoxoamim u3MepeHus ypoBHel nentuHa. 3a60p nmpod kpoBu ocymecTBisuy B 08 1 00 MuH yT-
pa y He TIOTy4YaBIINX B TEUCHHE HOUH IMHINY XUBOTHBIX 3a 2 JHS J0 M03upoBaHus ('O BBEACHUS JO3HI'), depes
24 9 mocne mepBoro A03MPOBaHUS, HA 52 JeHb JO3UPOBaHUSA B Ha 86 AeHb A03upoBaHUsA. OOpa3Ibl CHIBOPOTKH
MOJydaJId U3 3TUX MpoO KPOBH W XpaHWIM 3aMopokeHHbIMHU (-20°C) no ananm3a. KoHueHTpanuu jientuHa B
9THX 00pa3uax ChIBOPOTKH ompexnenstin B xoxe aHammsa ELISA (Monkey Kit: MyBiosource xar. Ne MBS
705354) Ha OCHOBE JIMHEHHOTO PETPECCHOHHOTO aHaJIM3a 0 TPATyHPOBOYHOM KPHBOHM.

Bnusinne Ha Bec Tena: [Ipubasnenne cpeanero Beca npubnmsutenbHo 12% Habmonanoch y 00e3bsH, Ho-
Jy4JalolnX HaIlOJIHUTEINb, B TeUeHUE Kypca (a3sl qo3upoBanus uccnenoanus (¢ur. 3). J[ns cpaBHeHUs He ObI-
JI0 3HAUYUTEIBHOTO U3MEHEHHsI B CPEIHEM BECE y TPYIIIBL, MOJTydaromei k-5, B Teuenne Kypca ¢asbl 103MpoBa-
HUS HCCIICIOBAHMS.

Brustans Ha cocTaB Tena: He Ob1T0 3HaYNTENBHBIX N3MEHEHNH HU B MBIIICYHON Macce, H B MUHEPAIbHOU
TUTOTHOCTH KOCTEH, HA B yPOBHE MUHEPATU3AIMH KOCTEH IpH JIF0OOOM M3MEPEHUH [UIA 0001 TPYNIbI B TEUCHNE
Kypca uccienoBanus. Anamu3 JIOPA mokazan, aro % >KHPOBBIX OTJIOKEHHI/00IIas Macca yBEIHYMUBAIOCH B
TpyIIIe, MOTyYaromeil HalOJTHNATENb, B TeUeHHE 13-HeleIpHOTO Kypca HCCIeA0BAaHM, KaK 3TO YacTo Haloaa-
etcs, mockoabky HUYII orpanmdens! mccienoBanneM. Hao6opoT He HaOIIOAANOCh 3HAYUTEIHHOTO M3MEHEHUS
B% KHMPOBBIX OTJIIOKEHHI/001Iasi Macca B 000 M3 TPy, MOJyYalomuX 103y coenuHenus k-5, B reuenue 13-
HEJIeJIbHOTO TIepHo/ia JeUCHUs, KaK npeacraBieHo Ha ¢ur. 1. CTaTHCTHYECKH 3HAYMMYIO Pa3HHILYy ONpEACISIIN
MEXAy TpyNnaMH, MoJy4alonleld HaloJIHUTENb W mosydaroumieid 50 Mr/kr, rae 3Hadenuss N Obumn 6 CyObek-
TOB/Tpymmna. B urore aTi 1aHHBIE JEMOHCTPUPYIOT, YTO JIEUCHUE C COCTMHEHUEM K-5 mpenoTBpamaer yBeiande-
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HHUE 0KUPEHUS Y 00€3bsH, IPU 3TOM HE YMCHBIIIAs MBIIICYHYEO MAaccCy.

Brusaus Ha nentuH: QUr. 2 WITIOCTPUPYET, YTO JCUCHHUE C COCAMHCHHEM k-5 3HAUYHMTENBHO TOBBIMIACT
YPOBHU JIENITHHA B CHIBOPOTKE uepe3 24 1 mocje MEPBUYIHOTO O3UPOBAaHUS OTHOCHUTENBHO (a) YpOBHEH 110 BBE-
JISHUS 03Bl B TOH e camoil rpymme u (b) COTrJacoBaHHBIX IO BPEMEHH ypOBHEH B TpyIiie, MoTydaronieil Ha-
MOJHUTENb. Takxke Gurypa WIIIOCTPUPYET, IYTO YPOBHHU JICITHHA B CHIBOPOTKE ITOCTOSIHHO BHIIIE B IPYyMIIE, MO-
nmyqaromieit k-5, OTHOCHTENBHO TPYIIITEL, TOTYYaoIel HATIOTHATEINb, B TSYCHUE JO3HPOBAHUS

BriBosel uccnenoBanus: Y TOIOBO3PENBIX CAMOK OOE3bsH, MOJyYaBIIMX JICUEHHE C COCOMHEHUSIMH IO
n300pETEHNI0, YMEHBIIAIOCH MPUOABICHHE BECa OTHOCHUTEIHHO KOHTPOJBHBIX TPYII, HMOJXYYaBIINX HATIOIHH-
TeNb. DTa pa3HUIA B MPUOABIICHIH Beca MOJIHOCTHIO SBISACTCS PE3YJIBTATOM CBSI3aHHOTO C JICKAPCTBOM CHIDKE-
HUS B% )KAPOBOHM MacChl OTHOCHTEIIFHO KOHTPOJBHBIX PYIIIL, TOTYYaBIINX HATIOJTHUTEINh, M HE CBA3aHA C H3ME-
HCHHUSMHU B KOCTHOU WJTM MBIIICYHON TUIOTHOCTH. Kpome Toro, 3T0 yMeHbIIeHHE B% JKUPOBOW MacChl OTHOCH-
TENBHO TPYIIBL, MOJyYaBIICH HAMOJHHUTENb, KOPPEIUPYET CO 3HAYUTCIHHBIM TOBBINICHHEM KOHIICHTPAIUA
UPKYJIMPYIOIIETO JICITHHA B OTBET HA JICUCHUE.

IMpumep 2. CHmkeHne oO1Ieit Macchl Tea y 37J0pPOBBIX JKEHIIHH.

BBeneHne MHOTOKpPaTHO BO3pACTAIONIMX 703 370POBBIM eHImuHaM. Tpu rpynmsl A, B u C, xaxmas co-
cTosimiasi U3 6 3MOPOBBIX KEHIIWH, OTOUPAIU CIydallHBIM 00pa3oM, YTOOBI MOJYYUTh Pa3sHBI YPOBEHBb JO3bI
coenuHeHus k-5. B atux 3 rpynmax coeannenne k-5 BBOIAT B Teuenue 21 JTHS mOAPS.

CyOBEKTOB IMOCEIAN TI0 MECTY JKUTEIIbCTBA 3a JIeHb J0 TepBoro mo3upoBanus (JI-1) Bmiots no 24 mHs
(=72 4 mocne mocnemHero npuema Jo36l Ha 21 neHb). ExxeHenenbHbIe BU3UTHI, HE CBSI3aHHBIE C MECTOM TIPOXKH-
BaHUs, OPraHU30BBIBANIK Ha 28 neHb, 35 neHb (£1 JeHB) W KOHTPOJIBHEIN BU3UT Ha 42 neHb (£2 aHs). Bospac-
TaIOIIMe MHOTOKPATHBIE T03Bl COCTUHEHHUS k-5 BBOIMIN MO CXeME OAWH pa3 B CyTKH B TeueHne 21 THS moapsi.
IIpennoxxennsie ypoBHM 11036l cocTaBisuid: 20, 60 u 180 mr, ucxoas U3 MpeaUIeCTBYIOMUX HCCIEIOBaHUM.
CyOBEKTHI OTyYalld UCCIIEAYeMOe JIGKAPCTBEHHOE CPEJICTBO MO CXeMEe OAWH pa3 B cyTkH (q.d., oT mat. "quaque
die") u mocrne jgerkoro 3aBTpaka.

OCHOBHBIC KPUTEPHUHU BKIFOUCHUS CYOBEKTA.

CyOBeKTHI OBUTH OTOOpAHBI HA OCHOBE MX MCTOPUH OOJIC3HU M COCTOSHIUS 310pOBbsi. OCOOEHHO CYOBEKTHI,
OTBEYAOIIUE BCEM CIICAYIOIIUM KPUTSPUSAM, OBLIH MPUTOAHBI JUTS YYACTHS B TaHHOM UCCIICIOBaHUU.

1. [IpeaxnumakTepuUecKre )KEHIIMHBI B BO3pacTe MexXay 18 u 45 romaMu BKIIFOYUTEIHHO.

2. 3n0poBbIe 03 KITMHUYECKH 3HAYUMBIX OTKJIOHEHUH, KaK OMPENEIeHO UCTOPUEH 00JIe3HH, METUITTHCKAM
OCMOTPOM, OIICHKaMH XHMHUYECKOTO aHaJi3a KPOBU, T€MaTOJOTHYECKIMH OI[CHKaMH, KOATyJIAIHUeH H aHaIH30M
MOYH, U3MEPEHUEM JKU3HEHHO BaXKHBIX TOKazaTesiel 1 anekrpokapauorpammoi (JKT). Paspemranuch oTaens-
HBIC 3HAUCHHUS BHE AMAIa30HA, OIICHECHHBIE BPA4OM KakK HE MMEIoIIne KIMHNIeCKoi 3HaunmMocTH. JlanHoe ompe-
JIeNICHIE JOJDKHO OBUTO OBITH 3aIMCAHO B IEPBUYHBIX TOKYMEHTaX CyOBEKTa.

3. Nmeromue Bec Tena B nuanazoHe oT 50 10 100 Kr BKIIOYUTENBHO.

4. CorlacOBaHHO BO3JICPKHUBAIOIIUCCS OT YIIOTPEOJICHHS aKOTOoJs 3a 24 9 JI0 BBEACHUS HCCICIyEMOTO
COCJITHCHUS, B TCUCHHE MIEPUOJIa UCCIICOBAHUS | 3a 24 4 JI0 BCEeX NPYTrUX MOCCIICHUH KITMHUKH

5. CoriacoBaHHO HE YIOTPEOISIONINE MPOIHCAHHEIC JICKAPCTBEHHEBIC CPE/ICTBA B TeucHHE 14 nHEH 10 BBe-
JICHHS HCCIICAYEMOrO COCTUHCHHUS W Ha MPOTSHKCHUU HCCICIOBAHUS, CCIU HE OHOOpPEHO HCCIEH0OBATEICM H
CHOHCOPOM MEIUIIMHCKOTO MOHUTOPHHTA.

6. CoracoBaHHO He ynoTpeOsromue oTmyckaembie 6e3 pernenta (OBP) nekapcTBeHHbIE CpeacTBa (BKIIO-
Yasi KOPTUKOCTEPOUIBI, aCIIUPHH, IIPOTUBOOTEYHBIE CPEICTBA, AaHTUTUCTAMUHHBIC TIpenapaTsl M Ipyroil HecTe-
POMIHBINA MPOTUBOBOCTANMTENbHBIN TipermapaT [HIIBII]), u TpaBsHOE JeKapCTBEHHOE CPEACTBO (BKIIIOUAs Tpa-
BSIHOH aif, 3Bep0o00ii) B TeueHne 14 mHel 10 BBEIEHUS UCCIICyeMOTO COSTUHEHUS U J0 MOCIEAHETO KOHTPOIIb-
HOTO BU3UTA, €CIIM HE OJIOOPEHO HCCIIEOBATEIeM W CIIOHCOPOM METHIMHCKOTO MOHHUTOpHHTa. Paspemaercs
peAKoe MPUMEHEHHE MapaneTaMmoia B peKOMEHIOBAHHBIX J033X.

7. CyOBeKTHI JOJDKHBI OBUTH TIOAMUCATh JOKYMEHT HH()OPMAIMOHHOTO COTJIACHS, YKa3bIBAIOIIUM, YTO UM
TOHSATHBI I U MPOIECAYPBI, HEOOXOAUMEIC JJIs HCCIICAOBAHUS, U UYTO OHH TOTOBBI y4acTBOBATh B HCCIIEOBA-
HUH.

8. T'0TOBBIC/CIOCOOHBIC MTPHUICPKUBATHCS rpaduka BU3UTOB HCCICOBAHUS U APYTUX TPCOOBAHMI, 3armpe-
IICHUH U OTpaHUYCHUH, YCTAHOBJICHHBIX B JAHHOM IIPOTOKOJIE.

M3mepenue Beca.

Bec uzMepsim ipu o0ciae10BaHUH, KOTOPOE MPOUCXOAMIO MeXAY 28 U 2 AHAMH J0 Hadajda JO3UPOBAHUS
(1-28 mo /I-2), u B Xoae Bu3UTa B KOHIle ucciuenoanus ([142, T.e. depe3 21 neHp mocie MpeKpameHus npuemMa
HCCIIeTyeMOTO COCTUHEHHUS ).

PesynbTatsl.

JBycroponnuit T-kpuTepuii il MapHBIX 00PA3IIOB HCIIOIB30BAIH, YTOOBI H3YYHUTh Pa3HUILY MEXKIY 3Ha-
YCHHUSMU Beca MpH 0OCIeAOBAHUH M TOCHe uccienoBanus. CpelHue 3HAYCHUS HA TPYIITY, TOJIYYAIONIYI0 03y,
CBEJICHBI B CIICAYIONICH TabmuIIe.
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pynna, PasHuua PasHnya
O6cneposanve | Bec 142 CooTBetcTBUE
nonyvarowas Ho k Mocne | Jo k Mocne
Beca (kr) (kr) p-3HaYEHMo
A03y (kr) (%)
Coep k-5 20
58,2 58,0 -0,13 -0,23 % 0,70
Mr
Coep k-5 60
73,3 71,9 -1,38 -1,92 % 0,15
Mr
Coeg k-5
69,0 66,9 -2,10 -3,14 % <0,02
180 mr

Hcxons w3 3TUX pe3ylbTaToOB, MOXHO CAENATh BBIBOJ, YTO CYIIECTBYET 3aBHCHMAas OT JO3bI TCHICHIIHS
CHI)KCHHS BeCa C YBEIIMYCHHUEM 103 coennHeHus k-5, mocruratomas ypoBHs 3HaunMocTtd 0,02 B rpymme, momy-
YaroIei HauBBICIIYIO 03y, YTO MPOBEPEHO Ha 3I0POBHIX KEHITHHAX.

[Tpumep 3. CHmKEHHE MaCChI TeJla Y 3I0OPOBBIX KSHITUH ¢ HOPMAJILHOM MOJHOTOH.

310pOBbIE )KEHITUHBI ¢ HOPMaJIbHOH MOIHOTOH, T.e. uMetontue UMT B nmuanazone ot 18,5 mo 25 KF/M2, T10-
nmydanu 60 Mr coequaenus k-5 B Tedenue 21 aHS moapsi.

Bec usmepsim ipu o0cae10BaHUHU, KOTOPOE MPOUCXOAMIO MeXAY 28 U 2 AHAMH J0 Hadaja JO3UPOBAHUS
([1-28 no /I-2), a Takxe npu KOHTPOJIHHOM BHU3UTE, 3aIIaHMpOoBaHHOM Ha J[42 (yepe3 21 neHb mocie npekparie-
HUS TIPHEMa HCCIICTyeMOT0 COCTUHCHU).

Bec u UMT no u nocie g03upoBaHusi PEACTABIECHBI HUXKE.

Cybbekt Poct |O6cneposanune |Bec | PasHuua |PasHuya |Obene- |UMT
(cm) | Beca (kr) 042 | (kr) (%) foBaHue |42
(kr) UMT
1 173 |66,4 64,2 |-2,2 -3,43% (22,18 21,45
163 |63 61 -2 -3,28 % |23,71 22,95
178 |68,3 67,8 |-0,5 -0,74 % |21,55 21,39

DTH pe3yabTaThl IOKA3bIBAIOT, YTO NMprMeHeHue antaronrcta NK3R mo3BoiseT CHU3UTH BEC Y 3I0POBBIX
JKCHIIUH.

Ipumep 4. CHIKEHUE MACCHI TeJla Y JKEHIIUH ¢ U30BITOYHBIM BECOM.

JKeHIIHHBI ¢ N3GBITOUHBIM BecoM, T.¢. umerore UMT B mmanazose ot 25 10 30 kr/m?, mosnyuamu 180 mr
coenuHeHUs k-5 B Teuenue 21 qHS MO,

Bec usMepsiim ipu o0cIe10BaHUHU, KOTOPOE MPOUCXOAMIO MeXAY 28 U 2 JHAMH J0 Hadajda JO3UPOBAHUS
(1-28 mo JI-2), a Takxke Tpy KOHTPOJIHHOM BH3HUTE, 3alNIaHUPOBaHHOM Ha J[42 (uepe3 21 meHb mocie npekparie-
HUS TIPEEMa FCCIIeTyeMOTO COCTUHEHNUS).

Bec u UMT g0 u nocie 103upoBaHus MPEICTABICHbBI HIXE.

Bec
Poct | OGcnepoBaHve PasHuya | Pashmya | O6cnego- | UMT

Cybbekt n42
(cwm) Beca (kr) () (kr) (%) BaHve UMT | [42

KT
4 156 |68 65,2|-2,8 -429% |27,94 26,79
5 160 (71,2 67 |-4,2 6,27 % 27,81 26,17
6 179 |87 84 |-3 -3,57% 27,15 26,21

DT pe3ybTaThl TOKa3bIBAIOT, YTO MpuMeHeHue antaronructa NK3R 1o3BossieT CHU3UTE BEC Y JKCHIUH C
M30BITOYHBIM BECOM.

[pumep 5. BrusiHue Ha ypOBEHB JICNITHHA B IUIa3ME Y JKCHIIUH.

D10 ObUTO MIAIE00-KOHTPOIUPYEMOE HCCIISIOBAHUE CO CIYYaHBIM BHIOOPOM B YCJIOBHSX JABOWHOM aHO-
HUMHOCTH. Bce cyOBeKTHl nanu mucbMeHHOe HH()OPMHUPOBAHHOE COTIIACHE O OOCIIEAOBAHIS HAa COOTBETCTBHE
HCCIICIOBAaHHIO. Y 4acTBOBAJIM 37J0POBBIE BOJIOHTEPHI )KEHCKOTO ToIa B Bo3pacte 20 - 45 neT ¢ MHIeKCOM MacCh
tena 19-30 kr/m’. YYaCTHHKH OIDKHEI GBLIM HMETh XOpomiee (H3HYECKOe 3I0POBbE, BKIIOUYAs HATHYNE PEry-
JSIPHOTO OBapHAIbHO-MEHCTPYaJIbHOTO IIMKJIA W TPHOCTAHOBKY BCEX CIMOCOOOB TOPMOHAJIBHON KOHTPALICIIIIH
10 MEHbIIEH Mepe 3a 3 Mecsma 10 oocnenoBanus. Kaxoi u3 Tpex TPy 1Mo 8 He CTPaJalomuX OXUPESHUEM
BOJIOHTEPOB KEeHCKOro mona (cpeaumit UMT kaxaoii rpymmst: 22,3, 23,4, 25,2 Kr/M°) JaBalu KancyJibl COe/IH-
HeHHs K-5 WM cOOTBETCTBYIOIIEE MUiane6o B oTHomeHUH 6:2 B TeueHue 21 mus. CyObeKThl MOTydyalu Hccie-
JlyeMoe JIeKapCTBEHHOE CPEJICTBO 10 CXEME OJIMH Pa3 B CYyTKHU MOCIIE JISTKOTO CTaHAapTU3UPOBAHHOTO 3aBTPaKa.
YYacTHUKOB B 3THX TPYIIIaX CHHXPOHU3UPOBAIH [0 UX MEHCTPYaTbHOMY ITUKITY; T.C. HAYAJIO TO3MPOBAHUS BCE-
raa ObuTo Ha 3 eHb 2 MeHCTpyalbHOTO IKia. Mccneayembie ypoBau 103 coctaBisimy 20, 60 u 180 mr coemu-
HeHus k-5. 3a00p mpoO KPOBH OCYIECTBISUIH 32 JICHb J0 TO3MPOBAHUS, a Takke Ha 21 JeHb (TOCIeIHHA IeHb
JIO3UPOBAHUS), U (PPaKIMH TIa3MbI OCTaBIISUI M XpaHIIH 3aMopokeHHBIMU (-20°C) no ananuza. KoHuenTpaunu
JIETITHHA B 3THX 00pasnax Iuia3mel onpenessuid B xoae ananu3a ELISA (Human Leptin Kit: R&D Systems, kar.
Ne DLPOO) Ha 0CHOBE JIMHEHHOTO PErPECCHOHHOTO aHAIN3a 110 TPAAyHPOBOYHOIN KPUBOH.

Bimsiaus Ha nentuH: GUT. 4 WITIOCTPHUPYET, YTO JiedeHUe coeauHenneM k-5 3naunrensHo (*p<0,05; map-
HBIH t-KpUTEpHii) TOBHIIIIACT YPOBHH JIENTHHA B CHIBOPOTKE y JKEHIIWH IPU BCEX YPOBHAX 1103 mocie 21 mus
JIeYeHHsI OTHOCUTEIHFHO YPOBHEW 10 BBEACHUS JO3bI. J{JIs1 cCpaBHEHHS JIeUeHHE C TUIanebo He OKa3bIBaJo 3HAYH-
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TEJNILHOTO BIHSIHUS Ha YPOBHH JICTITHHA B TIa3ME.

BrIBO HCcnefoBaHMS: COCTUHECHUE K-5 TIOBBINIACT YPOBHH HUPKYIMPYIOMIETO JICNTHHA Y HE CTPATAFOIINX
OKHpEHHUEM, MPEIKIMMAKTEPHICCKIX )KeHIIHUH. [10CKOIBKY JENTHH SBISETCS TOPMOHOM, KOTOPBIH, KaK U3BECT-
HO, OKa3BbIBACT BINSHMS Ha TPHOABICHHE Beca M OXKHPEHHE, NaHHBIE Pe3yIbTaThl MOTYT COOTHOCHUTHCA € %o
TUTOTHOCTH JKUPOBBIX OTIOKEHUIH OTHOCHUTEIHHO OOIIETO COCTaBa Teja 10 aHAJIOTHUH C JaHHBIMH, PEICTABICH-
HBIMH BBIIIIE TSI CAMOK HEYETIOBEKOOOpa3HBIX MpuMaToB (mpumep 1).

[Ipumep 6. Brusiane Ha ypOBEHB JIENTHHA B IJIa3Me Y CAaMOK KPBIC B TEUSHIE aCTPAIEHOTO IHKIIA.

KpEBICH HE IMEIOT MEHCTPYaJIFHOTO LIUKJIA, & CKOpEee acTPaIbHBIN IUKJ, KOTOPBIH MOXET OBITH YETKO OII-
PEAETICH IO TUKOBEIM YPOBHIM 3CTporeHa (IpeI0TBPAIIAIONINM OBYIISIHUIO), KOTOPBIH MPOUCXOAUT PETYIIPHO B
TeyeHue ~4 AHeH.

3a00p 00pa3IoOB IIA3MbI IPOU3BOUIIN €KEITHEBHO KAXKIOW YTPO Y MOIOBO3PEIBIX CAMOK KPBIC M aHAIH-
3WPOBAJIM Ha MMUKOBBIC YPOBHHU 3CTPOTCHA (COBMANAIONINE C IPOICTPYCOM), YTOOBI OMPEICITUTh CPOK ICTPATBLHO-
TO IUKJIA JIJISI OTIEIBHBIX KPBIC.

3areMm kpbicam mo3upoBanu nepopanbHo BID (ot mart. "bis in die") (T.e. JBaKIbl B CYTKH) HAMIOTHHUTEID
(0,5% wmernniemntiono3a) B TeueHHE 4-ITHEBHOTO 'OCHOBHOTO' ACTPaBHOTO HHUKJIA. 3a00p 00pas3IoB IIIa3Mbl
TIPOM3BOIMIIN €KETHEBHO, KAXKII0€ YTPO, i MX XPAHWIN 3aMOPOKEHHBIMH JI0 aHAJM3a Ha JICTITHH.

IToToM KpBIC pa3aeNsiii Ha JIBE TPYIIIbI, oiydatontue audo 10 mr/kr coequnenus k-5, nepopansuno BID,
MO0 HATIOTHUTEh B TEUCHHE 4-THEBHOTO 'IE4eOHOTO' 3CTPANBHOTO MUKIIA. 3a00p 00pa3IoB IUIa3Mbl POU3BO-
JIAITH €KETHEBHO, KAXKI0€ YTPO, M UX XPAHHUIH 3aMOPOKEHHBIMH IO aHAJN3a Ha JICTITHH.

B enuHUYHOM dKCIIEpUMEHTe 00pasIibl TIa3Mbl, COOpaHHBIE €KETHEBHO B X0/I¢ KaK '0OCHOBHOTO', TaK M 'lie-
4yeOHOTO' IIMKIIOB, aHATH3UPOBAIN B COBMECTHOM SKCIIEpUMEHTe B Xoj¢e aHanm3a ELISA Ha ocHOBe THHEHHOTO
PETPECCHOHHOTO aHAIM3a M0 TPAyHPOBOYHON KPHUBOW. YPOBHU JICTITHHA B TEUCHUE 4-THEBHOTO 3CTPATBHOTO
IIUKJIa PACCUUTHIBAIHM JUIA OTACNBHBIX KpbIc myTeM ompenenenus AUC (ot anri. "area-under-the-curve" - mio-
IIaJb TOJ KPHUBOI), UCIONB3Ys MPEJOCTABICHHOE B KPEIUT MPOrpaMMHOE OOSCIICUCHHE JUIS aHAIN3a JaHHBIX
(GraphPad Prism).

BimsiHus Ha nenTuH: GUT. 5 WITIOCTPHUPYET, YTO JiedeHue coeauHenneM k-5 3naunrensHo (*p<0,05; map-
HBIN t-KpUTEepHii) MOBBIIIAET YPOBHU JIEITHHA B TUIa3ME y CAMOK KPBIC B TeUeHHE 4-THEBHOTO 3CTPAITBHOTO IIHK-
JIa IO CPaBHEHUIO C TEM, KOTJa Te JK€ CaMble KPBICHI OTyJajIi HATIOJHUATENb B X0/I¢ '0CHOBHOTO' ITUKIIA.

BriBon nccienoBanus: JleueHne coequHEHHEM K-5 MOBBIMIACT YpOBHH IMPKYJIHPYIOIIETO JICNITHHA y HE
CTPAJAIONINX OXHPEHHUEM, ITOJIOBO3PENBIX CAMOK KPBIC B TEUEHHE ICTPAIBHOTO IHKIA. [I0CKOIBKY JIENTHH 5B-
JSIeTCS. TOPMOHOM, KOTOPBIM, KaK M3BECTHO, OKAa3bIBAaeT BIMSHUSA Ha NMPHOABICHHE BeCca W OXXHPCHHE, JAHHOE
OTKPBITUEC MOXKET COOTHOCUTHCS € % IIOTHOCTH YKHPOBBIX OTJIOKCHHHA OTHOCHTEIBHO OOIIEro cOCTaBa Teia Imo
AHAJIOTUH C JAHHBIMU, MPEICTABICHHBIMH BBIIIC ISl CAMOK HEYEJIOBEKOOOPA3HBIX MpUMAaTOB (mpumep 1) Uy
JKSHIIUH (TpuMep 5).

OOPMVIIA U30BPETEHUA

1. IlpuMeHeHre aHTaroHUCTa perentopa HelpoknHuHA-3 (NK-3) 11 MOBBIMICHUS YPOBHEH HUPKYIIH-
PYIOILIETO JIENITHHA Y MAIMEHTOB, I/ie anTtaronuct peuenropa NK-3 npencrasiseTr codoii coeuHenne GopmMyJbl
111

R" o R
RZ N * /N\
N
R3 R’I‘K/N ¢
R? X2
Yx*
RS ()

W ero GpapMareBTHUECKH IPUEMIIEMBIH COJIbBAT, IIE:

Rl IPEJICTABIIACT coboit H, F vin metui;

R" npencrasser co6oii H;

R’ TIpe/ICTaBIIsCT coboit H, F, Cl unu metokcen;

R? npencrasisier coboit H mwrn F;

R’ npencrasimser co6oii H, F, Cl, MeTrir, TpuTOPMETHIT HIH HUTPHIL;

R’ mpencraBser coGOi METHII, STHII, H-TPOIMI, THAPOKCHITHII, METOKCHATHI, TpHhTOPMETHI, TH(TOp-
METHI WIH (QTOPMETHIT,

R’ mpencTaBuser coGoif METHI, STHI, METOKCHMETHN, TpudTopMerwi, mupropmerdn, dropmerwi, 1-
¢ropatun, 1,1-mudropatun unu 2,2,2-TpudTopaTi;

X' npencrasnser coboit N, u X° npeacrasiser codoit S wmm O; wmm X' npeacrasiser coGoit S, u X mpes-
cTaBysieT coboi N;

=== npeJicTaBIAET COGOM OTMHAPHYIO WITH IBOHHYIO CBSA3b B 3aBUCHUMOCTH 0T X' 1 X%;

- - 0Go3HauaeT (R)-sHanTHOMEp MM pameMar coequHeHus Gopmysr I11.

2. Ilpumenenue mo 1.1, rae antaronuct perentopa NK-3 mpencrasiser co6oii (R)-(4-dpTopdenwm)(8-
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metmi-3-(3-metuin-1,2 ,4-tuanuazon-5-uin)-5,6-murunpo-[ 1,2,4]rpuazono[4,3-a|uupazus-7(8H)-nm)meranon uinu
ero (papMarieBTHYECKH MPUSMIIEMBIH COJIBBAT.

3. Ilpumenenwue mo 1.1 wm 2, Tae anTaroHucT perentopa NK-3 HaxoauTcs B cocTaBe GpapMareBTUIECKON
KOMITO3HUITUH, BKJIFOYAOIIeH aHTaroHUCT perientopa NK-3 1 mo MeHbIeli Mepe oauH (papMarneBTHIECKH TTPHEeM-
JIEMBIA HAaIIOJHUTEb.

4. Ipumenenne 1o r0O0MY U3 TII.1-3, TIIe MAMEeHTHI CTPANAIOT OT MATOJIOTHYECKOTO M30BITKA KHPOBBIX
OTJIOXKCHHUH Ha TeJe Wi MIPEAPACIION0KEHBI K MATOJIOTHICCKUM H3JIUITHIM KUPOBBIM OTIIOKCHUSM Ha Telle.

5. IIpumenenne 1o 1.4, TA€ MAIMEHTH BEIOPAHBI U3 HHANBHIYYMOB, CTPAIAIOIINX OT TOPMOHAIBHOTO JIHC-
OanaHca; HHINBHIYYMOB, CTPAJIAONIUX OT TCHETHYECKOW MPEAPACIONOKCHHOCTH K U30BITOYHOMY BECY TEla; U
WHIUBUAYYMOB, ISl KOTOPBIX CUMUTACTCS, YTO JKUPO-CICHU(PHICCKOE CHIDKEHHE Beca MPUHOCUT TepareBTHYC-
CKYIO TIOJIB3Y.

6. [IpumeHenne 1o 1.5, TA¢ WHIUBUAYYMBI, CTPAJAIOIINE OT TOPMOHAJIBHOTO IucOalaHca, BHIOPAHBI U3
JKCHIIUH, TIOJABEPTAIONINXCS TOHMKAIOIUM ICTPOTCH CIIOCO0aM JICUCHHUS; M KCHIUH, HCIBITHIBAOIIUX SCTECT-
BCHHBIC, BO3PACTHBIC CHIKCHHUS 3CTPOTCHA.

7. IlpumeneHne 1o 1.5, TA€ MHIUBUAYYMBI, CTPAJalolne OT TOPMOHAJIBHOTO IucOaiaHCa, BEIOpaHBI W3
JKSHIITH, KOTOPbIC MIPETEPIICBAIOT N3MEHEHHSI YPOBHEH TOPMOHOB SIMUHIKOB.

8. IIpumenenne 1o 1.5, TAe MHIUBUAYYMBI, CTPAaJalolne OT TOPMOHAJIBHOTO IucOaiaHCa, BRIOpaHBI W3
MYKYHH, [TOJIBEPTAIOIINXCS OHIDKAIOIINM aHIPOTEH CII0CO0aM JICICHNUS; M MY>KYHH, HCIBITHIBAIOIINX €CTECT-
BEHHBIE, BO3PACTHBIC CHIKCHUS [IUPKYTUPYIOIIET0 TECTOCTEPOHA.

9. Ilpumenenue 10 1.5, TAe HHANBUIYYMBI, [UII KOTOPBIX CYUTACTCS, YTO YKUPO-CIEHU(PUISCKOE CHIDKECHIE
Beca MPUHOCHUT TEPAIEBTUYCCKYIO MOJb3Y, BEIOPAHBI U3 WHAWBHIYYMOB C U30BITOYHBIM BECOM; HHIUBHUIYYMOB,
MOJYYAOIIUX JICYCHUE, KOTOPOE COMPOBOXKIACTCS MPUOABICHUEM Beca, BKIIOYAs, B YaCTHOCTH, TOPMOHAIIBHOE
JICUCHHE, a TAKXKE CTEPOUABI, 00C300IMBAIOIINE WM aHTUIICHXOTHYCCKUC JCKAPCTBCHHBIC CPE/ICTBA; WHIUBU-
JYYMOB, IMCIOIINX HEeaJIeKBAaTHOC MUIIIEBOC MTOBEICHIC.

10. IIpumenenue 1o m.4, TJe MAIMCHTHI ABJISIOTCS MAIlMCHTaMH, Y KOTOPBIX U3MCHEHUC YPOBHEH IUPKY-
JIMPYIOIIETO JICITHHA BIMSET Ha MAcCy KHPOBBIX OTJIOKCHHH Ha Tele.

11. ITpumenenune o 1.10, rae MarueHTs! ABISIOTCS MAIMEHTaMU KEHCKOTO IT0J1a, Y KOTOPhIX M3MEHEHHUE
YPOBHEW IUPKYJIHNPYIOIIETO JISITHHA BIUAET Ha MacCy KUPOBBIX OTIOKCHHUN Ha Telre.

12. Tlpumenenwue 1o 1.4, TJe MaUeHTHl CTPAIAIoT OT 3a00JIEeBaHMUs, CBI3aHHOTO C JISITHHOM, BBIOPAHHOTO
13 HapyIIeHWH 0OMEHa BEIIeCTB, TAKMX KaK IUA0ET, CepIACIHO-COCYIUCThIC 3a00ICBaHMS WITH METaOOIMIECKUT
CHHJIPOM; PACCTPOMCTB PETYISAINH JUMHUIOB, TAKUX KaK JHIIOAUCTPO(HS, BKIIOYAs BPOKICHHYIO M IpHoOpe-
TEHHYIO JIUIOIUCTPOGUIO, TUCITUITHICMHUS, HEATKOTOIbHAS JKUPOBas 0OJC3Hb MCUYCHH, HEAKOTOIBHBIN CTeaTo-
TeMAaTUT WINM TUMCPIUMUACMUS; BPOXKICHHOTO Ie(pUIMTA JCNTHHA, THIIOTATAMUYCCKONH aMCHOpPEH, BKITIOYAS
BBI3BAHHYIO (DPU3UYECKOW HATPY3KOW THITOTATAMHUYECKYI0 aMEHOpEro; cuHIpoMa PabcoHa-Menaenxona; u oc-
TEonopo3sa.

*p<0.05

N *p<n.05|
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