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AHAJIOT'U BEJIKA TUPO3UH-THUPO3HMH U
CIIOCOBbI UX ITPUMEHEHU A

[0001] JMaHHOE pacKphITHE B IIEJIOM OTHOCHUTCS K OHMOJOTMH W MEAWIHHE W, B YaCTHOCTH,
OTHOCHUTCSI K aHajoraMm mnentuaa THUPO3HH-THPO3UH (PYY), KOTOpble MOTyT CBSI3bIBATHCS C
peuenrropom Hediporentuaa Y (NPY), takum kak peuentop NPY2, a Takke K KOMITO3HULIUSIM,
BKJIFOUAIOLINM UX, U UX T€PareBTHUECKOMY NPUMEHEHHUIO B JICUEHUHN OXXUPEHUS U CBSA3aHHBIX C
OJKHUpeHHeM 3a00JIeBaHUN U PACCTPOICTB, Takux Kak caxapHbiii nuader Il tuna (CAT2, T2DM).
[0002] PYY npencrasisier co0oii wieH ceMelicTBa naHkpearnueckux nonunentunos (I111, PP)
¥ Y4acTBYET B MOAYJSILIUU MOTPEOJIEHUs MUINK U PACcXOa SHEPrHH IOCie IMpueMa MU (CM.
Tatemoto (1982) Proc. Natl. Acad. Sci. 79:2514-2518). PYY cekperupyercs L-knerkamu
JKEJYAOYHO-KUIIEYHOTO TPAKTa U UMEET JIB€ OCHOBHBIE SHIOreHHble (hopMbl - PYY1.36 (SEQ ID
NO: 1) u PYY3.36 (SEQ ID NO: 2). PYY136 mpeoOianaer Han PYY3.36 BO BpeMsi TOJIOJaHUS,
torna kak PYY3.36 npeobnanaer Han PYY1.36 mocne npuema numu. Junentununnentunasa-Iv
(JITITI-TIV, DPP-1V) ruaponusyer PYY1.36 no cesisu Pro?-lle’ ¢ obpasosanuem PYY3.36, KoTOpbIit
sBJIsIeTCs OOJiee CeNIEeKTUBHBIM B OTHOIIeHUH penentopa NPY2, yem PYY1.36.

[0003] Konnentpauusi PYY3.36 B 1a3mMe 0OBIMHO YBEIMYMBAETCS B TeUueHUe 15 MHHYT mocie
npueMa MUY, JOCTUTaeT NMuka B TeueHue 60-90 MUHYT U OCTAE€TCs MOBBIIEHHON A0 6 4acoB,
NpeXae YeM BEePHYThCS K HCXOAHOMY YpoBHIO (cm. Adrian et al. (1985) Gastroenterology
89:1070-1077; u De Silva & Bloom (2012) Gut Liver 6:10-20). Takxum obpasom, PYY3.36, kKak
MOJIATA0T, BJIMSET Ha AIlEeTUT Yepe3 ero NnpsiMoe LEHTPaJbHOE JEHCTBUE, a TaKXkKe depe3 ero
BIMSIHAE HAa MOTOPUKY KHUINEYHHKA (m.e. €ro aHopeKkcureHHoe neiicteue). Kpome Toro,
cunutaercsi, uTo PY Y336 omocpeayer 4yBCTBUTENBHOCTb K HHCYJIHMHY, TEM CaMbIM IIOMOTas
CHHM3WUTb YPOBEHbB I'JIFOKO3bI B KPOBH (/1.€. €r0 CeHCUOMITM3UPYIOIee NeHCTBHE).

[0004] PYY3.36 ObUT HCCIENOBAH B KaYeCTBE MOTEHIHAIBHOIO TEPANIEBTUYECKOrO areHTa Jist
peryJHpOBaHUsI MAacChl TeJa C YYETOM €ro aHOPEKCHUT€HHOrO IEeHCTBUS, B OCOOCHHOCTH IS
JeYCHHUsT OXKMPEHMsI M CBSI3aHHBIX C HUM 3a0oneBaHuii U paccrpoiicts, Bxmouas CHAT2 u
CepACYHO-COCYAUCThIe 3aboneBanusi (cm., nanpumep, IlyOnukaumro MexnyHapogHON
IMarenTtHoii 3assBku Ne 2002/47712; u Schwartz & Morton (2002) Nature 418:595-597).

[0005] K coxaneHuro, O5k30reHHO BBOAUMBIN PYY3.36 HWMeEET KOPOTKHMH Mepuon
nojyBeiBenieHust (nanpumep, oxkono 10-15 MuHYT) H3-3a mpoTeas U APYTrUX MEXaHH3MOB
kiupenca (cu. Lluis et al. (1989) Rev. Esp. Fisiol. 45:377-384; u Torang et al. (2016) Am. J.
Physiol.  Regul. Integr. Comp. Physiol. 310:R866-R874), uro co3maer CIOXHOCTH TIpPHU
UCIOJb30BAaHUU €r0 B KauecTBE TEpaneBTHUECKOro areHta. IIpu TakoM KOpPOTKOM mepuoje

nonyBeiBeieHUsI PY Y3.36 ciieqyer BBOAUTB, IO MEHBbILIEH Mepe, OAUH Pa3 B A€Hb AJIs OKAa3aHUs
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TepaneBTHUecKoro 3¢gdekra, 4To HeyAOoOHO IUIsi MHAUBHIA, HYKIAKOMErocs B 3ToM. llosTomy
ObUTH TIPEANPUHSITHI TOMBITKYA YBEJUYHTh MEPHOA MOJyBbiBeneHHUs PY Y336 W/WIH yBEIHYUTH
€ro CeJeKTUBHOCTb B OTHouIeHnu perentopa NPY2. Hampumep, Rubinstein ef al. onuceBaroT
ananora PYY, conepskamue paaukan 9-¢payopenunmerokcukapoonmn (Fmoc) wmu 2-cynbgo-9-
bayopenunmerokcukapbonun (FMS) nns  yBenwueHuss mnepuona MOJNyBbIBeOEHUs (cM.
[TyOnukaunto MexnynaponHoi IlarentHoii 3assku Ne WO 2004/089279). Bbonee Toro, DeCarr
et al. onuceBatot ananoru PYY, umeromue pparments! [1017, cBs3aHHBIE ¢ aMUHOKOHLIOM, AJISI
yBenudeHus: nepuoaa noinyseiBeneHus (cum. DeCarr et al. (2007) Bioorg. Med. Chem. Lett.
17:1916-1919; cm. maxace Ortiz et al. (2007) J. Pharmacol. Exp. Ther. 323:692-700). Kpome
toro, Kofoed ef al. onuceBator ananorn PYY, umeromue anbOyMUHCBSI3bIBAIOIINE OOKOBBIE
L[eNH, 110 MEeHbINeH Mepe, ONUH MOIU(ULIMPOBAHHBIN OCTATOK, OJIM3KUHN K CalTy paclieruieHus
PYY (nanpumep, ananor N-MeTHIaMUHOKHCIOTHI MHTEPECYIOLIET0 AMUHOKHCIOTHOTO OCTATKa),
N-rUUUH  W/uid  MHUMETHK apruHUHA Ui YBEJIMYUTh TEPUOJ TOJNYBBIBEACHUS (CM.
ITy6nukammo Mesxnynaponsoti [TarentHoi 3assku Ne WO 2011/033068).
[0006] HecmoTpsi Ha 3HaYUTEIbHOE yBENWYEeHHUE MOHMMaHUs poiu PYY3.3s B Merabonusme,
ocTaercst MOTPeOHOCTh B JOMOJHUTENbHBIX aHanorax PYY, B ocobenHoctu B aHanmorax PYY,
00J1aar0 KX YIIYULIEHHOW aKTUBHOCTBIO M CEIEKTUBHOCTBIO B OTHOLIEHHHU perentopa NPY?2.
[0007] Kak oTMeyanoch BbIllle, HEOOXOOUMBI JOIMOJHHUTENbHbIE aHajorn PYY st
TEPANeBTUYECKOTO HCIONb30BaHUs.  UTOOBI yIOBJIETBOPUTH 3Ty NOTPEOHOCTh, B JAHHOM
PacKpBITHH, BO-NEPBBIX, oOmnucaHbl aHaiord PYY, KOTOpbie BKIIOYAIOT OCHOBHYIO
AMUHOKHCJIOTHYEO TOCJIEIOBATEIBbHOCTh (OTHOCHTEIBHO HyMepauud HATUBHOTO PYYi.36
yenoseka (SEQ ID NO: 1)):
3PKPEX7PX9X10DASPEEX17X1{;RYYX22X23LRHYLNXz.()LTRQRY36 (CDOpMyJIa I), rne X7
MpencTaBisieT coOOW JIFOOYH0 aMHUHOKHCIOTY ¢ (DYHKIHMOHAJIBHON TPYMIOW, AOCTYITHOH st
KOHBIOTAlMK, W (PYHKIHOHAJIbHAS TPYINa KOHBIOTHpOBaHA ¢ KUPHOH KucioTod Cis-Cr2, Xo
npencrasisier cobo E win G, Xio npencrasnsier coboit E wmm K, X7 npencrasnser coboit L
win W, Xig npeacrapinsietr codoit N wiu Q, X npeacrasisier codoit A wim [, X»3 npeacrasnser
coboii E, D wnu S, u X30 npencrasinsier coboit E mimm W (SEQ ID NO: 3), u ipu 5ToM KapOOKCH-
koH1eBast (C-KOHIeBas ) aAMUHOKHUCIIOTa HEOOSI3aTEIBHO SIBJISIETCS] AMUTUPOBAHHOM.
[0008] B HekOTOpBIX Cly4asix aMUHOKHUCIOTA ¢ (DYHKIIMOHAJIBHOW TPYIIIOHN, TOCTYIHOMN st
KOHBIOTALIMK B TIOJIOKEHUU X7, MOkeT npeacrasisate codoit C, D, E, K umn Q. B xoHKpeTHBIX
Cllydasix aMHUHOKHCIOTa C (DYHKIUOHAJIBHON TPYNIOH, IOCTYNMHOW Ml KOHBIOTAlMH B
MOJIOKeHUN X7, TpeAcTaBisieT coboit K, W aMHHOKUCIOTHAs MOCNIEAOBATEIBPHOCTD MOKET
MPENCTaBJISITh COOOM OJTHY U3 CIENYIOLIUX MOCIEAOBATEIbHOCTEN:

SPKPEKPGEDASPEEWQRYYAELRHYLNWLTRQRY?® (SEQ ID NO:4),
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SPKPEKPGEDASPEEWQRYYAELRHYLNELTRQRY?® (SEQ ID NO:5),
SPKPEKPEEDASPEEWQRYYIELRHYLNWLTRQRY? (SEQ ID NO:6),
SPKPEKPGKDASPEEWNRY YADLRHYLNWLTRQRY?® (SEQ ID NO:7), unu
SPKPEKPGEDASPEELQRYYASLRHYLNWLTRQRY? (SEQ ID NO:8).

[0009] B HekoTOpbIX ciyuasx xupHast kuciaota Cie-Cz2 KOHBIOTHPOBaHA C AMUHOKUCIIOTOM C
(YHKIMOHAIBLHON TPYIIION, JOCTYITHOH ISl KOHBIOTALIUHU Yepe3 JUHKEP. B HEeKOTOphIX ciydasx
xkupras kucyiora Cie-C 22 umeer crpykrypy -CO-(CH»).-CO2H, roe . mpencraBnsier coboi
Hesoe 4ucyio ot 16 no 22. B KOHKpPETHBIX CydYasiX >KHpHAs KHCJIOTa MPEACTaBisieT coOok
IBYXOCHOBHYI0 KHCHOTYy Cis HIIM JIBYXOCHOBHYIO KHCIOTY (0, Takyro Kak MajJbMHTHHOBAs
KHCJIOTA, CTEapuHOBAas KHUCIOTA, AapaxWMHOBAas KHCIOTa WM HHKO3aHOBAs KHCIOTAa, B
OCOOEHHOCTH HACBHIIIEHHYIO JABYXOCHOBHYIO KHCJIOTY Cig WM JBYXOCHOBHYIO KuCIOTY Cao.
AHaJOrn4HbIM 00pa30M U B HEKOTOPBIX CIIy4YasiX JIMHKEP MOXKET MPEICTABIATh COOOH OMHY WIH
Oosee 3BeHbEB [2-(2-aMUHO-3TOKCH)-3TOKCH)|-ykcycHON kucinotsl (AEEA), amuHOrekcaHoBoi
kucnotel (Ahx), rayramuuoBoi kucinotel (E), y-rmyramuuoBo# kucnotel (YE) wnm  ux
KOMOMWHAIIUH.

[0010] B xoHKpeTHBIX ciy4asx aHajor PYY MoskeT npeacTaBisTh cOOO0i OMHY M3 CIIETYHOIIUX

[IOCJIENOBATEILHOCTEI
O.__OH
0] H 0] H (0]
0 HO~0©

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNWLTRQR Y—NH,
o)

(SEQ ID NO:9),
0] (0]

H
HOWW(N OH

0] H 0
HNJ\/O\/\O/\/N\H/\O’\/O\/\H o
o

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNELTRQR Y—NH,
o)

(SEQ ID NO: 10),
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o y HO_0 4
o) H 0

3 36
PKPE-” PEEDASPEEWQRYYIELRHYLNWLTRQR Y—NH,
o)

(SEQ ID NO:11),

0]
HO
o) H O °
HNJ\/O\/\O/\/N\H/\O/\/O\/\NJ\/INH
H
© HO” =0
3 36
PKPE—H PGKDASPEEWNRYYADLRHYLNWLTRQRY—NH,
0]
(SEQ ID NO:12) unn
O H o)
HO)K/\/\/\/\/\/\/\/\/\(N OH

O
o) H 0] H HN” ~0O
HNJ\/O\/\O/\/N\H/\O/\/O\/\N)K/INMO
H
o) HO X0 @) OH

3 36
PKPE—H PGEDASPEELQRYYASLRHYLNWLTRQRY—NH,

O
(SEQ ID NO:13).

[0011] B HexoTOpbIX ciaydasix OCHOBHas CTpyKTypa aHajoroB PYY, omucaHHBIX B JaHHOM
IOKYMEHTE, JOMOJIHUTEIbHO MOJKET BKIKOYAaTh JBE AaMHUHOKOHLEBble (N-KOHLIEBBIC)
AMHHOKHUCIIOTHI HATUBHOTO PYY 136 uenoseka (SEQ ID NO: 1), koTopble BIOCIEACTBUA MOTYT
ObITh TpeoOpasoBaHbl in Vivo B aHamor PYYsiss (m.e. N-KOHIEBble OCTaTKH «YP»
nocnenosatenbHOCTH SEQ ID NO: 1 moryt ObITh OTIIEIUIEHBI /72 ViVO OT JIFOOOTO OIHOTO W3
ananoros PYY).

[0012] B Hekoropbix ciydasix aHaioru PYY ummerot 3apsn Oosee, 4yeM -2, B 0COOEHHOCTH -3
Wi -4.

[0013] B Hekoropeix ciy4asx aHamoru PYY oOmamaror adPUHHOCTBIO CBSA3BIBAHUS C
peuentopom NPY?2 uenoseka Beime, ueM y PYY3.36 guenoseka (SEQ ID NO: 2), mHanpumep, B OT

0Ko0J10 2 pa3 1o okoJo 10 pa3, B 0COOEHHOCTH BBILIE OT OKOJIO 2 pa3 10 OKOJIO 3 pas.
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[0014] B Hekoropbix ciayyasx aHajord PYY uMeroT mepuos mojayBbIBENCHHs, JOJIbIIE, YeM Y
PYY336 uenoseka (SEQ ID NO: 2), Hampumep, OT OKOJIO 5 HacoB IO OKOJO 24 4acos, B
0COOEHHOCTH OKOJIO 12 4acos.
[0015] Bo-BropbIX, OmmMcaHbl (hapMaLEBTHUECKHE KOMITO3HULIMH, KOTOPBIE BKJIOYAIOT, IO
MEeHbIIEH Mepe, oauH aHajgor PYY, omnucaHHbli B JAHHOM JOKYMEHTE, WIH €ro
bapMareBTHUECKH TPUEMIIEMYIO CONb (Hanpumep, comu TpudTOpaulerara, COMU aleraTa HIN
CONM TUAPOXJIOpHAA) M (papMaLeBTUUECKH NPUEMIIEMbIi HOCHTENb. B HEKOTOpPBIX Clydasx
dapmareBTHYECKHE KOMITO3UIMM MOTYT JONOJHUTENBbHO BKJIOYATh HOCHUTENH, pa3OaBUTENN
W/WITN SKCLIUTTHEHTHI.
[0016] bonee Toro, QapmManeBTHYECKHE KOMITO3ULIMU MOTYT BKJIOYATh AOIOJHHUTEIbHbIN
TEPaneBTUUECKUI areHT, Takoil Kak, HalpuMep, APyrue MpOTUBOAMA0OETUYECKUE CPENCTBA UIIH
CpeACTBa JJIs NOXYJaHUs], B OCOO€HHOCTH MHKPETUH. B HEKOTOpBIX Cilydasx MHKPETHH MOXKET
npencrasisTh codoii rmokarod (GCQG) wnn ananor GCG. B apyrux ciy4asix HHKPETUH MOXKET
npeacTasysiTh coboi rmokaronononodubiii nentua-1 (GLP-1), GLP-1 (7-360)avuy Wiu aHajmor
GLP-1. B apyrux ciydasix MHKPETHH MOXET MPEACTABISTh COOOM JKeTy TOUHbIM HHIHOUTOPHBIN
nentin (GIP) wmm ananor GIP. B nppyrux ciydasix MHKPETHH MOJKET INPEACTaBIATh COOOM
IBOMHON aroHUCT perentopa, Takoil kak okcuHTOoMoayuH (OXM) unu anamor OXM, GLP-
1/GCG wmn GIP/GLP-1. B ppyrux ciydasix MHKPETHH MOJKET MPEACTaBNsATh COOOW aHAor
UHKPETHHA, OOJIQNAIOUINi TPOMHON peLenTOpPHON aKTUBHOCTBIO (/1.€. aHAJIOTH WHKPETHUHA C
AKTUBHOCTBIO B OTHOIIeHHH Kaxxaoro u3 peuentopoB GIP, GLP-1 u GCG). B gpyrux cnyuasx
JOTOJHUTEBHBIA TEPANIEBTHUECKUI ar€HT MOXKET MPEACTaBITh co0oi nHrndomurop JAIMII-IV.
[0017] B-TpeTbux, B JaHHOM JOKYMEHTE OMHCAHBI COCOObI MpuMeHeHus: aHajoros PYY, B
OCOOEHHOCTH MAJIsi TpUMEHEeHHs1 aHajioroB PYY 1uig JiedeHus OXUPEHUs U CBA3AHHBIX C
okupeHreM 3adojieBaHui U paccTpoicTs, Takux kak CIAT2. CrnocoObl BKITOYAIOT, IO MEHbIIEH
Mepe, CTaAHMI0 BBENEHHs HHIWBUAY, HYXKOAIOIIEMYCs B 3TOM, 3(P(EeKTHBHOrO KOJINYECTBA
ananora PYY, kak OmmcaHO B JAaHHOM JOKYMEHTE, WIH €ro (papMaleBTHUECKH MPUEMIIEMON
COJIN.
[0018] B nHekoropbix cinydasx aHajior PYY MOXXHO BBOAWTH HWHIWBUAY IMOAKOKHO (TI/K).
AHaNOru4HbIM 00pa3oM, M B HEKOTOPBIX Ciydasx, aHajor PYY MOXHO BBOAWTBH €KEAHEBHO,
4yepe3 IeHb, TP pas3a B HEMEJIO, B pa3a B HEAEIO, OAMH Pa3 B HENENO (m.e. eXXEHEeNeIbHO),
pa3 B ABE Henenu (m.e. KaX/ble IBe HEeNEeNN) WIH €KEMECSIUHO. B HEKOTOPBIX CIydasx aHaJor
PYY mosker BBOAUTHCS TI/K 4Yepe3 AeHb, I/K TPU paza B HENENIO, /K IBa pasa B HENENro, I/K
OIUH pa3 B HENEIN0, I/K KaKAble J1B€ HENENU HJIM I/K OAWH pa3 B Mecsil. B KOHKPETHBIX

cnydasix anaior PYY BeoasiT i/k oquH pas B Henenmo (QW).
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[0019] AunprepnarusHo, aHamor PYY MoHO BBOAWTH MHAMBUAY mepopayibHO. Kak ykazano
BbIlIE, aHAIOT PYY MOXHO BBOIAUTH €XKEIHEBHO, UY€pe3 NI€Hb, TPU pa3a B HEAEJIO, /1Ba pa3a B
HEJIeN0, OAVH pa3 B HENENO (m.e. eXKeHeNeIbHO), pa3 B IB€ HeNeNnu (m.e. KaKable IBE HENeIH)
WIH €KEMECIYHO. B HEeKOTOpBIX citydasix aHaior PY'Y MOXHO BBOOUTB NEPOPAIBHO YEPE3 [EHD,
NEepopaJbHO TPU pa3a B HENENI0, NEpOpajbHO [1Ba pa3a B HEAENI0, MepopajbHO OAMH pa3 B
HeJZleNo, MepopaibHO pa3 B [B€ HEAENIH WIM MepopajbHO OJUH pa3 B Mecsll. B KOHKpETHBIX
cnydasx aHajior PYY BBOIST mepopajibHO OMH pa3 B HEAEIIO.

[0020] CmocoObI Take MOTYT BKJIFOYAaTh BBEAEHUE, IO MEeHbIIEH Mepe, ogHoro anaiora PYY
B KOMOHMHaLMHU ¢ 5()(PEeKTUBHBIM KOJIHUYECTBOM JOMOJHUTENBHOTO TEPANEBTUYECKOIO areHTa,
takoro kak uaruourop AIII-IV wnu unkperun (nanpumep, GCG umm ananor GCG, GLP-1,
GLP-1 (7-36)avux 1wt ananor GLP-1, GIP unm ananor GIP, OXM wunu ananor OXM, GIP/GLP-

1, GLP-1/GCG wnu WHKpeTUH, OO0Najaroluii TPOWHON pPEeHenTOpPHOH AaKTHBHOCTHIO).

>
Wurnburop M-IV wuam WHKPETHH MOHO BBOAMTH OJHOBPEMEHHO, OTAEIbHO WU
NOCJIEI0BATENbHO C aHAIOroM PY'Y.

[0021] B nexotopsix cayudasx uaruourop AITI-IV ninmu nHKpeTHH MOXKHO BBOJUTD C TAKOH XKe
4acTOTOH, uTo W aHanor PYY (uanmpumep, depe3 neHb, OBa pa3a B HEAETI0O WM JaxKe
exxeHenenbHo). B nmpyrux ciydasx waruburop AIMI-IV uam uHKpeTHH BBOIST C YacTOTOMH,
OTJIMYHON OT 4acTOThl BBeAeHHs aHajora PYY. B ppyrux caydasx uaruburop AII-IV wiu
uHKpeTuH BBOAAT QW. B npyrux ciyvasx ananor PYY Beoxsar n/k, a uaruburop AIII-IV wiu
UHKPETUH MOKHO BBOJUTD MEPOPANIBHO.

[0022] B HEKOTOpPBIX CIy4asx MHIUBHI CTPAJaeT OKUPEHUEM WM U30BITOYHBIM BecoM. B
APYTUX CJIy4YasiX WHIAWBUZ MPEACTABISIET COOOW 4YeoBeKa ¢ AMAa0eTOM (SBJSIETCS MHBAIHIIOM,
PwD), B ocobennoctu ¢ CIT2. B HekoTOpBIX Ciydasx MHAUBUA cTpanaer oxupeHuem ¢ CJIT2
Ui u30bITOYHBIM Becom ¢ CJIT2.

[0023] CrnocoObl Takke MOTYT BKJKOYAaTh TaKHE O3Talbl, KaK HM3MEPEHUE WU MOJy4YeHUe
JaHHBIX O Bece WHIWUBUOA /WM YPOBHE TIIFOKO3bI u/miu remorniodnna Alc (HbAlc) B kpoBu
WHIUBUAA M CPaBHEHHE TAKHX IMOJYYCHHbIX 3HAYEHUH C OOHUM WM Ooyiee HCXOIHBIMU
3HAYEHUSIMHU HJTH paHee MOJYyYSHHbIMHA 3HAYSHUSIMU JUJTsI OLICHKH 3P (EKTUBHOCTH JICUSHHS.
[0024] CnocoObl Takke MOKHO KOMOWHHPOBATH ¢ MUETOW U (DU3HUYECKUMU YMPAKHEHUSIMHU
W/ MOKHO KOMOMHHMPOBATH C JOMOJHUTEIbHBIMU TEPANIEBTUYECKIMH areHTaMHy, OTIMYHBIMU
OT T€X, KOTOpBIE 0OCYKIANNCH BBILIE.

[0025] B-uerBepThIX, B AAHHOM JOKYMEHTE OINMCaHbl MpUMeHeHuss aHanoroB PYY s
JICYCHHsI OXKMPEHMSI M CBSI3aHHBIX C OKUpEHUeM 3a0oieBaHuil U paccTpoiicTs, Takux kak CIAT2,
KOTOpbIE MOYXHO BBOAHTH, HEOOS3aTEIbHO, OJHOBPEMEHHO, OTAEIbHO HIIH IMOCIEeNOBATEIBHO

(m.e. B komOuHanum) ¢ uaruoburopom -1V w/nnu nakperuHoM, TakuM kak GCG nim aHanmor
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GCG, GLP-1, GLP-1 (7-36)avux vm ananor GLP-1, GIP wmm ananor GIP, OXM wnu ananor
OXM, GIP/GLP-1, GLP-1/GCG, nnu paxe UHKPETUHOM, OOJIQIAr0LINi TPOHHOHN penenTopHOH
AKTHUBHOCTBIO.
[0026] B-mATHIX, B JAHHOM JIOKYMEHTE OIMUCaHbI TpUMeHeHus1 aHaioros PYY B mpousBoncTee
JIEKapCTBEHHOTO CPENICTBA UIs JICUEHHsI O’KUPEHUSI U CBSI3aHHBIX C OXXKMPEHHEM 3a00JeBaHuil U
paccrporicTs, Takux kak CJ{T2, mpu 3TOM JieKapCTBEHHOE CPENCTBO, HEOOSI3aTENbHO, MOXKET
JOTONHUTENBHO BKtoUaTh uHruOuTop JAIII-IV w/mmm uakperun, takoi kak GCG wmm aHanor
GCG, GLP-1, GLP-1 (7-36)avux vm ananor GLP-1, GIP wmm ananor GIP, OXM wiu ananor
OXM, GIP/GLP-1, GLP-1/GCG wunu naxe MHKPETHH, OONamaroImuil TPOHHON peunenTopHOH
AKTUBHOCTBIO.
[0027] OpHuM U3 NpeUMyLIECTB ONUCAHHBIX B JAHHOM JOKyMeHTe aHaynoros PYY sBnsercs
TO, YTO OHH MOTYT HE TOJBKO CIIOCOOCTBOBATH CHMIKEHHIO BECAa, HO TaKXKe€ MOTYT CHIIKATh
ypPOBEHb TIFOKO3bI. Takum oOpa3om, Jiroau, B ocobeHHocTH mnpenpacnonokeHdbie k CAT2 umu
crpagaromue CJIT2, MOryT OTCpOUMTH MEPEXON HAa 3K30T€HHbIH HHCYJIUH U TOAIEPKUBATH
uenesble ypoBau HbAlc. Bbonee Toro, ananoru PYY, onucaHHble B JaHHOM JAOKYMEHTE, MOTYT
YCWINBATh TJIMKEMHYECKUH KOHTPOJb 3a CHUET YJIyYINeHHs CEHCHOWIM3aLMH K WHCYJIUHY.
KomoOunammst GIP/GLP-1 u ananora PYY Moker MCronb30BaThCs Kak Uil KOHTPOJISI YPOBHS
TJIFOKO3bI (MHKPETHH + MOTeHLUATbHbIH CEHCUOMIM3aTOp MHCYJIMHA), TaK U JUIs CHIDKEHHUST Beca
(cunepruueckuii 3¢gdexr). B uvactHocTH, ananorum PYY, ommcaHHbIe B TAaHHOM IOKYMEHTE,
MOTYT BBI3bIBATh MOTEPI0 Beca A0 OKkoso 12% mpu BBeNEHUM MHAUBUAY, HYKIAIOLIEMyCS B
5TOM, M MOTYT BBI3bIBaTh IOTEPIO Beca N0 OKoJNo 25% B COUETaHUH C JOMOJHUTEIbHBIM
TeparneBTUUECKUM areHTOM, TaKUM KaK MHKPETHH, NPU BBEIEHUU MHIWUBUIY, HYKIAIOIIEMYCS B
3TOM.
[0028] Eme omaum mnpeumyinecTBoM aHanoroB PYY, omucaHHBIX B JaHHOM JOKYMEHTE,
SIBJIIETCS TO, UTO OHM MOTYT HUMETh IEePHOJ] MONyBbIBEEHHUS 1O OKOJIO 24 4acoB, YTO MO3BOJISIET
BBOJIMTbH UX OJIMH pa3 B HEMEJIO.
[0029] Eme omaum mnpeumyinecTBoM aHanoroB PYY, omucaHHbIX B JAHHOM JOKYMEHTE,
SBJISIETCS TO, YTO OHHU OOJIAAAlOT TIOBBIMIEHHOH (PU3UKO-XUMHUYECKOH CTaOWUJIBHOCTBIO H
COBMECTHMOCTBIO TI0 CpaBHEHHIO ¢ HaTuBHBIM PYY3.3s wemoseka (SEQ ID NO: 2) m
MOBBILIEHHONH COBMECTUMOCTBIO B IPUTOTOBJIEHUH C MHKPETUHAMHU 10 CPABHEHUIO C HATHBHBIM
PYY3.36 uenoseka (SEQ ID NO: 2).
[0030] Ecnu He yka3aHO MHOE, BCE€ TE€XHHYECKHE M HAyuyHble TEPMHUHBI, NPUMEHSIEMbIE B
JaHHOM JOKYMEHTE, UMEIOT 3HAYEeHHs, COBIMAJAIOIINE C OOIIENPHHATHIMUA CPEN CIIELUANCTOB
B 00JIACTH TEXHUKH, K KOTOPOH OTHOCHUTCSI IaHHOE packpeithe. HecMoTps Ha TO, 4TO JIFOOBIE

Croco0bl U MaTEpHaJbl, HOI[O6HbIe WUJIN 3KBUBAJICHTHBIC TEM, KOTOPbIE ONHNCAHbI B JAHHOM
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IOKYMEHTE, MOTYT OBITh MCIIOJIb30BaHbl HA MPAKTUKE WM MPH HCCIeNOoBaHUU aHaoros PYY,
dapManeBTHYECKUX  KOMIIO3ULMA W  CnocoOOB, B JAaHHOM  JIOKYMEHTE€  ONHCAHbBI
NPEATIOYTUTENBHBIE CIIOCOOBI M MATEPUAIIBL.
[0031] Kpome TOro, ymnomMuHaHHE »3JIEMEHTA B €JUHCTBEHHOM 4HCIE€ HE HCKJIOYaeT
BO3MOXKHOCTH NPHUCYTCTBUS OOJiee 4eM OIHOTO U3 3JIEMEHTOB, €CIIM KOHTEKCT SIBHBIM 00pa3om
He MpeanonaraeT MPUCYTCTBUS OJHOTO U TOJBKO OJHOTO M3 3JeMeHTOB. (COOTBETCTBEHHO,

TEPMHHBI B €CAMHCTBCHHOM YUCJTIC 0OBIYHO O3HAYAKOT 110 MEHbIIIE MEpPE, OAUHY.

[0032] Onpeoenenus

[0033] Hcrnonb3yemblii B KOHTEKCTE€ HAHHOTO JOKYMEHTAa TEPMUH «OKOJIO» O3Ha4aeT B
npefenax CTaTUCTUYECKHM 3HAYMMOrO J[Mana3oHa 3HAYeHUs WM 3HA4YeHUl, Takux Kak,
HalpuMep, YCTAHOBJICHHAs KOHLIEHTpalus, AJIMHA, MOJEKyJsipHas macca, pH, uaeHTu4HOCTB
TIOCJIEIOBATENIbHOCTH, BPEMEHHBIE PAMKH, TeMmreparypa, o0veMm u m. o. Takoe 3HaueHHE HIIH
IMana3oH MOXKET ObIThb B Mpenenax mnopsiaka, oObrdHO B mpenenax 20%, Oonee TUNUYHO B
npenenax 10% u naxe Gojee TMIMUUHO B mpenenax 5% OT AaHHOTO 3HAYEHUS WJIHM JHAaIa3oHa.
JlomycTUMOe OTKJIOHEHHE, OXBAThIBAEMOE TEPMHHOM «OKOJIO», OyJeT 3aBUCETh OT KOHKPETHOM
UCCIIEAYEMOH CHCTEMbI M MOXKET OBITh JIETKO OLEHEHO CIIELHMAJIMCTOM B IaHHOW 00JacTH
TEXHUKH.

[0034] Hcnonb3yemblii B KOHTEKCTE JAHHOTO JOKYMEHTAa TEPMHUH «aMHUHOKHCJIOTa» O3HA4aeT
MOJIEKYJTy, KOTOpasi ¢ XUMUYECKOW TOYKHU 3PEHUSI XapaKTEePU3yeTCsl HATMIHEeM OIHON miu Ooee
AMHHOTPYNI U OAHOW wiu OoJyiee rpynn KapOOHOBBIX KHCIOT U MOXKET COIEpKaTh Apyrue
¢byHKUMOHATBHBIE Tpynmbl. Kak W3BECTHO B JaHHOW OOJIACTH TE€XHUKH, CYIIECTBYET HaOOp U3
OBaILATH AaMHUHOKHCIIOT, KOTOpble OOO3HAYEeHbl KaK CTaHAAPTHbIE aMUHOKHCIOTBI U
UCTIOJIB3YIOTCS B KA4eCTBE CTPOUTENIbHBIX OJIOKOB JJisi OOJBIIMHCTBA TMENTHIOB/OENKOB,
NPONYLHUPYEMBIX JIFOOBIM JKUBBIM CYIIIECTBOM.

[0035] Wcrnonb3yemblii B KOHTEKCTE MHAHHOTO JOKYMEHTa TEPMHH «AMHHOKHCJIOTAa C
(PYHKLMOHATBHON TPYIIION, JOCTYITHOHW JJIsl KOHBIOTAIIMW» O3HAYaeT JIFOOYI MPUPOIHYIO MU
HE BCTPEYAIOLIYIOCS B MPUPOAEC AMHHOKHUCIOTY € (PYHKIHOHAJIBHOW TPYINIONH, KOTOPas MOXKET
OBITh KOHBIOTHPOBAHA C JKUPHOW KHCIIOTOH TMOCPENCTBOM, Hampumep, JuHKepa. [Ipumepsl
TaKUX (PYHKIHMOHAJIBHBIX TPYII BKJIOYAIOT, HO HE OTrPAaHHYUBAIOTCS HMH, AJIKHUHUJIBHYIO,
ATKSHWIbHYI0, aMHHO-, a3ua0-, OpoM-, KapOOKCHIIbHYIO, XJIOPHYIO, HONHYK) U THOJIBHYIO
TPYIIIbI. Kpome Toro, mnpumepbl MNPUPOAHBIX AaMHHOKHUCIOT, BKJIOYAIOIIMX TaKHUe
¢byHkUunOHaMBHBIE TpyHIbI, BKIOUYatoT C (Tromn), D (kapbokcun), E (kapOokenn), K (amuHO) 11 Q

(ammp).
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[0036] Wcrmonb3yemblii B KOHTEKCTE MAHHOTO JOKYMEHTAa TEPMHH «aHAJIOr» O3HAadaer
COEMHEHHE, TaKoe KaK CHHTETUYEeCKHMH NeNTUJ WM MOJMIENTH, KOTOpO€ AaKTUBHUPYET
peLenTop-MUIIEeHb W BbI3bIBAET, MO MeHbIIeH Mepe, onuH >ddekr in vivo wiu in Vitro,
BBI3bIBA€MbIil HATUBHBIM arOHMCTOM 3TOTO PELIENTOpA.
[0037] MHcnonp3yeMblii B KOHTEKCTE JAHHOTO JOKYMEHTA TEPMUH «aHOPEKCUTEHHBIN 3 dexT»
O3Ha4yaeT CcrnocoOHOCTh aHanoroB PYY momaBnsTe ammeTur, YTO NPUBOAUT K CHIDKEHHUIO
noTpeOJIeHUs] NMUIIK M, B KOHEYHOM HUTOTe, K MOTepe Beca. AHOpPEKCUTeHHBIH 3Q(dekT Taxxke
MOXET OTHOCHTbCS K CIOcOOHOCTH aHainoroB PYY, oOmucaHHbIX B JaHHOM JIOKYMEHTE,
YBEJIMUYNBATb MOTOPUKY KHIIEYHHKA.
[0038] Hcnonb3yemblii B KOHTEKCTE NAHHOTO NOKYMEHTa TepMHH «kupHas kucinora Cis-Co»
O3HauaeT KapOOHOBYIO KHCJIOTY, UMEIOLIYI0 OoT 16 no 22 atomoB yriepona. JKupHas kuciora
Ci16-C22, mpuromnHas njsi MCHOJBb30BaHUS, ONHCAHHOTO B JAHHOM JOKYMEHTE, MOKET
NPENCTABIATh COOON HACHIIEHHYIO OAHOOCHOBHYIO MJIM HACBIIIEHHYIO ABYXOCHOBHYIO KHUCIIOTY
(«IBYXOCHOBHBIE KHCJIOTBD) HMEIOT KapOOKCHUIIbHBIE TPYIIIBI HA KaXKIOM KOHLIE).
[0039] Wcnonb3yemblii B KOHTEKCTE AaHHOTO nokymeHTa TepMuH «AUC» 03Hagaer rjomanb
NOJ, KPUBO.
[0040] MHcnonbp3yeMblii B KOHTEKCTE TaHHOTO JOKYMEHTa TePMHH «3(h(HEeKTUBHOE KOJMUYECTBOY
O3HA4aeT KOJMYECTBO, KOHLIEHTPALMIO WK 103y OAHOro i Oonee aHanoros PYY, onucanHbIX
B IAHHOM JIOKYMEHTE, MJIH UX (papMarieBTU4eCKU MPUEMIIEMOM COJTH, KOTOPast MPH OTHOKPATHOM
WIK MHOTOKPAaTHOM BBEIEHUH J03bl WHAWBUAY, HYXKIAIOIIEMYCs B O3TOM, OOecrne4YnBaeT
xenmaeMblil 3(p(deKkT y Takoro MHAMBHIA, HAXOISINEroCcsl Ha JUATHOCTUKE WIM JieueHuH (m.e.
MO>KET BBbI3bIBATH KJIMHUUYECKH H3MEpPUMBIE pa3uyusl B COCTOSIHUM WHAMBUAA, Takue Kak,
HanpuMep, CHI)KEHUE YPOBHS TJIFOKO3bI B KpOBH, CHIDKeHHe HbAlc w/unu CHIKeHHne Beca Win
JKHPOBBIX  OTJIOKEHHH). O¢ddexkTuBHOE KOJIMYECTBO MOXKET OBITh JIETKO OIpPEIesIeHO
CMEeLUAJUCTOM B JAHHOW OOJacTH TEXHUKU C TOMOINBI0 HM3BECTHBIX CHOCOOOB U MyTEM
HAOJFOIGHUST  PE3YJIbTATOB, TMOJYYEHHBIX TMPU AHAJIOTHYHBIX  OOCTOSITENIbCTBAX. IIpu
onpeneneHun 3(G(EKTUBHOrO KOJWYECTBA ISl MHOUBHIA pPaccMaTpUBaeTcs psn (akTopos,
BKJIFOYAsi, HO HE OrPaHUYHMBAsCh 3THUM, BHUJ MJIEKOIUTAIOINEro, €ro pa3Mep, BO3pacT u olree
COCTOSIHHE 3[IOPOBBsI, Crierudrueckoe 3ad00IeBaHne WM HApYIIEHHE, CTENEHb W BOBJICUEHHE,
WIN TSDKECTh 3a00NIeBaHMS WIJIM HAPYIICHUS, OTBET WHAMBUIA, OIPENEICHHBIH BBEICHHBIN
ananor PYY, ciocob BBeneHUs, XapakKTEPUCTHKH OHOJOCTYITHOCTH BBOJAMMOTO PUTOTOBIICHHS,
BBIOPAHHYIO CXE€MY BBEIEHUs JO3bI, HCIIOJIb30BAHUE COMYTCTBYIOLINX MEIUKAMEHTOB U JIpyTrHe
COOTBETCTBYIOLINE OOCTOSATENBCTBA.
[0041] Wcnonb3yemblii B KOHTEKCTE MAHHOTO JOKYMEHTA TEPMHUH «IOJyMaKCHMaJIbHas

s¢dextuBHas koHueHTpauus» i «ECso» O3Ha4aeT KOHIEHTPAIMIO COENUHEHUs, KOTopas
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npuBoIUT K 50% axTUBALMM/CTUMYJSILMM KOHEYHOM TOYKH aHalM3a, TaKOW Kak KpUBas
3aBHCHUMOCTH J103a-0TBeT (Hanpumep, TAM®).
[0042] MHcnonp3yeMblii B KOHTEKCTE JAHHOTO JOKYMEHTA TEPMUH «B KOMOMHAIIMH C» O3HAYAET
BBEIECHUE, 110 MEHbLIEH Mepe, OAHOro u3 aHajoroB PY'Y, OonuMCaHHBIX B TaHHOM AOKYMEHTE,
OJHOBPEMEHHO, IOCIEOBATEIbHO WIH B BHE €AMHOTO KOMOMHHPOBAHHOTO MPHUTOTOBJICHUS C
OJHUM WJIH OOJIee NOTOTHUTENbHBIMU TEPANIEBTUYECKUMHU areHTaMH.
[0043] Hcnonb3yemblii B KOHTEKCTE MAAHHOTO [AOKYMEHTa TEPMHH «aHAJOI MHKPETHUHA»
O3Ha4aeT MEeNTUA WK MOJUNENTU A, UMEIOIINH CTPYKTYpHOE CX0ACTBO ¢ KaxkaeiM u3 GIP, GLP-
1, GCG u OXM, HO ¢ MHOKECTBOM OTJUYHUI OT HUX, B 0coOeHHOCTH HaTuBHOroO GIP udenoBeka,
GLP-1, GCG u OXM. Hexkoropble aHaJOru MHKpPETHHA Takxke o0nmanawT ad@@UHHOCTBIO U
aKTUBHOCTBIO B OTHOLIEHUH NBYX WM naxe kaxaoro u3 peunentopos GIP, GLP-1 u GCG (m.e.
arOHUCTUYECKOM aKTHBHOCTBIO B OTHOLIEHHWU ABYX peuentopos, Takux kak OXM, GIP/GLP-1
wim GLP-1/GCG, wnm naxe aroHUCTHYECKOH aKTHBHOCTBIO B OTHOIIEHHWHM BCEX Tpex
peLenTopoB).
[0044] B KOHTEKCTe MAHHOIO JAOKYMEHTa TEPMHMH «UHIUBHJ, HYXIAIOUMNHCA B 3TOMY
O3HA4YaeT MJIEKONUTAIOIIEE, HAIpPUMEpP, 4YeIOBEKa, HMMEIOLIErO IaTOJOTHYECKOe COCTOSIHUE,
3a0ojeBaHNe, HApyLIEHWe WM CHUMITOM, TPeOYIOIIMH JIeUeHHs WM TEepaluH, BKIIOYasd,
HAalpUMep, MEPEeUnCICHHbIE B JAHHOM JOKyMeHTe. B 4acTHOCTH, MNpeanoYTUTEIbHBIM
UHUBUJIOM ISl JIEUSHUSI SIBJIIETCS YEJIOBEK.
[0045] Wcnonb3yembiii B KOHTEKCT€ MAHHOTO JOKYMEHTa TEPMHH «IPOJIOHTHPOBAHHOTO
OeNCTBUs» O3Ha4aeT, 4o ad)(UHHOCTh CBS3BIBAHUS M aKTUBHOCTH aHayora PYY, onucaHHOro B
JAaHHOM JOKYMEHTE, COXpaHseTcs B TeueHHEe Mepuoia BPEMEHH, MPEBBILIAIOINEr0 MePHOL
BpPEMEHH, XapaKTepHOro ajisi HaTUBHOTO PY Y136 uenoseka (SEQ ID NO: 1) w/unu HaTUBHOTO
PYY3.36 uenoseka (SEQ ID NO: 2), 4ro mo3BoJisieT BBOAUTH 03y PEke, HAPUMED, OMH pa3 B
CyTKHM WJM Ja)Xe TPU pasa B HEAENI0, ABa Pa3a B HENEN0 WIM OJUH pa3 B HENENI0 WU
exeMmecsiuHo.  [Ipodunp BpeMeHHOro peiictBusi aHaioroB PYY, ONHCAHHBIX B JaHHOM
JOKYMEHTE, MOXXHO H3MEPUTh C TMOMOINBI0 H3BECTHBIX CHOCOOOB (PapMaKOKHHETHYECKHX
aHaJIM30B, TAKUX KaK T€, KOTOpbIE ONMUCAaHbl B IPUBEIEHHBIX HIbke [Ipumepax.
[0046] Wcnonp3yemblii B KOHTEKCT€ MJAHHOTO JOKYMEHTa TEPMUH «HECTaHAapTHAas
AMHHOKHCIJIOTa» O3HaYaeT aMUHOKHCIIOTY, KOTOPast MOXKET €CTECTBEHHBIM 00Pa30M BCTPEUATHCS
B KJIETKaX, HO HE YYaCTBYET B CHHTE3€ NMenTuaoB. HecTaHmapTHbIe aMUHOKHUCIIOTBI MOTYT OBITh
COCTaBJSIFOLIMMH TMENTHAA H YacTo 00pa3yrTcs myTeM MOAH(HUKALNKA CTaHAAPTHBIX
AMHUHOKHCJIOT B Tmentuge (m.e. TIOCPEACTBOM MOCTTPAHCISILMOHHOW  MOIU(DUKALIUN).

HeCTaHI[apTHbIe AMHUHOKHCJIOTBI MOIYT BKJIFOYAaTb D—aMI/IHOKI/ICJ'IOTbI, KOTOpPBIE HMCHOT
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aOCONIOTHYIO ~ XUPAJbHOCTh,  IPOTHUBOMOJIOKHYKO  YKAa3aHHBIM  BBIIIE  CTAHAAPTHBIM
AMHHOKHCIIOTaM.
[0047] MHcnonp3yeMble B KOHTEKCTE JAHHOTO JOKYMEHTA TEPMUHBI «M30BITOYHAS Macca Tenay
WIH «OKMpPEHHUE» O3HA4aloT COCTOSHUE, NMPU KOTOPOM HHAUBHUJA HMEeT MHJEKC MaccChl Tena
(UIMT) >30,0 kr/m*. Cwm. 6 yerom «H36birounsiii Bec u Osxkupenne» («Overweight & Obesity»)
Ientpa mno Kourpomo wu Ilpodunaxtuke 3aboneBaHuii, OOCTYNHBIA MO  aapecy
cdc.gov/obesity/adult/defining html; u «Onpenenenus u @axter mis B3pocnbix ¢ M30bITOYHBIM
Becom u Oxupennem» («Definitions & Facts for Adult Overweight & Obesity»)
Hanmonaneueix  MHcTHTYTOB  31paBooxpaneHuss mno  azapecy  iddk.nih.gov/health-
information/weight-management/adult-overweight-obesity/definition-facts.
[0048] Wcrmonb3yemblii B KOHTEKCTE€ JaHHOTO JIOKYMEHTAa TEpPMHUH «3a0ojieBaHUE WM
paccTpoiCTBO, CBA3aHHOE C OXKHPEHHEM» O3HadaeT JiroOble 3a00JIeBaHUS WM PACCTPOICTBA,
KOTOpBIE BBI3BAHBI/YCYTYOJSIFOTCS OXKHPEHHEM, BKJIOUas, HO HE OrPaHWYMBASCh HMH,
CTEHOKApIHIO, CEpAEUYHO-COCYIUCThIe 3a00JeBaHUs, XOJELUCTUT, XOJEJIHTHA3, 3aCTOMHYIO
CepIeuHYI0 HEAOCTATOYHOCTb, AWUCIUMHUIEMHUIO, >XUPOBYIO OOJE3Hb I€YEHH, OCIIOKHEHUS
(bepTHIBHOCTH,  HENEePeHOCHUMOCTb  IJIIOKO3bL,  IOAArpy, THIEPTOHUIO,  THIIOTHPEO3,
TUNEPUHCYJIMHEMHUs], HMHCYJIMHOPE3UCTEHTHOCTb, OCTEOAPTPHUT, CHHAPOM MOJUKHUCTO3HBIX
suyankoB (CIIKA, PCOS), ocnoxxHeHusi OepeMEHHOCTH, TNCUXOJOTMYECKHe pPacCTPONCTBA,
aITHO® BO BpPEMsi CHA M IPyTHe PEeCIIUpPaTOPHbIE POOIeMbl, HeAep KaHUEe MOYH MPH HAIPSDKEHHE,
uncyneT, CAT2, HedponuTraz MOYEBOH KUCIOTHI (KAMHHU B MOYKAX) U PaK MOJIOYHOH KEJe3Bl,
TOJICTOM KHWIIKH, 3HIOMETPHUS, MUIIEBOJA, >KETYHOIO My3bIps, MOUYKH, MPOCTATHI U MPSIMOU
KULIKH.
[0049] MHcnonp3yeMblii B KOHTEKCTE ITaHHOTO IOKYMEHTa TEPMHUH «H30BITOYHBIA BEC)
O3HA4aeT COCTOsIHME, NIPU KOTOPOM MHIEKC MAcCChl Tela 4YeJOBEKa COCTaBJseT OT OKOjo 25,0
kr/M? 10 <30 kr/M*. Cm., cCviiku Ha OOKYMeHnmbl, YKA3aHHbIE GbIUle.
[0050] Wcnonb3yemblii B KOHTEKCTE NAaHHOrO MOoKymMeHTa TepmuH «PYY» o3Hawaer menTua
YY, nonydeHHbI u3 WM pa3pabOTaHHBI Ha OCHOBE JIFOOOrO BHIA, TAKOTO KakK BHIBI
MJIEKONUTAIOLINX, B OCOOEHHOCTH uenoBeka. PYY Bximouaer kak HatuBHBIE PYY (m.e.
TIOJTHOPA3MEPHbIiA), TAK U €r0 BapHaHTHI (m.e. NOOABJIEHMUs, NeIelUd W/ WA 3aMEeHbl HATUBHOTO
PYY). Konkperapie PYY BKIIOHYAIOT, HO HE OrPAaHUYHMBAIOTCS WMH, HATUBHBIH PY Y136
yenoseka (SEQ ID NO: 1) u HatuBHbI PYY3.36 yenoseka (SEQ ID NO: 2).
[0051] Hcnonb3yemblii B KOHTEKCT€ JaHHOTO MAOKyMeHTa TepMHUH «aHaimor PYY» wunu
«ananord PYY» ozHauaer PYY-nogoOHBII menTH WK MOJUITENTH, KOTOPBIH OKa3bIBA€T OTHO
win Oonee Bo3pericTBui HatuBHOrO PYY Ha ommH wim Oonee peuentopoB NPY, Takux kak

peuentop NPY2. B HekoTtopbIX ciydasx aHaimoru PYY, onucaHHble B JaHHOM IOKYMEHTE,
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MOTYT CBsi3bIBaThCs ¢ perentopoM NPY, B ocobenHoctu ¢ peuentopom NPY?2 uenoseka, ¢
Oonee BBICOKOH miM Oojee HU3KOW ap(UHHOCTBIO, HO JAEMOHCTPHUPYIOT OOJjiee IIUTENbHBINA
NepUOJ TIOJTYBBIBEACHHUS 171 ViVO WU in Vifro o CpaBHEHHIO ¢ HATUBHBIM PY'Y, B ocobeHHOCTH C
PYY uenoBeka, Takum kak HatuBHbIA PYY1.36 genoseka (SEQ ID NO: 1) u matusHbf PYY3.36
yenoseka (SEQ ID NO: 2). Takum oOpa3om, ananoru PYY. onucaHHble B JAHHOM JTOKYMEHTE,
NPEACTABISIIOT COOOM CHHTETHYECKHE COCOMHEHHUS, KOTOpble MAEWCTBYIOT KaK aroHHCTHI
peuentopa NPY2.
[0052] Wcrnonb3yemblii B KOHTEKCTE JAHHOTO JOKYMEHTAa TEPMHUH «HACBILIIEHHAs» O3HAYaeT,
YTO JKMPHAasi KUCJIOTA HE COAEPIKUT yIIIEepOA-yIIIEPOAHBIX IBONHBIX WJIM TPONMHBIX CBSI3EH.
[0053] MHcnonp3yemblii B KOHTEKCTE NAHHOTO JOKYMEHTAa TEPMHUH «CEHCHOMIM3HPYIOLIUI
a¢dexT» 03HavaeT criocoOHOCTh aHanoroB PYY ycunmBarh naeiicTBUE MHCYJIMHA U TEM CaMbIM
CIOCOOCTBOBATh CHMYKEHUIO YPOBHS ITIFOKO3bI B KPOBH.
[0054] Hcnonb3yemblii B KOHTEKCTE JAHHOTO JOKYMEHTA TEPMHUH «JI€UEHUE» WUIIH «JICUUTbY
O3Ha4YaeT yMEHbUICHHe, CHIEpP>KUBAHME, HM3MEHEHHe, 3aMe[JIeHHEe WIH  OCTAHOBKY
IPOTPECCUPOBAHUS WJIM TSDKECTH CYIIECTBYIOINEro HapylueHws, 3a00NieBaHUS, PacCTPONCTBA
WIA CUMIITOMA.
[0055] Hekoropsle cokpalneHust onpeneneHsl cieayromum odpasom: «ACR» oTtHocuTCs K
COOTHOIIEHUIO aJJbOYMUH B MOY€/KPEaTHHUH B MOUE, «a. €. M.» OTHOCHUTCSI K aTOMHOH eTUHHIIE
macchr, «tBoc» oTtHocuTcst kK TpeT-OyTokcukapOoHmy; «KUAM®» OTHOCHTCS K LIUKIHYECKOMY
anenosuuMmoHodochary; «AMD» otHocutrcss k mumermndopmamuny; «JIMCO» OTHOCHUTCS K
TUMETHIICYJIb()OKCUTY; «UDA/PUA» OTHOCHTCSI K UMMYHO(EPMEHTHOMY
aHaU3y/PaTIuOMMMYHOAHAIN3Y, «49» OTHOCUTCS K 4acy, «['®BP» OTHOCUTCS K TOMOTE€HHOM
(byopecueHIIMH ¢ BPEMEHHBIM pa3pelleHNeM; «B/B» OTHOCUTCS K BHYTPUBEHHOMY BBEIEHHIO,
«xJla» orHOcuTCs K KmiomanbToHaM, «XKX-MC» OTHOCUTCS K JKUAKOCTHOH Xpomarorpaduu ¢
Macc-criekrpomerpueil, «MC» oTHocutcs k Macc-criektpomerpun;, «OtBuy» otHocurcs k O-Tper-
oytuny, «Pbf» ortHocutrcs k NG-2,2,4,6,7-nenrameTuianuruapodeH3odpypan-5-cynbhoHmy,
«O®P-BOXKX» orHOocuTcss K oOpameHHO-(a30BOi  BBICOKOI((PEKTUBHONH  KHIKOCTHOM
xpomarorpadum; «m/K» OTHOCHTCA K TOAKOXKHOMY BBeneHuro, «SEM» oTHocuTCs K
craHpapTHoi ommbOke cpenHero, «T®Y» orHocutcst k TpudTOpykcycHOH kucnore, u «Trt»

otHOocutcA K Tpuruny.

[0056] Awuanocu PYY
[0057] OmnucanHble B AaHHOM JOKyMeHTe aHaiord PYY HMEIOT CTPyKTypHOE CXOICTBO C
HaTuBHbIMU nentugamMu PYY, HO MMEOT M MHOrO CTPYKTYpHBIX oTiauuuil. Hanpumep, npu

cpaBHeHNH ¢ HaTHBHBIM PY Y1.36 uenoseka (SEQ ID NO: 1) w/mnu HatuBHBIM PYY3.36 uenoBeka
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(SEQ ID NO: 2), ananoru PYY, onucaHHble B JAHHOM JTOKYMEHTE, BKJIFOYAOT MOIU(UKALINH B
OIHOM mK OoJiee monoskeHusix 3, 7,9, 10, 17, 18,22, 23, 30 u 31 mo OTHOLIEHHUIO K HyMepaLuu
HaTuBHOTO PYY1.36 wemoeka (SEQ ID NO: 1). B HekoTOphIX ciiydasix HMIUIFOCTPATUBHBIE
AMHUHOKHCJIOTHBIE TOCJIEIOBATEIbHOCTU aHAJOroB PYY, onucaHHBIX B JAHHOM JAOKYMEHTE,
BKJIFOYAIOT (KOHKPETHBbIE W3MEHEHHs OTHOCHTEIBHO COOTBETCTBYIOINErO OCTAaTKa HATHBHOI'O
PYY uenoseka (SEQ ID NO: 1) BbineneHsl :KUPHbIM mpu(TOM):
'PKPEX7PX9X10DASPEEX17X18RY YX2:X23LRHYLNX30LTRQRY?® (SEQ ID NO:3),
SPKPEKPGEDASPEEWQRYYAELRHYLNWLTRQRY?® (SEQ ID NO:4),
SPKPEKPGEDASPEEWQRYYAELRHYLNELTRQRY?® (SEQ ID NO:5),
SPKPEKPEEDASPEEWQRYYIELRHYLNWLTRQRY? (SEQ ID NO:6),
SPKPEKPGKDASPEEWNRYYADLRHYLNWLTRQRY?® (SEQ ID NO:7) u
SPKPEKPGEDASPEELQRYYASLRHYLNWLTRQRY?® (SEQ ID NO:8).
[0058] Amnamoru PYY, omnucaHHble B J[JaHHOM JOKYMEHTE, MPUBOIAT K JOCTATOYHOMN
AKTUBHOCTH B OTHoumeHUH peuentopa NPY2 uyenoBeka, HO HEQOCTATOYHON AaKTUBHOCTU B
orHowennn perentopoB NPY1, NPY4 u NPYS. AmnanorudyabiM obOpa3om, aHamoru PYY,
OIMCAHHBIE B JAHHOM JOKYMEHTe, OOJamaloT IOJe3HBIMH CBOWCTBAMH, OTHOCSILIMMUCS K
BO3MOKHOCTH WX TPUMEHEHHUS B KA4eCTBE TEPANEBTHUYECKHX CIIOCOOOB JICUEHUs, BKJFOYAs
YJIYULIEHHYI0 PaCTBOPUMOCTh B BOAHBIX PACTBOpAaX, YIYULICHHYIO XUMHYECKYIO U (PH3HUECKYIO
CTaOWJIBHOCTb ~ MPHUTOTOBJIEHUS,  PACIIMPEHHbIH  (papMaKOKHMHETHYECKUH  mpoduib U
MUHHMAJIbHBIN MTOTEHIUA JJIT UMMYHOTE€HHOCTH.
[0059] B wHekoropbix cay4asx aHaiorn PYY, omnucaHHble B JAHHOM JOKYMEHTE,
aMuupoBaHbl 10 C-KOHIIEBOH aMUHOKHCIIOTE Uil TOTO, YTOOBI MOBIHUSTh HA CTAOUIBHOCT. B
JONOJIHEHNUE K U3MEHEHUSIM, ONIMCAHHBIM B JAHHOM JAOKYMEHTE, aHAJIOTH, ONMCAHHbIE B JAHHOM
JOKYMEHTE, MOTYT BKJIFOYATh OJHY WM Oojiee NOMOJHUTEIbHBIX MOAU(HKAINNA aMUHOKUCIIOT,
IPU YCJIOBHH, YTO AHAJIOTH OCTAKOTCS CHOCOOHBIMU CBSI3BIBATHCS M AKTUBUPOBATH PELIETITOP
NPY?2 genoseka.
[0060] Awnamoru PYY, omucanHble B JAHHOM JOKYMEHTE, IOMOJHUTEIBHO BKIIFOYAIOT
(parMeHT JKUPHOH KHUCIIOTBL, KOHBIOTMPOBAHHBIN, HANpUMep, MOCPEACTBOM JIMHKEpa C
NPUPOAHON MM HE BCTPEYAIOLIEHCs B MPUPOAE aMHHOKHUCIOTOH ¢ (PYHKIIMOHAIBHOM TPYIIIOH,
OOCTYITHOW JUIsi KOHBIOTAIMH (/M1.€. «SBISIOTCS AlMJINPOBAHBIMKUY»). B HEKOTOPBIX CiIyYasix
AMHUHOKHCIIOTa C (YHKIHUOHAJIBHOW TPYNINOH, JOCTYNMHOW JJsi KOHBIOTALUH, MOXET
npencrasisite coboii C, D, E, K u Q. B KOHKpeTHBIX cNy4asix aMHUHOKHCIOTa C
(YHKIMOHAIBHOW TPYMNION, MOCTYIHOW Uil KOHBIOraluu, mnpencrasiser coboit K, mpu stom

KOHBIOTALHSI OCYLIECTBIISIETCS C E-aMUHOTPYIION OokoBoi menu K.
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[0061] B pmanHOM cnyudae anunupoBaHue aHayjoroB PYY mnpoucxoauT B MOJOKEHUH 7
oTHOCUTEeNbHO HaTHUBHOrO PYY1.36 uemoeka (SEQ ID NO: 1). Takum obpasom, >kupHas
KHCJIOTa MOXKET AEWCTBOBATH KaK CBS3bIBANOINASICS C albOyMHHOM MOJIEKyJa, obecreunBast
aHaJIOTU MIPOJIOHTMPOBAHHOTO JAEHCTBHSL.

[0062] Uro kacaercst >KHPHOH KHCJIOTBI, OHA MOXKET OBITh XUMHUYECKH KOHBIOTHPOBAaHA C
(YHKUNOHATBHON I'PYNIION aMHUHOKUCIIOTHI, AOCTYMHOHN Ui KOHBIOTAMHU, JHOO MOCPEICTBOM
NpsSIMOM CBSA3H, JIMOO C MOMOIUBIO JIMHKepa. JlIMHAa M COCTaB KUPHOW KHMCJIOTHI BIHSIIOT HA
Nepuoj MonyBbiBeAeHUs aHanoros PYY, aktuBHOCTh aHanmoroB PYY im vivo, a Ttakxke
pPacTBOPUMOCTb W CTa0WIBHOCTH aHajoroB PYY. KoHbroramwsi ¢ HachIEHHOW >KUPHOU
OJTHOOCHOMBHOHN KUCJIOTOH MM OBYXOCHOBHOH KuCNOTOH Ci16-C22 MPUBOAUT TakuM 00paszoM K
MOJIy4eHHUIO aHaJIoroB PYY, KOTOpBIE JEMOHCTPUPYIOT JKEJNATENbHbINA MEPHO MOJTYBbIBEIECHUS,
JKENATeNbHYK) AKTUBHOCTb [N VIVO W JKeNaTelIbHble XapaKTEPUCTUKH pACTBOPUMOCTH U
CTaOMIIBHOCTH.

[0063] MnmocTpaTuBHBIE HacblleHHble >KUpHble KHUCIOTBI Ci6-C22 111 MCHONB30BaHUS,
OMUCAHHOTO B JAHHOM JOKYMEHTE, BKJIIOUAKOT, HO HE OrPAaHUYMBAIOTCSI MU, T'€KCAJEKaHOBYIO
KUCIIOTY (/.. TaJbMHUTHHOBYIO KHCJIOTY, MOHOKHCIOTY Ci6), T€KCaleKaHIUOBYI KHCIOTY
(nByxocHOoBHYIO KHCIOTY Cl6), TeNTaAEKaHOBYIO KHCIOTY (m.e. MaprapuHOBYIO KHCIOTY,
MOHOKHCIOTY C17), renTaneKaHIuoOBYIO KHCIOTY (ABYXOCHOBHYIO KHCIOTY C17), CTEApPUHOBYIO
KUCJIOTY (OAHOOCHOBHYIO KHCJIOTY C1g), OKTaJ€KaHIHOBYIO KUCJIOTY (ABYXOCHOBHYIO KHCJIOTY
C1g), HOHAIELIUJIOBYIO KHUCJIOTY (/1.€. HOHAIEKAHOBYIO KHCJOTY, OJHOOCHOBHYIO KHUCIOTY Cio),
HOHAQJCKAHUOBYIO KHUCIOTY (IBYXOCHOBHYK KHCIOTY Cl9), 3HKO3aHOBYI KHCIOTY (m.e.,
apaxUINHOBYIO KHCJIOTY, OJHOOCHOBHYIO KuCIOTY Cz0), 3HWKO3aHAMOBYIO KuCIOTa (M.e.,
IBYXOCHOBHYIO KHCIOTY C20), T€HIHKO3aHOBYIO KHCJIOTY (71.€., T€HIUKO3WJIOBYKO KHUCIIOTY,
OITHOOCHOBHYIO KHUCJIOTY (1), T€HIMKO3aHOMUEBYIO KHUCIOTY (ABYXOCHOBHYKO KuCIOTy Ca1),
JNOKO3aHOBYK) ~ KHUCJIOTY (m.e., O€reHOBYKO KHCJIOTy, OIHOOCHOBHYIO Kucioty (i),
JIOKO3aHOIUEBYIO KHUCIIOTY (IIBYXOCHOBHYIO KHUCIOTY C22) M UX Pa3BETBJICHHBIE M 3aMEIICHHBIC
npon3BOAgHbIE. B HekoTophIx ciydasx kupHas kuciota Cie-Caz MOXeT mpeacTaBisaTb coOoH
HACBILIEHHYI0 OJHOOCHOBHYIO KuCHIOTy Cis, HaCBIIIEHHYIO JBYXOCHOBHYIO Kucinotry Cis,
HACBILIEHHYI0 OJHOOCHOBHYIO KUCIOTYy Ci9, HaCBIIIEHHYIO JABYXOCHOBHYIO Kkucinotry Cio,
HaCBILIEHHYI0 OJHOOCHOBHYIO KUCIOTY (20, HACBIIEHHYIO JBYXOCHOBHYIO KuCIOTY Cz0 U HX
pa3BeTBIEHHbIE U 3aMeIleHHbIe MPOU3BOAHbIE. B KOHKpeTHBIX ciydasx >kupHas kucinora Cie-
C» MOXeT NpencTaBisiTh COOOHW MaJIbMUTHHOBYIO KHCJIOTY WJIM T€KCAJEKaHOBYIO KHCIIOTY,
CTEAPUHOBYIO KHCJIOTY WM OKTAJAEKAHOBYK) KHUCJIOTY, WM apaxWIWHOBYK) KHUCJIOTY WIIU

SUKO3aHOBYIO KHUCJIOTY.
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[0064] Urobbl cMOCOOCTBOBATH KOHBIOTAIMH KHUPHOW KHCIOTHI C TPUPOOHOW WIA He
BCTPEUAIOIIENCsS B MPHUPOAE AMUHOKHCIOTOH ¢ (YHKIMOHAJIBHOW TPYIIOW, AOCTYMHOH st
KOHBrOrauuu, asanoru PY'Y, onucaHHble B JaHHOM JOKYMEHTE, MOTYT BKJIKOYAaTh JIMHKep. B
HEKOTOPBIX CJIydasx JIMHKEP MOXKET MPEeNCTaBJsiTh COOOM, Mo MeHbluel mepe, ogHo u3 AEEA,
Ahx, E nymm yE, a Takke ux KOMOWHAITHA.
[0065] Korma nuHKEp BKJIFOYAET aMHUHOKHUCJIOTBL, OH MOXKET MMETh OT OJHOIO N0 YEThIpeX
aMHHOKHUCIOTHBIX OCTaTkoB E mnu YE. B HeKOTOpbIX ciydasx JUHKEP MOXET BKJIIOUYATh OJUH
WK JIBa aMHUHOKHUCIIOTHBIX octartka E w/mnu yE. Hanpumep, nuHkep MOXXET BKIIIOYATh OUH HITH
7IBA aMMHOKUCIOTHBIX ocTaTka E w/mmm yE. B nmpyrux ciyuasix JUHKEP MOXKET BKJIIOYATh OT
OJTHOTO JI0 YeThIPEX aMUHOKHUCIIOTHBIX OCTATKOB (TaKUX KakK, HalpUMep, aMHHOKUCIOTH E mnun
vE), ucnone3dyembix B komOmHaumu ¢ AEEA wumn Ahx. B wyacTtHOCTH, JHMHKEpP MOXeET
NpeACTaBysATh co00i koMOMHanKu aMuHOKHCIOTHBIX ocTtaTkoB E u YE ¢ AEEA wnmun Ahx. B
APYTHX CIy4asx JIMHKEp MOJKET TMPEACTaBIATh COOOH KOMOMHAIMIO OIHOTO MM JIBYX
aAMUHOKHCJIOTHBIX ocTaTkoB YE u omHoro mnm nByx AEEA mmm Ahx. B KOHKpeTHBIX Cilydasx
JUHKEp MOXeT npexactaBisitb coboit ¢parmeHT (AEEA)*vE, ¢parment AhxeEe yE wmm
¢parment AEEA-yE.
[0066] HWmmocTpatuBHBIE  (pParMEHThl JIMHKEP-)KUPHAs  KHCIOTa  MOTYT  BKJIOYATh
(AEEA),*yE+nByxocHoBHas kucyiora Cz, AhxeEeyEenByxocHoBHas kuciora Cig unu AEEA«yE.
nByxocHoBHasi kuciora Cig.  CTpykTypHBIE OCOOEHHOCTH 3THUX (PparMEeHTOB JIMHKEp-KUPHAsS
KUCJIOTAa TMPHUBOMAT K aHajJoraM, HMEIOLIUM YJIyYILIeHHBIH [epHOJ] TMOJYBBIBEIEHUS I10
cpaBHEeHHIO ¢ HATUBHBIM PYY1.36 uenoseka (SEQ ID NO: 1) unu HatuBHbIM PYY3.36 uenoBeka
(SEQ ID NO: 2).
[0067] B uenom, mimroctpatuBHble aHajoru PYY mpencraBisitor codoi:

0. _OH

0] H 0] H (0]
HWK/\AVN ”Avélmﬁ\/\/wﬁvAv\/\/\AOH
© HO"~0©

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNWLTRQR Y—NH,
6]

(SEQ ID NO:9),



0]

0
HNJ\/O\/\O’\/NY\O’\/O\/\H 0
0

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNELTRQR Y—NH,
o)

(SEQ ID NO: 10),

o) H HO_.O o)
HNJJ\/O\/\O’\/NY\INJJ\/\/\/\/\/\/\/\/\[(O H
o) H o)

3 36
PKPE-m PEEDASPEEWQRYYIELRHYLNWLTRQR Y—NH,
o)

(SEQ ID NO:11),

0]
HO
(0] H (0] O
H
O HO (0]
3 36
PKPE—” PGKDASPEEWNRYYADLRHYLNWLTRQRY—NH,
(0]
(SEQ ID NO:12) unu
O H O
HOJWMMWN OH

O
O H (@] H HN™ ~0
HNJI\/O\/\O/\/N\H/\O/\/O\/\N NW\’//O
0 H 0 OH
HO” ~0

3 36
PKPE—H PGEDASPEELQRYYASLRHYLNWLTRQRY—NH,

0]
(SEQ ID NO:13).

[0068] Xots ananorun PYY omnmcanbl kak cojepskaliue TPUALATb Y€ThIpe€ aMHHOKUCIIOTHI,
nogoOHble aMUHOKHCIOTaM HaTuBHOTO PYYs.36 wemoseka (SEQ ID NO: 2), mpexnnonaraercs,

yTO aHaJOoru PYY, OMHUCAHHBIC B JAHHOM JOKYMECHTC, MOI'YT HUMETb AMHWHOKHUCIIOTHYIO
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NIOCJIEIOBATENIbHOCTh, OCHOBAHHYIO Ha IMOCIIEIOBATENIbHOCTH HATUBHOTO PY Y 1.36 uenoBeka (SEQ
ID NO: 1). To ectp ananoru PYY moryt Bkito4dath aBe N-KOHLIEBbIE aMHHOKHCIIOTHI (711.€.
ocratku «YP» B monoxenusix 1 u 2 nmocnenosarenvHocTd SEQ ID NO: 1) HatusHOro PY Y136
yenoseka (SEQ ID NO: 1), koTopble BIOCIEICTBUUA MOTYT OTIIETUIATHCS i1 ViVo TIPU BBEIEHUU
WHAUBHY, KaK 3TO MOIJIO Obl MPOUCXOAWTH MPHU SHIOTEHHOM BBICBOOOKICHHH HATUBHOTO
PYY 136 uenoseka (SEQ ID NO: 1).

[0069] Ilepuon mosyBbiBeneHusi aHanoroB PYY, OMUCAaHHBIX B JAHHOM JOKYMEHTE, MOXKET
OBITH M3MEPEH C UCIIOIB30BAHUEM CIIOCOOOB, U3BECTHBIX B JAHHOW O0JIACTH TEXHHUKH, BKJIIOUAS,
HampuMep, OMNHCaHHble B MpuBeneHHbIX Hike [Ipumepax. AHaJOrU4HBIM  00pa3oMm,
appunHocTh aHanoroB PYY, ommcaHHBIX B JAHHOM JOKYMEHTE, K KaXJAOMY U3 Pa3JIMIHBIX
peuenTopoB NPY uenosexa (nanpumep, NPY2R, NPYSR) Mosxer ObITh H3MepeHa ¢ MOMOLIBIO
croco0OB, M3BECTHBIX B JAHHOW OONACTH TEXHUKU, IJISi M3MEPEHHUsT YPOBHEH CBS3BIBAHUS C
peLenTopoM, BKJIFOYAsi, HAITPUMED, CIOCOObI, OMUCAHHbIE B MPHUBEICHHBIX Huke [Ipumepax, u
OOBIMHO BBIpAJKAETCs B BUAE 3Ha4yeHus: KoHcTaHThl uHruOupoBanus (Ki). boraee Toro,
aKTUBHOCTHb aHanoroB PYY, omucaHHBIX B JAHHOM JOKYMEHTE, JUIsl KaKIOTrO U3 PELENnTOpPOB
TAKXKe MOXeT ObITb M3MepeHa C HCIOJb30BAHHUEM CIOCOOOB, M3BECTHBIX B JAHHOW OOJACTH
TEXHUKHU, BKJIIOYAs, HANPUMEpP, aHAJIM3bl aKTHMBHOCTU M Vilro, OMMCAHHBIE HWXKE, U OOBIYHO
BbIpaxkaercs B Bune 3HaueHus: ECso.

[0070] B pesynbrare onucaHHbIX Bbllle Moaupukanuii anagoru PYY, onmucaHHble B JAHHOM
JOKYMEHTE, UMEIOT TIEPUOJ TOJTyBbIBEACHMS TOJbIIE, YeM y HaTuBHOTO PY Y3.36 uenoseka (SEQ
ID NO: 2). Hampumep, ananoru PYY MOryT uMeTh mepuos MoJyBbIBEACHUS OT OKOJIO 5 4acoB
IO OKOJIO 24 9acoB, OT OKOJIO 6 4acoB IO OKOJIO 23 4acoB, OT OKOJIO 7 4acOB A0 OKOJIO 22 4acoB,
OT OKOJIO 8 yacoB 1o okoyio 21 4daca, ot okoi0 9 yacoB 1o okoJio 20 4acoB, oT okojo 10 gyacos
o okoyio 19 4gacoB, ot okoio 11 gacoB mo okono 18 gacoB, or okojio 12 wacoB g0 okojio 17
4acoB, OT OKOJIO 13 4acoB 10 0koyIo 16 9acoB miau gaske OT OKOJIO 14 9acoB 1o okoi1o 15 Jacos.
AnbprepHaTuBHO, aHanord PYY, omucaHHble B JAHHOM JOKYMEHTE, MOTYT HMETh IEPUOJ
MOJTYBBIBEAEHUSI, KOTOPBIN COCTABJIAET OKOJIO 5 4acOB, OKOJIO 6 4acOB, OKOJIO 7 4acoB, OKOJIO 8
4acoB, okoJio 9 yacos, okojio 10 gacos, okojo 11 4dacos, okono 12 yacos, okoyio 13 wacos,
ok0y10 14 1vacos, okojio 15 gacoB, okoso 16 gacos, okojo 17 gacos, okoJyio 18 gacos, okosno 19
4qacoB, okoJio 20 yacoB, okoJio 21 gaca, okoi10 22 4acoB, OKOJIO 23 4acoB WU AaxKe OKoyo 24
4acoB, B 0COOEHHOCTH OKOJIO 12 4acos.

[0071] AmnanormunbiM oOpasom, aHanoru PYY, omucaHHbIe B JaHHOM JOKYMEHTE, 00JIaNaroT
apUHHOCTBIO CBs3bIBaHMS ¢ perenTopoM NPY2 Bbine, yem y HaTUBHOTO PY'Y3.36 denmoBeka
(SEQ ID NO: 2), nHanipumep, B OT 0KoJ10 2 pa3 a0 okoso 10 pa3. AnbrepHatuBHO, aHaioru PYY,

OMUCAHHBIC B JAHHOM HOOKYMECHTC, MOTYT HUMCTH a(l)(l)I/IHHOCTb CBA3bIBAHUA, KOTOpAasi BBILIC B
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OKOJIO 2 pa3, BBILIE B OKOJIO 3 pas3, BBILIE B OKOJIO 4 pas, BbILIE B OKOJIO B 5 pas, BbILIE B OKOJIO O
pas, BBILIE B OKOJIO 7 pas, BbILIE B OKOJIO 8 pa3, BBILIE B OKOJIO 9 pa3 WM Jaxe Bbille B OKOJIO 10

pa3, B OCOOEHHOCTH BBILIE B OT OKOJIO 2 pa3 10 OKOJIO 3 pa3, 4yeM y HaTuBHOTro PY Y3.36 yenmoBeka

(SEQ ID NO: 2).

[0072] @apmayesmuueckue Komnosuyuu

[0073] OmucanHble B JaHHOM JTOKyMeHTe aHajord PYY MoryT ObIThb MPUTOTOBJICHBI B BUJE
dapMareBTUYECKUX KOMIIO3MLIUH, KOTOpPblE MOJKHO BBOJUTH IAPEHTEPAIbHBIM MYTEM
(nanpumep, BHYTPUBEHHBIM, BHYTPHUOPIOIIMHHBIM, BHYTPHMBIIIEYHbIM, MOAKOKHBIM HWJIH
TpaHcaepManbHbIM). Takue (papmaneBTHYECKHE KOMIIO3ULUMM U CHOCOOBI MX HMPUTOTOBIIEHHS
XOPOLIO U3BECTHBI B JaHHOH oOnactu TexHuku. Cwm., nanpumep, Remington, “The Science and
Practice of Pharmacy” (D.B. Troy ed., 21% Edition, Lippincott, Williams & Wilkins, 2006). B
KOHKPETHBIX ciy4asix aHajtoru PYY BBoOzsAT I/k. ANbTepHATUBHO, OIHAKO, aHainoru PYY moryr
ObITH MPHUrOTOBJIEHBI B (popMax Juist Ipyrux (papMaleBTUYECKH MPUEMIIEMbIX MyTeH, TAKUX Kak,
HarpuMmep, TaOJNeTKH WIM Jpyrue TBEPAbIE JIEKAPCTBEHHbIE (OPMBI MJISI MEPOPATBHOTO
BBEJEHMS;, KAICyJbl C 3aMEIJICHHBIM BbICBOOOXKAEHHEM; U JoOble apyrue  (OpMmbl,
UCIIONb3yeMble B JAHHOE BpEeMsl, BKIJIIOYAs KPEeMbl, JIOCBOHBI, JIeKapCTBeHHast (opma s
UHTAJIALUY U T.IL.

[0074] UroObl ynay4muTh HMX MNEePeHOCUMOCTb U 3(pdexkTuBHOCTH in Vivo, ananoru PYY,
ONMHUCAHHbIE B JAaHHOM JOKYMEHTE, MOTYT pearupoBaTh C JHOOBIM BEIECTBOM U3 psijia
HEOPTaHUYECKUX M OpPraHUYeCKHX KHCJIOT/OCHOBaHUN ¢ oOpa3oBaHHeM (papMaleBTHYECKU
NPUEMJIEMBIX COJIEH TPUCOCAMHEHUS] KUCIOTB/OCHOBaHUS.  PapMaleBTHUECKU MpUEMIIEMbIE
conu 1 OOBIMHBIE CIIOCOOBI MX MPUTOTOBJICHHUS XOPOLIO U3BECTHBI B JAHHOW OOJIACTU TEXHUKHU
(cm., nanpumep, Stahl ef al., “Handbook of Pharmaceutical Salts: Properties, Selection and Use,”
2 Revised Edition (Wiley-VCH, 2011)).  dapManeBTHYeCKH NpUEMJIEMblE COTH s
UCTIOJIb30BAHMSI, OMUCAHHOTO B JAHHOM JOKYMEHTE, BKJIFOUAOT COJIM HATpHsl, TpU(TOpaLeTar,
TUIPOXJIOPUI U aLeTar.

[0075] OmnucanHble B JaHHOM JOKyMeHTe aHamorn PYY MOryT BBOAUTBCS BpayvyoM WIIH
BBOJUTBCSI CAMOCTOSITEJIBHO C TIOMOLIBIO MHBEKIUH. [IOHATHO, 4TO HOMEp KanuOpa WIibl U
BEJINYMHA 00bEMa MHBEKLIUH MOTYT OBITh JIETKO ONpPENeNIeHbl CIIEHUAINCTOM B JaHHOH 00JacTu
TexHUKA. OgHAaKO 00beM WHBEKIIMHA MOXKET COCTaBJIATh < OKOJIO 2 MJI HJIH Aaxe < MpuMepHO 1
MJI, @ KaJTHOpP MUIJIbI MOKET COCTABIISITH > O0KoJIo 27 G mim fnaxe > okoio 29 G.

[0076] B packpelTuM Takke TMPEAJIOKEHbl M, CIEAOBaTelIbHO, OXBAa4d€Hbl HOBBIE
POMEKYTOUYHBIE COSAMHEHUS U CIIOCOOBI, MOJIE3HbIE IS CHHTe3a aHaIoroB PYY, onucaHHBIX B

AAaHHOM JOKYMCHTEC, WU HUX (I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMbBIX COJIEH. HpOMe}KYTOLIHbIe
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coenuHeHus1 u aHamord PYY, onmcaHHbIe B JaHHOM JIOKYMEHTE, MOTYT OBbITb MOJY4YEeHBI
Pa3NIUYHBIMH CTIOCOOaMHM, KOTOPBIE XOPOILIO W3BECTHBI B TaHHOW oOyactu TexHuku. Hampumep,
Croco0 ¢ UCMONBb30BAHMEM XMMHUYECKOIO CHHTE3a MPOWUIIOCTPUPOBAH B MPHUBEISHHBIX HIDKE
npumepax.  KOHKpeTHble STambl CHHTe3a MU KaXIOrO M3 ONHCAHHBIX IyTeH MOTYT
KOMOMHHUPOBATHCS PA3NIUYHBIMHU CIIOCOOAMH I TOJydeHus: aHanoroB PYY, ommcaHHBIX B
JAaHHOM JOKYMeHTe. PeareHTbl M HCXOAHbIE MaTepUalbl JIETKO OCTYITHBI CIELHATUCTy B
JaHHOW 00JIaCTH TEXHUKH.
[0077] Amnanoru PYY, onucaHHble B JaHHOM JOKYMEHTE, KakK IMPaBUJIO, SIBJISIFOTCS
3¢(dexTUBHBIMA B IIUPOKOM Juama3oHe n03. HiumoctpaTuBHbIE 103bI aHAIOroB PYY,
OMHUCAHHBIX B JAHHOM JIOKYMEHTE, WJIH (papMaleBTUUYECKUX KOMITO3UIUH, BKJIIOUYAOIIHNX HX,
MOTYT OBbITh B MUJUIUTPAMMax (MI'), MUKpOrpamMMax (MKT), HAaHOTpaMMax (HT') HJIM THKOrpaMMax
(nr) Ha kujorpamMMm (Kr) Macchl Tela WHAWBUAA. TakuM o0Opa3oM, CYTOYHAsl 1032 MOJKET
COCTABJISATh OT OKOJIO 1 MKT 110 okono 100 mr.
[0078] B mannom ciay4vae, 3¢pdexTrBHOe KoamyecTBO aHaiora PYY B (apmaneBTHUECKOM
KOMIO3HUIIMH MOKET COCTaBJIATH OT okojio 0,25 mr no okojno 5,0 mr. OHaKko CHenHaiucTy B
IOaHHOH OOJIACTHM TEXHUKH MOHSTHO, YTO B HEKOTOPBIX Cly4asix 3(pdekTuBHOE KOMMUeCTBO (71.e.
7033/T03UPOBKA) MOXKET OBbITh HIJKE HUIKHErO Tpenesia YKa3aHHOTO BbIIIE Juarna3oHa U ObITh
Oonee yeM JOCTATOYHBIM, B TO BPeMs KaK B APYTUX Ciy4asx 3GPeKTHBHOE KOJHMUYECTBO MOXKET
NpeACTaBysITh co00i OoyblMe 03Bl U MOXKET MPUMEHSTHCS C MPUEMJIEMbIMH MOOOYHBIMU
s dexramu.
[0079] B pononmHenme k ananory PYY ¢apmaueBTudeckass KOMITO3ULUSI TaKXKe MOKET
BKJIFOYATh  JIONOJHUTENIbHBIA  TEPAanmeBTHUYECKHH  areHT, B  OCOOEHHOCTH  Jpyrue
NPOTUBOAMAOETUYECKHE CPEACTBA WM CPENCTBA JUI MOXYAAaHHSA. B HEKOTOpPBIX CIydasix
JOTIOJTHATEIBHBIA TEPANEBTHYECKUIT areHT MOXET NPEACTaBJIsATh COOOH, MO MEHbIIeH Mepe,
OIHO W3 WHKperuHa wiu uHruouropa AITI-IV. HmmocTpaTHBHBIE HHKPETHHBI BKIFOYAKOT, HO
He orpanuumBatotcs umu, GCG, GLP-1, GLP-1 (7-36)avus, GIP, OXM, ananor GCG, anajnor
GLP-1, ananor GIP, anamor OXM, GIP/GLP-1, GLP-1/GCG wnu naxke aHajor WHKPETHHA,
oOJamaromuii TPOMHON PelenTOPHON aKTUBHOCTHIO.
[0080] Takum obOpazom, (apmaleBTUYeCKass KOMITO3HMILUS MOXKET BKIIOYaTh 3(dexTuBHOE
koaudecTBo aHajiora PYY, umeromero nocnenoarenbHocTh SEQ ID NO: 9, u nHKpeTHHa Win

uaruburopa  JAIMIMI-IV,  s¢ddexruBHoe  kommuectBo  aHamora  PYY HMEIOLIEro

2
nocnenosatenbHocTh SEQ ID NO: 10, u nnkpernna wim uaruouropa AIII-1V, s¢dexTrnBHOE
konuaecTBo aHanora PYY, umeromero nocnenosarenbHocTh SEQ ID NO: 11, u nHKpeTuHa uinu

HUMEIOLICIO

2

uaruburopa  JAIII-IV,  s¢ddexruBHoe  konmuectBo  aHamora  PYY

nocnenosatenbHocTh SEQ ID NO: 12, w unkpermHa winu unrubwmropa JAIII-IV  wmm
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s¢dexTuBHOE KomuecTBO aHayora PYY, umeromero nocnenoBatenbHOCTs SEQ ID NO: 13, u
UHKpeTHHa uim uaruduropa JAIMI-1V.
[0081] B Tex cmyuasx, Kkoraa UHKpeTuH npencrasisieT codoit GLP-1 unm anamor GLP-1, sTo
moxer ObiTe GLP-1 mnm anamor GLP-1, takoil xak anpOUrIyTHI, AyJNariyTHA, JHPArIyTHL,

CeMarJyTuJ WM UX KOMOMHAIIMH, B OCOOEHHOCTH NyJIariyTH.

[0082] Cnocobwr Ionyuenusn u llpumenenus Ananoeos PYY

[0083] Amnanorm PYY, omucaHHble B JaHHOM JOKYMEHTE, MOTYT OBITh CHHTE3UPOBAHBI C
MOMOIIBIO JTFOOOT0 KOJMYECTBA CIOCOOOB MENTHUAHOIO CHHTE3a, M3BECTHBIX B JIAHHOW 00sacTu
TEXHUKH, C MCIOJb30BAHUEM CTAHAAPTHBIX MPOLEAYpP PYYHOIO HJIHM aBTOMAaTU3HPOBAHHOIO
TBepAo(da3HOro cuHTE3a.  ABTOMATU3MPOBAHHBIE CHUHTE3aTOPbl NENTHUAOB KOMMEpPYECKH
noctynHel OT, Hampumep, Applied Biosystems (®ocrep-Cutn, Kamudopuusi) u Protein
Technologies Inc. Tycon, mrar Apusona). PeareHtsl s TBepAO(pa3HOrO CHHTE3a JIETKO
JOCTYTIHBI 13 KOMMEPYECKHX UCTOUYHHUKOB. TBepaodasHble CHHTE3aTOPbl MOJKHO HCIIOIb30BATh
B COOTBETCTBHM C WHCTPYKLMSMH INPOU3BOAUTENS JIsI OJIOKMPOBAHMS MEUIAIOLINX TPYII,
3aI0UTBl AMMHOKHUCJIOT BO BpEeMsl PEAKLUH, CBSI3bIBAHMS, CHITHUsS 3alIUTbl U KOMUPOBAHUSA
HENpOpearupoBaBLUINX aMUHOKHUCIIOT.

[0084] OO6byHO N-0i-kapOaMOMII-3AIIUIIEHHAS AMHHOKUCIOTa U N-KOHIIEBass aMUHOKHCJIOTA
Ha pacTylled MEeNnTUAHON Lenu, NMPUCOEAMHEHHONW K CMOJIE, CBSI3BIBAIOTCS INPU KOMHATHOM
TeMrepaTtype B HMHEPTHOM pacTBopurene, TakoM kak JIM®PA, N-mMeTUInupponuaoH WiIH
METHJIEHXJIOPU, B TMPUCYTCTBUM CBS3bIBAIOLIMX AareHTOB, TaKUX Kak AMM30MPONUi-1-
kapOoguumun u 1-rugpokcrden3orpuaszon. N-o-kapOaMOMIIbHAS 3AIMUTHAS TPYIIA yIAISIeTCs
U3 TIOJyYEHHOW NEeNTUAHOW CMOJIbI € MCIOJB30BAHUEM peEareHra, Takoro kak TAY wunu
MUINEPUANH, U PEAKLIMs CBSI3bIBAHUS IIOBTOPSIETCS CO CIEAYIOLIEH kenaeMol N-o-3aIllUIeHHON
AMHHOKHUCJIOTOH, KOTOpas MAOJUKHA ObITh jgobOaBneHa kK mnentupHoW nernu.  [loxxopnsimue
AMHMHO3AIIUTHBIE TPYIIIBI XOPOIIO U3BECTHBI B JTAHHOW 00JIACTH TEXHHUKH U ONHCAHBI, HAITPUMED,
B Green & Wuts, “Protecting Groups in Organic Synthesis,” (John Wiley and Sons, 1991).
Haunbonee uwacTo ucmonb3yemble mpuMmepbl Takux rpynn BkimodaroT tBoc m Fmoc. Ilocne
3aBEPIICHUs] CHHTE3a MEeNTUIbl OTLICTUISIFOTCS OT TBEPAO(Aa3HON MOIIOKKH C OJHOBPEMEHHBIM
CHATHEM 3alUTHl ¢ OOKOBOH LN C HMCIIOJIb30BAHHEM CTaHIAPTHBIX CIOCOOOB BO3ACHCTBUS B
KHUCJIBIX YCJIOBUSX.

[0085] Crheumanuct B JaHHOW OONACTH TEXHUKU TMOHMET, YTO OMHCAHHbIE B JAHHOM
IOKYMEHTE MEeNTHIHBIE e CUHTe3upyroTcs ¢ C-KoHLEeBbIM KapOokcamunom. [list cunTesa C-

KOHLIEBBIX aMUIHBIX MENTUAOB, CMOJbI, conepskaiue JuHkepbl Punk amun MBHA unu Punk
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amun AM, 0OBIYHO UCTIONB3YIOTCS NP cUHTe3e ¢ Fmoc, B To BpeMms kak cmoia MBHA o0braHO
HCIIONIB3YETCs C NpU cuHTE3€ ¢ tBoc.
[0086] HeouunmenHsle menTUAbl OOBIMHO OYUIIAIOT ¢ ToMoIblo OP-BIXKX Ha kononkax C8
mnu C18, ucnonp3ys rpagueHTsl BOAA-aleTOHUTPUI B kKoHLeHTpauuu ot 0,05% no 0,1% TPV,
HucToTy MOKHO ITPOBEPUTH C MOMOIIBIO aHanuTuaeckoit OP-BOXKX. UneHTuuHOCTh MENTUAOB
MOXHO NpoBepuTh ¢ nomMoursio MC. TlenTtuasl MOKHO COMIOOUIM3UPOBATh B BOAHBIX Oyepax
B LIMPOKOM auarnasone pH.
[0087] Opno wu3 mnpumeHeHud aHajgoroB PYY, onucaHHbIX B JAaHHOM JOKYMEHTE,
npeacTaBisieT cOO0H MCIONb30BaHUE ISl CHIDKEHHSI YPOBHS IUIIOKO3bI B KPOBH H/HIIK Beca Tea
y MHOMBHUIOB, B OCOOEHHOCTHU Y WHAMBHIOB C M30BITOUHOH MAacCOil Tela WM OXUPEHHEM U
crpanaromux CJIT2. Bsenenue ananora PYY, kak onmucaHoO B JAHHOM JOKYMEHTE, MOKET
NPUBECTH K TNIMKEMUYECKOMY KOHTPOJIFO 33 CYET YJYYLICHUS CEHCUOWIN3ALMKU K UHCYJIMHY U
norepu Beca. Ilo cymectBy, ananoru PYY, onucanHble B JaHHOM TOKYMEHTE, 1EMOHCTPUPYIOT
5 PEeKTUBHOCTh CHMXKEHHUS] YPOBHS TJIIOKO3bI B KPOBH C JOMOJIHUTEIBHBIM MPEUMYIIECTBOM -
CHIDKEHHUEM BeCa, TaK YTO MWHAMBHUIBI MOTYT OTCPOYUTh NMEPEXOA HA MHCYJHUH U MOAAEPKUBATDH
uenessie ypoBHu HbAlc.
[0088] CnocoObl MOTYT BKJIFOUATh 3TAIbl, OMMCAHHBIE B TJAHHOM JOKYMEHTE, U OHU MOTYT, HO
He 00sI3aTeNbHO, BBIMOJIHATHCS B OMUCAHHON MOCIenoBaTeNbHOCTH. OJHAKO BO3MOXKHBI U
Opyrue MOCIeAOBAaTENbHOCTU. boree TOro, OTAENbHO B3STble WM MHOTOYMCIICHHBIE 3Tallbl
MOTYT BBIIMOJHATHCS JTHOO MapajiesIbHO H/HIIH C IEPEKPBITHEM BO BPEMEHH, /MU HE3aBUCHMO
WIH B MHOIOKPaTHO TMOBTOpsieMbIX dTamax. Kpome Toro, cmocoObl MOTYT BKJIIOUYATh
JOTIOJTHUTENbHBIE HEYKa3aHHbIE STallbl.
[0089] Takum oOpa3om, Takue CrIOCOOBI MOTYT BKJIIOUATh BBIOOP WHAMBHIA, KOTOPBIH
crpamaer u30ObiTouHbIM BecoM W CJIT2 wmnm mpeapacnonokeH K HeMmy.  AJIbTEpPHATHUBHO,
Croco0bpl MOTYT BKJIFOYATh BBIOOp MHIWBUAA, KOTOPBIH cTpamaer oxupernneMm u CJT2 wmm
MPENPACIIONONKEH K HEMY.
[0090] CrnocoObI Tak»ke MOTYT BKJIFOYATh BBEeAeHUE UHIAUBHIY 3()PEKTUBHOTO KOJMYECTBA, IO
MeHbIIEeH Mepe, ofHoro aHajgora PYY, kak ONMcaHO B JAHHOM AOKYMEHTE, KOTOPBII MOKET
ObITh B popMe papMarieBTHUECKOW KOMITO3UIMH, KaK TAaK)Ke OMHMCAHO B JAHHOM JOKyMeHTe. B
HEKOTOPBIX ClIydasix, MO MeHbIIeld Mepe, onuH aHaior PYY/dapmaneBrrueckas KOMITO3UIUS
MO>KET BKJIHOYaThb JOMOJIHUTEJIbHbIE TepaneBTUUECKHE AareHTbl, Takue Kak MHKPETUH WU
uarudurop JAIMI-1V.
[0091] KoHueHTpauus/no3a/no3upoBKa, IO MeHbIIEH Mepe, omHoro anajgora PYY wu,
HeoOs13aTenbHOrO, WHKpernHa win uHruowmropa JAIII-IV obcyxnarorcss B apyrom mecrte

AAaHHOT'O JOKYMECHTA.
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[0092] UYro kacaercs myTH BBEACHHs TO, MO MeHbLIeH Mepe, oauH aHanor PYY wm
(apMaLleBTHYECKYI0 KOMIIO3UIIMIO, BKJIIOYAIOIIYID €ro, MOKHO BBOIUTh H3BECTHBIMU

cmoco0amMy, TaKMMH KakK, HalpuMep, TepOpalibHO, C TMOMOINBID HHBEKUUH (m.e.

,
BHYTPHUAPTEPHATBHO, BHYTPUBEHHO, BHYTPUOPIOIINHHO, uHTpauepedpabHO,
BHYTPHULEPEOPOBEHTPHUKYJISIPHO, BHYTPUMBIIIEYHO, BHYTPHUIJIA3HO, BHYTPUIIOPTAJIBHO HITU
BHYTPHOYAroBO), ¢ MOMOIIBI) CHUCTEM 3aMEIJICHHOTO BBICBOOOKACHHS HJIM MMILIAHTHPYEMbIX
YCTPOMCTB. B HekoTOpBIX caydasx, OO MeHblied Mepe, oauH a”aitor PYY wunum
(apMaLeBTHUECKYI0 KOMIO3HIIHIO, BKJIFOUYAIOIIYI0 €ro, MOXKHO BBOIHTBH I/K MyTeM OOJFOCHOMU
MHBEKLUH U HETTPEPBIBHO.

[0093] UYro kacaeTcsi 4acTOThl JO3UPOBAHUS TO, MO MeHbLIEH Mepe, onuH aHajor PYY wnu
(bapMaLeBTUUECKY0 KOMITO3ULUIO, BKIIFOYAIOIIYIO €r0, MOJKHO BBOJIUTD €XKEIHEBHO, Yepe3 ICeHb,
TPH pas3a B HEHNEJIO, IBA pasa B HENENIO, OIMH pa3 B HEHENo (m.e. eKeHENeNbHO), pa3 B JIBE
Henenu (m.e. KaXable IBE HEAENH) M €XKEeMECSYHO. B HEeKOTOpBIX Cilydasx, MO MeHbIIei
Mepe, onuH aHayor PYY winu papManeBTUYeCKy0 KOMIO3HLIMIO, BKIFOYAOLIYIO €ro, BBOIST I/K
4yepe3 JeHb, I/K TPU pa3a B HEAENI0, I/K JBa pa3a B HENEN0, I/K OAWH pa3 B HEHEN, I/K
KaXXIble B HEAENH WU I/K €KEeMEeCIYHO. B KOHKpETHBIX Cilydasix, MO0 MEHbIIEeH Mepe, OIuH
anasior PYY wiu ¢apManeBTHUECKYI0 KOMITO3ULHMIO, BKJIIOYAIOIIYIO €ro, BBOIST I/K OMH pa3 B
Heneno (QW).

[0094] AnbTepHaTHBHO, MO MeHbIneH Mepe, omuH aHajor PYY wiau ¢apmareBTHUECKYIO
KOMITO3MIIMIO, BKJIFOYUAOIIYK) €ro, MOXKHO BBOAUTH TMepopaibHO. Kak yka3aHO BbIiIe,
KacaTeJIbHO 4YacCTOThl JO3UPOBAaHUS TO, MO MeHbLIeH Mepe, oauH aHaitor PYY wnwm
(bapMaLieBTHYECKY0 KOMITO3UIIUIO, BKJIFOYAKOIIYIO €r0, MOJKHO BBOJIUTD €KETHEBHO, Yepe3 IEeHb,
TP pas3a B HENEJIO, IBA pa3a B HENENIO0, ONUH pa3 B HEHENo (m.e. eXKEHENeNbHO), pa3 B B
Henenu (m.e. KaXable IBE HEAENH) WM €KEMECSYHO. B HEKOTOpBIX Cilydasix, MO MeHbIIeH
Mepe, oauH aHaior PYY wiu (apManeBTHYEeCKYI0 KOMIIO3UIUIO, CONEPKALIYI0 €ro, BBOIST
MepopajIbHO 4Hepe3 NIeHb, NMEPOPaNbHO TPU pas3a B HENENI0, MEPOPANIbHO JBa pa3a B HENEIIO,
MEPOPaIbHO OJIUH Pa3 B HEACNO WM NMEPOPATBHO KaXKIIble ABE HEeAeTu. B KOHKPETHBIX CITydasx
anaJsior PYY BBOAST nepopanbHO OJUH pa3 B HEOEIO.

[0095] UYro kacaeTcs T€X CIy4aeB, B KOTOPBIX, MO MEHbIIEH Mepe, onuH aHamor PYY wmm
(apmalieBTHUECKAsT KOMITO3HIIMS, BKIJIFOUAIOIIAsl €r0, BBOISATCS B COYeTaHUH C 3((EKTHBHBIM
KOJIMYECTBOM MHKPETHHA, MHKPETHUH MOKET npenctaisth codot GCG wmm ananor GCG, GLP-
1, GLP-1 (7 -36)avux wmu anajor GLP-1, GIP wumu ananor GIP, OXM wmm ananor OXM,
GIP/GLP-1, GLP-1/GCG wnu paxe WHKPETHH, OOJAamarOliMii TPOHHOW penenTopHON
aktuBHOCTHIO. GCG, ananor GCG, GLP-1, GLP-1 (7-36)avuy, ananor GLP-1, GIP, ananor GIP,
OXM, amnamor OXM, GIP/GLP-1, GLP-1/GCG wunu wuHKpeTHH, OOJanaroIuii TPOWHOH
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pPEeLeNTOPHOIN aKTUBHOCTIO, MOKHO BBOJIUTH OHOBPEMEHHO, OT/IEIbHO UJIH MOCJIEA0BATENBHO C,
o MeHblIeH wMepe, oxHuUM aHaimoroM PYY wmm ¢apManeBTHUECKOW KOMITO3UIHEH,
BKJIFOYAIOLIEH €ro.

[0096] Kpome toro, GCG, amamor GCG, GLP-1, GLP-1 (7-30)avuz, anamor GLP-1, GIP,
anaior GIP, OXM, anamor OXM, GIP/GLP-1, GLP-1/GCG wnu uHKpeTwuH, 0OJamaroIuii
TPOMHOM PELENTOPHON aKTUBHOCTBIO, MOKHO BBOAUTb C YAaCTOTOM, TAKOW K€, KaK 4acToTa
BBEJICHUS, MO MeHbIIeH Mmepe, onHoro aHajora PYY wmm ¢apmareBTudeckoll KOMITO3UILINY,
BKJIIOYAIOLIEH ero (m.e. 4epe3 IeHb, JABa pa3a B HENEN WIM AaXKe EKEHEIENbHO).
AnsrepuatuBHo, GCG, ananor GCG, GLP-1, GLP-1 (7-36)awuy, ananor GLP-1, GIP, ananor
GIP, OXM, ananor OXM, GIP/GLP-1, GLP-1/GCG wunu uHKpeTHH, OOJamaromuii TPOHHON
pPEeLeNTOPHON aKTUBHOCTBIO, MOXKHO BBOAUTH C YaCTOTOM, OTJIMYHOMN OT 4aCTOTBI BBEJEHUS, IO
MeHbIIel Mepe, onHoro aHanora PYY wnu gapmanieBTHdeckoil KOMITIO3UIUH, BKIIOYAOIIEH ero.
B npyrux cayuasx GCG, ananor GCG, GLP-1, GLP-1 (7-36)avuz, ananor GLP-1, GIP, ananor
GIP, OXM, ananor OXM, GIP/GLP-1, GLP-1/GCG, unu MHKpeTHH, OONagaroiuii TPOUHOM
peLenTopHOi aKTUBHOCTBIO, BBOIAT QW. B npyrux ciyuasx ananor PYY Bomsar n/k, a GCG,
anaynor GCG, GLP-1, GLP-1 (7-36)avuzs, ananor GLP-1, GIP, ananor GIP, OXM, ananor OXM,
GIP/GLP-1, GLP-1/GCG wunu MHKpETHH, OONAAAIOLINI TPOHHON PEelenTOPpHONW aKTHBHOCTBIO,
MO>KHO BBOJIUTB TEPOPAJIbHO.

[0097] Takske mpennonaraercs, 4YTO CHOCOOBI MOJKHO KOMOWHHUPOBATH C JUETOH W
(U3NYECKUMU  YIPAXKHEHUSAMH W/WIM MOKHO KOMOWHHMPOBATH C  JONOJHHUTEIBHBIMH

TCPANICBTUUCCKUMHU ar€¢HTaMH, OTJIIMYHBIMHA OT TE€X, KOTOPBIC O6CY)KI[3.JII/IC]3 BBIIIE.

ITPUMEPBI
[0098] Hwuxkecaeayroire HEOTPAHUYUBAKOIINE TPUMEPHI MPEAJIOKEHBI B LENSIX HILTIOCTPALIUY,

a HE OTPAHUYEHUSL.

[0099] IIpumep 1: Ananor 1 PYY.

[0100] Ogun ananor PYY, oXBaThIBAIOIIHI KOHIIECTILHIO TAHHOTO U300PETEHMUSI, MOXKET UMETh

CTPYKTYpPY:
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(SEQ ID NO:9).

[0101] B nannom cnydae N-koHen siBisieTcss ¢BOOOAHBIM, a C-KOHIEBass aMHUHOKHUCIIOTA
amuaupoBaHa kak C-KOHLIEBOW MNEpPBUYHBIA aMMI. K B mnonoxenun 7 XUMHYECKHU
MOAN(HUIHMPOBAH MyTEM KOHBIOTALMH £-aMUHOTpyHIbl OokoBoi nenu K B nmonoxxenuu 7 ¢ (Ahx-
E-(yE)-CO-(CH2)16-COOH.

[0102] Amnanor PYY, coorBerctByromuii nociaenosarenbHoctd SEQ ID NO: 9, nogyuatot
nyreM TBepao(a3sHOro MEeNTHUAHOTO CHHTE3a C HCIONB30BaHWMEeM crparernd Fmoc/t-Bu Ha
AstromarnueckoM Cunresarope Ilenruno SymphonyX (PTI Protein Technologies Inc.),
HaunHast ¢ amuaHol cMojibl RAPP AM-Rink (H40023 IMonuctupon AM RAM, Rapp polymere
GmbH). CoennHeHnss aMMHOKHCJIOT BBIIONHSIOTCS C MCHOJb30BaHMEM 10 3KBUBAJIEHTOB
amuHOKHUCNOTHI, 0,9 M nuusonpomunkapboauumuaa (JJUK, DIC) u 0,9 M Okcuma (MonsipHOE
cootnowenue 1:1:1) B JIM® B Teuenue 3 yacoB npu 25°C. JInsi CHATHUS 3aIMUTHI UCTIONB3YIOT
25% pactBops! nunepunuHa B JIMO.

[0103] Tlocne ynnuHeHHs NMENTHAA HA CMOJIE, KaK OMUCAHO BhIIE, 3aUTHYIO rpynmy MTT,
npucytcTBytomyro B K B monoxkenunm 7, ypamsroT ¢ ucnosnb3oBaHueM  30%
rekcadropusonponanosia (I'®UII, HFIP) B auxnopmerane (JIXM, DCM). JlonosHUTENbHbBIE
LIMKJIBI COETMHEHSI/CHATHUS 3alIUThI C MCIOJb30BaHUEM cTpaTeruu Fmoc/t-Bu mis ynnuHeHus
6okosoii nenu K B monoxxenun 7 pximoyaroT Fmoc-6-amuHorekcanoByro kucyory (Chem-Impex
International, xaranoxubii HoMep#02490), Fmoc-Glu(OtBu)-OH, Fmoc-Glu(OH)-OtBu
(ChemPep, katanmoxubiii Homep 100703) m HOOC-(CH»)1s-COOtBu. Bo Bcex coenuiHeHHsIX
UCTIONIb3YIOTCST 3 SKBHBaJIeHTa cTpouTtenbHoro 6imoka ¢ PyBOP (3 skeuBanenta) u DIEA (6
skBUBaNeHTOB) B JIM®A B Teuenue 3 qacos npu 25°C.

[0104] ComnyrcTByrOlee OTHICIIEHHE OT CMOJIBI M yAaJieHUue 3alIUTHONH TPYMIbl OOKOBOM
Lenu MNPOBOIAT B pacTBope, coxepxaitem TOY : tpumsonponuncunad : 1,2-3TaHautuon :
MetaHonm : THoaHM30d 80:5:5:5:5 (00./00.) B Tewermme 2 u mpu 25°C ¢ mocienyromum
OCAXKICHHEM C TIOMOIIBI) XOJOAHOTO 3¢upa. HeoyHImeHHbIH MenTHUA OYHINAIOT A0 YHCTOTHI
>99% (BpIxox oummenHoro nentupa 15-20%) c¢ momompbro OP-BOXX Ha komoHke C
¢enmnrekcunom (Phenomenex, Luna; 5 wmxMm, 100A), nmpu 3ToM mnoxpxonsdmue ¢Gpakuuu

OOBEIMHSIOT U JINOPHIU3UPYIOT.
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[0105] UYwucrory ananora PYY mnposepstoTr ¢ momombto aHaigutuueckoii O®-BIXKX, u
MIEHTUYHOCTh MOATBEPKIAIOT ¢ momommbio XXX/MC (mabmomaemoe: M+3H/3 = 1659,2 (+/-
0,2); Beaumcastemoe: M+3H'/3 = 16592; nabmomaemoe: M+4H/4 = 12446 (+/-0,2),
BeumcIsiemMoe: M+4H/4 = 1244.6; nabmonaemoe: M+5H™/5 = 9959 (+/-0,2); BbIMUCIAEMOE:

M+5H"/5 = 995,9).

[0106] IIpumep 2: Ananor 2 PYY.
[0107] Opun ananor PYY, oxBaThIBatOIU KOHLETILUIO JAHHOTO U300PETEHMSI, MOXKET UMETh

CTPYKTYpPY:
) o)

H
Hok/\/\/\/\/\/\/\/\/\rN OH

@] H 0
HNJ\/O\/\O/\/N\H/\O’\/O\/\H o
o)

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNELTRQR Y—NH,
0

(SEQ ID NO:10).

[0108] Kak u B IIpumepe 1, N-koHer siBisiercst cBOOOAHBIM, a C-KOHLIEBasS aMUHOKHCIIOTA
amuaupoBaHa kak C-xoHueBOW mepBuuHblii amun. OnHako, B Toxe Bpemst K B monoxxeHuu 7
XUMHYECKH MOIU(UIIMPOBAH MyTeM KOHBIOTAIMH €-aMUHOTrpymmbl 6okoBoi nernu K ¢ ([2-(2-
aMUHO-3TOKcH )3ToKCH [aneTn )2-(YE)-CO-(CH»)13-COOH.

[0109] Amnanor PYY, coorBercTByromuii nocienosareabHoctu SEQ ID NO: 10, nmomyuatot
nyTeM TBepAO(pa3HOTO MENTHAHOTO CHUHTE3a, AHAJOTMYHOIO TOMY KaK OMNKCAHO BBILNIE B
IMpumepe 1.  Takum obpazom, FMOC-NHPEG;-CHCOOH u HOOC-(CHz)13-COOtBu
NPUCOENHSIOTCS K OOKOBOM 1eru nocie ormeruieHnst MTT ¢ ucnonbs3oBaHreM 3 SKBHBAJIEHTOB
crpourensHoro 0jioka ¢ PyBOP (3 skBuBanenrta) u DIEA (6 sxBuBanenToB) B IM® B Teuenue 3
g nipu 25°C.

[0110] UYwucrory ananmora PYY mnposepstor ¢ mnomombto aHaigutuueckoit O®-BIXKX, u
MIEHTUYHOCTh MOATBEPKAAIOT ¢ momombio XXX/MC (mabmomaemoe: M+3H/3 = 16654 (+/-
0,2); Beaumciastemoe: M+3H'/3 = 16655, nabmomaemoe: M+4H/4 = 12493 (+/-0,2);
BerumcsieMoe: M+4H/4 = 1249 4; mabmonaemoe: M+5H™/5 = 9997 (+/-0,2); BbIMUCIAEMOE:

M+5H"/5 = 999,7).

[0111] IIpumep 3: Ananor 3 PYY.
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[0112] Opgun ananor PYY, oxBaThIBAIOIIUI KOHLETILUIO JAHHOTO U300PETEHMUSI, MOXKET UMETh

CTPYKTYPY:

o) H HO_.O o)
HNJ\/O\/\O/\/NY\INJ\/\/WWW\[(O H
o) H o)

3 36
PKPE-” PEEDASPEEWQRYYIELRHYLNWLTRQR Y—NH,
o)

(SEQ ID NO:11).

[0113] Kak u B IIpumepe 1, N-koHen sBisercst cBoOoaHbIM, a C-KOHLIEBas aMUHOKHCIIOTA
amuaupoBaHa kak C-koHueBoi nepBuuHblli amua. OnHako, B Toxke BpeMms, K B nonoxxenun 7
XMUMUYECKH MOIM(UIIMPOBAH MyTeM KOHBIOTALMM &-aMUHOrpymmbl OokoBoi nemu K ¢ ([2-(2-
aMHHO-3TOKCH)-3TOKCHU |-aueTun)-(YE)-CO-(CHz2)16-COOH.

[0114] Amnanor PYY, coorBercTByrommii nocnenosarenpHoctd SEQ ID NO: 11, monyuator
nyTeM TBepAo(ha3HOro MENTUAHOTO CHHTE3a, aHAJIOTUYHO TOMY KakK OIMHMCaHO Bbile B [Ipumepe
1. Takum obpazom, FMOC-NHPEG,-CH,COOH u HOOC-(CH>)16-COOtBu npucoeausstotcs
Kk OokoBoi nerm nocne ormeryienuss MTT ¢ ncnonb3oBanneM 3 5KBUBAJIEHTOB CTPOUTEIBHOIO
onoka ¢ PyBOP (3 skBuBasnenta) u DIEA (6 sxBuBanentoB) B IM® B Teuenue 3 1 mpu 25°C.
[0115] UYwucrory anamora PYY mposepsitor ¢ momompto aHajgutuueckoii O®-BIXKX, wu
MIEHTHYHOCTL MOATBEPKAA0T ¢ nomombio XX/MC (mabmonaemoe: M+3H/3 = 1664,7 (+/-
0,2); Bbmumcnsiemoe: M+3H'/3 = 1664,9; mabmomaemoe: M+4H/4 = 1248,9 (+/-0,2);
BeumcsieMoe: M+4H/4 = 1248.9; mabmonaemoe: M+5H'/5 = 999 3 (+/-0,2); BbIMUCIAEMOE:

M+5H"/5 = 999,3).

[0116] TIIpumep 4: Ananor 4 PYY.

[0117] Opnun ananor PYY, oxBaThIBAIOIIUI KOHLIETILUIO JAHHOTO U300PETEHMSI, MOXKET UMETh

CTPYKTYPY:
0]
HO
(0] H o] ©
HNJK/O\/\O/\/N\H/\O/\/O\/\N)K/INH
H
© HO (@]

3 36
PKPE—” PGKDASPEEWNRYYADLRHYLNWLTRQRY—NH,

0]
(SEQ ID NO:12).
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[0118] Kak u B IIpumepe 1, N-koHern siBisieTcst cBoOOoaHbIM, a C-KOHLIEBas aMHUHOKHCIIOTA
amuauposaHa kak C-koHueBoi nepBuuHbld amua. OmgHako, B Toxke Bpems, K B monoxxenun 7
XUMHYECKH MOIU(UIIMPOBAH MyTeM KOHBIOTAMM €-aMUHOrpymmel 6okosod nermu K ¢ ([2-(2-
aMHUHO-3TOKCH)-3TOKCH |-ateTu )2-(YE)-CO-(CH2)16-COOH.

[0119] Amnanor PYY, coorBercTByroumuii nocnenosarenpHoctu SEQ ID NO: 12, nomyuator
nyTeM TBepAo(}ha3HOro MenTHIHOTO CHHTE3a, AaHAJIOTUYHO TOMY Kak OmMHcaHo Beilie B [Ipumepe
1. Takum obpazom, FMOC-NHPEG:-CH,COOH u HOOC-(CH2)16-COOtBu npucoeaunstorcs
Kk OokoBoii nerm nocie orwmeruieHnss MTT ¢ ucnonp3oBaHneM 3 3KBUBAJIEHTOB CTPOUTEIBHOTO
6noka ¢ PyBOP (3 skBuBanenta) u DIEA (6 sxBuBanenTos) B JIM® B Teuenue 3 4 npu 25°C.
[0120] UYucrory ananora PYY mnposepsroT ¢ momombio aHainutuydeckoilt O®-BIXKX, u
WIEHTHYHOCTh TIOATBEPXKIAOT ¢ nomomibio XX/MC (nabmronaemoe: M+3H/3 = 1664,8 (+/-
0,2); Berauciasiemoe: M+3H'/3 = 1665,5; nHabmomaemoe: M+4H/4 = 12489 (+/-0,2);
BbruncisieMoe: M+4H/4 = 1249 4; wabmonaemoe: M+5SH™/5 = 998.9 (+/-0,2); BblUUCIAEMOE:

M+5H"/5 = 995,7).

[0121] Ilpumep S: Ananor 5 PYY.

[0122] Opun ananor PYY, oXBaThIBAIOLIMI KOHLENIMIO TAaHHOTO N300pPETEeHUs, MOXKET UMETh

CTPYKTYPY:
0] H (0]
Hok/\/\/\/\/\/\/\/\/\( OH
(0]
0] H (0] H HN” ~0
HNJ\/O\/\O/\/N\H/\O/\/O\/\N NY\)YO
o) H o) OH
HO” S0
3 36
PKPE—H PGEDASPEELQRYYASLRHYLNWLTRQRY—NH,

0]
(SEQ ID NO:13).

[0123] Kak u B IIpumepe 1, N-koHern siBisiercst cBoOOAHbIM, a C-KOHLIEBas aMUHOKHCIIOTA
amuauposaHa kak C-koHueBoi nepsuuHbld amua. OmgHako, B Toxke Bpems, K B monoxxenun 7
XUMUYECKH MOAH(DHUIMPOBAH MyTeM KOHBIOTAIMH &-aMHHOTpymmbl OokoBoi nermu K ¢ ([2-(2-
AMHUHO-3TOKCH)-3TOKCH |-aeTu )2-(YE)3;-CO-(CH»)13-COOH.

[0124] Amnanor PYY, coorBercTByromuii nocnenosarenpaoctd SEQ ID NO: 13, nomyuator

nyTeM TBepI[O(I)aBHOFO NENTUAHOIO CUHTE3a, aHAJIOTUYIHO TOMY, KaK OINMNCAHO BBILIC B HpI/IMepe

1. Takum obpazom, FMOC-NHPEG,-CH,COOH u HOOC-(CH»)13-COOtBu mpucoeaussroTcs
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Kk OokoBoii nerm nocie ormeruieHnss MTT ¢ ucronp3oBaHneM 3 3KBUBAJICHTOB CTPOUTEIBHOTO
6noka ¢ PyBOP (3 skBuBanenTa) u DIEA (6 sxBuBanenTos) B JIM® B Teuenue 3 4 npu 25°C.
[0125] UYwucrory ananora PYY mnposepstor ¢ momombto aHaigutuudeckoii O®-BIXKX, u
MIEHTUYHOCTh MOATBEPKIArOT ¢ momommbio XXX/MC (mabmomaemoe: M+3H/3 = 17322 (+/-
0,2); Beaumciastemoe: M+3H'/3 = 17323; nHabmomaemoe: M+4H/4 = 12994 (+/-0,2);
BerumcisieMoe: M+4H/4 = 1299,5; mabmonaemoe: M+5H/5 = 1039,7 (+/-0,2); BbIMUCIIEMOE:

M+5H"/5 =1039,8).

[0126] IIpumep 6. AxtuBHocte Ananoros PYY /n Vitro.

[0127] (1) CsasbiBanue in vitro ¢ peuentopamu hNPY1, hNPY2, hNPY4 u hNPYS5

[0128] Llens:

[0129] Ouenurs adpdunnocts cBsaswpiBanus in vitro (Ki) ananoros PYY u3 Ilpumepos 1-5 B
OTCYTCTBUH Oblubero ceiBoporouHoro ampOymuHa (BCA) co ciexyrommMu penentopamu
gyenoBeka (h): hNPYIR, hNPY2R, hNPY4R wu hNPYS5R.  AHanu3bl KOHKYPEHTHOTO
PaAMONIMTAHIHOTO CBSI3BIBAHMS C MeMOpaHaMH, IOJyYeHHbIMH U3 KJIETOYHBIX JIMHHI,
CBEPXIKCIPECCUPYIOMNX KAXKIbIH W3 PEKOMOMHAHTHBIX pELENTOPOB, M COOTBETCTBYIOIIHX
[°T]-MeueHHBIX MENTHAOB, MCHOJBL3YIOT B CHOCOOE CLUHTUIIALMOHHOTO aHANN3a CONMMKEHUS
(SPA). AdduHHOCTD CBsI3bIBaHMS IJIsI CBS3aHHBIX HATMBHBIX MenTuaoB, PYY 136 (SEQ ID NO:
1), PYY3.36 (SEQ ID NO: 2) u INankpeatuueckoro Ionunentunai-ss (I11-36; SEQ ID NO: 14),
OTPENENAETCS B KAKIOM aHAJM3€ B KAUECTBE KOHTPOJIS.

[0130] CnocoObr:

[0131] Amnanoru PYY, HatuBHbIi PYY1.36 uenoBeka u KOHTpoNbHBIN PYY3.36 CHHTE3UPOBaHBI
B Lilly Research Laboratories (Ungmananonuc, Wunmana, CIIIA) u oxapakTepu3OBaHbI
ciocobamu XKX/MC, AMP u XX/Y®-ananmza (uucrora 99,5%). ConepkaHue NENnTHIOB
onenuBaetcs B 80% ot maccel nopoiwka. [lentuaer rotossT B Buae 10 MM cTOKOBOTO pacTBopa
B 100% JAMCO wu xpanst 3amoposkeHHbIMH Tipu -20°C HEMOCPEACTBEHHO a0 MOMEHTA
NPOBENIEHHSI HCCIICIOBAHUS B aHAIN3AX.

[0132] Hns hNPY1R TpaH3ueHTHasl CBEPXIKCIPECCHUS OCYLIECTBIISIETCS C HCIOIb30BAHHEM
kierok CHO. CrabunpHO TpaHchULMPOBaHHBIE KJIETOYHBIE JHHUM Tony4aroT 1t hNPY2R u
hNPY4R nyrem cybxnonuposanus k/IHK peuenropa B mnasmuny st skcrpeccuu pcDNA3.1 u
TpaHcekuuu B SMOpUOHaNbHbIE KieTku mnodku yenoBeka (HEK) 293 ¢ mocnenyromeit
cenekiueit ¢ momompto I'enernumHa. Knornposanne hNPYSR Bemonasiercst B Multispan, Inc.

(XetiBopa, Kamndopaus).
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[0133] Hnsa nonmy4deHus: HeOUHIIEeHHBIX KieTouHbIx MemOpaH hNPY IR, hNPY2R, mNPY2R u
hNPY4R wucnone3yrorcss n1Ba pasHbIX crocoda (omucaHHbXx Hke). MemOpansl hNPYSR
npuoOperarorcst y Multipan, Inc. (#MCG1275).

[0134] Cmnocob6 1 — Jns memOpan hNPY2R u hNPY4R, 3amopokeHHBIE OCAIKH KJIETOK
JVBUPYIOT Ha Jbay B 10 M runoroHndeckoro Oydepa misi roMOreHu3auy, copepskamero S0
MM Tpuc HCI, pH 7,5, u uaruburops! nporea3sl Roche Complete™ ¢ 3ATA (#1169749001),
Ha OJIWH TIpaMM BJAXHOW KJIETOYHOM Maccel.  KIeTOYHYH CyCHEH3MK0 pacTUPAKT C
UCTIONIb30BAaHUEM CTEKJSIHHOTO romoreHusaropa Potter-Elvehjem, ocHameHHoro mnecrukom
Teflon®, B Teuenue 25 npwkenuii. I'omorenar nentpudyrupyrot npu 4°C npu 1100 x g B
teyeHue 10 muHyT. CynepHaTtaHT COOMpPAIOT M XPAaHAT HA JIbAY, B TO BpPeMs KaK OCAAKH
pecycneHAupyoT B Oydepe s roMOreHu3aluy U MOBTOPHO TOMOTE€HU3UPYIOT, KaK OIMHUCAHO
Bellre. ['omorenar nentpudyrupyrot npu 1100 % g B reyenue 10 munyt. Bropoii cynepHarant
O0BEANHSAIOT C TIEPBBIM CyNepHATaHTOM M LeHTpudyrupyoot mpu 35000 x g B Teyenue 1 yaca
npu 4°C. TlonyudeHHbI Ocagok MeMOpaH pecycneHIupyrT B Oydepe Ay roMoreHu3aluu,
cozeprKaleM HHIHOUTOPBI IPOTea3 B KOHLEHTPALMH MPUOIU3UTENbHO OT 1 10 3 Mr/mi, ObICTpO
3aMOPaKMBAIOT B JKUIKOM a30T€ M XpaHAT B BUAE AJIMKBOT B MOPO3WJIBHON Kamepe ¢
temrieparypoii -80°C 10 HCHONIB30BaHUS. Konuenrpauusi Oenka ompenesnsiercss ¢
ucrnosb3oBaHneM Habopa mns aHanusa Oenka BCA (Pierce, #23225) ¢ BCA B kauecTe
CTaHmapra.

[0135] Cmnocob 2 - Insa memOpan hNPY 1R, 3aMoposkeHHBIE OCAAKH KJIETOK JIM3UPYIOT HA JIbIY
B 5 mu1 runoronndeckoro bydepa mist romorenusanyu, conepaxamero 25 MM Tpuc HCI, pH 7,5,
1 MM MgCly, 25 emuauw/mn {HKa3er I (Invitrogen, #18047-019) u Muruburopsr IIporeass
Roche Complete™ 6e3 EDTA (#11836170001), Ha ofguH rpaMM BJIaKHOW KJIETOYHOH MAacChl.
Knerounyio cycneH3ui0 pacTHparOT C WCIIOJIb30BAHUEM CTEKJISTHHOro romoreHusaropa Potter-
Elvehjem, ocnamennoro mnectukoM Teflon®, B TeueHme 25 JBIIKEHHIL I'omorenar
uertpudyrupyrot npu 4°C npu 1800 x g B Teyenne 15 MUHYT B KOHUYECKOH mpoOupke Ha S50
v, CynepHaTaHT COOMPArOT M XPAHAT Ha JIbIy, B TO BPEMSl KaK OCAOKU PECYCIEHIUPYIOT B
Oydepe nns TroMOreHW3al W TOBTOPHO TOMOTCHM3HPYIOT, KaK OMNHMCAHO BBIIIE, 32
uckmouenneM toro, uro JIHKasza I ve nucnonssyercs B Oydepe ans romorernzauuu. ['omoreHar
uertpudyrupyrot npu 1800 x g B Teuernne 15 muHyT. BTOpO# cymepHaTaHT OOBENMHSIOT C
NEePBBIM CyMEpHATAaHTOM M LeHTpudyrupyrot npu 25000 x g B Teuenne 30 munyT npu 4°C.
[TonyueHHBIH O0caok MeMOpaHbl PeCYCIEHAUPYIOT B Oydepe Ui TOMOTeHH3auH, COAepIKaLeM
UHTUOUTOPBI NPOTEa3 B KOHIEHTPALUU NMPUOIM3UTENBHO 2 MI/MII, Pa3felsiioT Ha aJMKBOTHI U

XPaHAT B MOPO3WIBHOW Kamepe ¢ Ttemmeparypoil -80°C no ucnonb3oBanusi. KoHueHTpamms
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Oenka ompenensieTcss ¢ UCNOJb30BaHWeM Habopa aist aHanuza Oenka BCA (Pierce, #23225) ¢
BCA B xauecTBe cTanaapra.
[0136] OO6mue criocobbl aHamm3a CBs3bIBaHUS — PaBHOBeCHbIe KOHCTaHTHI Auccoruanmn (Kq)
IUISL PA3JIMYHBIX B3aUMOJIEHCTBHN PELENTOpP/PaiuoIUraH ONPENeNsIIOT U3 aHAIN3A CBSI3bIBAHUS
IPU HACBIIEHNH C UCTIONBb30BAHUEM TEX JK€ PEareHToB U Oy(epoB, KOTOPbIE OMMUCAHBI HIDKE JJIS
uCCNeNoBaHMs coequHeHnd. 3HaueHus Ky, onpeneneHHble Uil MPHUTOTOBIEHHH PELIENITOPOB,
UCTIONB3YEeMbIX B JAHHOM HCCIIeNoBaHuY, sBisitoTcs cienyromumu: hNPY2R, 0,0047 uM,
hNPYR, 0,07 sM; hNPY4R, 0,084 sM; u hNPY5R 0,896 uM.
[0137] TIIporokon ceszeiBanms peuentopa hNPY1R — PenenropcssizbiBaromnast ah(UHHOCTB
(Ki) ananoroB mentuna PYY u PYY1.36 anas hNPY1R ompenensiercs ¢ moMmoInpio aHamu3a
KOHKYPEHTHOTO PaJMOJIUIaHAHOrO CBA3bIBAHUS ¢ pekoMOMHAaHTHBIM ['2’I]-PYY .36 uenoseka
(#NEX341, 2200 Ku/mmons), nonydersnbiM ot Perkin Elmer (Yonrem, Maccauycerc). Ananus
npoBogsT cnocodbom SPA ¢ ucnmonb3oBaHHeM MNOJMBHHUITONYONbHBIX (PVT) SPA-rpanymn,
CBSI3aHHBIX C arrJFOTMHUHOM 3aponbiieit mmenurs! (# RPNQO0O1, Perkin Elmer). Bydep nns
anamuza (25 mM HEPES, pH 7,5, 1 MM MgCl», 2,5 mM CaCl, u 0,2% wmac./00. Baurpaunna
(RPI, #32000)) umcromp3yroT aasi mpurotosieHust peareHToB. Amnaimord PYY u PYYis6
Pa3MOpaKMBAIOT M MPOBOAAT 3-KpaTHOE mocienoBatenbHoe pasBeneHue B 100% JIMCO (10-
TOUEYHbIE KPUBBIE 3aBUCUMOCTH OTBETa OT KOHLIEHTPALMH) C IOMOLIBbIO YCTPOMCTBO Iis
MaHUNyJAMUN ¢ )kunkoctsiMu Tecan Evo. BeimonHsoT 20-kpaTHOE MOHWKAKOIIEE Pa3BEACHUE
nentuaa B Oydepe mist ananuza 1isi cHukeHus: ypors [IMCO 1 KOHLEHTpaUuy NenTrUaa nepex
noOaBlieHHEM B AaHAJIMTHUYECKUH TUIAHIIET. 3aTeM 5 MKJ CepUilHO pa3sBEJEeHHOIO MENTHAA WU
JIMCO nepeHocat B aHamuThueckud mianmer Corning® 3632 ¢ mnpo3padyHbIM JHOM,
comepkammii 45 wMkn  Oydepa Ui  aHaaM3a WM HEMEYeHOro KOHTpons PYYi.s
(mecnenmnuyeckoe cwszpiBanne win HCC, mpu koHeuHo#l koHueHtpammu 10 HM). 3arem
nobasnstor 50 Mka ['°I]-PYYi36 (xoHeunas konuentparmus 0,05 HM) u 50 Mkn memOpan
hNPY1R (1,0 mxr/ayuky). B mocnenniorw ouepens nobasisiror S0 mxn WGA SPArpanyn (50
MKr/nyHKy). Koneunas konuenrpauus JJMCO cocrasnsier 0,125%. IlnaHmersl repMETHYHO
3aKpPbIBAIOT U MEPEMEININBAIOT Ha TUIAHIIETHOM Iieiikepe (HacTpolika 6) B TeueHHe | MUHYTHI U
CUUTBIBAIOT C TMOMOINBK CHUHTWUINHOHHOTO cuerynka PerkinElmer TRILUX MicroBeta®
nociae 10 4yacoB WMHKyOalMu/BpeMeHM OTCTaWBAaHUS TPaHYJ TMPU KOMHATHOW TeMIeparype.
KoHeuHble nuana3oHbl KOHLEHTPALMH B aHAIM3€ U MENTHIOB, HUCCIEAYEMBIX Ha KPHUBBIX
OTBeTa, ABISAIOTCS creayomumu: aHaitord PYY (ot 2,5 MmxM no 0,13 HM) u PY Y136 (ot 10 EM
1o 0,5 oM).
[0138] IIporokon cesaseiBaHus perienropa hNPY2 — PenentopessizbiBaromas apduanocts (Ki)

ananoroB mnentuma PYY wu Illli36 mms hNPY2R omnpemensior ¢ TOMOIIBIO aHajH3a
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KOHKYPEHTHOTO PaJMOJUTaHAHOTO CBs3bIBaHMsI, Kak ormucaHo Bbime st hNPY1R. Koneunsie
OUarna30Hbl KOHIEHTPALWA B aHAJIW3e Ui TENTHAOB, HCCIENyeMbIX HAa KPUBBIX OTBETA,
sBIsTtoTCs cnenyromumu: anaiord PYY (ot 0,1 MM no 5 mM) u PYY3.36 (ot 10 HM pmo 0,5
M).

[0139] TIIporokon ces3piBanms peuentopa hNPY4R — PenentopcssizbiBaromnasi ad(UHHOCTB
(Ki) ananoro mentuma PYY wu IIllis6 ams hNPY4R onpenensroT ¢ HMOMOIIBIO aHAIM3a
KOHKYPEHTHOT'O PaJAHOIUTaHAHOTO CBs3bIBaHMs, Kak ormucaHo Beime st hNPY1R. Koneunsie
OUarna3oHbl KOHIEHTPALMA B aHAJIW3e Ui TEeNTHAOB, HCCIENyeMbIX Ha KPUBBIX OTBETA,
ABJSFOTCS cnenyroummMu: ananord PYY (ot 2,5 MxM o 0,13 BM) u PYY1.36 (ot 10 HM 1o 0,5
mM).

[0140] IIporokon ces3eiBanus peuentopa hNPYSR — PenenropcssizbiBaromiast ad(UHHOCTB
(Ki) anamoroB mentuma PYY u PYYi36 mma hNPYSR ompenensior ¢ momompio aHanusza
KOHKYPEHTHOT'O PaJUOJHIraHIHOTO CBs3bIBaHMs, Kak omrcaHo Bbime aisi hNPY1R. Koneunsie
OUarna3oHbl KOHLIEHTpPALMA B aHAIW3e Ui TMEeNTHAOB, MCCIENyeMbIX Ha KPUBBIX OTBETA,
sBISIFOTCS caenytomumu: aHanoru PYY (ot 1 MkM o 10 tM) u PYY1.36 (ot 1 MkM o 10 mM).
[0141] Amnanu3 JAaHHBIX Ui aHAJIM30B CBsi3biBaHusl peuentopa NPY — HeoOpabortanHbie
JaHHble 4YMCiIa CoObITHI cBs3biBaHHMsE B MuHYTY (CPM - count per minute) ayis KpHBBIX
koHueHTpauuu aHanoroB PYY, PYYiss, PYYss3s wmm III11.36, mpeoOpasyroT B MpPOLIEHT
UHIUOUPOBaHUSI TMyTeM BbluuTaHUs Hecnenuduueckoro csibiBanus (HCC, cBs3biBaHue B
npucyTcTBUH U30bITKA HemeueHOro PYYiss, PYYsss wmmm IIIli.36, COOTBETCTBEHHO) U3
ormenbHbix 3HaueHudt CPM, u geneHuss Ha OOIIMHA CHTHAjd  CBSI3bIBAHMS, TaKKe
CKOPPEKTHPOBAHHBIN MyTEM BbIUUTAHUS HECTICIIU(PUIECKOTO CBSI3bIBAHMSI, KaK MPENCTABICHO B
YpaBHEHHH HUXKE:

% Cnenududyeckoro uHru6MpoBanus = 100 —

[

[0142] [laHHBlE aHANM3UPYIOT CIOCOOOM HEJNIWHEHHOW perpeccud ¢ HCIOIb30BAHHEM

CPM g1 Anasora uiav Koutpoas—CPM g HCC

x 100].
CPM pus O61mero CeasbiBaHusA—CPM g HCC ]

YeThIpexnapaMeTpuieckoil Moaenu (MakCUMyM KpuBOH, MUHHMYM kpuBoil, ICso, yrmoBoi
ko3 puument Xuma) (Genedata Screener, Bepcust 13.0.5, Genedata AG, basens, [IBeiinapus).
Koncranty addunnocru (Ki) paccumtbiBaroT m3 oTHocuTenbHOro 3HaueHusi ICso mcexons w3
ypaBHeHust Ki=ICso/(1 + D/Kq4), rme D = KoOHUEHTpanusi paguoNIMraHzia, HCIOJIb3yeMOro B
skcnepumente, 1Cso mpencrasisieT coO0i KOHLEHTPALHIO, BbI3BIBAIOIIYIO 50% MHrHOMpOBaHHUS
csi3biBaHus, U Kg mpencrasnsier coOOH paBHOBECHYIO KOHCTAHTY IHUCCOLMALMH CBSI3BIBAHUS
paguoNHNraHia, ONpPEAENICHHYIO B aHAJHM3€ CBA3BIBAHHS NMPH HACBIIEHWU (YKA3aHHOTO BBIIIE).
KBamudukarop (>) ykaspiBaeT Ha TO, YTO HaHHbIE He AOCTUTIUA 50%-HOrO0 WHTHOMPOBAHUS

OTHOCUTECJIbHO MAaKCUMAJIbHOTO CBA3BIBAHUSA B OTCYTCTBUEC KOHKYPEHTA, B PE3YJIbTATC YCrO K
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PaCCUYUTBIBAJIA C UCMIOJB30BAHUEM CAMOW BBICOKOW KOHLICHTPALIMU COEIMHEHUS, UCCIIEIOBAHHON
B AHAJINU3E.
[0143] TIlonyuenHbie 3HaueHUs K; pacCUMTBHIBAIOTCS Kak CpEIHEE TE€OMETPUYECKOEe, Kak
MIPEACTABJIEHO HUXKE:
Cpe,aHee FeOMeTpI/I‘{eCKOG 3HayeHue = 10(Cpe,aHee ApudpmeTtryeckoe aas Log10 3HaueHUH Ki).
[0144] CrangaptHas ommnbOka cpegHero (SEM) paccuntbIBaeTCsi ¢ UCMOIB30BaHUEM CIOCO0a

ACbTHI, KaK NPEACTABJICHO HUXKEC!

SD log npeo6pa3oBaHHbIX JaHHbIX

SEM = CpepnHee 'eoMeTpHueckoe x xIn(10),

KBagpaTHbIN KOpeHb U3 N
rae SD mpencrasisier coOOil CTaHIApTHOE OTKIOHEHHE, N IMPEACTaBisieT COOOH KOJMYeCTBO
HE3aBUCHUMBIX TMpoBeneHud skcrepuMenta, a In(10) mnpencrasmsier cobod  HaTypanbHbBIN
norapudm 10.

[0145] CenextuBHocts nentumoB it hNPY2R (Y2) mo cpaBuenuto ¢ hNPYSR (Y5),
hNPY4R (Y4) n/unmn hNPY1R (Y1) paccuuThIBaIOT MyTeM J€JIEHUs] HA 3HAUEHMUS], ITOJyYECHHbIE

st ANPY2R, B HM.

[0146] Pesynbrarsr:
[0147] Tabnuua 1: CesasweiBanue (Ki) /n Vitro c hNPY 1R, hNPY2R, hNPY4R u hNPY5R.
Mentun | hNPY2 | hNPYS | hNPY4R | hNPYIR | KparHocts | KpatHocTs | KpaTtHOCTB
REM) | R(HM) | (M) (M) (YS/Y2) (Y4/Y2) (Y1/Y2)
136 - - 0,07 — - — —
PYY 136 0,007 | 037 5 0,06 52 714 8.6
PYY3.36 0,008 3,6 27 7 450 3375 875
IIpumep 1 0,011 59 626 256 5363 56909 23272
Ilpumep 2 | 0,070 >1000 >1840 >1460 >14285 >26286 >20857
IIpumep 3 0,009 36,4 112 >1550 4044 12444 >193750
Ilpumep 4 | 0,005 H/O 280 >148 H/TT 56000 >29600
Ilpumep S | 0,030 H/O 560 >1530 H/TT 18666 >51000
Ped. 1° 0,016 189 - - 11812 -- --
Ped. 2° 0,021 112 - -- 5333 -- --
Ped. 3* 0,013 469 - - 36076 -- --

* Wssectrslid asanor PYY mma cpapreHmT, cv. Mexayrapomryro ITyomkammo IlarerTroil 3asekm Ne WO 2016/198682, mpu stom Ped.
(pepepent) 1 coorBercTByeT CocmumHCHHIO 4 COIMIACHO NpHBEACHHOW myOymkamuu, Ped. 2 coorBerctByer CoemmuCHHIO 21 COINIACHO

npuBeAcHHON myOmmkanmw, 1 Ped. 3 coorsercTByer Coennrernro 32 COTTACHO NPUBEICHHOM Iy OIMKAAH.
H/O —He onpenenero (ND)
H/TI- He npumernmo (NA)

[0148]

Kak

npeaAcCTaBJICHO

BBIIIIE,

dHaJIoOrnu

PYY wu3

IIpumepos

1-5

SABJIAAFOTCA

BBICOKOCEJIEKTUBHBIMUA B OTHOIIeHMH perentopa hNPY2, naske neMOHCTpUpYs MOHMKEHHYIO
appunHOCTH cBsi3biBaHMsA ¢ perentopamMu hNPYS, hNPY4 u hNPY 1 no cpaBHEHHUIO C HATUBHBIM
PYY3.36 uenoseka (SEQ ID NO: 2).

[0149]
[0150]

(2) AxrtuBHOCTD HAM® in vifro B oTHOmeHNH peuentopa NPY?2 yenoseka

Iens:
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[0151] Omnpenenuts in vitro GyHKIMOHAIBHYIO akTHBHOCTH aHajoroB PYY wu3 IIpumepos 1-5
OTHOCUTENIbHO aKTHMBHOCTH HAaTUBHOTO PYY3.36 denoBeka myTeM H3MepeHUs: WHTMOMPOBaHUS
(OPCKONMH-NHAYIIMPOBAHHOTO BHYTPUKJIIETOUHOro mponyuupoBanusi TAM® B kierkax HEK
293, cBepX3KCIPECCUPYIOLINX peKOMONHAHTHBIN perentop NPY?2 yenoseka.
[0152] CnocoOsr:
[0153] Amnanoru PYY u PYY3.36 uenoseka (SEQ ID NO: 2) cHHTE3UPYIOT, XapaKTePHU3YIOT U
XPaHSAT, KaK OMMCAHO BBIIIE, B aHAJIN3aX CBA3BIBAHHS PELIETITOPOB.
[0154] Kionuposanue peuentopa — CTabMiIbHO TPAHCPULIUPOBAHHYIO KJIETOUHYIO JIMHUIO
nojy4aroT 1 perenropa hNPY?2 nyrem cyokinonunposanus k/IHK peuenTopa B miasMuay s
skcnpeccun pcDNA3.1 u ee Tpancdexuu B knerku HEK 293 ¢ mocnenyromeli cenexkuueii ¢
nomompio Geneticin.  Anuksothl knetok (1 x 107 kieTok/mi) mpu naccaxe 9 OTOMPaOT H
XPaHAT 3aMOPO’KEHHBIMHU B MApoBOH (pa3e pesepByapa ¢ KHUIKUM a30TOM. OJTHU 3aMOPOKEHHbIE
AIMKBOTBI ~ HCIIOJIb3YIOTCSI BO  BpeMs IPOBENEHUS  aHAJIN3a. Knerku coxpasstoT
KN3HECTIOCOOHOCTD Oonee 95% B TeUeHUE HECKOIBKIX MECSLIEB.
[0155] Amnamuz u©wAM® hNPY2R - Hurubuposanue (HOPCKOIUH-UHAYHPOBAHHOTO
nponyuupoBanuss UAM® ¢ nomompro ananmoroB PYY wmm PYYsass usmepsercs ¢
ucnonp3oBanneM kierok HEK 293, cepxskcmpeccupyromux pekomOuHanTHbIE hNPY2R.
3aMOpOKEHHBIE AJMKBOTHI KIJIETOK Pa3MOpPaKMBAKOT Ha BoxsHoW Oane mpu 37°C.  Kierku
nepeHocsT B mpodupky Ha 50 mut ¢ 10 Mut KyJbTypaiabHOH Cpensl (Cpena it KyJIbTHBUPOBAHUS
kierok MEM ot Life Tech 11090-081 ¢ 10% FBS or Life Tech 10082-147, 1 mM L-
I'nyramunom ot Life Tech 25030-081, 1xXNEAA ot Life Tech 11140-050, 1 MM nmpyBaTom
Hatpust ot Life Tech 11360-070, 1x pacTBOpOM aHTUOMOTHKH-IIPOTHBOIPHOKOBBIE MpEnapaThl
or Life Tech 15240-062) u unenrpudyrupyror 5 mMunyt npu 1500 o6/MMH B HACTOJNBHOU
uentpudyre Beckman. CynepHaraHT ynansioT, a OCagoOK KJIETOK pecycneHaupyroT B 10 mu
cpeabl sl KYyJIbTUBUPOBAHUS KJIETOK C MOCIENYIOIIUM MponyckaHueMm uepe3 Guibtp 40 MKM.
TouHBIN MOACYET KOJNUYECTBA KJIETOK M HMX >KHU3HECTIOCOOHOCTH OMpPENeNsieTCsl ¢ MOMOIIBO
anamuzaropa Vi-Cell Analyzer or Beckman-Coulter (Vi-Cell XR 2.03). 8000 kneTok Ha JYHKY
noMeInarT B Oenblii 384-myHouHbl aHamuTHueckuil maHmer (Corning, MOKpBITHIN monu-D-
JV3UHOM, Oelblii/Henmpo3payHblii, KaTaJloXKHbI HOMEp #356661) ¢ HCHOIB30BAHUEM 103aTOPA
Combi-Tip (Thermo Scientific). Ilnanmersr nerTpudyrupyrot 1 cexyany npu 1000 o6/mMuH 1
uHKyOupyrot ot 18 no 20 uacos mpu 37°C B uHkybatope ¢ koHTpojieM CO> Ha ypoBHe 5%
[TuTarenpHYIO Cpeny YIOAISIOT M3 AHAJIUTHYECKHX IUJIAHLIETOB, OCTOPOXKHO IIOCTYKHBAs IIO
oymaxxaomy niosioterny. 10 mkn Oydepa nis ananmusa [1X HBSS (Hyclone, #SH3026801), 20
MM HEPES, pH 7,5 (Hyclone #SH30237.01), 0,1% mac./06. Kazeuna (CTL Scientific Supply
Corp., #440203H), 500 mxM IBMX (Sigma-Aldrich #I5876)] nobaBisieTcsi B TYHKH C TIOMOIIBIO
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nozaropa Combi-Tip ¢ mocneayromum neHTpudyruposannemM B teuenue 10 cexynn mpu 1500
0o0/muH. KpuByr 3aBUCHMOCTH peakiuu OT KOHUeHTpauuu (20 To4yek) mpu 2-KPaTHBIX
pazeenenusix nonydaroT B 100% JAMCO ¢ ucnosb3oBaHUEM TEXHOJOTUHM aAKyCTHYECKOTO
nosuposanusi (Labcyte Echo 550). Kierku moxsepraroT Bo3aeicTBHi0 aHanioroB PYY wium
PYY3.36 uenoBeka B TeueHue 45 munyT npu 37°C (xoneunas koHuentpauus JMCO = 1%),
3ateM cTUMyupyroT 1 MKM ¢opckonmuna (Sigma-Aldrich, #F6886) B Teuenue 45 MuHyT npu
37°C. Bnytpukierounbiii TAM® onpenessifoT KOJIMYECTBEHHO C HCIIONIb30BAaHHEM Habopa
CisBio cAMP-G; Dynamic (#62AMOPEB). Bkpartue, ypoBHu TAM® B KleTKe A€TEKTUPOBAIU
C UCToJIb30BaHuEeM Habopa peareHToB st | ®BP nyrem noOasnenust konborara tAM®-d2 B
Oydep nns musuca kaetok (10 mka) ¢ mocienyromum gobasnenueM Eu’’-kpunrar-meueHoro
a"turena npotus TAM®, takxke B Oydep ans musuca kietok (10 mxi). IlomydeHHyro peakiuro
KOHKYPEHTHOI'O aHajHn3a WHKyOMpOBaJIM B TEUEHHe, IO MeHblied wmepe, 60 MUHYT mpu
KOMHATHOW TeMIIepaType W 3aTeM CUuThIBaIM ¢ momousio npudopa PerkinElmer Envision™ ¢
BO3OyxneHneM npu 320 HM U m3sydeHueMm mpu 665 HM u 620 HM. KoHeuHble nuana3oHbI
KOHLEHTpaUull B aHauu3e s MENTUAOB, MCCIENAYEMBIX HA KPHUBBIX OTBETA, SBISIOTCS
cnenyromumu: anajoru PYY (ot 0,1 MmxM no 0,2 ntM) u PYY3.36 uenoseka (ot 10 HM go 0,02
nM). CraHmapTHYIO KPUBYK M3BECTHBIX KOHIEeHTpauuii HAM® (ot 0,5 MxkM go 1 nmM)
nony4arot B Oydepe s ananuza. JIyHKH, B KOTOPBIX OTCYTCTBYET N0OaBIISIEMbIil KOHKYPEHT,
WIA B KOTOPBIX HAXOAUTCs M30BITOK M00aBisieMoro PYYs.36 UesloBeKa, BKIIIOYAKOTCS B KAKIbIN
iaHiiet kak Kontpons MakcumaabHoro Oteera u Kontposas MHrHOUTOpa, COOTBETCTBEHHO.
[0156] Amnanu3 naHHbIx 1isi aHamuza HAM® penenropa hNPY2 — ®nyopecueHinus ¢
BPEMEHHBIM Pa3peLICHUEM HCTIONB3YeTCsl Ui pacdera kKodddurmenrta ¢uyopecueHuun (665
HM/620 HM), KOTOpBIii OOpaTHO MPOMOPLIMOHAIEH KOJUYECTBY MNPHUCYTCTBYIOIEro nAM®.
Curnansl, xapakrepable st aHanoroB PYY u PYYs.36 uenoseka, Obutn npeoOpasoBanbl B HM
UAM® Ha 7nyHKYy C T[IOMOLIBKO CTaHAApTHON KpuBoii UHAM®, mnocTpoeHHON B BuUIeE
OTHOCUTENIbHBIE €IUHHLbI OTBeTa (dmMuccusi mpu 665 'M/620 HM*10,000, mo ocm Y) B
3aBHCHUMOCTH OT KOHUeHTpaunu TAM® (1o ocu X).

[0157] KonuuectBo BhIpabatbiBaecMoro HAM® (HM) B Kaxaod JyHKe MpeoOpa3OBBIBAN B
NPOLIEHT OT MAKCUMAaJIbHOT'O OTBETA, HAOJF01a€MOTO TOJBKO C (POPCKOIMHOM, KaK MPEACTaBICHO

B YPABHEHUU HUXKE:

Mentug—KouTpoab UHruGUTOpa

% Crnenupuyeckoro UHru6MpoBaHus = — ,
MakcumaibHblit OTBeT—KoHTpoab UHruGUTOpa

rane Kontpons Uuruburopa mpexncrasisier coboii tAM®P, mpoayuupyeMelii B NMPUCYTCTBUU
nobasneHHoro m30sITka PYYs.36 uenoseka, Makcumanbabiii OTBeT npencrasisier codboit tAMO,
MPOAYLUPYEMBIA B MPUCYTCTBUU TOJIbKO (hopkonmHa, u [lentun npencrasisier codoit TAM®,

MPOAYLUPYEMBIN B IPUCYTCTBUHU UCCIEAYEMOrO NENTUAA.
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[0158] IIpoueHT crnenudpuyeckoro MHrUOMPOBaHUS (OCh y) OTJIOKEH B 3aBHCHMOCTH OT
KOHLIEHTPALIMN KOHKYpPeHTa (OCh X) M MPOAHAIM3HPOBAH C IMOMOINBI CIIOcOo0a HENWHEHHON
perpeccun (Genedata Screener, Bepcus 13.0.5, Genedata AG, baszens, IlBeitmapusi) ¢
UCTIOJIb30BAaHMEM YeThIpEXIapaMeTPHUUEcKOol Monxenn (MaKCUMyM KpPUBOHM, MUHUMYM KPHBOH,

ICso, yrnoBoii koa¢pdunment Xumia), Kak OnpeaeneHo HIDKe:

MaKCMMYM KPUBOU—MUHUMYM KPUBOU
x \YTJI0BOH K03duIreHT Xuiia
(&)

y = MUHUMYM KpUBOH +

IC50

[0159] OrtHocurensHoe 3HaueHue IC so mpencrapisier coOON KOHLIEHTPALMIO, BBI3BIBAIOIIYIO
50% nHrnOupoBanus HOPCKONUH-UHAYLIUPOBAHHOTO NMPOoAyLupoBaHus HAM®.

[0160] ITonyuennsie 3HaueHUs ICso paCCUMTHIBAIOTCS KaK CPEIHEE F€OMETPUUECKOE, KaK
MIPECTABJICHO HUXKE!

Cpe,aHee FeOMeTpI/I‘IECKOE 3HayeHue = 10(Cpe,aHee ApudmeTtuyeckoe aas Log10 3HayeHU ICSO).

[0161] CranmaptHas ommbOka cpeaHero (SEM) paccuuThiBaeTCs ¢ MCMOJIB30BAHUEM CIIOCOOA

ACIBbTHI, KaK NPEACTaBJICHO HUKE!

SD log npeoGpa3oBaHHbIX JaHHbIX
SEM = CpenHee 'eoMeTpuyeckoe X P2 pes 4 xIn(10),
KBagpaTHbIN KOpeHb U3 N

rae SD mpencraBnsier co0OM CTaHAAPTHOE OTKIOHEHHWE, N MPENCTaBIsIeT COOOW KOJHMUYECTBO
HE3aBUCHMBIX TpoBeneHuil skcrepumenta, a In(10) npeacrabnsier coOoil  HATypabHBINA
aorapudm 10.

[0162] PesynbraTsr:

[0163] Tabmuua 2: AktuBHoCTh HAM® in vitro B oTHoleHnu Penenropa hNPY2.

Ilentun hNPY2R ECso

(M)
PYYi36 0,12
PYY3.36 0,15
Ilpumep 1 0,07
IIpumep 2 1,23
IIpumep 3 0,15
IIpumep 4 0,06
Ilpumep 5 0,55
Ped. 1° 0,30
Ped. 2° 0,23
Ped. 3* 0,32

* Wssectrslid asanor PYY mma cpapreHmT, cv. Mexayrapomryro [Iyomkammo IlarerTrolt 3asekm Ne WO 2016/198682, mpu stom Ped.
(pepepent) 1 coorBercTByeT CocmumHCHHIO 4 COIMIACHO NpHBSACHHOW myOymkamuu, Ped. 2 cootBerctByer CocmmuCHHIO 21 COINIACHO
npuBeaCHHON myOmmkanuw, u Ped. 3 coorBerctByeT CoeauHCHUIO 32 COTIACHO NPUBCACHHOM Iy OTHKALIH.

[0164] Kak mpexacraBiaeHO Bbille, pe3ynbTaThl aHamu3a UAM®  neMOHCTPUPYIOT
(YHKUNOHATBHYIO aKTHUBHOCTH aHajoroB PYY wu3 IlpumepoB 1-5 B OTHOmEHMH perenrtopa
hNPY?2, npu stom [Ipumep 2 nposiBisieT camyro c1alyro crenupuIecKyr0 akTUBHOCTb, KOTOpPast

B 12 pa3 HUKE OTHOCHUTENBHO aKTUBHOCTH PY Y3.36 uenosexka.
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[0165] (3) AxtuHocTe 'T®YS in vitro B orHomennn peuentopa hNPR2
[0166] Lens:
[0167] Ouenntp penenTop-ornocpenoBaHHyr akTuBauuio (G-OenkoB aHajmoramu PYY w3
Ilpumepos 1-5. Peuentop-onocpenoBaHHYK) AaKTHUBALMIO MOXXHO M3MEPUTh C MOMOLIBIO
Heruaponusyemoro asajora I'T®, TI'T®y[**S].  AroHuCT-MOCpPeNOBAaHHAS CTHUMYJIALMS
peLenTopoB, cBA3aHHBIX ¢ (-O€JKOM, MPHBOAWT K AKTUBALMM CBS3aHHBIX C MeMOpaHOU
reTepoTpuMepHbIx komriuiekcoB Gofy-Oenok.  DTo mpexncraBiser coOoif mepBbIi mar B
nepesade BHEKJIETOYHBIX CUTHAJIOB Uil MOAU(HUKAIMM BHYTPUKIETOUYHbIX NyTed. B maHHOM
cnydae, (QyHKIMOHANbHbIA aHanu3 [ T®Y[*°S] wucmomb3yercs s OLEHKH aKTUBHOCTHU
paznnyHbIX aHajoroB PYY B orHomenun pernenropa hNPY2.
[0168] CnocoOsr:
[0169] Amnanoru PYY, PYY1.36 uenoseka (SEQ ID NO: 1) u xouTponpHbii nentua PYYs.ss
(SEQ ID NO: 2) cuHTe3upyIOT, XapakTepU3yIOT U XPAHAT, KaK OMHCAHO BBILIE, B aHAJIM3AX
CBSI3bIBAHUS PELIENITOPOB.
[0170] Hnsa xaXXaoro UCCIeAyeMOro MenTuaa KpUBble 3aBUCUMOCTH OTBETA OT KOHIIEHTPALUH
(CRC) ¢ 1/3 norapupmuueckux passeneHuil (JlorapudMudeckue KOHLEHTpaluu ot -6,52 1o -
12,52) peanu3oBBIBAIOTCS C MOMOIIBIO YCTPOMCTBA AJIsl MAHUMYJISIIMN C »KUAKOCTssMu Hamilton
NIMBUS B 6ydepe nns anammza (20 MM HEPES, pH 7,4, 100 MM NaCl, 6 MM MgCl,, 1 MM
OATA) ¢ nobGasiennem 0,2% bauurpanmaa (US Biologicals #11805) u 0,5% JIMCO.
Koneunsle konuentpanuu bamurpauuna u JIMCO npu ananuse coctapisitor 0,05% u 0,125%,
coorBercTBeHHO.  MemOpanst  hNPY2R — (Multispan ~ #HTSO066M)  mpenBapuTeIbHO
MOJTOTABIUBAOT MyTEM JOBEASHHUS MX A0 KOHIUEHTparuu 7,5 MKr/mi B Oydepe sl aHamu3a ¢
nobasnennem 20 MxkM I'ZI® (Sigma #G-7127) u 6 mxr/mn Canonuna (Sigma #S-4521), u
meMmOpanbl hNPY2R uHKYOHpYIOT MpH KOMHATHOW Temreparype B TedeHue 20 MUHYT mepen
nobapneHneM BO Bpems mnposeneHus aHanmmsa. L T®yS[*°S] (PerkinElmer #NEGO30H)
NpeIBaAPUTENIbHO Pa3BOIAT B Oydepe mns aHanmmza no koHmnentpamuu 0,6 HM. WGA SPA-
rpanysbl (PerkinElmer # RPNQOOO1) moBomsaT no koHmeHTpauuu 12 mr/mia B Oydepe nns
aHanmu3a. AHamM3 npoBonAT B 96-nyHouHoM rutaniiere (Costar #3604), cHadana nobasnsist 100
Mk memOpan hNPY2R, 3atem 50 mxn pactBopa mist moctpoenus CRC, 3arem 50 Mk pactopa
I'T®yS[*S] nmo xomeunoro obbema 200 Mkn  IIjaHIIET HAKPLIBAIOT M MOMEMIAOT Ha
opbutanbhbli meiikep (175 o6/MuH Ha 45 MHHYT) NMpH KOMHATHOH Temreparype. 3arem
nobasnsatoT 25 Mk SPA-rpaHyn, MUIaHIIET CHOBA TePMETH3HPYIOT W BCTPSXHUBAOT JUIS
NepeMEIINBAHMS, 3aTEM CHOBA MOMEIIAIOT Ha OpOUTANbHBIN Ielikep Ha 3 Yaca MpU KOMHATHOH
Temreparype. 3aTeM IUIaHLIET LEeHTPUQPYrupyroT B TedeHue 5 MuHyT npu S5S00 ob/MuH H

cunThiBalOT Ha aHanusatope PerkinElmer 2450 Microplate B TeueHme 1 MUHYTBI Ha JIYHKY.
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Ucxonnoe ceszpiBanue (CPM) onpenensiercs B orcyrcTBue ananora PYY wmm PY Ys.36 uenoseka
U UCTIONB3YETCS JUIS pacdeTa MPOLEHTA BBIIIE HCXOIHOTO 3HAYSHUS ISl K&KIOW KOHLEHTPALUN
HenTuaa 1o cienyoumemy ypasHeHHO: (ananor PYY umu PYYs.36 uenosexka, CPM — HcxongHoe
CPM)/(Ucxomnoe CPM)*100. 3nauenuss ECso (HM) ompenensrorcss myTeM MpPOBENEHUS
HEJIMHEHHOTO0 PErpecCHOHHOIO aHajIM3a Jiorapu(ma KOHLEHTPALMH U MPOLEHTa OT UCXOMHBIX
3HaueHul (Jorapupm(aroHNUCT) OTHOCUTENBHO OTBeTa-- [lepeMeHHbI yrioBoi ko3ddumuent
(uerbipexmnapamerpudeckass mozenb)) B GraphPad Prism 7.0 ¢ ucmnonb3oBaHHEM ypaBHEHUS:
Y=Munaumym kpusoii + (Makcumym kpuBoit-Muanmym kpuBoit/(1+10™N((LogECso-X)* Y rnosoii
Koadppunuent Xunna)). CpenHee reoMeTpuieckoe 3HaUCHHE U CTAHAAPTHAS OLIMOKA CPEHETO
BbUUCISIIOTCST U3 3HaueHuit ECso (HM) ¢ ucnonp3oBaHueM (yHKUUKU cOOpa CTaTHCTUKH IO
cronbuam B GraphPad Prism 7.0.
[0171] PesynpTaTsl:
[0172] Tabnuua 3. AxtusHocts [ T®YS In Vitro B otHOmenun Peuentopa hNPY2.

ITentun hNPY2R ECso

(M)
PYYi.36 0,42
PYY3.36 0,43
IIpumep 1 0,08
IIpumep 2 1,83
IIpumep 3 0,06
IIpumep 4 0,04
IIpumep 5 0,16
Ped. 1° 0,22
Ped. 2° 0,13
Ped. 3* 0,11

* Wssectrslid asanor PYY mma cpapreHHT, cy. Mexayrapomryro ITyomkammo IlarerTrO#l 3agekm Ne WO 2016/198682, mpu stom Ped.
(pepepent) 1 coorBercTByeT CocmuHCHHIO 4 COIVIACHO NpHBEACHHOW myOymkamuu, Ped. 2 coorBerctByer CoemmHeHHIO 21 COINIACHO
npuBeacHHOIN myomkanuu, u Ped. 3 coorBerctByeT CoequHCHNIO 32 COTIACHO MPUBESACHHOI Iy OTHKALIH.

[0173] Kakx mnpencTaBieHO Bbllle, Ppe3ylbTaThl (YHKIMOHANBHOTO aHammusa I Tdy[*S]
JIEMOHCTPUPYIOT aKTHBHOCTH aHayioroB PYY B orHomenuu penentopa hNPY2, mpu stom
[Tpumep 2 mposiBisieT camyro cinalyro CrnernudpuyuecKyr0 akKTHBHOCTb, KOTOpas B 4 pas3a HIXKe
OTHOCUTENIBHO akTUBHOCTH PY Y3.36 uenoBexa.

[0174] (4) DapmakOKHHETHKA

[0175] Uens:

[0176] MU3yunTh papmMakOKHHETHUYECKHUE CBOHCTBA aHAIOToB PYY.

[0177] CnocoOsr:

[0178] XX/MC - KonmeHTpamuu B IUia3Me pasiu4HbIX aHaioroB PYY ompenenstorcs
cnocobamu JKX/MC. CrocoObl H3MEPSIOT TOJTHOE COSNMHEHUE, MENTU] TUTIOC TOTIOTHEHHE JIJIst
YBEJIMUECHUS NepuoAa nosysbiBeAeHus. s ananusa ananord PYY u BHyTpeHHMH CTaHIapT

SKCTPArHPYIOT U3 TUIA3MbI MBIIIN, KPBICHI I 00€3bsiHBI (50 MKJI) C UCIIOJIb30BAHUEM METaHOJA
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¢ 0,1% wmypaBbunO# Kucnotrbl. OOpa3mpl LEHTPUPYTHPYIOT, U CYNEPHATAHT NEPEHOCAT B
iaHmet 1 ocaxkaeHus Thermo Protein Precipitation Plate. OOpa3iel 3arpy’karoT B IUIAHIIET
Sep-Pak tC18 SPE pElution Plate, kotopslii obpadatsiBaror MetanonoMm u 0,1% MypaBbHHOM
kucaoroil B Boge. Komonku ana TOD asaxasl npomsiatoT 0,1% MypaBbHHON KHCIOTOH B
BOZE. 3aTeM COeIMHEHUs SJIFOUPYIOT, UCIIONb3Ys MypaBbUHYIO KUCIOTY/Boay/auerorutui (0,1:
15: 85), 3aTem coeanHEHUs BBICYIINBAIOT U BOCCTAHABIMBAIOT Nepel MHbEKLHeH anukBoThl (10
MKIT) B npenkosoHKy Thermo Acclaim PepMap100 C18, 300 mxm x 5 mm, u konoHky Thermo
Easy Spray PepMap C18, 75 mxm x 15 cm, ans ananmuza XKX/MC. BeiTekaromuii U3 KOJOHKU
MOTOK HampaBjieH B Macc-criekrpomerp Thermo Q-Exactive Plus nns perektupoBaHusi u
KOJIMYECTBEHHOT'O ONPEAEIICHHUS.
[0179] ®apmakokuneruka aHanoros PYY y mbimeii CD-1. ®apmakokuHeTuky aHanoros PYY
B IJa3M€ KpOBU OLEHMBAIOT Ha camuax wmbimeidl CD-1 nocne BBeneHust OXHOKPAaTHOMN
noAKOKHOW 103bl 200 HMoJdb/kr.  OOpasupl KpoBH OTOMPAIOT y 2 JKMBOTHBIX Ha OIUH
KOHTPOJIbHBIE MOMEHT BpeMeHHM B TeueHue 168 uacoB. IlockonbKy Uil OLIEHKM KUHETHKHU
ananoroB PYY y wmblieii UCHONB3yeTCsl He CepuilHOe B3siTHe OOpa3lioB, JaHHBIE O CpemHEeH
KOHLIEHTPALMM B 3aBUCUMOCTH OT BPEMEHHM HCIIOJB3YIOTCS JJIsI COCTAaBJICHUS TaOJMLIbI
(apMakOKMHETHYECKMX mapaMeTpoB i aHanoroB PYY mocne BBeneHHs ORHOKPATHOM
noakoskHo 10361 200 HMonb/kr. KoHnenTpanuu ananoros PYY B miasme gerektupyercs yepes
120 yacoB mociie BBeIeHUs] ONHOKPATHOM MOAKOKHOM 10361 200 HMOJIB/KT.
[0180] <Papmakokuneruka aHajoroB PYY y kpeic SD — ®apmakokuHeTnky aHajaoros PYY B
IUIa3Me OLIEHWBAIOT HA camuax Kpbic JuHuM Sprague Dawley mocie BBeneHHsT OIXHOKPATHOU
NOAKOKHOW 1103bl 50 HMomb/kr.  OOpasubl KpoBH OTOMPArOT y 2 JKHUBOTHBIX HA OAMH
KOHTPOJIbHBI MOMEHT BpeMeHHU B TeueHue 168 yacoB. IIOCKONBKY AJisi OLIEHKHM KUHETHKU
anasioroB PYY y KpbIC HCIIOJIb30BAJIN CEpUITHOE B3sITHE OOPA3IOB, JaHHBIE O KOHIICHTPALUU Y
OTAEJbHBIX KMBOTHBIX B 3aBUCUMOCTH OT BPEMEHH HCIIOJIBb30BAIH JUJISI COCTABJICHUS TaOJUIIbI
(hapMaKOKWHETHYECKHX TMapaMeTpoB s aHamoroB PYY mocie BBeneHUsT OJHOKPATHOMN
NOAKOXKHOU 1103kl S0 HMonb/Kr. KoHnentpaimu aHanoroB PYY B miasme neTeKTUPYETCs uepes
120 yacoB mociie BBEIeHUSI OMHOKPATHOM MOIKOKHOM 10361 SO HMOJIB/KT.
[0181] Dapmakokunerrnka aHaioroB PYY y siBaHCKUX Makak — PapMaKOKMHETHKY aHAJIOTOB
PYY B nnasMe KpOBHM OLIEHUBAIOT y CAMLOB U CaMOK SIBAHCKUX MAKaK IMOCIE€ BBEICHUs
OJHOKPATHOH MOAKOXHOH 103bI 50 HMonb/kr. OOpasubl KpoBH OTOMparOTCs B TeueHue S04
yacoB. lIOCKONBbKY 1J1s1 OLIEHKM KHUHETUKHU aHajoroB PYY y Makak HCHONB3yeTCsl CCEpUIHOE
B3ATHE OOpA3LOB, NaHHbIE O KOHLEHTPALMH Yy OTAEIbHBIX JXHBOTHBIX B 3aBHCHMOCTH OT
BPEMEHHU HCIIOJIb30BAIH JJIsI COCTABJIEHUs] TaONHMLbI (PapMaKOKHHETUYECKHX MapaMeTPOB IS

anaynoroB PYY mocie BBeneHUs OJHOKPATHOM MOAKOKHOUM 1036l SO HMOJb/kr. KoHueHTpauuu



aHasoroB PYY B mnasme nerektupyercsa uepe3 504 wyaca mociie BBENEHUS OJHOKPATHOM

MOAKOKHOM 10361 50 HMOJIB/KT.
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[0182] PesynpraTs:
[0183] Tabmmma 4: Cpennune @Papmakokunerndeckue Ilapamerper Ilocne Baenenwus
Onnoxpathoii [Togkoxuoit Jlo3sl Camiiam Meimeii CD-1.
Ienrun Jo3a Tin Tmax Cinax AUCins CL/F
(HMOJIB/KT) (1) (1) (amonb/n) | (v*HMoON/n) | (Mu/4/Kr)

ITpumep 1 200 15 6 1140 29795 6,71

ITpumep 2 200 27 12 1014 56198 3,56

ITpumep 3 200 26 12 1360 52751 3,79

[Tpumep 4 200 15 12 916 31257 6,40

Coxpamenna: AUCiy = mmomangs mox KpuUBOH 3aBHCHMOCTH OTBeTAa OT m03bI 0T O mo Oeckomeynoctm; CL/F = wimpeHC, OCNCHHBIH HA
6uomocTymHOCTh (F); Cmax = MakCHMaabHAI KOHIECHTpanus, Tmax = BpeMs MaKCHMATbHOM KOHICHTpamu; T1/2 = mepuo. Moy BEIBSICHI.

[0184]

Opnnoxpathoii [TogkoxHoi [{o3zsr Camuam Kpsic SD.

Tabnuua 5: Cpennue @apmakokunerndeckue Ilapamerper Ilocne Beenenus

Tlentun Jo3za Tin Tmax Cmax AUCinf CL/F
(HMOJTB/KT) (1) (9) (amonb/n) | (a*umon/n) | (mu/4/kr)

Ipumep 1 50 22 12 221 8621 5,83

ITpumep 3 50 38 12 399 21094 2,39

IIpumep 4 50 19 8 219 8289 6,41

Coxpamennsa: AUCy¢ = mromanp oA KPHBOI 3aBHCHMOCTH OTBeTa OT X03bI 0T 0 mo Oeckomeunoctm; CL/F = KiImpeHC, ACICHHBIH Ha
6uomocTymHOCTH (F); Cpax = MAKCHMATBHAS KOHICHTPAMHS, Tiay = BPEMSI MAKCHMAITBHOH KOHICHTpanuy; 1T1/2 = mepHo 0IyBBIBEACHI .

[0185]

Tabmuna 6:

Cpennue

OnnoxkpatHoii [TogkoxHoi J{o3bl SABanckum Makakam.

®apmakokuHernueckue Ilapamerpsl

ITocie Bsenenus

Ilentun Jlo3a T Tmax Cmax AUCinf CL/F
(HMOJIB/KT) (1) (9) (amoub/n) | (u*EHMoON/n) | (Mu/4/Kr)

ITpumep 1 50 101 9 500 64552 0,775

ITpumep 2 50 131 18 583 123173 0,408

IIpumep 3 50 148 9 599 105839 0,509

Cokpamenna: AUCiys = mmomanp mox KpUBOH 3aBHCHMOCTH OTBeTAa OT m03bI 0T O mo OeckomeunocTm; CL/F = KIHPEHC, OCICHHBIH HA
ouomocTymHOCTH (F); Cpax = MAKCHMATBHAS KOHICHTPANHS, T = BPEMSI MAKCAMATBHON KOHICHTpanuy, 1T1/2 = mepHo. MOIyBEIBEACHIAS.

[0186]
[0187]

Pesynbratsr:
HOJ’IyLIeHHbIe AAHHBIE ACMOHCTPHUPYIOT, YTO YKa3aHHBIC BBIIIEC COCAUHCHUA HUMCHOT
(bapMaKOKUHETHYECKHUI NPOQUITh, MTOAXOASIIIUIN JIJIs1 BBEACHHS OIUH Pa3 B HEMEIIO.

[0188] (5) PacrBopumocts u CTaOMIBHOCTD

[0189] Lens:

[0190] Ompenenuts quana3oH pH st pacTBOPUMOCTH M CTAOUIBHOCTH aHAIOTOB PY'Y

[0191] CrnocoOsr:

[0192] BwusyanpHasi OlLleHKa AHWAa3OHa PAacCTBOPUMOCTH — I[IOpOIIKK JTHOPUITH3UPOBAHHOTO

ananora PYY BoccTaHaBiIMBaIOT B BOZE O KOHLEHTparuu 4 mr/mit, u pH 1oBOAST ¢ MOMOIIBIO
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JUMOHHOM kucjotel/pocharaoro Oydepa no pH 4. pH cucremsl tutpyror ¢ momomso 0,5 N
NaCl ¢ nossiennem pH o 8, a 3atem tutpyrot ¢ nomorsto 0,5 N HCI ¢ nonmxkenuem pH no
4.
[0193] Ouenka TepmocrabunpHOCTH — [TonrorasnuBatoT pacteopsl aHanoros PYY B 10 MM
wu 20 MM docdare Hatpust, pH 7,0, npu koHueHTpauuu 1 Mr/mia wim 2 Mr/mi1, 1 UHKyOUPYIOT
npu 4°C u 40°C B teuenue 4 Hemenb. OOpasipl yepe3 4 HeAeNU aHAIUZHPYIOT C MOMOIIBIO
sKCKIIF03UOHHOM Xpomarorpaduu (SEC) u OP-B2XKX.
[0194] Cnoco6 SEC — Bwmonnsercs ¢ ucnoib3oBaHueM  kojonku  TOSOH
TSKgelG2000SWxI, 7,8 mm ID x 30 cm, 5 MkM, ¢ koMro3uuuei noasmwxHoON (aszel uz 50 MM
¢docgara narpusa, 300 MM NaCl, pH 7,0 ¢ 20% aueronutpunom B TedeHue 30 MHHYT mpu
ckopoctu notoka 0,5 mi/muH, A — 214 HM.
[0195] Cnocob6 OP-BOXKX — Bemonnsiercs ¢ ucnoib3oBanueM kojioHku Cortecs C18, 2,7
MM, 4,6 x 50 mm, 20-45% aueronutpun/Boga ¢ 0,085% T®Y B Teuenue 10 MuHYT mpu
CKOpOCTH MOTOKA | MjI/MuH, A - 214 HM.

[0196] Pesynbrarsr:

[0197] Tabmuua 7: PactBopumocTs u TepmocTabunbHoCTh AHaNOTOB PYY.

IMentun | PactBopumocts | TepmocrabunbHocTh (10 mn 20 MM ®ocdar, pH 7,0)
(nmmanaszon pH) O®-BOXX % ITuk SEC % ITuk
Omnpenensiemoro Onpenemnsiemoro
Kommnonenra Komnonenra
4°C 40°C 4°C 40°C
IMpumep 1 >57 95,8 92,9 98,9 95,7
ITpumep 2 >55 99,7 99,3 99,9 99,6
ITpumep 3 > 6,1 99,5 97,1 95,2 92,4
Ipumep 4 > 6,8 96,8 97,5 99,6 98,7
ITpumep 5 >58 96,8 95,2 99,7 97,5

[0198] Kak npencraBieHO Bbile, BCe menTuabl pactBopumsl npu pH > 7,0. CTaOUIbHOCTB,
oueHeHHas ¢ nomoinpo OP-BOXKXX u SEC, npennonaraer, 4To 3T HNENTHIbI OTHOCUTEIBHO

CTa0MJIbHBI ITPU arpeCcCUBHOM TEPMHUYECKOM CTPeCcCe.

[0199] Ilpumep 7. Bausuue PYY /n Vivo.

[0200] (1) Bunusanue in vivo Ha NOTpPeOJICHNE MUIIHN U MACCY TeJla Y HOPMAJIbHBIX MBbIIIEH
[0201] Lens:

[0202] Cpasuuth gaeiicteue aHanoros PYY u3 Ilpumepon 1-5 Ha cHM)keHHE MaccChl Tela U

YMCHBIICHUE NTPpHUEMaA NMUIIHU Y HOPMAaJIbHBIX MBIIIE mocne OI[HOKpaTHOfI HUHBECKIINUH.

[0203] CmocoOsr:
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[0204] CamuoB mbimeit CS57BI/6 ot Envigo RMS (Munuananonuc, Muanana) comep:kar Ha
kopmoBoii nmere (5008; LabDiet, Cent-Jlync, Muccypu) M pa3MeIniarOT IO OJHOMY B
NOMeIleHHe ¢ KOHTpoJupyeMoi temmeparyporr (74,0 °F; 233 °C) ¢ HopmanbHbiM 12:12-
JaCOBBIM CBETOBBIM IIMKJIOM U CBOOOJIHBIM JIOCTYIIOM K mHiie U Boxe. B Bospacre 9-10 Henenb
PETHUCTPUPYIOT MAacCy TeJia MPH YCJIOBUU OTCYTCTBUS TOJIONAHMS U HAYaJIbHYIO MAcCy MUINHU, U
JKUBOTHBIM BBOISAT ONHOKPATHYIO TMOJKO)KHYIO HMHBEKLHUIO HOCUTENs WM TMenTHaa C
NOCJIEYIOLUINMH €KeTHEBHBIMU W3MEPEHUSIMH MacChl Tejla U MOTPeOJIeHUs MUINU B T€UYEHHUe 3
OHel mocie BBemeHus: no3bl.  [lnomane mox aHanm3upyemoit kpusoi 3aBucumoctu (AUC)
paccuUMThIBAE€TCS KaK JIi Macchl Tejla, TaKk WU JJis MOTPEONEeHUS NHUINM, B 3aBHCUMOCTU OT
Hocutens. Ilpumep 4, B nose 30 HMONB/Kr, HCronb3yercs B KkadecTBe dTasnoHa 100%
3¢ EKTUBHOCTH JUIsl MACChI TeJa U MOTPEOJICHHUS MULIH NIPU KaXIOM ITPOBEICHNHN aHAJIH3A.
[0205] PesynpTaThl:

[0206] Tabnuma 8: Mamenenus Maccol Tena u Ilotpebnenust [Tumu B Teuenue 3 JlHew y

Mpiueii C57/B16 Tlocne Beenenuss OnnokpatHoii Jlo3sr Ananora PYY.

ITentun Ho3za A Maccer Tena A ITorpebnenns
(HMOJB/KT, T/K) (%)** [MTumm
(Yo)**
ITpumep 1 30 89 103
100 108 105
ITpumep 2 100 71 71
300 117 78
ITpumep 3 30 98 93
100 111 100
IIpumep 4 3 22 12
10 41 48
30 100 100
ITpumep 5 100 70 99
300 129 118
Ped. 17 100 87 79
300 127 104
Ped. 2" 100 62 67
300 110 85
Peg. 3* 100 50 78
300 104 99

* Wssectrslid asanor PYY mma cpapreHmT, cv. Mexayrapomryro [Iyomkammo IlarerTro# 3asekm Ne WO 2016/198682, mpu stom Ped.
(pepepent) 1 coorBercTByeT CocmumHCHHIO 4 COIMIACHO NpHBEACHHOW myOymkamuu, Ped. 2 coorBerctByer CoemmHCHHIO 21 COINIACHO
npuBeaCHHON myOmmkanuw, u Ped. 3 coorBerctByeT CoequHECHUIO 32 COTIACHO NPUBCACHHOIM Iy OIHKALIH.

** [Tpumep 4 B mo3e 30 amoms/kr (AUC) mpuaaT B kauecTe 100% 3 pexTrBHOCTH

[0207] Kak moka3aHO BbIIIE, CHIDKEHHWE KaK MacChl Teja, TaKk W MOTPeONIEHUS MUIIH
nemoHcTpupyeT 3ddextuBHOCTs aHamoroB PYY in vivo, mpu 3TOM CpaBHEHHE IO3UPOBOK,
HEOOXOIUMBIX [T OJTHOH 3(h()EeKTUBHOCTH, IEMOHCTPUPYET yiydieHue 3 (HEeKTHBHOCTH.

[0208] (2) Bunusnue in vivo Ha MOTpeOJICHNE UL U MACCy TeJa Y MBILIEH C ATMMEHTAPHBIM

O>KHPEHUEM
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[0209] Lens:
[0210] W3yuuth BiAUsIHHE €XKe€OHEBHOro no3upoBaHus aHamoroB PYY wus Ilpumepos 1-5 Ha
CHIDKEHHE MAacChl Tela, OTHEJIbHO WM B KOMOMHaumu ¢ aroHucrom penentopa GLP-1, B
TE4YEHHUE JIBYXHEJEIbHOT0 MEPHO/a Y MBILIEH ¢ anuMerTapHbIM oxkupenneM (AO, DIO).
[0211] CmocoOsr:
[0212] Camuos mbimeit ¢ AO muann C57BI/6 (Taconic) B Bo3pacte 20 Hexenb 1Mo MPpUOBITHH
CoIep Kal MCIONB3ys KopMma ¢ coxepxkanueMm skupa 60% (D12492; Research Diets, Hoto-
bpancyuk, Hero-/xxepcu). JKuUBOTHBIX pasMemiarOT MO OJHOMY B TIOMEUIEHUH C
KOHTponmpyemoit temmeparypoir (74,0 °C; 23,3°C) ¢ 12-yacoBbIM LMKJIOM JA€HB/HOYb
(ocBemenne no 22:00) m cBOOOAHBIM AOCTYNIOM K THIne W Boje. llocie ogHOHEAEeNbHOro
NEepUOAa aKKJIUMATU3aLUU K €KeAHEBHOMY JO3UPOBAHUIO HOCUTENSI U3MEPSIOT MacCy Teljla MpU
YCIOBUU OTCYTCTBHMsI TOJIONAHMs, U JKMBOTHBIX pPAHIOMHM3UPYIOT IO Macce Tena B
SKCIEPUMEHTAJIbHbIE IPYyMNIbl (N=6) U BBOIAT €KEAHEBHbIE NMOJKOKHbIE MHBEKLIUH HOCHUTEJ,
aronncta peuentopa GLP-1 (AP GLP-1; SEQ ID NO:15), ananoroB PYY wiu komOuHaumi
anasoroB PYY muroc AP GLP-1. Ilocne 2 Henenb 1O3MPOBAaHUS PETUCTPUPYIOT Maccy Teja Mpu
YCJIOBUU OTCYTCTBUSL TOJIONAHUS M PACCYUTHIBAIOT M3MEHEHHUs CpeJHeNd Macchl Tena
OTHOCHUTEJIHO J[aHHBIX, MOJIyYEHHBIX MpPH BO3ACHCTBUM HocuTeneM. [l omnpeneneHus
ANUTUBHBIX WM CUHeprudeckux s¢¢extoB aHamoroB PYY B komOunammu ¢ AP GLP-1
paccunthiBaeTcsi 3((HEeKTUBHOCTD, mpeBbilaromas 3¢(ekTuBHOCTb ogHOro tonbko AP GLP-1

(coBokymHbIH 3 dexr).
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[0213] PesynbraTs:
[0214] Tabmuua 9: Usmenenust Maccol Tena B 2-Henenbnom MccnenoBannu Ha Mpblmax ¢
AmumentapabeiM Oskupennem ¢ McnonszoBannem Tonbko Ananoros PYY wimu B KomOunarmm ¢

Aronuctom Penienropa GLP-1.

IMentun Ho3za A Maccol Tena (%)
(HMOIB/KT, T/K) Tonsko PYY PYY + PA GLP-1*

ITpumep 1 1 -4 -18
3 -6 -26

10 -15 -31

ITpumep 2 3 H/O -1

10 H/O -6

30 2 -11

ITpumep 3 1 -3 -16
3 -6 -28

10 -23 -30

ITpumep 4 0,3 0 -3
1 -1 -12

3 -4 -17

10 -12 -21

ITpumep 5 1 -2 -2
3 0 -11

10 -2 -18
30 -3 H/O

* D(h(exTHBHOCTH BBILIE, YeM Yy aroHucTa penentopa GLP-1 (AP GLP-1)

[0215] Kak moka3zaHO BbIlIEe, CHUXKEHHE MAcChl Tejda ¢ MoMombio aHanoroB PYY, kak mo
OTHENbHOCTH, Tak U B komOuHaumu ¢ AP GLP-1, nemoHctpupyer 3pPpeKTUBHOCTh aHAJIOTOB
PYY in vivo, npu cpaBHEHUN BEJIMYHUHBI TIOTEPU BeCa.

[0216] (3) BunusHue in vivo Ha MacCy Tejla U YPOBEHb IIFOKO3bl Y MbIIIei ¢ nuabeToM u
oxxupennem (db/db)

[0217] Uens:

[0218] W3yuuth BIUsIHHE €XeOHEBHOro no3upoBaHus aHanoroB PYY wus Ilpumepos 1-5 Ha
CHIDKEHHE Macchl Tella U YPOBHEH IUIIOKO3bl B KPOBU B TE€UEHHE NECATHUAHEBHOIO MEpUoaa y
MbIlel ¢ oxxupenueM u quabdberom (db/db).

[0219] CnocoOsr:

[0220] Cammos wmbmmeii Lepr®® (db/db) or Envigo RMS (Mummamanonuc, Wmpnana)
colep:KaT C MCIONb30BaHHWEM Kopma Twma 4ay (chow-style diet) (5008; LabDiet, Cent-Jlyuc,
Muccypy) u pa3Memajgd Mo S5 JKMBOTHBIX Ha KJIETKY B IOMEIIEHHH C KOHTPOJHUPYEMOM
temneparypoit (74,0 °F; 23,3 °C), ¢ HopmanmbHbIM 12:12-4aCOBBIM CBETOBBIM IIHKJIOM H
cBOOOIHBIM JIOCTYTIOM K MUINE U Boge. B Bo3pacTe 8—9 Henmenb U3MEPSIFOT MacCy Tesa U YPOBHHU
TJIFOKO3bI B KpoBH ¢ momoimbio rimrokomMerpoB Accu-Check® (Roche Diabetes Care, Inc.,

Wunuananomic, MHawaHa) ¢ TOCHENYIOMIUMH €XETHEBHBIMU TMOAKOKHBIMH HHBEKLUSIMU
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Hocutend uimu nentupa.  llocne 10 nHel AO3uMpOBaHUS M3MEPSIOT MacCy Tejla U YPOBHU
IJIIOKO3bl B KPOBU M PACCUUTBHIBAIOT M3MEHEHHs] OTHOCUTEJIbHO JaHHBIX MOJYYEHHBIX IpHU
BO3JI€HCTBUU HOCUTETIEM.
[0221] PesynpTaTsI:
[0222] Tabmuua 10: Brusaue Ha Maccy Tena u Vposens ['moko3sr B Kposu y Mbieit db/db,

Iloneeprasmuxcs Bosaeticrsuto B Teuenue 10 J{nei.

Ilentun Ho3a A Maccsl Tena A YpoBHsa
(HMoONB/KT, T/K) (%) I'mroxo3s!
(o)
ITpumep 1 1 -1 7
3 -1 -10
10 -10 -56
30 -14 -59
IIpumep 2 30 -5 -40
100 -9 -60
300 -17 -67
ITpumep 3 1 0 0
3 -5 -7
10 -9 -50
30 -15 -53
ITpumep 4 3 -2 -23
10 -12 -61
30 -17 -62
IIpumep 5 10 -4 -24
30 -11 -59
100 -17 -66

[0223] Kak moka3aHO BbIIIE, CHIDKEHHE MAacChl TeJla U YPOBHEH TIFOKO3bI B KPOBH C TTOMOIIBIO
ananoroB PYY npemoHctpupyer sddextuBHOCTh aHanoroB PYY in vivo, mpu cCpaBHEHUH
BEJIMYUHBI TIOTEPU BECA U CHUXKEHUS YPOBHS IIIOKO3bI B KPOBH.

[0224] B 3akmrouenue, ananoru PYY, ommcaHHble B JaHHOM JOKYMEHTE, TPOSIBIISIOT
cesleKTUBHOCTD B oTHOIeHUH NPY2R. OnHu Takke 1€eMOHCTPUPYIOT J0303aBUCUMOE CHIKEHUE
MAacCCBhI TeJa, YTO OTPAKEHO IPU UCCIIEIOBAHUY HOPMAJIBbHBIX MBIIIEH, MBIIIEH ¢ ATUMEHTAPHBIM
oxxupenueM u Mbimeii db/db, a Takke 10303aBHCHMOE YIyYIIEHHE YPOBHS TIIFOKO3bI B KPOBH Y
mbiuer db/db, xoropble monseprimch Bo3neicTBuio aHanoroB PYY w3 Ilpumepos 1, 3 u 4,

ABJISTFOIIMX Cs1 Hauboee 3 eKTHBHBIME B COOTBETCTBUU C IPOHIIEM i1 Vitro.
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IMOCJIIEJOBATEJIbBHOCTH
SEQ ID NO: 1 — PYY .36 ueoBeka
YPIKPEAPGEDASPEELNRYYASLRHYLNLVTRQRY

SEQ ID NO: 2 — PYY3.36 ueoBeka
IKPEAPGEDASPEELNRYYASLRHYLNLVTRQRY

SEQ ID NO: 3 — Anajsior PYY
PKPEX7PXoX10DASPEEX17X1sRYY X2 X3 LRHYLNX3LTRQRY

SEQ ID NO: 4 — Anajsior PYY
PKPEKPGEDASPEEWQRYYAELRHYLNWLTRQRY

SEQ ID NO: 5 — Anasnor PYY
PKPEKPGEDASPEEWQRYYAELRHYLNELTRQRY

SEQ ID NO: 6 — Anaigor PYY
PKPEKPEEDASPEEWQRYYIELRHYLNWLTRQRY

SEQ ID NO: 7 — Auajsior PYY
PKPEKPGKDASPEEWNRYYADLRHYLNWLTRQRY

SEQ ID NO: 8 — Anajior PYY
PKPEKPGEDASPEELQRYYASLRHYLNWLTRQRY
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SEQ ID NO: 9 — Auasior PYY

o OH
o) H o) H O
HNJ\/\/\/N ”)K/IN\H/\/\/\/\/\/\/\/\)LOH
© Ho"~0©

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNWLTRQR Y—NH,
o)

SEQ ID NO: 10 — Aganor PYY

H
HOJ\/\/\/\/\/\/\/\/\/\H/N OH

o o]
H
HNJJ\,O\/\O/\/N\r(\of\,o\/\H o
0

3 36
PKPE-N PGEDASPEEWQRYYAELRHYLNELTRQR Y—NH,
O

SEQ ID NO: 11 — Aganor PYY

o) H HO_O o)
HNJ\/O\/\o’\/N NJ\/\/\/\/\/\/\/\/\(OH
0 H 0

3 36
PKPE-” PEEDASPEEWQRYYIELRHYLNWLTRQR Y—NH,
o)
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SEQ ID NO: 12 — Aganor PYY

o)
HO
)
o)

i :
HN O\/\O/\/N\[]/\O/\/O\/\N)l\/\A[NH
H
HO

0]
O

3 36
PKPE—” PGKDASPEEWNRYYADLRHYLNWLTRQRY—NH,
o

SEQ ID NO: 13 — Aganor PYY

o)

HoJ\/\/Av/\/\¢AV/\/\vA\/\r OH

0
0o H 0] H HN” ™0
HNJ\/O\/\Q/\/N\H/\O/\/O\/\N NMO
0 H 0 OH
HO” ~0

3 36
PKPE—H PGEDASPEELQRYYASLRHYLNWLTRQRY—NH,

O

SEQ ID NO: 14 —IIT;.36
APLEPVYPGDNATPEQMAQYAADLRRYINMLTRPRY

SEQ ID NO: 15— AP GLP-1
HGEGTFTSDVSSYLEEQAAKEFIAWLVKGRGGGGGSGGGGSGGGGSESKYGPPCPPCPA
PEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKT
KPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQV
YTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
RLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG
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®OPMYVJIA N30BPETEHUA

dopmyna H300peTeHHS:

1. Ananor Ilentmma Tuposun-Tuposur (PYY), copmepkammii  aMHHOKHCIOTHYIO
MOCJIEIOBATENIbHOCTD:

PKPEX7PXoX10DASPEEX17X1sRY Y X2 X3 LRHYLNX30LTRQRY (Dopmyna 1),

rae X7 mpeacTaBisieT coOOH JO0YH0 aMHUHOKUCIOTY € (PYHKLHMOHAIBHOH TpYyMIIOW,
TOCTYITHOW 1JIs KOHBIOTAINH, ¥ YKa3aHHAas (PyHKLHUOHAJBHAS IPYIINa KOHBIOTHPOBAHA C JKUPHOM
kuciotoit Ci6-Caz,

rne Xo npexacrasiisieT codoit E wiu G,

rne Xio npencrasisier coboit E nmm K,

rne X17 npencrasisier coboi L umu W,

rne Xig npencrasisier coboit N wiu Q,

rae Xz npencrasnsier coboit A wim I,

rae X3 npencrasisier coboit E, D unm S,

rrae Xszo npencrasisier coboit E unu W (SEQ ID NO: 3), u

IIpu 5TOM C-KOHILIeBasi aMMHOKHCJIOTA Heo0sI13aTeIbHO aMHuIupoOBaHa.

2. Amnayor PYY no n. 1, omnnyaromuiicst TeM, uto X7 BRIOpaH U3 rpymnibl, cocrosimei us C,
D,E, KuQ.
3. Anajor PYY mno n. 1, ormnmuaromuiics Tem, uyto X7 mpencramisier coboir K, u

KOHBIOrauuss ¢ SkupHoil kucnoroit Cie-Czz OCyLIECTBIsI€TCSl 4depe3 BICHJIOH-aMUHOIPYIILY

ookosoii uenu K.

4. Ananor PYY 1o . 1, oTIM4YaroIuiicss TeM, 4TO aMUHOKHCIIOTHAS TOCJIEIOBATENIbHOCTD
BBIOpAHA M3 TPYIIIbI, COCTOSIIEH H3:
PKPEKPGEDASPEEWQRYYAELRHYLNWLTRQRY (SEQ ID NO:4);
PKPEKPGEDASPEEWQRYYAELRHYLNELTRQRY (SEQ ID NO:5);
PKPEKPEEDASPEEWQRYYIELRHYLNWLTRQRY (SEQ ID NO:6);
PKPEKPGKDASPEEWNRYYADLRHYLNWLTRQRY (SEQ ID NO:7); u
PKPEKPGEDASPEELQRYYASLRHYLNWLTRQRY (SEQ ID NO:8).
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5. Ananor PYY mno mo6omy u3 nin. 1-4, ornuuarommiicst Tem, 4o skupHas kuciora Cie-Cx
BbIOpaHa W3 TPYMIbI, COCTOSIEH W3 reKCaaeKaHOBOW KHUCIIOTHI, TeKCaJeKAHIHOBON KHUCJIOTHI,
renTafekaHOBOM  KHUCJIOTBI,  TENTaAeKaHAUOBOW  KHUCJOTBL,  CT€APUHOBOM  KHUCJOTHI,
OKTaJeKaHMOBOW  KHUCJIOTBHI, HOHAQJAEUMIOBON KHWUCJIOThI, HOHAJAEKAHIUOBOW  KHUCJOTHI,
SUKO3aHOBOM KUCJIOTBI, SUKO3aHIMOBOMN KUCJIOTHI, TeHAK03aHOBOM KHUCJIOTHI,
TE€HAMKO3aHAMOBON KHUCJOThI, JOKO3aHOBOW KHCJOTHI, JOKO3aHAHUOBOM KHUCJIOTBI U HX

Pa3BETBJICHHbBIX U 3aMCIICHHBIX MPOU3BOAHbIX.

6. Ananor PYY mo n. 5, otnnuaromumiicst Tem, uto sxupHas kuciora Cis-Cr2 npencrasisier

coboii xxupnyro kuciaoty Cig-Cao.

7. Amnanor PYY no n. 6, otnuyarouuiicss Tem, 4to kupHas kuciora Cig-Coo npencrasisier
co0OM JKHUPHYIO KHCIOTY C mpsiMoi wmembto, umeromyo ¢opmyny CO-(CH2)-CO:H, u rae «

paseH 18 unu 20.

8. Ananor PYY mno n. 7, ornmuaromuiicss tem, yto skupHas kuciora Cig-Cao BbIOpaHa u3
IPyHNbl, COCTOSIIEN W3 MaJbMUTHHOBON KHUCJIOTBI, CTEAPUHOBOW KHUCJIOTBHI, apaxUIANHOBOMN

KHACJIOTBI U SHK03aHOBOI KUCJIOTHI.

9. Amnanor PYY no mo6omy u3 nin. 1-8, ornuuarommiicst Tem, uto skupHas kuciaora Cis-Ca
KOHBIOTHPOBAaHA C AaMUHOKUCJIOTON C (DYHKIIMOHAJIBHOW TPYIION, JOCTYITHOM Uil KOHBIOTALUU

yepes JINHKED.

10. Ananor PYY mo m. 9, OTIUYAIOIUIACS TEM, YTO JIMHKEP MOKET MPEACTABISATb COOOM
OOHO WM Ooyee 3BEHBbEB, BBIOPAHHBIX M3 TPYMIbL COCTOSIIEH H3 [2-(2-aMHUHO-3TOKCH)-
sTokcu)]-ykcycHort kuciotel (AEEA), amuHorekcanoBoi kuciotel (Ahx), rmyraMHHOBOI

kuciotsl (E), raMmma-riiyraMmuHOBOH KUCTOTHI (YE) 11 X KOMOMHAIUH.
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1. Amnanor [Tenruna Tuposun-Tuposus (PYY), conepskammuii:

0. OH

(0] H 0] H 0
© Ho~0©

3 36
PKPE-” PGEDASPEEWQRYYAELRHYLNWLTRQR Y—NH,
o

(SEQ ID NO:9).

12. Amnanor Ilentuna Tuposun-Tuposus (PYY), copepsxarmii:

HN)J\/O\/\O/\/N\H/\O/\/O\/\” o
0

3 36
PKPE-H PGEDASPEEWQRYYAELRHYLNELTRQR Y—NH,
O

(SEQ ID NO:10).

13. Amnanor ITentuna Tuposun-Tuposus (PYY), conepsxanuii:
HO_O

) H o)
HNJ\/O\/\O/\/N N)K/\/\/\/\/\/\/\/\H«OH
0 H 0

3 36
PKPE-” PEEDASPEEWQRYYIELRHYLNWLTRQR Y—NH,
o)

(SEQ ID NO:11).
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14. Amnanor [Tenruna Tuposun-Tuposus (PYY), conepskammuii:

o)
HO
0 H 0O °
H
° HO” =0
3 36
PKPE—” PGKDASPEEWNRYYADLRHYLNWLTRQRY—NH,
0
(SEQ ID NO:12).
15. Amnanor Ilentuna Tuposun-Tuposun (PYY), copepsxarmii:
o) H @)
HOJ\/\/\/\/\/\/\/\/\/\( OH

o)
o] H @) H HN™ ™0
wj»p»/mﬁxﬂwfm”»pwﬁw NTAv*?O
O H o) OH
HO” ™0

3 36
PKPE—N PGEDASPEELQRYYASLRHYLNWLTRQRY—NH,

O
(SEQ ID NO:13).

16. Amnanor PYY no mobomy u3 mm. 1-15, ornuyaromuiicss Tem, 4ro aHanor PYY umeer

3apsin Oosee, yem -2.

17. Ananor PYY mno mobomy u3 mm. 1-16, ornuyarommiics Tem, uro aHaior PYY wumeer

apunHOCTB CBsA3BIBaHMSA ¢ perienrropoM NPY?2 Beime, ueM y PYY3.36 (SEQ ID NO: 2).

18. Ananor PYY mno mobomy u3 mm. 1-17, ornuyarommiics Tem, uro aHaior PYY wumeer

MIEPUOJ MONTyBBIBEIeHUs H0JbIe, 4eM y PY Y3.36 uenoseka (SEQ ID NO: 2).

19. ®dapmanieBTHYECKast KOMIO3ULMUS, COAepIKaIIasi:
no MeHbInel mepe, onud aHaior Ilentuna Tuposun-Tuposzun (PYY) o qrobomy u3 mm.

1-18 unu ero conb; u
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onuH wiu Oonee (apMaleBTUYECKH TPHEMJIEMBbIX HOCUTENeH, pa3baBureneii wu
SKCI[UITHEHTOB.

20. ®dapmanesTudyeckas  KOMIo3unuss 1o Im. 19, 1omonHUTENBbHO — copepikauasi

2

JNONOJIHUTEIbHBIN T€PANIEBTUYECKUI areHT.

21. @apmaneBTUUECKasd KOMOO3ULMS MO M. 20, OTAMYAOINAsICs TEM, YTO AOMOJHUTENbHBIN
TEPANeBTHUECKUIT ar€HT MPENCTaBIsAeT COOONH MHKPETUH, BBIOPAHHBIN M3 TPYIIIBL, COCTOSALIEH U3
rmokarona (GCG), ananora GCG, rmokarononogoOHoro nentuna-1 (GLP-1), GLP- 17.36-avuga,
ananora GLP-1, sxkenynounoro uaruouropsoro nenruna (GIP), ananora GIP, okcunTomonyinHa
(OXM), ananmora OXM, GIP/GLP-1, GLP-1/GCG wnu aHanora WHKpPeTHHA, OOJaTaroLIero

TPOMHOU PELENTOPHON AKTUBHOCTBIO.

22. @apmareBTUYECKass KOMIIO3UIMSA 110 1. 20, OTIMYAK0INAsACS T€M, YTO JOMOJIHUTEIbHbIN

TepaneBTUUECKHH areHT npeAcTaBisieT coboi nHruburop aunentuauianentuaass-1V (JAMII-1V).

23. Crnoco0 nedeHHss OXHMPEHUs] WM CBSI3aHHOTO C OKUpeHHeM 3a00ieBaHus WM
PacCTpPOCTBA, MPH STOM YKA3aHHBIH CIOCOO BKIIFOUAET STl

BBEJICHUSI HYXKJAIOIEMYCSl B 3TOM MHAMBHAY 35((eKTHBHOrO Konu4yecTBa aHayiora
Ientuna Tupo3un-Tuposun no modomy u3 nm. 1 - 18 unm ero papManeBTHUECKH MPUEMIIEMO

COJIN.

24. Crnoco6 mo m. 23, ornuuarommiicss TeM, uto aHaior PYY wimm ero ¢apmaneBrudecku

MIPUEMJIEMYIO COJIb BBOASIT HHAUBUIY MONKOKHO (T1/K).

25. Croco6 mo m. 23, ornuuarommiicss TeM, uto aHaior PYY wimm ero dapmaneBrudecku

NMPpUEMIIEMYIO COJIb BBOAAT UHAUBUAY MEPOPATIBHO.

26. Cnocob mo n. 24 wimm 25, omnmmuaromuiics TeMm, 4to aHamor PYY wuam ero
(hapMaLieBTHYECKU TIPUEMJIEMYIO COJIb BBOISIT €KEAHEBHO, Yepe3 AeHb, TPU pa3a B HENEJ0, 1Ba

pa3a B HEACIIKO, OAWH pa3 B HEACIIKO WK ABa pa3a B HCACIIHO.

27. Croco6 mo m. 23, ornuuarommiicss TeM, 4to aHaior PYY wimm ero ¢apmaneBrudecku

MPUEMJIEMYIO COJIb BBOAST II/K ONUH pa3 B Heneno (QW).
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28. Croco6 mo m. 23, ornuuarommiicss TeM, uto aHaior PYY wmm ero dapmaneBrudecku

NPpUEMIIEMYIO COJIb BBOAAT NEPOPAJIBHO OAWH pPa3 B HEACIIHO.

29. Crmoco6 mo mrobomy w3 mm.  23-28, JOMOJHUTETBHO BKJFOYAKOIIHA BBEICHUE

AOIMOJIHUTECJIBHOIO TEPANICBTUYCCKOIO arcHra.

30. Crioco6 mo m. 29, OTIUYaroIUiicss TeM, YTO AOTOJHUTEIbHBIN TePareBTUYECKHH areHT
npesacTaBisier coO0l MHKPETHH, BBIOpAaHHBIM M3 rpymnmbl, cocrosimeil u3 rmokaroHa (GCG),
ananora GCG, rmoxarononogoOHoro mnentuna-1 (GLP-1), GLP-17.36.avum, aHamora GLP-1,
xenynouHoro uHrubutopHoro mnenrupa (GIP), anamora GIP, oxcuaTomMomymuHa (OXM),
anamora OXM, GIP/GLP-1, GLP-1/GCG wunu aHanora HMHKpETHHA, OOJNAAAIOLIEro TPOHHON

PEeLenTOPHON aKTUBHOCTBIO.

31. Cnocob 1o 1. 29, OTIUYAIOIIMIACS TE€M, YTO JAOMOJHUTEIbHbIN TePareBTUYECKHI areHT

npencrasisier codoi nHrudurop aunentuamnentuaass-1V (AIII-1V).

32.  Ilpumenenue ananora Ilentuna Tuposun-Tuposun (PYY) nmo mobomy u3 mm. 1-18 wm

ero (apMaLeBTHYECKH MPUEMIIEMOH COJH AJIS JICUSHUS OXKUPEHUSI.

33. IMpumenenne ananora [lentuna Tuposun-Tuposun (PYY) no mobomy u3 mm. 1-18 wmm
ero (papmaleBTHYECKH MpPUEMJIEMOl CONu sl JledeHust 3a00JeBaHUS WM PacCTPOICTBa,

CBA3AHHOI'O C OKUPCHHUEM.

34.  Ilpumenenue ananora Ilentuna Tuposun-Tuposun (PYY) no mobomy u3 nm. 1-18 wim

ero (hapmareBTHUECKH PUEMIIEMON COJH JIs JIedeHus caxapHoro nuadera Il Tuma.

35.  Ilpumenenue ananora Ilentuna Tuposun-Tuposun (PYY) no mobomy u3 nm. 1-18 wm
ero (hapmManeBTUYECKH MPUEMIIEMOH CONU AJsl MPOM3BOACTBA JIEKAPCTBEHHOTO CPEACTBA I

JICUCHUSA OXKUPCHUA.

36.  Ilpumenenue ananora Ilentuna Tuposun-Tuposun (PYY) no mobomy u3 nm. 1-18 wm
ero (hapmaneBTUYEeCKH MPUEMIIEMOH CONU AJsl MPOU3BOACTBA JIEKAPCTBEHHOTO CPEACTBA AL

JieueHUsI 3a00I€BaHUS UITH paCCTpOfICTBa, CBSA3AHHOI'O C OXKUPCHUEM.
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37.  Ilpumenenue ananora Ilentuna Tuposun-Tuposun (PYY) mo mobomy u3 nm. 1-18 wm
ero (hapmaLeBTUYECKH MPUEMIIEMOH CONU AJsl MPOU3BOACTBA JIEKAPCTBEHHOTO CPEACTBA AL

neueHus caxapHoro auadera 11 Tuma.
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