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(RU)
(57) Hacrosiee n3o0peTeHre OTHOCUTCS K 001aCTH MEIMIMHBL Boslee KOHKPETHO, HACTOsIIee H300pETeHHE

OTHOCUTCS K JICUCHHIO Juabera, OXHpEHUS Wwid aucaunuaeMud. Hacrosimee w3o0pereHue
OTHOCHTCSL K COCNWHCHHSM, KOTOpPBIC BBI3BIBAIOT AaroHHIO KaK PEIeNnTOpPOB KANBIUTOHWHA, TaK WU
AMHJIMHOBBIX PEIENTOPOB, U MOTYT CHIDKATh MOTPCOICHHE MUIIM, MAacCy TEla, YPOBEHb TIIFOKO3BI
W/WIM  TPUTIMIEPUIOB, IMO3TOMY WX MOXKHO WCIIOJNIb30BaTh Ui JieueHUs jauabera, OXHUpPEHUs
w/wn pucnununemMun. Hactosimmee m3o0peTeHre TakKe BKITIOYACT (papMaleBTHUSCKUE KOMIIO3HIINH,
coJieprKallre Takue COeIMHEHUS], U TePAeBTUYECKOE MPUMEHEHUE TaKUX COETUHEHUN 1 KOMITO3HIIUA.
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JBOMHBIE ATOHHUCTBI PEIIENTOPOB AMIUINHA U KAJIBIIATOHUHA U UX
HNPUMEHEHHUE

Hacrosimee n3o0perenne oTHOCUTCS K 00nacTi MeauLUHBL bojiee KOHKpETHO,
HacTosee n300peTeHne OTHOCUTCS K 00J1acTy JieueHus 1uabera, OXKUPEHUs], HEAJKOTOJIbBHOTO
crearorenatuta (HACT) w/wm qucnununemun. Hactosiee n3o0pereHne OTHOCUTCS K
COEJIMHEHMSIM, KOTOPbIE BbI3bIBAIOT arOHUIO KaK aMUJIMHOBBIX, TaK U KaJbLIUTOHUHOBBIX
PELEenTOPOB U, CIIEA0BATENLHO, MOTYT CHMKATh MOTPEOJIEHUE MULIH, MAcCy TeNa, YPOBEHb
TJIFOKO3bI W/WJIN TPUTIHLEPUIOB U MOTYT IPUMEHATBHCS IS JIeueHus 1uadeTa, OKUPEHus,
HACT w/vmm pucnununemun. Hacrosiiee packpbiThe Takke BKIIOYAET (papMaleBTHIeCKHe
KOMIIO3ULMH, COMIeP-KalUe TAKHE COeIMHEHNs, U TePareBTUUECKOe IPUMEHEHNE TaKUX
COeIMHEHU U (papMaLeBTHUECKUX KOMITO3ULIUH.

AMMIIMH TpencTaBisieT coO0H MeNnTUIHBINA TOPMOH, KOTOPBIH COBMECTHO C MHCYJIMHOM
CEeKpeTUpyeTcs B-KJIeTKaMH MOIKeIy AOYHOM JKeJe3bl U SIBIISIETCS NeULUTHBIM Y JIIOIeH ¢
anaberoM. OH MHIHOMPYET CEKPEIHIO TIIFOKArOHa, 3a1ep KUBAET OMOPOKHEHHE JKeTy KA 1
JENUCTBYET KaK areHT, BbI3bIBAIOLINI YyBCTBO CHITOCTU. AHAJIOT aMIJINHA, IPAMJIMHTHL,
AOCTYTIEH IS JISYEHUsI TALIUEHTOB ¢ AUa0eTOM, KOTOPbIE HCIIONb3YIOT HHCYJIMH, IOTOMY YTO OH
CHI>KAeT YPOBEHb caxapa B KpoBH. Ilepros nosyBbIBEACHHsI 3TOTO JIEKAPCTBEHHOIO CPECTBA
COCTAaBJISIET MEHEE Yaca, U ero MPUMEHSIFOT BO BPEMsI €Jbl, TO3TOMY MAIL[HEHTY HEOOXOANMO
NPUHUMATh HECKOJIBKO 703 B OJJUH JI€Hb, YTOOBI HCIIOJIB30BATD 3TO JIEKAPCTBEHHOE CPE/ICTBO B
Teparnuu.

KanburoHrH — 3TO rOpMOH, BbIpabaThIBAEMbIi IIUTOBUIHON KEJIE301, KOTOPbIH
UrpaeT poJib B PEryJIUPOBAHUH YPOBHS Kablus U pocharta B kpoBu. KaablUTOHHUH JI0COCS
JOCTYTEH ISl JIEUeHUs] COCTOSIHUHN C BBICOKMM YPOBHEM KallbLiMsl B KPOBH, TAKUX KaK
runepkaibiemMus. KanblUTOHUH J0COCS UMeET KOPOTKUN NEPUOJ MOy BbIBEICHUs, MEHEe
JBYX 4acOB, MO3TOMY MAalIUEHTy HEOOXOIUMO MPUHUMATD 103y OAMH Pa3 B ICHb WJIK HECKOJIBKO
pa3 B eHb, 4TOOBI UCMONB30BATD 3TOT MENTH]| B TEPAITHH.

bbi0 nokazaHo, 4YTO COeUHEHUS], KOTOPbIE BBI3bIBAIOT ArOHUIO KaK AMHJIMHOBBIX, TaK U
KaJIbLIUTOHUHOBBIX PELENTOPOB, OKA3bIBAIOT MOJIOKUTENBHOE BO3AEICTBYE, HAIIPUMEP CHUIKAIOT
YPOBEHB TIIIOKO3bI B KPOBH U BBI3BIBAIOT MOTEPrO Macchl Tena. Cv. W02016/034604,
WO02015/071229 1 W0O2010/085700. EcTecTBeHHBII IEpUOJ IOy BBIBEACHUST H3BECTHBIX
arOHUCTOB AMUJIMHOBBIX U KaJbIIUTOHUHOBBIX PELIENITOPOB SBJIAETCS KOPOTKUM, IOITOMY
JKeJaTeIbHO IINTeNbHOe neiicTBre. OqHaKO XMMUYECKHE MOAU(UKAINH, IPEIHA3HAYCHHbIC IS
YBEJIINYCHUS BPEMEHH JeHCTBHUS, TAKKE MIOKa3alM CHIDKeHue > exktuBHocTH. Kpome Toro,

ArOHUCTHBI PEUCTIITOPOB aMUJIMHA U KAJIbLIUTOHHHA UMECIOT HpO6J'IeMbI CO CTaOMJILHOCTBIO M3-32
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UX CKJIOHHOCTH K (PUOPHILTUPOBAHUIO U HATMYMS JJAOUIBHON TUCY B UIHON CBSA3H NPU
HenTpanbHOM pH.

CymecTByer moTpeOHOCTh B AIbTEPHATUBHBIX COEAMHEHUSIX, KOTOPBIE BBI3BIBAIOT
aroOHMIO KaK aMUJIMHOBBIX, TaK M KaJbLIUTOHWHOBBIX perentopoB. Kpome Toro, cymecTByer
NOTPEeOHOCTh B IBOMHBIX ArOHUCTAX AMUJIMHOBBIX U KQJBIIUTOHUHOBBIX PELIENITOPOB C
NPOJIOHTMPOBAHHBIM BPEMEHEM JIEHCTBUS U COXPAaHEHHOH 3 (eKTUBHOCTEIO. TepaneBTHIeCKH
JKeJlaTeIbHble COeTUHEHNs Oy AyT BBI3bIBATH ArOHHUIO KAK AMUJIMHOBBIX, TaK M KAJIBLIATOHUHOBBIX
peLenTopoB 1 0becrneunBaTh OAHO WM OOJiee MPEUMY LIIECTBEHHBIX CBOMCTB, TAKUX KaK
CHMJKEHHE NOTPEOICHNUs MUY, CHIPKEHHE MAcChl TeJa, CHIKEHHE YPOBHS IIFOKO3bI B KPOBH,
CHMJKEHHE YPOBHS TPUITIMLIEPUAOB H/IIIN CHUXKEHUE YPOBHS HHCYInHA. Kpome Toro,
TEpaNeBTHUECKH JKeJIaTeNbHbIE COSMHEHNS MOTYT 00J1aiaTh OAHUM MK OoJee
JOTIOJTHUTEIbHBIMY MOJIE3HBIMU CBONCTBAMMU, TAKMMHU KaK MIPOJIOHTUPOBAHHOE BpeMsi IEHCTBUS C
COXPAHEHHOM UJIM YJIyUIIEeHHONW aKTUBHOCTBIO B OTHOIIEHUH arOHU3UPYIOIIEro AeHCTBUS KaK Ha
AMMJIMHOBBIE, TaK U HAa KAJIBLIATOHUHOBBIE PELIENTOPBI, HU3KUI PUCK IMMYyHOT'€HHOT'O OTBETA,
XMMHUYECKast CTAOMIIBHOCTD NpU HeHTpambHOM pH w/mmn Huskuit puck GuOpuiuisamu.

Kpowme Toro, niist neuenns auadera, oxxupenus, HACI w/unu nuciunuaeMun
HeoOXonmMa KOMOMHALIMST ABOHHOTO arOHKCTA PELENTopa aMIUIMHA U KaJbLIUTOHHHA T10
HACTOSIIIEMY M300pETEeHHI0, He0OA3aTeIbHO B KOMOMHALINY ¢ MHKPETUHOM MJIH aHAJIOTOM
uHKpeTrHa. Takass KOMOMHALMS TAaKXKe MPEANOYTHTEIBHO OyieT Oosee 3¢ HEeKTUBHOM, ueM
aro0ast MOJIeKyJa o oTaenbHOCTH. Hampumep, Takoe JiedeHne Takoi KOMOMHALIUEH MOJKET
MIO3BOJIMTH UCIIOJIb30BATh 00JIee HU3KKE T03bI OTHOM MJIH 00EUX MOJIEKYJI [0 CPABHEHHUIO C
KaXXI0M MOJIEKYJION MO OTAETBbHOCTH, YTO MOTEHLUHUAIBHO MOKET MPUBECTH K MEHBLINM
no6o4HbIM 3¢ exram (rm 6oee KOPOTKOH MPOJOILKUTENLHOCTH OTHOMN HIIH JPYTOH Teparum)
npu coxpaHeHuu 3pdexkruBHOCTH. CUUTAECTCS, UTO MPEAJIOKEHHASI B HACTOSIIIEM JTOKYMEHTE
HOBasi KOMOWHaIwms (koMOuHaummn) Oy et 3¢ GeKTUBHBIM CPEICTBOM JICUSHHsI TruadeTa,
oxxupenus, HACI” w/wnu aucmunuaeMun.

CoOTBETCTBEHHO, B HACTOSIIIEM H300PETEHHH MPEIJIOKEH Crocod jeueHus nuadera,
oxxupenus, HACI w/wnu nucnunuaeMuy, BKITFOYAOIIUN BBEICHUE MTALMEHTY, HY KAAOIEMYCS B
TaKOM JieueHNH, 3P PEeKTHBHOrO KOJMUECTBA ABOWHOTO arOHKICTAa PELENTOPOB AMUJIMHA U
KaJIBbLIUTOHUHA € 3P PEeKTHBHBIM KOJMUYECTBOM HHKPETHHA WJIM aHAJIOTa HHKpeTHHa. B
HACTOSIIIIEM M300PETEHNH TaK)KE MPEIOKEH CIIOCOO JIeUeHNsT KITMHUYIECKON HITH
JNOKJIMHUYecKon ctaanu auabdera, oxxupenns, HACI w/unu qucnunuaeMun, BKITFOYArO I
BBE/ICHUE MALUEHTY, HYKAAOIEMYCsl B TAKOM JIeUeHUH, 3P(PEKTUBHOTO KOJIMIECTBA JBOMHOTO
aroOHMUCTA PELETITOPOB AMIJIMHA U KaJbLIUTOHUHA B KOMOMHALIUH C 3P PEKTHBHBIM KOJIHMUECTBOM

HWHKPECTUHA UK aHaJI0ra MHKPETHUHA.
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HeKOTOpre paCKprTbIe B HACTOSALIIEM I[OKYMeHTe COCIHNHCHUS, KOTOpre BBI3BIBAKOT
arOHHUIO0 AMIJIMHOBBIX U KAJIBLIUTOHUHOBBIX PELIEITOPOB, IEMOHCTPUPYIOT 3P EKTUBHOE
CHUJKCHUEC l'IOTpe6.]'IeHI/I$[ IMUIIH 1 MAaCChI TC€JIa, a TAKXKE CHHXKCHHEC ypOBHfI TJIFOKO3bI 1 I/IHCYJ'II/IHa.
KpOMe TOrOo, HeKOTOpre paCKprTbIe B HACTOSLIIEM I[OKYMeHTe COCOUHCHUSA I[eMOHCTpI/IPYIOT
MOHW)KEHHBIA PUCK UMMYHOT'€HHOCTH ¥ HU3KHH YPOBEHb (PUOPHILISILNAN.
DapMaKOKUHETUYECKHE CBOMCTBA HEKOTOPBIX PACKPBITBIX B HACTOSILIEM JOKYMEHTE
COGI[I/IHGHI/Iﬁ I[eMOHCTpI/IPYIOT 3HAYUTCIIBbHO YBeHquHHbIﬁ HepI/IO)I HOJ'IYBbIBeI[eHI/Iﬂ, qTo
TIO3BOJIACT HpI/IHI/IMaTb OTHU COCAUHCHUS OAUH pa3 B HCOCIIFO OJIsA l'[pI/IMeHeHI/Iﬂ B TepaHI/II/I.
I[pyrI/Ie BapI/IaHTbI peanmauHH HACTOSLIETO I/1306peTeHI/Iﬂ HpI/IMeHI/IMbI AJIA l'IO.]'IyLIeHI/Iﬂ TaKUX
COeMHEHUI JUIs MPUMEHEeHUs B Tepanuu. Taxke pacKpbIThI CIOCOObI KOMOMHUPOBAHUS
paCKprTbIX B HACTOSALIEM I[OKYMeHTe COeI[I/IHeHI/Iﬁ C I/IHer’TI/IHaMI/I UJIN aHAJIOTaMU I/IHerTI/IHOB.

OnHo U3 coequHeHul Mo HacTosLeMy n300peTeHuto, CoennHeHue I, MeeT Cleay oy
nocienoBaTenbHOCTh.: Aretun-ASHLSTAVLGKLS-Aib-ELHKLEDYPRTDVGAESP-

NH; (SEQ ID NO:1) unu ero ¢apmManieBTU4eCKH NMpreMIeMyo cosib. Hike npuseneHo
u3o0pakerne cTpykrypbl CoenrHenus [ ¢ MCNOMb30BaHNEM CTAHAAPTHBIX OJJHOOYKBEHHBIX
AMUHOKHCJIOTHBIX KOZIOB, 3a UCKJIFOUeHHEeM ocTaTKoB Anetui-Al, Aib14 u P32-NH,,, raoe
CTPYKTYPbI STUX AMHUHOKHCJIOTHBIX OCTATKOB OBUIH PACIIUPEHBI:

(o)
HoN—g
0 %

. :
\l.rN\)I—SHLSTAVLGKLS N%ELHKLEDYPRTDVGAES—NS

v
2
s,

4

COOTBETCTBEHHO, OTHO U3 COEMHEHHH 10 HACTOSIIIIEMY U300PETEHHIO TPEACTABIISET COOOMM:
o)
HoN—g

ELHKLEDYPRTDVGAES—NS

\l.rN\)I—SHLSTAVLGKLS n

/gm

, WJTH
ero (hapMaLeBTHUECKU PUEMIIEMYIO COJIb.

Coenunenue, conepxaiee SEQ ID NO: 1, unu ero papmaneBTU4ecKu mpuemiemast Cob,
MOYET AONOJHHUTEIBHO COEPKATh OMH WIIH OO0JIee TOTIOJIHUTENbHBIX 3JIEMEHTOB IS
NPOJICHUS] IEPUOJA TTOJTY BBIBEACHUST COEAMHEHUS. DJIEMEHTBI, KOTOPbIE MOTYT OBITh
no0aBJIeHbI IJIs1 3TOM 1eNn K coenuHenuto, coaepsxkamemy SEQ ID NO:1, ¢ nuakepom wiu 6e3
HEro U B JIIOOOM MOAXOAIIEM MOJIOKEHNUHN B TIOCIIEIOBATENIbHOCTH, BKIIFOYar0T Fe-pparment
UMMy HortoOyuHa, ¢pparmenTsl Fe-pparMenTa NMMYHOTIIOOYIHHA, Y€TOBEUECKUN

ceiBopoTouHblil apdymuH (HSA), VHH, Bapuant Hanotena VHH (BapuabenbHbIH TOMEH

AHTUTEJ TSDKEJION Lemnu), GparMeHThl CBIBOPOTOYHOTO ab0yMHHA YeJIOBEKa, ONHOOCHOBHYIO
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kucioty Cis-Cao, nByXocHOBHYIO KHCIOTY C16-Co0 11 pparmenT nomustuineHrnukons (1191 nnmm
anprepHatuBy 1121 (Hampumep, noarcapko3uH). Jpyrue s1eMeHThl, KOTOPbIe MOTYT OBbITh
no0aBJIeHbI JIs1 3TOM 1eNn K coenuHeHuto, coaepsxkamemy SEQ ID NO:1, ¢ nuakepom wiu 6e3
HEro U B JIIOOOM MOAXOAIIEM MOJIOKEHUHN B TIOCIEAOBATENIbHOCTH, TAK)KE MOTYT BKIIFOYATh
0nHOOCHOBHYIO KUCTOTY C16-Ca22 Mt 1ByXOCHOBHYO KUCIOTY Ci6-C22, OTHOOCHOBHYIO KHCIIOTY
Ci18-C20 mnu 1ByXx0CHOBHY0 KUCTOTY C18-Coo.

B onHOM BapuaHTe peanu3aliy pacKpbIThIe B HACTOSINEM JOKYMEHTE COSTUHEHUS
npeacTaBisitoT coboit coequnenue, conepskamee SEQ ID NO:1, roe coequneHune
JOTIOJTHUTEBHO CONEPKUT (PparMeHT KUPHOHM KUCIIOTHI C TMHKEPOM WM Oe3 Hero.

B npyrom BapuaHTe peann3aliy pacKpbIThie B HACTOSINEM JOKYMEHTE COSTUHEHUS
umerot aterunbHyo rpynny (CH3CO) Ha aMHHOKHMCIIOTHOM OCTaTKe ajjaHuHa Ha N-KOHIe
nentuaa. Ha 5To ykaseiBaet ppasa «anerum» u tupe nepes N-KOHLEBBIM aMUHOKHUCIOTHBIM
OCTaTKOM B onucaHuu nentuaa. OnucaHHbe B HACTOALIEM JOKYMEHTE COSIMHEHHS TakKe
umeroT amuanyo rpynmy (NHz) Ha C-KOHIIEBOM aMUHOKHCIOTHOM OCTaTKe, MPOJIMHE. DTO
0003Ha4YEHO B HACTOSIIEM AOKyMeHTe dpopmyioi « NHa» u Tupe nocne C-KoHIeBOro
AMHHOKHUCJIOTHOTO OCTaTKa B ONUCAHUM MENTUAA.

B npyrom Bapuanre peanuzauuu coenunenue, cogepsxaiee SEQ ID NO: 1, anunuposaHo
1o 000 MoxXxoAsieil AMHUHOKHCIIOTE B IMOCJIEI0BATEIbHOCTH U, CIIEIOBATEIbHO, HMEET
yBEJIMYCHHBIH MEPUON IOy BbIBECHHs. B IpyroM BapuaHTe pean3aiiy COSIMHEHUE,
cogepxauiee SEQ ID NO: 1, auniaupoBaHO 1Mo SMCHIIOH-aMHHOTPYIINE Ha OOKOBOM LIETH JIM3HHA
U, CJIEIOBATENILHO, UMEET YBEJIMYCHHBIN NIEpUO oslypacnaga. B KOHKpeTHOM BapHaHTe
peanuzauuu coenuHenue, conepxaiiee SEQ ID NO:1, anuunupoBaHoO M0 SMCUIOH-aMUHOTPYTIIE
Ha OOKOBOH! LIETH JIN3WHA B COOTBETCTBUU C (OpMyJIoH 2-[2-(2- AMHUHO-3TOKCH )-3TOKCH |-
anetun )2-(y-Glu)-CO-(CHz2)13-CO2H. CooTBETCTBEHHO, OHO U3 COSTMHEHHH 0 HACTOSIIEMY
u300peTeHuo npeacTansier codoit coenuuenue 11, comepikalee CiaenyrOyo
NOCJIEIOBATENbHOCTD
Auernn-ASHLSTAVLGK((2-[2-(2-Amuno-3T0KCH )-3TOKCH |-aneTn )2-(7-Glu)-CO-(CHz)1s-
CO;H)LS-Aib-ELHKLEDYPRTDVGAESP-NH; (SEQ ID NO:2) unu ero ¢papManeBTHIECKH
NPUEMIIEMYIO COJIb.

B xoHkpeTHOM BapuaHTe peanuzanuu coequnenue, cocrosmee u3 SEQ ID NO:1,
AIMITUPOBAHO T10 STICHIIOH-aMHHOTPYIINE Ha OOKOBOM LIETIH JIM3HHA B COOTBETCTBHHU C (pOpMyIIOit
2-[2-(2-AMunO-3TOKCH )-3TOKCH | -ateTi )2-(7-Glu)-CO-(CH2)13-CO2H. CooTBeTCTBEHHO, OHO
U3 COeIMHEHU MO HACTOSIIeMy U300pETEeHHIO MPeACTaBIisieT coboii coenunenue 11, cocrosimee

us3 CJ'IGI[YIOH.Ieﬁ MoCJaCa0BaTCIbHOCTU
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Anernn-ASHLSTAVLGK((2-[2-(2-AMuHO-3TOKCH )-3TOKCH |-aneTwin )2-(y-Glu)-CO-
(CH2)15-CO2H)LS-Aib-ELHKLEDYPRTDVGAESP-NH; (SEQ ID NO:2) unu ero
bapmareBTHUECKN TPUEMIIEMOH coti. B KOHKpETHOM BapuaHTe peann3aliuu COeNUHEHHE,
cocrositee o cymmectsy u3 SEQ ID NO: 1, auuaupoBaHO MO 3MICUIIOH-aMUHOTPYIITIE Ha OOKOBOMH
LIETH JIM3MHA B COOTBETCTBHUH C PopMyJIoi 2-[2-(2-AMHUHO-3TOKCH)-3TOKCH |-arieThin )2-(7-Glu)-
CO-(CHz2)15-CO2H. CooTBeTCTBEHHO, OTHO U3 COENMHEHHH N0 HACTOSIIIEMY H300PETEHHIO
npencrasisier codoit coequnenue I, cocrosiiee 1Mo CymecTBy U3 ClIeayoIel
MOCJIE0BATENBHOCTH
Anernn-ASHLSTAVLGK((2-[2-(2-AMuH0-3TOKCH)-3TOKCH |-aneTn )2-(y-Glu)-CO-(CHz) 18-
CO:H)LS-Aib-ELHKLEDYPRTDVGAESP-NH: (SEQ ID NO:2) unu ero ¢papmareBTHIECKH
npuemiemMoii conu. Huxe npuseneno nzobpaxenue crpykrypel Coenunenus 11 ¢
HCIIOJIb30BAHUEM CTAHIAPTHBIX OAHOOYKBEHHBIX aMUHOKHCIIOTHBIX KOZIOB, 32 UCKIIFOYEHUEM
octatkoB Auerni-Al, K11, Aib14 u P32-NH;, rae CTpyKTypbl 5TUX aMUHOKHUCJIOTHBIX OCTATKOB

OBUTH pacLINPEHBI.

0

H @ H ;
ﬁrN\)I—SHLSTAVLG-.N Ls—N\eLELHKLEDYPRTDVGAES—NG
i H b
o] H o] §

CoO0TBETCTBEHHO, OJTHO U3 COSAMHEHHH 10 HACTOSIIEMY U300pPETEHHIO IPEICTABIISAET

coOoli:
o
0
Ho)k/\/\/\/\/\/\/\/\/\f o]
o y g'N~"“oH
HN’U\/O\/\O’\/NY\O’\/O\/\N
o
o
0 0 3
H H
ﬁ.I,N\)LSHLSTAVLG-.N |.s-N\eLELHKLEDYPRTDVGAEs—N::l
i H b
o (o} §

HJIn
ero (papMaLeBTHIECKU TPUEMIIEMYIO COJIb.

B npyrom BapuaHTe peann3zalii HaCTOSIIEro H300PETEHUs MPEIJIOKEHA
(apmarieBTHUECKAsT KOMIIO3UIMS, coaepkamas coequnenue, couepxkamee SEQ ID NO:1, wim
ero (hapMaLeBTHUECKH IPUEMIIEMYIO COJb, U OJHO Wn Ooee papMaeBTUIECKH MPHEMIIEMbIX

BCIIOMOTaTeJIbHBIX BEIEeCTB. B Apyrom BapuaHTe peaau3alii HACTOSIIEro U300peTeHus
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npeasokeHa (papMaLeBTHIeCKash KOMITO3ULMS, CoAepIKaliasi coequHenne, cogepskamee SEQ ID
NO:2, wu ero ¢papMaeBTUYECKH IPUEMJIIEMYIO COJIb, U OJTHO W OoJiee papMaleBTUYECKU
NPUEMIIEMBIX BCIIOMOTATENbHBIX BEIECTB.

Jlpyroii BapuaHT peajii3alii HaCTOSIIIEro H300pEeTeHNsI OTHOCHUTCS K CIIOCO0Y JIEUEeHUs
nradera y Hy>KAAIOIIETrocs B 3TOM MMALMEHTa, BKIIOYAIOIIEMY BBEEHUE MALlHEHTY
s¢dexTuBHOrO KoJmuecTBa coequHenus, coaepskamero SEQ ID NO: 1, unu ero
(dapmaLieBTHUECKH TPUEMIIEMOM COJU. J{pyroil BapuaHT pean3aiyl HACTOSIIEro H300peTeHus
OTHOCHUTCS K cr1oco0y JieueHus1 [uadera y Hy KJAOIIerocsl B 5TOM NAaMEHTA, BKIIFOYAOIEMY
BBeZIeHUE ManueHTy 3 dexkTuBHOro konuyecTna coenrHenus, conepsxkamero SEQ ID NO:2, nnu
ero (hapmaneBTHUECKU puemiieMoi conu. [IpeanodruTenpHelil BApuaHT peaan3anuu
HACTOSILIErO U300pETeHNsI OTHOCUTCS K CIIOCO0y JieueHus nuabera Tuma 2 y Hy KAAKOLIEerocs B
5TOM NALUEHTa, BKIIOYAOLIEMy BBEI€HUE NMalueHTy 3(h(HEeKTHBHOTO KOJINYECTBA COEUHEHUS,
conepskautero SEQ ID NO: 1, unu ero ¢papmaneBTrudecku npuemieMoii conu. Jpyroi
NPENNOYTUTENbHbII BAPUAHT PeaTU3alii HACTOSIIIEro N300peTeHUsI OTHOCUTCS K CIIOCO0y
JedeHust quabera TMna 2 'y Hy KIQrOINerocs B 5TOM MaLMeHTa, BKIFOUAIOINEMy BBECHHUE
nanuenty 3¢gdexruBHOro konuuecrsa coenuHenus, cogeprkamero SEQ ID NO:2, unu ero
(bapmaneBTHYECKN IPUEMIIEMOH conu. [Ipyroii BApHaHT pealn3alii HACTOSIIEr0 H300peTeHNsI
OTHOCHUTCSI K crtoco0y JieueHust nuadera y Hy KIAOIIEerocsi B 5TOM MAlMeHTa, BKIIOYAI0IEMy
BBEJICHUE MALUEHTY (apMalleBTUIECKON KOMITO3ULIMH, COAEPIKaIlel COSAMHEHUE, COoAepIKalIee
SEQ ID NO:1. JIpyroit BapuaHT peajr3alldi HACTOSIIIErO U300pEeTEHUsI OTHOCUTCS K CIIOCO0Y
JedeHus1 AnadeTa y Hy KAAloMEerocst B TOM MalUeHTa, BKIIYAKOLIEMy BBEICHUE MALUEHTY
(dapmaLieBTUYECKON KOMITO3HIIUHU, COAepKallel coenqunenue, coaepxaimee SEQ ID NO:2.
[IpennoyTuTeNbHBIN BAPHAHT pEATN3aLUU HACTOSLIETO U300PETEHUsI OTHOCUTCS K CIIOCO0y
JedeHus: Auadera THna 2 'y Hy KIarIerocsi B 3TOM MAalMeHTA, BKIIOYAIOIIEMY BBEICHUE
narueHTy GapManeBTUYeCKON KOMITO3UIINH, CoAepKalnel coenqunenue, conepskamee SEQ ID
NO:1. JIpyroii npenmno4TUTEbHBINA BAPUAHT PEATU3ALNN HACTOSIIIEr0 H300PETEHUs OTHOCUTCS K
criocoOy JieueHus auadera THna 2 y HyKAAroIEerocst B 3TOM MaLHUEHTa, BKIFOYALIEMY
BBE/ICHUE MALUEHTY (papMalleBTUIECKON KOMITO3UIIMH, COAEPIKaIIel COeAMHEHUE, CofepIKaliee
SEQ ID NO:2.

Jlpyroli BapuaHT peaii3alii HACTOSIIEr0 H300PEeTeHHUsI OTHOCHTCS K CIIOCO0Y JIeUEHUs
OKUPEHUS! y HY KIAOIIErocsl B 3TOM MAIMEHTA, BKJIOYAOIIEMY BBEICHNE TALIUEHTY
s¢exTuBHOrO KoJMuecTBa coequHenwus, conepskamero SEQ ID NO:1, unu ero
(hapmaLieBTHUECKU TPUEMJIEMOM CONTU. J{pyroil BapuaHT peau3aiiy HACTOSIIIErO H300peTeHMs
OTHOCHUTCSI K CIIOCO0Y JIeUeHUs! OXKUPEHHS Y HYKAAIOIIETOCs B 3TOM MALUEHTa, BKIIOYAOLIEMY

BBeZICHUE ManueHTy 3¢ dekTuBHOro KommyecTsa coenrHenus, coneprkamero SEQ ID NO:2, nu
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ero (hapmaLeBTHUECKH prueMIIeMOl cor. J{pyrol BapuaHT peaan3aliy HaCTOSIIIEro
H300pETEHNsI OTHOCHUTCS K CIIOCO0Y JIEUSHHST OKUPEHUS Y HYKIAIOLIETr0Cs B 3TOM IMAL[UEeHTa,
BKJIFOYAIOLIEMy BBEICHHUE MALUEHTY (papManeBTUIeCKON KOMITO3UINHU, COAEPIKaIIeH
coenunenue, coaepxkatiee SEQ ID NO:1. Ipyroit BapuaHT peanu3aiii HaCTOSLIETO
M300pETEHNsI OTHOCUTCS K CIIOCO0Y JIEUSHHSI O’KUPEHUS Y HYKIAIOLIEr0Cs B 3TOM IMAL[UEeHTa,
BKJIFOYAIOLIEMy BBEICHHUE MALUEHTY (papMaleBTHIeCKO KOMITO3ULINHU, COAEPIKaIIeH
coenunenue, coaepxkauiee SEQ ID NO:2.

Jlpyroii BapuaHT peajn3aliy HaCTOSIIEro H300peTeHNsI OTHOCHUTCS K CIIOCOOY JIeUEeHUs
IUCITUIUAEMHUN Y HYKAAIOLIErOCs B 3TOM MMALUEHTa, BKIIOYAOLIEMy BBEICHUE ITALIUEHTY
s¢dexTuBHOrO KoJmuecTsa coequHenus, couepsxamero SEQ ID NO:1, unu ero
(bapmaLieBTHUECKH TTPUEMIIEMOM oK. J[pyroil BapuaHT peau3aiy HACTOSIIEro H300peTeHNs
OTHOCHUTCS K CIIOCO0Y JIeUeHHs TUCIUMTUAEMUH Y HY KJAIOIIErocsi B 3TOM NalMeHTa,
BKJIIOYAIOLIEMY BBEACHHUE MAlMEHTy 3((PEKTHBHOTO KOJHMYECTBA COSAMHEHHSI, COAEPIKALIETO
SEQ ID NO:2, unu ero ¢papmaneBTHYeCKH IPUEMIIEMOH CoH. [pyroii BApHaHT peann3annu
HACTOSIIIEro U300pEeTeHHsI OTHOCHTCS K CIIOCOOY JIeUeHHst AUCITUITUIEMHIHN Y HY KIAIOLIErocs B
5TOM MAIMEHTa, BKJIIOYAIOLIEMy BBEICHHE MAlUeHTy (HapMalieBTHIEeCKONH KOMITO3HLIUH,
coxepkaiei coennnenue, copepxkamee SEQ ID NO:1. [Ipyro#i BapuaHT peanuzauuu
HACTOSILIETO M300PETEHUsI OTHOCUTCS K CIIOCOOY JIUEHUs TUCITUITUACMHUH Y HY KIAIOIEerocs B
STOM NALMEHTA, BKIIYAIOLIEMy BBEICHHE MALUEHTY (apMaleBTUYeCKON KOMITO3HIINY,
comep:xkaien coequHenue, conepskamee SEQ ID NO:2.

Jlpyroli BapuaHT peaii3alii HACTOSIIEro H300peTeHHsI OTHOCHTCS K CIIOCOOY JIEUEeHUsT
HACT y HyXzaromerocsi B 5TOM MalMeHTa, BKIIFOYAI0IIEMY BBEACHNE MalUeHTY 3 deKTHBHOrO
konmdecTBa coenuHenus, cogepxkamiero SEQ ID NO: 1, wmu ero ¢papManeBTHUECKH TPUEMIIEMON
conu. J{pyroi BapuaHT pear3aly HaCTOSIIIEro U300PETEHNsT OTHOCUTCS K CIIOCO0yY JIeUeHUst
HACT y Hy>X7aromerocsi B 5TOM NalMEHTA, BKIIFOYAOIIEMY BBEACHNE MaUEHTY 3P QeKkTHBHOrO
konmdecTBa coenuHerus, congepxkamiero SEQ ID NO:2, uu ero ¢papManeBTHUECKH PUEMIIEMON
conu. J{pyroi BapuaHT pean3aluy HaCTOSIIIEr0 N300PETEHUsI OTHOCUTCS K CIIOCO0Y JIeUeHUs
HACT y Hy>knaromerocsi B 5TOM NAalMEHTA, BKIIFOYAOIIEMY BBEACHNE MTALIUEHTY
(hapMaLieBTHYECKON KOMITO3HILIUHU, COAepKallel coenqunenue, coaepxamee SEQ ID NO:1.
Jlpyroii BapuaHT peajr3aliu HaCTOSIIEero N300peTeHs] OTHOCHUTCS K criocoOy jeuenust HACI y
HY KZIAIOLIEr0Cs B 3TOM MAILUEHTa, BKJIIOYAOIIEMY BBEIEHHE MAMEHTY (hapMaLeBTHUECKON
KOMITO3UIINH, coaepkalieli coenunenne, coaepxkamiee SEQ ID NO:2.

Jlpyroii BapuaHT peai3aliyi HACTOSIIEro H300pEeTEeHHsI OTHOCHUTCS K CIIOCOOY CHMIKEHHSI
NOTPeOJIEHUS MULIH Y HY>KAAIOIIETOCs B 3TOM MALMEHTa, BKIIOYAKOLIEMY BBEJEHHE MAlHCHTY

s¢dexTuBHOrO KoJMuecTBa coequHenwus, conepskamero SEQ ID NO:1, unu ero
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(hapMaLieBTHUECKU TPUEMIIEMOM COJTU. J{pyroil BapuaHT peaiu3aiiil HACTOSIIIEro H300peTeHNs
OTHOCHUTCSI K Cr10co0y CHHMIKEHHUSI IOTPEOICHHSI MUIIN Y HYKAAIOIIETrOCs B ’TOM MaLUEHTA,
BKJIFOYAIOLIEMY BBEIEHHUE MALUeHTy 3((EKTUBHOIO KOJINYECTBA COSNUHEHHS, COJEPIKAIIETO
SEQ ID NO:2, unu ero ¢apmMarieBTHIeCKH NpHeMIIeMoii conu. J[pyroil BapuaHT peannsanuu
HACTOSIIIErO M300pETeHNsI OTHOCUTCS K CIIOCOOY CHIIKEHHS MOTPEOICHHUS THIIH Y

HY KJAIOLIEr0Cs B 3TOM IMAIMEHTa, BKIIIOYAIOIIEMY BBEEHHE MAMEHTY (hapMaLeBTHUECKON
KOMIIO3HUILIMHY, cofiep:kalieil coennHenue, cogepxkaiiee SEQ ID NO:1. [Ipyroii Bapuant
peanmn3anuy HacTOSIIIEro M300peTeHNsI OTHOCUTCS K CIIOCO0y CHIKEHHS MOTPEOICHUS LI Y
HY KZIAIOLIEr0Cs B 9TOM IMAILMEHTa, BKIIOYAIOIIEMY BBEJEHHE MAlMEeHTY (hapMaLeBTHUECKON
KOMITO3ULINH, coAepkalieli coenunenue, coaepskaiiee SEQ ID NO:2.

Jlpyroii BapuaHT pean3aliy HaCTOSIIEro H300peTeHUsI OTHOCHUTCS K CIIOCO0Y CHHUIKEHHSI
MacChl T€JIa Y HY KAAIOLIErocs B 3TOM IMALMEHTa, BKIIOYAIOIIEMY BBEIEHUE MALUEHTY
s¢dexTuBHOrO KomuecTsa coequHeHus, copepskamero SEQ ID NO:1, unu ero
(apmarieBTHYECKH TPHEeMJIeMOi conu. [Ipyroit BapraHT peann3aliu HACTOSIEero H300peTeHus
OTHOCHTCS K CITOCOOY CHMIKEHUSI MAacChl TeJla Y HY KIAIOIIErocs B 5TOM IalMeHTa,
BKJIIOYAIOLIEMY BBEACHHUE MAlMEHTy 3(P(PEKTHBHOTO KOJMYECTBA COSAMHEHHSI, COAEPIKALIErO
SEQ ID NO:2, unu ero papMarneBTHYeCKH NprUeMIeMoii cou. J[pyroit BApHaHT peann3anun
HACTOSILIETO M300PETEHUsI OTHOCUTCS K CIIOCOOY CHMKEHHSI MacChl T€Ja Y HY KAAIOLIErOCs B
STOM NALMEHTA, BKIIYAIOLIEMy BBEICHHE MALUEHTY (apMaleBTUYeCKON KOMITO3HIINY,
coxepkainei coenunenue, copepxainee SEQ ID NO:1. [lpyroii BapuaHT peanuzanuu
HACTOSILIETO M300PETEHUsI OTHOCUTCS K CIIOCOOY CHMKEHHSI MacChl T€Ja Y HY KAAIOLIErOCs B
5TOM NALMEHTA, BKIIOYAKOLIEMy BBEICHHE MAUEHTY (PapMaLeBTHYeCKON KOMITO3HIINY,
comep:xkainen coequHenue, conepkamee SEQ ID NO:2.

Jlpyroii BapuaHT peaTu3alii HACTOSIIEro H300PETEeHHsI OTHOCHUTCS K CIIOCOOY CHMIKEHHSI
TJIFOKO3bI B KPOBHU Y HY KIAOLIETOCS B 3TOM MALMEHTA, BKIIIOYAIOIIEMY BBEIECHUE MAL[UEHTY
a¢hexTUBHOrO KoJM4ecTBa coequHenus, couepskamero SEQ ID NO:1, unmu ero
(hapMaLieBTHYECKU TTPUEMJIEMOM CONTU. J{pyroil BapuaHT peau3aiii HACTOSIIIErO H300peTeHNs
OTHOCHUTCSI K CITOcO0y CHHUIKEHHUS TJIFOKO3bI B KPOBU Y HY KIAOLIETOCS B 3TOM IMALIUEHTA,
BKJIFOYAIOLIEMY BBEICHHUE MaUeHTy 3((EeKTUBHOIO KOJIMYECTBA COSNUHEHHS, COEPIKAIIETO
SEQ ID NO:2, unu ero papMareBTHYeCKH NpHeMIIeMOi conu. J[pyroil BapuaHT peannsanun
HACTOSIIIETO M300PETEHNsT OTHOCUTCS K CIIOCO0Y CHMIKEHHUS TJIFOKO3bI B KPOBHU Y HY KIAFOLIIETOCS
B 5TOM MAIMEHTA, BKJIIOYAIOIIEMY BBEICHHE MALIMEHTY (papMaleBTHUECKON KOMITO3UIIUH,
cozepkaiei coenunenue, coaepxainee SEQ ID NO:1. [lpyroii BapuaHT peanuzaluu

HACTOSIIIETO M300PETEHNsI OTHOCUTCS K CIIOCO0Y CHMIKEHHUS TJIFOKO3bI B KPOBH Y HY KIAOLIIETOCS
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B 5TOM MAIMEHTA, BKJIIOYAIOIIEMY BBEIACHHE MALIMEHTY (papMaleBTHUECKON KOMITO3UIIUH,
comepakainent coequHenue, conepskamee SEQ ID NO:2.

Jlpyro¥i BapuaHT pean3aliyi HACTOSIIEro H300peTeHHsI OTHOCHUTCS K CIIOCO0Y CHHMIKEHHSI
YPOBHSI TPUIIIMLEPUIOB Y HYKAAIOIIErOCs B ’TOM MAallUEHTA, BKIFOYAIOLIEMy BBEICHUE
nauneHTy 3¢gdexTuBHOrO KOIMUecTBa coenrHenus, conepskamero SEQ ID NO:1, wnu ero
(apMaLieBTHUECKH TPUEMIIEMOM COJTU. J{pyroil BApUaHT peaiu3aiii HACTOSIIErO H300peTeHMs
OTHOCHUTCSI K CIIOCO0y CHMKEHUSI YPOBHS TPUTTIULIEPUIOB Y HYKIAIOLIET0Cs B 3TOM IMAL[UEHTA,
BKJIFOYAIOLIEMY BBEIEHHUE MALUeHTy 3((EeKTUBHOIO KOJINYECTBA COSIUHEHHS, COJEPIKALIETO
SEQ ID NO:2, unu ero ¢papmMarieBTHIeCKH NpHeMIIeMOil conu. J[pyroil BapuaHT peanuzanun
HACTOSILIIETO U300PETEHNsI OTHOCUTCS K CIIOCOOY CHMKEHMS YPOBHS TPUTIIULIEPUIOB Y
HY KJIAIOLIErocs B 9TOM MNAILMEHTa, BKJIIOYAIOIIEMY BBEJEHHE MAlMEeHTY (papMaLeBTHUECKON
KOMIIO3UILMH, cofiep:kalieil coenunenue, cogepxkaiiee SEQ ID NO:1. [Ipyroii BapuaHt
peanu3aly HaCTOSIEro N300peTeH st OTHOCUTCS K CIIOCO0Y CHUIKEHUS YPOBHS TPUIIIULIEPUIOB
y HY’KIAIOINErocs B 3TOM MAaLMeHTa, BKIFOYAIOIEMYy BBEICHHE MALUEHTY (hapMaLeBTHIECKOM
KOMIIO3HUIINH, cofleprkatieil coennnenue, congepxkamiee SEQ ID NO:2.

B npyrom BapuaHTe peann3aly HACTOSINErO H300pETeHHs MPEJIOKEH CIOCO0 JeUeHUS
nuabeTa y Hy KAQIOIIErocst B 5TOM NalMeHTa, B KOTOPOM coequHeHue, copepskamiee SEQ ID
NO:1, BBOAAT 071UH pa3 B HeAeN0. B npyrom BapuaHTe peanu3aluy HaCTOSIIErO H300peTeHUs
NPEAIOKEH CrOco0 JeueHns qruadeTa y Hy KAAI0IErocsi B ’TOM MalUeHTa, B KOTOPOM
coenunenue, coaepxkaiiee SEQ ID NO:2, BBOAST OUH pa3 B HEAEIIO.

B npyrom BapuaHTe peann3zalui HACTOSIIEro H300pEeTeHNUs MPEIJIOKEH CIOCO0 JIeUeHUs
nuabeta TUMa 2 y HYKAAKOIIErocs B 3TOM MAallMEHTa, B KOTOPOM CoerHeHue, coaepskaiiee SEQ
ID NO:1, BBOAST OMH pa3 B HeNEO. B mpyrom BapuaHTe peannu3aiiy HaCTOSIIEro
U300peTeHNsI MPEUIOKEH Crocol ieueHus quadeTa Tuma 2 y Hy KA LIerocs: B 3TOM MALUeHTa,
B KOTOpoM coennHeHue, coaepskamee SEQ ID NO:2, BBoasiT ouH pa3 B HEEIIO.

B npyrom BapuaHTe peannuzalii HACTOSIIEro H300PETEHUs MPEIJIOKEH CIOCO0 JIeUeHUs
OKHPEHUs y HY KIAIOIIErocsl B 3TOM MAIMEHTa, B KOTOPOM coenuHeHne, coaepskamee SEQ ID
NO:1, BBOIAT ONMH pa3 B HeNEO. B 1pyrom BapuaHTe peaiu3aiiy HACTOSIIIEro n300peTeHus
NPEIIOKEH CIIOCO0 JICUSHHST OKUPEHUS Y HYKAAKOLIETr0Cs B 3TOM MALUEHTa, B KOTOPOM
coenunenue, coaepxkamiee SEQ ID NO:2, BBOAST OMH pa3 B HEIEJIIO.

B npyrom BapuaHTe peannzalnii HaCTOSIIEro H300PETEHUs MPEIIIOKEH CIOCO0 JIeUeHUs
OUCITUNUAEMHUH Y HYKIAIOIIEroCsl B 3TOM MallUeHTa, B KOTOPOM COeNUHEHHe, coaepskaiee SEQ
ID NO:1, BBOAsT 01H pa3 B HeNEO. B npyrom BapuaHTe peanu3aiiy HaCTOSIIEro
U300pETEHHsI MPEUIOKEH CIIOCO0 JICUEHUs TUCIUTIIEMHUH Y HY KJAIOIIErocsl B 3TOM MalHeHTa,

B KOTOpOoM coennHenue, coaepskamee SEQ ID NO:2, BBoasT 0nuH pa3 B HEAEIIIO.



10

15

20

25

30

35

-10-

B npyrom BapmaHTe peannzanii HaCTOSIIEro H300PETEHUs MPEIIIOKEH CIOCO0 JIUeHUs
HACT y Hy»xnaro1merocsi B 5TOM MalMeHTa, B KOTOPOM coequHenue, coaepxkaiiee SEQ ID
NO:1, BBOIAT ONMH pa3 B HeNEO. B 1pyrom BapuaHTe peain3aiii HACTOSIIEro H300peTeHus
npennoxker crocod nederns HACI y Hykaaromerocst B 3TOM IMaLUeHTa, B KOTOPOM
coenunenue, coaepxkauiee SEQ ID NO:2, BBOAST OMH pa3 B HEAEIIIO.

B npyrom BapuaHTe peann3alnii HaCTOSIIEro H300pETEHMs MPEIJIOKEH CIIOCo0
CHUKCHUA l'IOTpe6J'IeHI/I$I MUK Y HYKAAOETOCA B 5TOM IMIAIUCHTA, B KOTOPOM COCIUHEHUE,
cogepskamee SEQ ID NO:1, BBoaaT oauH pa3 B Hezeno. B apyrom BapuaHTe peanusanuu
HACTOSILIETO U300PETEHNs IPEAJIOKEH CIIOCO0 CHIDKEHUSI MOTPEOIeHNS MUY Y HY KIAIOIIEerocs
B 3TOM MaILMEHTa, B KOTOPOM coenuHenue, copepxkamee SEQ ID NO:2, BBoasT oquH pas B
HEJIEIIO.

B npyrom BapuaHTe peann3aly HACTOSINEr0 H300peTeH s PEIJIOKEH CIOco0
CHMIKEHHSI MacChl TeJIa Y HY KIAIOINErocs: B 3TOM MAlMEHTa, B KOTOPOM COEIUHEHHUE,
copep:xkainee SEQ ID NO:1, BBogsaT onuH pas B Henenmo. B apyrom BapuaHTe peanusauu
HACTOSIIIEr0 U300peTeHHs IPEIIOKEH CIIOCO0 CHIDKEHHSI MACcChl TeJa Y Hy KIAFOIIErocs B STOM
MarueHTa, B KOTopoM coenunenue, copepxkamee SEQ ID NO:2, BBOAST OUH pa3 B HEJEIIO.

B npyrom BapuaHTe peannsaly HACTOSINEr0 H300PETEeHHs IPEIIOKEH CIIOCo0
CHMJKEHHSI TJIFOKO3bI B KPOBH Y HY’KIAIOIIEroCsi B ’TOM MALIUEHTa, B KOTOPOM COEIHHEHHE,
conepskamee SEQ ID NO:1, BBoasT onuH pa3 B Hezeno. B apyrom BapuaHTe peanusanuu
HACTOSILIETO M300PETeHUS PEAJIOKEH CIIOCOO CHIYKEHUSI TITFOKO3bI B KPOBH Y HYKIAIOIIETOCs B
5TOM MalMeHTa, B KOTOpoM coenunenue, coaepxkamee SEQ ID NO:2, BBoasiT onuH pas B
HEJEIIO.

B npyrom BapuaHTe peann3alnii HaCTOSIIEro U300peTeHHs MPEIJIOKEH CIOcCo0
CHUIKEHUS YPOBHS TPUTIIMLEPUAOB Y HYKIAKOLIErocs: B 3TOM IMAlMEeHTa, B KOTOPOM COEIUHEHUE,
conepskamee SEQ ID NO:1, BBoasaT onuH pa3 B Hezeno. B apyrom BapuaHTe peanusanuu
HACTOSIIIETO M300PETEHUS IPEAJIOKEH CIIOCOO CHIDKEHUS! YPOBHS TPUTIULIEPUIOB Y
HY’KJIAIOIIEroCsl B 3TOM IMaLMEeHTa, B KOTOPOM coeauHenue, coaepxkamee SEQ ID NO:2, Beogsr
OIIH pa3 B HEEIIIO.

B npyrom BapuaHTe peanusaliy PaCKPBITHIX B HACTOSILEM JOKYMEHTE COeNMHEHUN
npeanoxkeHo coenunenue, cogepkamiee SEQ ID NO: 1, unu ero ¢papmaneBTudecKu
NPpUEMIIEMYIO COJIb, AJIA MIPUMEHECHUS B TCpAIIUH. B APYIroOM BapUaHTE p€aln3alii HACTOALCTO
u300peTeHust mpeayioskeHa papmaieBTudeckas kommnosunusi, couepxamast SEQ ID NO: 1, qs
MPUMEHEHUs B Tepanuu. B Apyrom BapuanTe peaanu3alyuy paCKpPbIThIX B HACTOSILIEM JOKYMEHTE
COeMHEHUH MpeUIokeHo coenuHenue, conepskamee SEQ ID NO:2, wnu ero ¢papmaneBTH4ecKu

NPpUEMIIEMYIO COJIb, 4JIA IPUMEHECHUS B TCpAIlUuU. B APYIroM BapUaHTE p€ain3allii HACTOALLCTO
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nu300peTeHust mpeayioskeHa gpapmaneBTudeckass kommnosunusi, coaepxamast SEQ ID NO:2, ns
MIPUMEHEHUS B TEPAIIUU.

B npyrom BapuaHTe peanmnsanuu pacKpbIThIX B HACTOSALLEM JTOKYMEHTE COEIMHEHU N
npeanoxkeHo coenunenue, cogepkamiee SEQ ID NO: 1, unu ero ¢papmaneBTudecku
NPUEMIIEMYIO COJIb, JUII TPUMEHEHHs Ui JiedeHus nuabera. B npyrom BapuanTte peanuzauuu
HACTOSIIETO M300peTeHUs MpeiiokeHa (papMareBTudeckasi KoMmno3unwsi, conepskamias SEQ ID
NO:1, ansa npumeHeHus A iedeHus nuabera. B npyrom BapuanTe peanu3aliil pacKpbIThIX B
HACTOSIIIEM TIOKYMEHTE COeIMHEHUI NpenyioskeHo coenunenue, coaepsxkaiiee SEQ ID NO:2, unu
ero (papMareBTUYeCKH IPUEeMJIEMYIO COJIb, JJIsl MPUMEHEHUs Ui JieueHus: auadeta. B npyrom
BapUAHTE pPean3alluy HaCTOSIIIEro M300peTeHns npeasioskeHa papMaleBTHIecKas KOMITO3ULIHS,
conepkamast SEQ ID NO:2, nns npuMeHeHus 1Jis JjeueHus: fuadera.

B npyrom BapuaHTe peannzalnuy pacKphIThIX B HACTOSIIEM JOKYMEHTE COSMHEHUHN
npenioxeHo coenunenue, copeprxkamee SEQ ID NO: 1, nnu ero ¢papmaneBTudecku
NPUEMJIEMYIO COJIb, IJIsl IPUMEHEHUsI U1 ieueHus nuadera Tuna 2. B npyrom Bapuante
peanu3ayy HaCTOSINero n300peTeHns mpeiIokeHa papManeBTHIecKast KOMITO3ULINS,
conepkamtast SEQ ID NO: 1, nnsa npumenenus s nedeHust quadera tuna 2. B npyrom Bapuanre
peanmM3aluy PaCKpBITHIX B HACTOSIIIEM JOKYMEHTE COeJUHEHHUH MPEJIO’KEHO COeIMHEHHE,
copepxkamee SEQ ID NO:2, unu ero ¢papMarieBTHYECKH MPUEMJIEMYO COJIb, JJIsl TIPUMEHEHUS
ISt JledeHus: auadera Tuna 2. B ipyroM BapuaHTe peanu3aluy HACTOSIIETO H300pETeHHSI
npeyioxkena papmaneBTudeckast komrnosunus, coaeprkamas SEQ ID NO:2, nnst npuMeHeHus
IUTsL JledeHus: auadeTa Tumna 2.

B npyrom BapuaHTe peannzanu pacKpPbITIX B HACTOSALLEM JIOKYMEHTE COEIMHEHU N
npeoxkeHo coequHenue, conepskamee SEQ ID NO: 1, unu ero papmaneBTHUECKH
NMPpUEMIIEMYIO COJIb, AJIA IPUMECHECHUA JJIA JICYCHUA OXKUPCHUA. B APYIroOM BapUaHTE pE€au3aliu
HACTOSIIETr0O M300peTeHUs MpesiokeHa papMareBTudeckas: kKoMmno3unwsi, conepskamias SEQ ID
NO:1, nns npuMeHeHus AJis JeueHus oKupeHus. B 1pyromM BapuanTte peannzalyy packpbIThIX B
HACTOSIIIIEM IOKYMEHTE COeNMHEHUH TpenioskeHo coenunenue, coaepskamee SEQ ID NO:2, unn
ero (papMaLeBTHYECKH PUEMIIEMYIO COJIb, JUIS IPUMEHEHHS [UIsl JISUeHUsT OKUpeHus. B npyrom
BapUAHTE PeATH3alNU HACTOSIIIEr0 H300peTeHHs peaIoskeHa (papMaleBTHIeCKass KOMITO3ULIHS,
comepxkamas SEQ ID NO:2, nnst npuMeHeHus 1J1s1 ISYSHUST OKUPEHUS.

B npyrom BapuaHTe peannzanuu pacKpbIThIX B HACTOSALLEM TOKYMEHTE COEIUHEHU N
npenoxkeHo coequHenue, conepskamee SEQ ID NO: 1, unm ero apmaneBTHIeCKH
NPpUEMIIEMYIO COJIb, AJIA IPUMEHECHUS MJI JICUCHUA OUCITIUTTUICMUN. B APYIrOM BApUAHTE
peann3annuy HacTOSIIIEro H300peTeHns MpeaioskeHa (papManeBTuIecKas KOMITIO3ULIUS,

cogepskammas SEQ ID NO:1, nns npuMeHeHus A jjedeHus aucaunuaeMun. B npyrom BapuanTe
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peanM3anuy PacKPBITHIX B HACTOSIIIEM IOKYMEHTE COSIUHEHHH MPEIJIOKEHO COSAMHEHHE,
copepskamee SEQ ID NO:2, unu ero ¢papManeBTHYECKH PHUEMIIEMYO COJIb, JIsl TPUMEHEHUS
IUIS JIEYEHUS IUCIUNTUAEMUN. B Tpyrom BapuaHTe pean3alui HaCTOSIIEro H300pEeTEeHHsI
npemioxkena papmaneBTudeckast kommosunus, cogepxkamas SEQ ID NO:2, nnst npuMeHeHus
IUISL JIEYEHUS TUCTUTTAACMUH.

B npyrom BapuaHTe peannzanii pacKpbITHIX B HACTOSIIEM JOKYMEHTE COSMHEHUIN
npeanoxkeHo coenunenue, cogepskamiee SEQ ID NO: 1, unu ero gpapmaneBTudecku
NpUEeMJIEMYIO COJb, AJs npuMeHenus 1t Jedenus HACI. B npyrom BapuaHnTe peanuszanuu
HACTOSIIIETO M300peTeHUs MpeiiokeHa (papMareBTudeckast kKomno3unws, conepskairas SEQ ID
NO:1, nnsa npumenenus ans aedenuss HACI'. B npyrom BapuaHTte peann3aliii PacKpPbITHIX B
HACTOSIIIEM IOKYMEHTE COeIMHEHUH NpenyioskeHo coenunenne, coaepsxaiiee SEQ ID NO:2, unu
ero (papMareBTUIeCKH MPUEeMJIEMYIO COJib, auist puMenenus s geuenuss HACI. B npyrom
BApUAHTE PeATU3ALMH HACTOSALIETO H300pETeHNsI MPeasioKeHa (papMaleBTUIecKasi KOMIO3ULIHS,
conepkammast SEQ ID NO:2, nnsa npumenenus s geuenuss HACIL .

B npyrom BapuaHTe peann3aly HACTOSINEr0 H300pEeTeHHs PEIJIOKEHO TPUMEHEHNE
coenunenus, coneprxkaiero SEQ ID NO:1, wnu ero ¢papManeBTHUECKH PUEMIIEMON COJH, TSI
HIOJTyYeHHUsI JIEKAPCTBEHHOTO CPECTBA ISt JJeueHus nuabdera. B npyrom BapuanTe peanusanuu
HACTOSILIETO M300pETeHUs PEAJIOKEHO pUMeHeHHue coennuenus, coneprxkamiero SEQ ID NO:2,
WM ero (papMaLeBTHUECKH MPUEMIIEMON COJIH, JIsl TIOJTyYE€HUs JIEKAPCTBEHHOTO CPEICTBA IS
JedeHus Auadera. B mpeanouTuTebHOM BapUaHTe pean3alui COSAMHEHUI COTTIaCHO
HACTOSIIIIEMY U300PETEHHIO MPENJIOKEHO NMPUMEHEHHE COeMHeHus, conepskamero SEQ ID
NO:1, unu ero papmManeBTH4eCKH MPUEMIIEMOH COJH, IUIsl IOy YeHHUS JIEKAPCTBEHHOTO CPEICTBA
s iedenus nuadera Tuna 2. B npyrom npennouTHTeIbHOM BApHAHTE PEATM3aLUN HACTOSIIIETO
nu300peTeH sl MPEANIOKEHO MpuMeHeHne coenunenus, coaepskamero SEQ ID NO:2, wnu ero
(apmMarieBTHYECKH PUEMIIEMOH COJH, JUJISI TTOJTy YeHHS JISKAPCTBEHHOTO CPENCTBA JUIS JICUEHHSI
nuadera.

B npyrom BapuaHTe peann3zalii HaCTOSIIEro H300PETEHNUs MPEIJIOKEHO MPUMEHEHUE
coequnenwus, conepkamero SEQ ID NO:1, unu ero hapManeBTUYECKH MPUEMIIEMOU COJH, IS
TNIOJTY4E€HUS JIEKAPCTBEHHOT'O CPEACTBA /ISl JISUCHUSI OXKUPEHUs. B Apyrom BapuaHTe peamn3aiu
HACTOSIIIETO M300PETeHUs PEJIOKEHO MMPUMEHEeHHe coenuHenus, coaepxkamero SEQ ID NO:2,
WK ero (papMaLeBTHUECKH PUEMIIEMON COJH, JIsl IOy YE€HUS JIEKAPCTBEHHOTO CPEICTBA IS
JIEYCHUST OKUPEHUSI.

B npyrom BapuaHTe peann3zalii HaCTOSIIErO H300PETEHNUs MPENJIOKEHO MPHUMEHEHUE
coequnenwus, copepkamero SEQ ID NO: 1, unu ero apManeBTHYECKH MPUEMIIEMOU COJH, AJIs

NOJIyHYCHUs JICKAPCTBCHHOI'O CPEACTBA AJIs JICUCHUA JUCIUMUACMHAN. B APYTrOM BApUAHTE
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peann3annuy HacTOSIIIEro N300pETeHUs IPEAJIOKEHO PUMEHEHNE COSIUHEHHS, COJIEPIKAIIEeTO
SEQ ID NO:2, nnu ero ¢papManeBTHYECKH TPUEMIIEMON COJH, JIJIsl IOy YEHUS JIEKAPCTBEHHOTO
CpeacTBa JUIsl IeYeHUsI TUCITUMUIEMUN.

B npyrom BapuaHTe peannzanii HaCTOSIIErO H300PETEHUs MPENJIOKEHO MPHUMEHEHNE
coequnenwus, copepkamero SEQ ID NO: 1, unmu ero apManeBTHYECKH MPUEMIIEMOU COJH, AJIs
MOJTyueHUs JIeKapcTBeHHOro cpenctaa Ans geueHus HACI'. B npyrom BapuanTe peanusanuu
HACTOSIIIIETO M300PETeHUs MPEIJIOKEHO MPUMEHEeHHe coenuHeHus, coaepxkamero SEQ ID NO:2,
WM ero (papMaLeBTHUECKH IPUEMIIEMON COJH, ISl Oy YeHUs JIEKAPCTBEHHOTO CPEICTBA IS
neuenust HACT.

B npyrom BapuaHTe peann3zaluy pacKphIThIX B HACTOSILEM U300PETEHUN COeAUHEHHI
npennoxkeHo coenunenue SEQ ID NO:1, B koTopoMm nepuos nosyBbiBeeHHs (t1/2) YBEIUYEH.

B npyrom BapuaHTe peann3aly HACTOSINErO U300pEeTeHHs PEIJIOKEH CIOCO0 JICUSHUS
COCTOSIHUS Y HY>KIAIOLIErocsl B TOM MALHEeHTa, BBIOPAHHOTO U3 TPYIIIIbL, COCTOSLICH 13
nuabera, oxupenns, HACI” w/unu aucnunuaemMun, BKIFOUAOIINI BBEACHUE MALIHEHTY
s¢dexTuBHOrO KonnvectBa coequnenus, cogepsxauiero SEQ ID NO:1 wnu ero
(dapmareBTHIECKH TIPUEMIIEMON COJIM B KOMOMHALUH € 3(h(HEeKTUBHBIM KOJIMYECTBOM MHKPETHHA
WIN aHAJIOra HHKpeTHHA. B 1pyrom BapuaHTte peann3aiyy HaCTOSIIEro H300peTeHns
NPEIIOKEH CIIOCO0 JICYSHHsI COCTOSIHHSA Y HYKAAIOLIETr0OCs B 3TOM MALUeHTa, BBIOPAHHOTO U3
rpymnmbl, coctosueit u3 nuadera, oxkupenusi, HACIT w/wunu quCIunuaeMus, BKITFOYAOTUI
BBe/IeHUe nanueHTty 3¢ dexkTuBHOro konmyectsa coenunenus, coneprxkamero SEQ ID NO:2 unu
ero (papMaleBTUYECKH MPUEeMJIEMON COJTU B KOMOMHALINU C 3()(PEKTUBHBIM KOJTMYECTBOM
MHKPETUHA WJIM aHaJiora UHKPETHHA.

B KOHKpEeTHOM BapHaHTe peai3alii HACTOSIIEro H300peTeH s MPEIIOKEH CIIOCo0
JIEYCHUSI COCTOSIHUS Y HYKAAIOLIETOCs B 3TOM MMALMEHTa, BBIOPAHHOTO M3 TPYTIIbI, COCTOSIIEH 13
nnabera, oxupenus, HACI w/wim puciunuaeMuy, BKITFOYAOIIUN BBEICHUE MALIUEHTY,
HYKJIQIOLIEMYCsl B TAKOM JieueHHH, 3(PPEeKTHBHOTO KOJMUYECTBAa COSAMHEHNs, coepskarero SEQ
ID NO:1 unu ero ¢apmareBTHUECKH MPUEMIIEMON coti B KoMOuHanmu ¢ aronucrom GLP-1. B
KOHKPETHOM BapHaHTE PeaH3alMU HACTOSIIIETrO N300PETeHUS PEATIOKEH CIIOCO0 JTeUeHUs
naruenTa ¢ nuaderom, oxxupenrem, HACI w/unu nucnununeMueii, BKIFOYArO I BBEICHUE
MALMEHTY, HY KIAOIIEeMyCsl B TAKOM JIe4YeHHH, 3P (HEKTUBHOTO KOJIMYECTBA COSAMHEHUS,
conepskariero SEQ ID NO:1 wuiu ero hapmaneBTHUECKH MPUEMIIEMOU COJTH B KOMOWHAITUH C
aroanctoM GLP-1, BEIOpaHHBIM U3 TPYIIIBL, COCTOSIIEH U3 COSAMHEHHH, BKITFOYAOLITNX
Coemunenue I1I (SEQ ID NO:6), Coenunenne VIII (SEQ ID NO:12) unn Coenunenne I[X (SEQ
ID NO:13). B kOHKpETHOM BapuaHTe pPeaH3aliH HACTOSIIEro H300peTeHHs MPEIIOKEH CIIOCo0

JieueHus nanuenTa ¢ auaderom, oxxupenneM, HACI w/unmu nucnunuaeMued, BKIFOYAr0 IUH
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BBE/ICHUE MMALMEHTY, HY KAAOIEMYCsl B TAKOM JIeUeHUH, 3P (HEKTUBHOTO KOJINIECTBA
coequnenus, conepskamero SEQ ID NO:2 unmu ero gapManeBTHYeCKu MPUEMIIEMOH COJTH B
kombuHanmu ¢ aroHuctoM GLP-1. B koHKpeTHOM BapuaHTe peaan3alui HaACTOSIIIEerO
H300peTeHNsI MPEUIOKEH CIIoco0 JieueHus nanuenTa ¢ nuaderom, oxxuperneM, HACI n/unm
IVCITUIUAAEMHEH, BKITIOYAOIINN BBEACHUE MTALIMEHTY, HYKAAOIIEMYCSl B TAKOM JICUEHUH,
s¢dexTuBHOrO KojmuecTBa coequHenws, conepskamero SEQ ID NO:2 umnu ero
(bapmaLieBTHYECKH TTPUEMJIEMOM COJTu B KomOuHauuu ¢ aroHuctoM GLP-1, BeiOpaHHbIM 13
IPYIIBL, cocTosimen n3 coennnenni, Bkmoyvarommx Coequnenue 111 (SEQ ID NO:6),
Coenunenue VIII (SEQ ID NO:12) unn Coenunenue IX (SEQ ID NO:13).

B KOHKpeTHOM BapHaHTe peaji3alii HaCTOSIIEro H300peTeH s PEIJIOKEH CII0co0
JeueHus nanuenTta ¢ auaderoM, oxxupenueM, HACI w/unu nucnununeMued, BKIFOYAr0IIUN
BBE/ICHUE MALMEHTY, HYKAAIOIEMYCsl B TAKOM JIeUeHUH, 3P (PEKTUBHOIO KOJINYECTBA
coenuHenus, cogepskamero SEQ ID NO:1 unu ero apmarieBTuuecky npueMiIeMoii CoJiu B
KoMOuHaImu ¢ nBOMHbIM aroHUCTOM GIP/GLP-1. B KOHKpeTHOM BapuaHTe peain3aluu
HACTOSIIIEro U300peTeHHs IPEIIOKEH CIOCO0 JISUSHUS MTALUEeHTA C TUa0eTOM, OXKHPEHUEM,
HACT w/unmu pucnununeMueii, BKIFOYAOIUI BBEICHNE NALUEHTY, HY KIAOIEMYCsl B TAKOM
nedeHnd, 3pdexTuBHOrO KONmuecTsa coenuHenus, cogepskamero SEQ ID NO:1 wnu ero
(apMarieBTHYECKH PUEMJIEMOI COJTM B KOMOMHALUU ¢ ABOWHBbIM aroHuctom GIP/GLP-1,
BbIOPaHHBIM U3 TPYIIbI, COCTOSMIEH 13 coenuHenni, Bkmodaromux Coenunenne VI (SEQ ID
NO:9) u Coequnenne VII (SEQ ID NO:10). B KOHKpeTHOM BapHaHTe peau3alii HACTOSIIEro
U300peTeHrst MPeUIOKEH Crocod JieueHus nanuenTta ¢ nuaderom, oxxuperneM, HACI u/unm
OUCITUIUAEMHEH, BKITIOYAIOIINUN BBEACHUE MALMEHTY, HYKAAOIEMYCSl B TAKOM JICUEHUH,
a¢hekTUBHOrO KoJM4ecTBa coequHenus, conepskamero SEQ ID NO:2 B komOuHaIuu ¢
nBoiiHbIM aroHucToM GIP/GLP-1. B kOHKpeTHOM BapuUaHTE peaju3allii HACTOSIIEro
U300peTeHNs MPEUIOKEH CIoco0 JieueHus nanuenTta ¢ nuaderom, oxxuperneM, HACI n/unm
IUCITUIUAEMHEH, BKITIOYAIOIINN BBEICHUE MALMEHTY, HY KAAOIIEMYCSl B TAKOM JICUEHUH,
s¢dexTuBHOrO KoJMuecTBa coenuHenws, conepskamero SEQ ID NO:2 umnu ero
(bapMaLieBTHYECKH TPUEMJIEMOM COJTM B KOMOWHALMH ¢ ABOWHBIM aronnctoM GIP/GLP-1,
BBIOPaHHBIM U3 TPYMIIBL, COCTOSMEH 13 coenuHennii, Bkmodaromux Coequnenne VI (SEQ ID
NO:9) u Coequnenue VII (SEQ ID NO:10).

B KOHKpeTHOM BapHaHTe peaii3alii HACTOSIIEro H300pEeTEHHS PEIIOKEH CIIOco0
JiedeHus nanuenTa ¢ nuaderom, oxxupenneM, HACI w/unmu nucnununeMued, BKITFOYAr0 IUH
BBE/ICHUE MALMEHTY, HY KAAOIEMYCsl B TAKOM JIEUeHUH, 3P (HEKTUBHOTO KOJINIECTBA
coenunenus, coneprxamero SEQ ID NO:1 wiu ero papmaneBTudecku npuemMiIeMon COJH B

KOMOMHaIMu ¢ TpraroHuctom rimokarona, GIP u GLP-1. B koHKpeTHOM BapuaHTe peajn3anuu



10

15

20

25

30

35

-15-

HACTOSIIIETO M300pETeHUs PEAJIOKEH CIIOCO0 JISUSHHs MALIEeHTa C AHA0ETOM, OJKUPEHUEM,
HACT w/unu qucnunuaeMueii, BKITIOYAIOIUN BBEACHHE MALUEHTY, HYKIAIOIIEMYCsl B TAKOM
nedenuy, 3¢ dexTuBHOro KONMMyecTa coennHenus, coneprkamero SEQ ID NO:2 unm ero
(hapMaLieBTHUECKN TTPUEMJIEMON COJIM B KOMOMHALINY ¢ TPUAroHucToMm rimokarona, GIP u GLP-
1. B KOHKpETHOM BapuaHTE pPeaTn3aluy HACTOSIIErO H300pETeHNs PEAJIOKEH CIIOCO0 JIeUeHHSI
naruenTa ¢ nuaderom, oxxupenrnem, HACI w/unu nucnununeMuei, BKIFOYArO N BBEICHUE
MALMEHTY, Hy KJA0IIEeMyCsl B TAKOM JIe4YeHUH, 5P (HEKTUBHOTO KOJIMYECTBA COSAMHEHUS,
conepkamero SEQ ID NO:1 unum ero apmaneBTHUECKH MPUEMIIEMON COJTM B KOMOWHAITIH C
tpuaronucrom rirokarona, GIP u GLP-1, Bxmouarouum Coenunenue V (SEQ ID NO:8). B
KOHKPETHOM BapHaHTe Peau3allii HaCTOSIIEr0 N300peTeHNs PEAIOKEH CrIoco0 JIedeHns
nariuenTa ¢ nuaderom, oxxupennem, HACI w/unu nucnununeMueii, BKIFOYArOINA BBEEHHE
MALMEHTY, HY KJA0IIeMyCsl B TAKOM JIedYeHUH, () (HEKTUBHOTO KOJIMYECTBA COEAMHEHUS,
copep:xatiero SEQ ID NO:2 unu ero apManeBTHUECKH MPUEMIIEMON COJIM B KOMOUHALIMH C
tpuaronucroM rirokarona, GIP u GLP-1, Bxmrouaromum Coenunenue V (SEQ ID NO:8).

B KOHKpETHOM BapuaHTe pean3alii HACTOSAIIErO H300pEeTeH s PEIIOKEH CrIoco0
JedeHus nampenta ¢ auaderom, oxkupenuem, HACI w/unu aucnunuaeMued, BKIIIOYArO NN
BBEJICHUE MALUEHTY, HYKIAIOIEMYCsl B TAKOM JIEYeHUH, 3P (HEKTUBHOTO KOJINYECTBA
coenunenus, coneprxaiero SEQ ID NO:1 unu ero papmaneBTudecku npuemMiIeMoi COJH B
KOMOMWHAIIMY C aHAJIOTOM OKCHHTOMOJYJIMHA. B KOHKPETHOM BapuaHTe peayn3aliuu COeTUHEHHH
COTJIACHO HACTOSIIEMY H300PETEHHIO MPEMNIOKEH CIIOCO0 JIeUeHHs MalMeHTa ¢ THadeToM,
oxkupenrieM, HACI w/unu nucnunuaeMueii, BKIFOYAIO WA BBEIEHUE TIAI[UEHTY,
HYKJIAIOLIIEMYCsl B TAKOM JieueHHH, 3P PEeKTHBHOTO KOJMUYECTBAa COSAMHEHNS, couepskariero SEQ
ID NO:2 B koMOMHAIMH C aHAJIOTOM OKCHHTOMOJYJIMHA. B KOHKPETHOM BapHaHTEe peaTn3alun
HACTOSIIIETO M300pETeHUS PEAJIOKEH CIIOCO0 JICUSHHs AIEeHTa C AHA0ETOM, OJKUPEHUEM,
HACT w/unu qucnunuaeMuei, BKITIOYAKOIUN BBEASHIE MALUEHTY, HYKIAIOIIEMYCsl B TAKOM
nedenuy, 3¢ dexTuBHOro KONMMyecTa coenrHeHus, coneprxkamero SEQ ID NO:1 unm ero
(apMarieBTHIECKH MPUEMJIEMOI COJTM B KOMOMHALIMU C aHAJIOTOM OKCHHTOMOJIYJINHA,
BrrovarouM Coennnenre IV (SEQ ID NO:7). B KOHKpeTHOM BapHaHTE peaTn3aluu
HACTOSIIIIETO M300pETeHUS PEAJIOKEH CIIOCO0 JICUSHHs MALIEeHTa C AHA0ETOM, OJKUPEHUEM,
HACT w/unu qucnunuaeMuei, BKITIOYAIOIUN BBEACHHE MALUEHTY, HYKIAIOIIEMYCsl B TAKOM
nedenny, 3pdexTuBHOro KONMM4YecTa coennHeHus, coneprkamero SEQ ID NO:2 unm ero
¢dapmMarieBTHIECKH MPUEMIIEMO COJTM B KOMOMHALIMU C aHAJIOTOM OKCHHTOMO/IYJINHA,
BrrouaromuM Coenunenne IV (SEQ ID NO:7).

B npyrom BapuaHTe peannzalnii HaCTOSIIEro H300PETEHUs MPENIIOKEH CIIOCO0 JIeUeHUs

naruenTa ¢ nuaderom, oxxuperrnem, HACI w/unu nucnununeMueii, BKIFOYArO NI BBEICHUE
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MAIUEHTY, HY KIAIOMEMYCsI B TAKOM JiedeHUH, 3()(HEKTHBHOTO KOJMYECTBA COSIUHEHHSI,
conepskamiero SEQ ID NO: 1 wium ero hapmaneBTHUECKH MPUEMIIEMOU COJTH B KOMOWHAITIH C
WHKPETUHOM WJIM aHAJIOTOM MHKPETHHA, rae coeanHenue, coaepxkamee SEQ ID NO: 1, unm ero
(apMaLIeBTHYECKH TPUEMJIEMYIO COJIb, 1 HHKPETHH WM aHAJIOT HHKPETUHA BBOMST
OITHOBPEMEHHO. B mpyroM BapuaHTe peam3aluy HACTOSLIETO H300PETeHHs MPEIIIOKEH CIoco0
JeueHus nanuenTta ¢ auaderom, oxxupenneM, HACI w/unu nucnununeMued, BKIFOYar0 IIUN
BBEJCHHE MALUEHTY, HYKIAIOIEeMyCsl B TAKOM JIedeHHH, 3((HEKTUBHOTO KOJTHUYECTBA
coequHenwus, copepkamero SEQ ID NO:2 unu ero gpapManeBTHYeCKH MPUEMIIEMOH COJTH B
KOMOMHAINY C UHKPETUHOM WJIM aHAJIOTOM MHKPETHHA, ITie coennHeHne, coaepsxamee SEQ ID
NO:2, wnu ero papmMaleBTUIECKH IPUEMJIEMYIO COJIb, U HHKPETHH WJIM aHAJIOT HHKPETHUHA
BBOJSIT OJTHOBPEMEHHO.

B apyrom BapuaHTe peann3alii HACTOSIIErO H300peTeHus MPEIJIOKEH CrOCO0 JIeUeHUs
nauuenTa ¢ nuadberom, oxxupenuem, HACIT w/unu nucnunuaeMueii, BKIIOYAIO NN BBEICHUE
MALKMEHTY, HY KIAI0IIeMyCsl B TAKOM JiedeHUH, () (HEKTUBHOTO KOJTMYECTBA COSAMHEHHUS,
copep:katnero SEQ ID NO:1 unu ero apManeBTHUECKH PUEMIIEMON COJIM B KOMOUHALIMH C
MHKPETHUHOM WJIM aHAJIOTOM MHKPETHHA, rae coeaunenue, cogepxauee SEQ ID NO:1, unu ero
(bapMarieBTHYECKH MPUEMJIEMYIO COJIb BBOJSIT 0 BBEICHHUSI HHKPETHHA WJIM aHAJIOTa UHKPETHHA.
B npyrom BapuaHTe peannzalii HACTOSIIEr0 H300peTeHuUs MPEIJIOKEH CIOCO0 JIeUeHUs
narueHTa ¢ nuaderom, oxxupenrem, HACI w/vnu nucaunuaeMueii, BKIFOYAIO NI BBEIEHUE
MAIUEHTY, HYKIAIOIEMYCsI B TAKOM JiedeHUH, 3()(HEKTHBHOTO KOJUYECTBA COSIUHEHMSI,
conepskainero SEQ ID NO:2 uiu ero hapmManieBTHUECKH MPUEMIIEMOU COJTM B KOMOWHALUH C
WHKPETUHOM WJIM aHAJIOTOM WHKpPETHHA, rae coeauHeHue, coaepskamee SEQ ID NO:2, unu ero
(bapMaLieBTUYECKH TPUEMJIEMYIO COJIb BBOIST 10 BBEACHHSI MHKPETHHA WM aHAJIOTa MHKPETHHA.

B npyrom BapuaHTe peanuzaiuy HACTOSIIETO H300PETeHHsI MPEIJIOKEH CIIOCO0 JTeUeHUs
naruenTta ¢ nuaderom, oxxupenrem, HACI w/unu nucnununeMuei, BKIFOYAIO I BBEIEHUE
MAIUEHTY, HY KIAIOIEMYCsI B TAKOM JiedeHUH, 3()(HEKTHBHOTO KOJUYECTBA COSIUHEHMSI,
conepskariero SEQ ID NO: 1 wiu ero hapmaneBTHUECKH MPUEMIIEMOU COJTH B KOMOWHAITUH C
WHKPETHHOM WJIM aHAJIOTOM MHKPETHHA, TJI€ HMHKPETUH WJIH aHAJIOT HHKPETHUHA BBOJAT 10
BBenieHus coennnenus, conepxkamero SEQ ID NO:1, wu ero ¢papManeBTHUECKH TPUEMIIEMON
conu. B npyrom BapuaHTe peannszanyy HACTOSIIEro H300peTeH sl MPEAJIOKEH CrOCco0 JieueHus
naruenTa ¢ nuaderom, oxxuperrnem, HACI w/unu nucnununeMueii, BKIFOYArO I BBEICHUE
MAIUEHTY, HY KIAIOIEMYCsI B TAKOM JiedeHUH, 3()(HEKTHBHOTO KOJMYECTBA COSIUHEHHSI,
conepskariero SEQ ID NO:2 unu ero hapmaneBTHUECKH MPUEMIIEMOU COJTM B KOMOWHAITIH C

HWHKPETUHOM UJIU aHAJIOTOM MHKPETHHA, II€ UHKPETUH UJIK aHAJIOT UHKPETUHA BBOAAT OO
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BBeAeHUs coenuHenust, conepskamero SEQ ID NO:2, wim ero phapmaneBTHUECKH MPUEMIIEMOM
COJIH.

Jlpyroli BapuaHT peaji3aliy HaCTOSIIIEro H300peTeHNs TPEACTABISIET COOO0M
coequnenue, conepskamee SEQ ID NO: 1, nyist npuMeHeHHst B KOMOWHALMH JJTsI OTAEJBHOTO,
OJHOBPEMEHHOTO WJIM MOCJIEAOBATEIbHOTO BBEACHHS C HHKPETHHOM MJIM aHAJIOT'OM MUHKPETHHA
s nedenus nuadera, oxupennst, HACI w/wnmm qucnununemun. Jlpyroil BapuaHT peann3anum
HACTOSIIIIETO M300peTeHUs IpencTasisier coboit coequnenue, conepskamee SEQ ID NO:2, nns
NPUMEHEHUs] B KOMOMHALIUY JIJIs1 OTZAEIBHOTO, OTHOBPEMEHHOTO UJIH MTOCIIEI0BATEIBHOTO
BBEJICHUS C UHKPETUHOM WJIM aHAJIOTOM MHKpPETHHA AJisl leueHus auadera, oxupenus, HACI
W/ WA AUCTUTTUACMHUH.

Jlpyroii BapuaHT pean3alii HaCTOSINEro H300peTeHUsI OTHOCUTCS K IPUMEHEHHUIO
coequnenus, coaep:xawero SEQ ID NO:1, nns nonydeHust 1eKapCTBEHHOIO CPEACTBA AT
aedeHust nuadera. Jlpyroit BApUaHT peannu3aliy HaCTOSINEro H300peTeHHsT OTHOCHTCS K
npuMeHeHUIo coenrHenus, coaepskamero SEQ ID NO:2, nns nosydeHus JiekapCTBEHHOTO
CpencTBa AJst JedeHus nuadera.

Jpyroii BapuaHT peanu3aluy HACTOSINEro H300PETeHNsI OTHOCHTCS K IPUMEHEHHIO
coequHenus, copepsxamero SEQ ID NO:1, nyst mony4deHust JeKapCTBEHHOTO CPECTBA s
nedeHus auadera Tuna 2. J[pyroi BapuaHT peajr3aliy HaCTOSIIEr0 U300PETeHUs OTHOCUTCS K
npuMeHeHuro coequuenus, copeprxaiero SEQ ID NO:2, nnst nonmyuyeHus JiekapCTBEHHOTO
cpeacTsa s ieueHus nuadera tumna 2.

Jlpyroii BapuaHT peaTu3alii HACTOSIIEro H300PEeTeHHsI OTHOCHUTCS] K IPUMEHEH U0
coenunenus, cogepskamero SEQ ID NO: 1, anst monydeHust 1eKapCTBEHHOTO CPEACTBA IS
Je4eHUs1 O’kupeHusi. J[pyroil BapuaHT peain3alii HaCTOSIIIEero H300peTeHs] OTHOCUTCS K
npuUMeHeHuro coequHenus, copepxainero SEQ ID NO:2, nns nony4yeHus 1ekapcTBEHHOTO
CpeACTBa JJIsl JISUEHUS] OXKUPEHHS.

Jlpyroii BapuaHT peaii3alii HACTOSIIEro H300PETEeHHSI OTHOCHUTCS] K IPUMEHEHHUIO
coenunenus, conepskamero SEQ ID NO: 1, anst monydeHust 1eKapCTBEHHOTO CPEACTBA IS
JeYeHUsT AUCTUNHAeMHH. J[pyroii BapuaHT peain3aluy HaCTOSIIErO N300PETEHHsI OTHOCUTCS K
NpUMeHeHHto coequHenus, copepxainero SEQ ID NO:2, nns nony4yeHus 1eKkapcTBEHHOTO
CpeACTBa ISl JISUSHUS! TUCTUTTUIEMHUH.

Jlpyroli BapuaHT peau3alii HACTOSIIEro H300PpEeTeHHsI OTHOCHTCS] K IPUMEHEH U0
coenunenus, congepskamero SEQ ID NO: 1, anst monyydeHust 1eKapCTBEHHOTO CPEACTBA IS
neuenust HACI. Jlpyroii BapuaHT peaau3aliy HaCTOSIIEr0 U300pEeTeHUsI OTHOCUTCS K
NpUMeHeHUIo coequHenus, coaepxainero SEQ ID NO:2, nns nonmyyeHus J1eKkapcTBEHHOTO

CpeacTBa IJid JICUCHUA I[I/Ia6eTa.
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Ecnu He yka3zaHO WHOE, BCe TEXHHUECKHE U HAY4YHbIE TEPMUHBI, IPUMEHSIEMbIE B
HACTOSIIIEM JJOKYMEHTE, IMEIOT Te XK€ 3HAYSHHsI, KOTOPbIe OOBIMHO UCTIOJIB3YET CIIELUAUCT B
00JIaCTH TEXHUKHU, K KOTOPOH OTHOCHUTCS HACTOsALIee n300peTeHne. XoTs Io0ble CrIOCOOBI U
MaTepHabl, AaHAJTOTUYHbBIE UITH SKBUBAJIEHTHBIE CIIOCO0AM U MaTepHajiaM, OTIMCAHHBIM B
HACTOSIIIEM JOKYMEHTE, MOXKHO TIPUMEHATD Ha MPAKTHKE UJIH MIPU TECTUPOBAHUH ABOWHBIX
aroOHMCTOB PELIETITOPOB aMIJIMHA U KAJIbLINTOHUHA, (hapMalleBTHYECKHE KOMITO3HULINY,
bapmarieBTHyeCKrie KOMOMHALIMH, TIPEATIOYTUTENBHBIE CIIOCOOBI M MAaTepHAIIbI OTTMCAHBI B
HACTOSIIEM JJOKYMEHTE.

Kpowme Toro, ynoMrnHaHue 351€eMEHTa B €JUHCTBEHHOM YHCJI€ HE HCKIJIIOYAeT
BO3MOXXHOCTH IIPUCYTCTBUS OOJIee OHOTO 3JIEMEHTA, €CJIM KOHTEKCT SIBHO He TpeOyeT HaJH4uus
OJTHOT'O ¥ TOJIBKO OAHOTO 3JeMeHTa. COOTBETCTBEHHO, TEPMUHBI B €IUHCTBEHHOM YHCIIE OOBIMHO
O3HA4aIOT 10 MEHBLIEH Mepe OIUHY.

TepMmuH «aHaI0r» OTHOCUTCS K COEUHEHUIO, TAKOMY KaK CHHTETUYECKUH MENTUA WU
MOJIMIIENITH]], KOTOPO€E aKTUBUPYET PELIENTOP-MUIIEHD U BBI3bIBAET 110 MEHBLIEH Mepe OJ1H
s¢dexT in vivo unu in vitro, BbI3bIBa€MbIil HATUBHBIM arOHHCTOM 3TOTO PELENTOpPA.

TepmuH «kOMOMHAIMA» B HACTOSAIIEM JOKyMEHTEe 0003HAYAET COCAMHEHHSI, ONICAHHbBIE
B HACTOSILIEH JOKYMEHTE, KOTOPbIE MOT'YT OBITh HCIIOJIb30BAHbI B OJHOBPEMEHHOMW, pa3AeIbHON
WIH NTOCJIeA0BATEIbHON KOMOMHALIMY C OTHUM HIIN OOJIBIINM KOJIMYECTBOM AONOTHUTEIbHBIX
TEPANeBTHUECKUX ar€HTOB, KOTOPbIE MOJIE3HBI AJIi CTUMYJIUPOBAHHSI TOTEPH MACChI, JICUSHHSI
nuadeta, COCTOSIHUM, CBSI3aHHBIX ¢ auadeToMm, oskuperriem, HACI w/vnu qucnunuaeMuen.
Heorpanuuuparomye mpuMepbl JOTOJTHUTENBHBIX TEPANEBTHUECKUX ar€HTOB, KOTOPBIE MOJKHO
KOMOWHHPOBATD C 3asIBJIIEMbIMU COETMHEHUSIMH, BKITFOYAIOT. UHCYJIMH WJIM AHAJIOTH UHCYJIMHA,
COEIMHEHUS] MHKPETHHA MJIH aHAJIOTH WHKPETHHA, TAKUE KaK TIIFOKarOHONMOAO0HBIN menTus-1
(GLP-1) unu ananoru GLP-1, sxenynounsiit unruOupyromuii nonunentuy (GIP) nim ananorn
GIP, OKCHHTOMOYJIMH WJTH aHAJIOTU OKCUHTOMOJY JIMHA; ABOMHbIe aroHucThl GIP/GLP-1;
tpuaronuctsl Geg/GIP/GLP-1 (Tpuaronucts! rimokarona, GIP u GLP-1); unn koMOnHaNH
TrOOBIX M3 BBILICYKA3aHHBIX ar€HTOB. 3asBJICHHbIC COCMHEHUS U JOMOJHUTEIbHBIN
TEPANeBTHUECKUI areHT (areHThl) MOTYT ObITh JTMOO BBEAECHBI BMECTE IMPH IIOMOIIH OHOTO U
TOTO e Croco0a M yCTPONUCTBA JOCTABKH, HAIIPUMED, OJHOTO APaKe, KarcCyJibl, TAOIETKH I
WHBEKLIMOHHON JIEKAPCTBEHHOH (POPMBI; OO BBEEHBI 110 OTACIBHOCTH B OJHO U TO JK€ BPEMs
NPY TIOMOIIH OTZENBbHBIX YCTPONCTB MIIH CIIOCOOOB AOCTABKH, UIIH MOCIIEIOBATEIBHO.

Tepmun «1uaber» OTHOCHTCS K 3a00JI€BAHUIO, PH KOTOPOM CIIOCOOHOCTh OpraHH3Ma
BBIPA0ATHIBATH MJIM PEarupoBaTh HA TOPMOH WHCYJIMH HAPYLIEHA, YTO MPUBOAHUT K AHOMAJIBHOMY
MeTabOIM3MY YIJIEBOJIOB U MOBBIIIEHHOMY YPOBHIO IJTFOKO3bI B KPOBH B MoYe. Mcronb3yemblii B

HaCTOALEM JOKYMCHTE TCPMHUH ((I[I/Ia6eT>> MOKET OTHOCUTBCA K XPOHHUYECKOMY COCTOSHMUIO,



10

15

20

25

30

-19-

KOTOpPOE BIIUSIET HAa TO, KAK OPTaHU3M IepepadaThiBaeT caxap B KPOBU WIIH TIIFOKO3Y, HANpUMep,
K caxapHomy nuabety 2 tuna (T2DM); XpOHUYECKOMY COCTOSIHUIO, TIPH KOTOPOM

MoKy IOYHAS JKeJie3a BbIpabaThIBaeT MAJIO MHCYJIMHA WIIM BOOOIIE HE BBIPAOAThIBAET €T0,
nanpumep, caxapaomy nuabdery 1 tuna (T1DM); cocTostHHIO, IPU KOTOPOM YPOBEHb caxapa B
KPOBHU BBICOKHH, HO HEIOCTATOYHO, YTOOBI ObITh AMA0ETOM 2 THIIA, HaNpuMep, IPpenanadery,
(bopme BBICOKOTO YPOBHSI caxapa B KPOBH, MOpakarolnei OepeMeHHBIX KEHIIUH, Hanpumep,
reCTalMOHHOMY uabery.

Hcnonp3yeMblii B HACTOSIIIEM JJOKYMEHTE TEPMUH «AUCITUIUAEMUS» OTHOCUTCS K
HapyLIEHUIO METa0O0IN3Ma JIMIONIPOTENHOB, BKJIFOYAsi CBEPXIIPOAY KLU0 TN 1epULUT
JIMIIONPOTENHOB. JIUCIUIUIEMUN MOTYT MPOSIBIISITHCS MOBBIIIEHNEM KOHIIEHTPALUH 001LIero
XOJIECTepPUHA, XOJIECTepUHA JIUMONPOTenHOB HU3KOoM riotHoctH (JITTHIT) u tpurnunepunos
W/WITN CHUKEHNEM KOHLIEHTPALMH JIMITONPOTENHOB BbIcOKoM rutoTHocTH (JITIBII) B kpoBH.
JucnunuaeMuss MOKeT Pa3BUBATHCS WIIM HE PA3BUBATHCS B CBSI3U C AMA0ETOM.

TepMHUH «MHKpPETHHY», UCTIOIb3YEMBIH B HACTOSALIEM JOKYMEHTE, OTHOCUTCS K IPyTIIe
SHJIOTEHHBIX META0O0INYECKUX TOPMOHOB, KOTOPBIE BBIIEISIFOT U3 SHTEPOIHIOKPHUHHBIX KJIETOK
HKEJTyIKA U MOJIKeITy JOUHOM JKeJe3bl ISl CTUMYJISILIMU CHYPKEHHS! YPOBHSI IIIOKO3bI B KPOBH, KaK
NPaBUJIO, MyTEM PEryJISILIUU KOJIMYECTBA UHCYJIMHA, CEKPETHPYEMOro nocie eapl. Tepmun
«aHaJIOT NHKPETHHA», HCIIOIb3YEMbIil B HACTOSIIEM TOKYMEHTE, OTHOCUTCS K TPyTIIe
CHHTETHYECKUX MUMETUKOB HHKPETHHA, KOTOPbIE (PU3UOJIOTHUECKU CXOHBI C MHKPETHHAMH.
Kpowme Toro, «aHajoru MHKPETHHOB» MOTYT UMETh OJIaronpusiTHbIe (hapMaKOJIOTHYECKHEe
CBOWCTBA MO CPABHEHUIO C SHAOTCHHBIMU HHKPETUHAMU.

Hcnosnp3yeMblii B HACTOSIIIEM JJOKYMEHTE TEPMUH «JICYCHUE» WUJIH JICUUTHY» OTHOCHTCS K
BEJICHUIO M YXO/y 3a MALEeHTOM, UMEIOIUM COCTOSTHHE, TIPU KOTOPOM ITOKAa3aHO BBEICHUE
AMHJIMHA U TIEITUIHOTO arOHUCTA PELENTOopa KAJbIIUTOHUHA C LENbI0 OOPBOBI MITH O0IerdeH s
CHMITTOMOB M OCJIO’KHEHHH COCTOsIHUS. JIeueHne BKIIFOYaeT BBEICHNUE COSIMHEHHSI HITH
(apMarieBTHIECKOH KOMITO3ULINH, COAEPIKALIeH COSTUHEHNE 13 OMUCAHHBIX B HACTOSILIIEM
M300pETEHNH COCMHEHUH, MAUEHTY, HY KAALIEMYCsl B TOM, JUISI TPEIOTBPALEHHS
NOSIBJICHHUSI CAMIITOMOB WJIN OCJIOXKHEHUH, 00JIerdeHus] CHMITTOMOB FUTH OCJIOJKHEHHUH WITH
yCcTpaHeHus 3a00JIeBaHus], COCTOSIHUS WIN pacCTpoicTBa. [IpeqnouTHTENBHO JIeUeHUE BKIIFOYAET
BBEJICHHE COCIUHEHHS WIH (papMaLleBTHUECKONW KOMITO3ULUH, COAEPIKALIEH COSTMHEHNE 13
ONMCAHHBIX B HACTOSAIIEM JOKYMEHTE COCAMHEHUH, MALMEHTY, HYKAAIOLIEMYCsl B 3TOM, IS
TOOCTIDKEHHSI YUCTOH MTOTEPH MAacChl TeJIa, YMEHBIICHUS OTPEONEHHS TUIIH, CHUKESHUS YPOBHS
TJIFOKO3bI B KPOBU W/HUTM CHUKEHUSI YPOBHS TpUrIULepuaoB. [lanueHT, moanexxammii Je4eHHro,

ABJIICTCA KUBOTHBIM, U MPEANOYTUTCIIBHO YCIIOBEKOM.



10

15

20

25

30

-20-

Hcnonp3yeMblii B HACTOSIIIEM JJOKYMEHTE TEPMUH «3(PPEKTUBHOE KOTHIECTBOY
OTHOCHUTCSI K KOJIMUECTBY HJIH J103€ COSIUHEHHSI U3 PACKPBITBIX B HACTOSIIIEM JIOKYMEHTE
CoeMHEHUH nin (papMaLeBTHYECKOH KOMITO3ULINH, COAePIKAIIEH PACKPBIThIE B HACTOSIILEM
IOKYMEHTE COEIMHEHUs], TPU KOTOPOI OHOKPATHOE M MHOTOKPATHOE BBEACHUE J103bI
MAIUEHTY BbI30BET OMOJOTHYECKIH HITH MEIULIMHCKUN OTBET WJIH JKETaeMbIH TepaneBTHUICCKHMA
s¢dexT, KoToporo fodUBaeTCss MEAUIMHCKUN paboTHUK. [IpenqnoururensHo 3¢ dexkTrBHOE
KOJINYECTBO COCAMHEHUS MIIN (papMalleBTUIECKONH KOMITO3UINH, COAEPIKaIIeld COeANHEHUE U3
PACKPBITBIX B HACTOSIIEM TOKYMEHTE COSIMHEHHI, BBOJUMOE HYKIAIOIIEMYCsl B TOM
MALMEHTY, TOJKHO MPUBOAUTH K YHCTOM MOTEPE MACChI TEJA, YMEHBIIEHUIO TTOTPEOIeHHS
NUILIH, CHIDKEHUIO YPOBHS TJTIOKO3bI B KPOBU H/WJIM CHUYKEHUIO YPOBHS TpUIHLEpuioB. [lo3a
MOJKET BKJIFOYATh B ce0s1 00JIee BHICOKYIO HAYaJIbHYIO HArPY304YHYIO 103y C mocieayomeit bomnee
HU3KOU T030H.

TepMuH «maLueHT» OTHOCUTCS K KMBOTHOMY, U IPENNOYTUTENBHO K YeIOBEKy. B
HEKOTOPBIX BapHAHTAX PeATN3aLIH MALEeHT, IPEJIOYTUTEIbHO YEIOBEK, JOTIOJIHUTEBHO
XapaKkTepu3yercs 3a00JeBaHNEM, PACCTPONCTBOM HJIH COCTOSTHHEM, IIPU KOTOPOM ObLIO OBl
ONaronpUsSTHBIM BBEIEHHE COEIMHEHNS, BBI3BIBAIOIIETO arOHHIO KaK PELeNTOPOB AMIJINHA, TaK
U PELeNTOPOB KaIbIUTOHUHA. PapMalieBTHUECKHE KOMITO3ULIUU, COAEPIKAIINE PACKPBITHIE B
HACTOSIIIIEM JOKYMEHTE COeITUHEHHS, MOYKHO BBOJUTH IEPOPATBHO WU MAaPEHTEPATBLHO
MAaLMEeHTaM, Hy KIAIOLIMMCS B TAKOM JieueHuu. [lapeHTepanibHOe BBEIEHHE MOKET
OCYLIECTBIISITHCS IyTeM TOAKOKHOW, BHY TPUMBILIEUHON WJIM BHY TPHUBEHHOW HHBEKLIUHU C
MIOMOLIBIO IIPULIA, HEOOS3aTENbHO LINPHULA-PYUKH, WK MEXaHHYECKOTO HHXKEeKTOopa. B
Ka4eCTBE aJIbTEPHATUBBI, MAPEHTEPATbHOE BBEICHUE MOXKET OBITh OCYLIECTBICHO C TOMOIIBIO
uH(py3UOHHOTO Hacoca. B BapuaHTax peanu3aliii HaCTOSIIEro H300PETEHHS MPEIJIOKEHBI
(apMarieBTHYECKIE KOMIIO3HUILIUH, TOAXOASIINE ISl BBEACHHS MAIEHTY, BKIIFOYasi BBEACHNE
MALMEHTY, HY KJAIOIIEMyCsl B 3TOM, TepaneBTHYeCKH 3()(HEKTUBHOTO KOIMYECTBA COSTUHEHHSI
COTJIACHO HACTOALIEMY H300PETEHHIO U OHOTO Win OoJiee papMaeBTUIECKH MPHEMIIEMbIX
BCIIOMOTaTebHBIX BellecTB. Takue GpapManeBTHIecKie KOMIIO3ULIUN MOTYT OBITh IOy Y€HBI
JTFOOBIM U3 MHOKECTBA CIIOCOOOB € MPUMEHEHNEM TPAIULIOHHBIX BCIIOMOTATENIbHBIX BELIECTB
s papMarieBTHYECKIX MPOIYKTOB, XOPOIIO U3BECTHBIX B JAHHOW 00JACTH TEXHHKH.
(Remington’s Pharmaceutical Sciences, 21st Edition, University of the Sciences in Philadelphia,
Philadelphia, PA, USA (2006)).

Tepmuna «HACI », ucnonb3yemblil B HACTOAIEM JOKYMEHTE, O3HAYA€T HEAJIKOTOJIbHBIN
CTEATOTeNaTUT, TAaKXKe U3BECTHBIN Kak skupoBas Oone3nb neueHu. KHACI» Takxe OTHOCHTCS K

BOCMAJIEHUIO NIEUYEHU U MOBPEXKIEHHUIO, BbI3BAHHOMY HakoIUleHHeM kupa B neueHu. «HACT»
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TaK>Ke OTHOCHUTCS K IOATHITY HEAJIKOTOJIbHOM ipoBoit Oone3nu neuenn («KHAXKBID»). B
HeKoTOphIX BapuaHnTax peanusanun K HACI» moxer 6biTe cuHoENMOM «HAJKBIDY.

TepMuH «0XXUpeHUe», UCIOIb3yEMBIN B HACTOALIEM IOKYMEHTE, OTHOCUTCS K
PacCTPONCTBY, CBI3aHHOMY C M30BITKOM XXHPA B OPTraHU3ME, KOTOPOE YBEJINIHBAET PUCK
BO3HHKHOBEHUsI MPOOIIEM CO 310pOBbeM. TepMUH «OKUPEHUE» TAK)KE OTHOCUTCS K Macce Tea,
NPEeBbIIIAOLIEH HOPMAJIbHYIO MAcCy Teja AJisl JAHHOTO pocTa. TepMuH «0XKUpeHHe» Takke
otHocurcsa k UMT seie 30,0. Mcnonb3yemslii B HACTOSLIEM AOKYMEHTE UHAECKC MacChl Tea
(MUMT) oTHOCHTCS K Macce Tejla YeJIOBeKa B KMJIOrpaMMax, IEJIeHHOMY Ha KBaapaT pocTa B
MeTpax.

OmnpeneneHHble COKpAIEHHUs ONPEAeNIeHbI CIeIYINM 00pa3oM: «Aib» OTHOCHUTCS K 2-
aMHHOU30MACIISIHON KucioTe, «AMY 1» OTHOCUTCS K aMMIIMHOBOMY peuentopy 1; «tAM®»
OTHOCHUTCSI K LIUKJIMUECKOMY afieHo3uHMOHOdochaTy; «CT» OTHOCUTCA K KaJbLIUTOHUHY;
«JAXM» otHOCcHuTCA K nuxiopmetany; « DIEA» oTHOCHTCS K AUM30NIPpONMI3TUIAMUHY;, «DIO»
OTHOCHTCS K O)KUPEHHIO, BbI3BAaHHOMY 1ueToil; «[IM®PA» oTHOCHTCS K AuMeTHiI(opMamMuay;
«FBS» otHOCHTCS K (eTanbHOM Obrubeii ceiBopoTke; «GPCR» oTHOCHTCS K penentopy(am),
csizanHOMY ¢ G-Oenkom; «KHEPES» otHocutcs k 4-(2-ruapokcusTin)-1-
ninepasuHsTaHcyibhoHoBoM kuciote, KHTRF» oTHOCHTCS K OTHOPOIHO# (hJTyOpeceHInH ¢
BpeMeHHbIM pazpewmenueM; «IBMX» otHocuTcst K 1-MeTHin-3-u300y THIIKCAaHTURY ;, «Mtt»
oTtHOCcHUTCA K 4-MeTuntputuiy; «PBMC» oTHOCHTCS K MOHOHYKJIEAPHBIM KJIETKaM
nepudepudeckoit kposu;, «PyAOP» otHOcHuTCs K rekcadTopdochary (7-azabenzorpuazon-1-
wiokcH)rpunuppoauauHodochonus;, «ODP-BIIKX» oTHOCUTCS K 00paeHHO-()a30Boi
JKUIKOCTHOM XpomaTtorpaduu BeICOKOTO aasieHus; U « TOY» oTHOCUTCS K TPUPTOPYKCY CHOM

KHUCJIOTE.

Hpumep 1: Monyuenue u ouncrka Coenunenns I u Coequnenus 11

Coenunenue I u Coequnaenue Il mony4aroT B COOTBETCTBUU CO CIEAYIOIIMMU CTATUSMH.
CHauvana cunre3upytoT CoenvHenue I ¢ ucnonp3oBaHUEM XUMUU
dbayopenunmerunokcukapoonmia (Fmoc)/rper-Oytuna (t-Bu) Ha 12-kaHampHOM
MYJIBTHIDIEKCHOM cuHTe3aTtope nentunos Symphony (Protein Technologies, Inc. Tucson, AZ).

IMomuctuponpHyto cmony Rink Amide AM LL (Novabiochem, sub: 0,33 maks/T, 100-
200 merm, Ne o xatanory 855045) ncnons3yroT anst cuaTe3a B Maciurade 0,13 MMoIb.
Hcnonb3yroT cTaHAapTHBIE 3aIUTHBIE TPy bl 00k0oBO# enu. Fmoc-Lys(Mtt)-OH) ucnons3yrot
1uis Tu3nHa B mostockeHuu 11. Y nansamm rpynmsl Fmoc nepen kaxmoit cranueit coueranus (2 X
7 MuHyT) ¢ ucnionb3oBaHueM 20% munepunnaa B IM®PA. Bee coueraHust aMUHOKHCIIOT

BBINOJNHSIOT B TeueHue 30 MunyT npu 50°C ¢ UCMoNb30BaHUEM PaBHOIO MOJIIPHOTO
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cooTHOWEeHUst aMuHOKHCIOTHI Fmoc (0,3 MM), nunzonponunkapoogunmuna (0,9 MM) u Oxyma
(0,9 MM) ipu 7,7-KpaTHOM MOJISIPHOM U30BITKE MO CPABHEHHIO C TEOPETUYECKOH 3arpy3Koi
nenTuaa. N-KOHLbI aneTuianpoBanu 5% ykcycHeM anruapunom, 5% DIEA B JIM®A B TeueHue

30 munyt. Hmwxe npencrasnena cxema Coequnenns I (SEQ ID NO:1).
HN—g®

ELHKLEDYPRTDVGAES—NG

"o

0]
H H
\IrN\)I—SHLSTAVLGKLS-N
o H

3areM cMoity 6 pas TIIATENIbHO MPOMBIBAIH nuxyopmeraHoM (JIXM) st ynajaeHusi OCTaTOYHOTO
JIM®A. 3amutHyto rpynny Mtt Ha 1u31HE B ONOKEHUHU 11 CenekTUBHO yaaisiu u3
MENTHIHON CMOJIBI C IMOMOLIBIO ABYX 00padotok 30% rekcadropusonponanonom (Oakwood
Chemicals) B IXM (2 x 40-muHyTHast 00paboTka).

Cunres coenunenus 11 ocymecTBisOT no cneayommm cragusaM. Ilocnenyromee
npucoenuHeHne (pparMeHTa JINHKeP->KUPHAst KUCJIOTA OCYIIECTBIISUIN IyTeM coueTanust 2-[2-(2-
Fmoc-amuno-stokcu)atokcu JykcycHoit kucnotsl (Fmoc-AEEA-OH, ChemPep, Inc.), a-tpet-
OyTunosoro 3¢upa Fmoc-rinyramunosoii kucnotsl (Fmoc-Glu-OtBu, Ark Pharm, Inc.), mono-
OtBu-siiko3anoBoii kuciotsl (WuXi AppTec, llanxai, Kuraii). s kaXkaoro coyeTaHusl,
KOTOpOe JUTUTCS | Yac, UCrob30Bau 3-KpaTHbIN H30bITOK peareHToB (AA: PyAOP: DIEA= 1:
1: 1 Moab/mMoIB).

ITocne 3aBepiueHus CUHTE3a MENTUAHYO CMOJTy NpoMbiBaiu JI9M U 3aTeM TLIaTeNbHO
BBICYLIUBAJIK Ha Bo3ayxe. OOpabarbiBanu cyxyro cMoiy 10 M1 cMecH JUTst pacLierIeHHs]
(T®VY:Boma: Tpunsonpomnmicuian, 95:2,5:2,5 (06./06./00.)) B TeueHue 2 4acOB MPU KOMHATHOM
temneparype. CMoJy OT(GUIBTPOBBIBAIIHN, JBAKIBI POMBIBAIN 2 MJI YHCTOH TPUPTOPYKCY CHON
kucioroi (TO®VYK), u o0benuHeHHble GuabTpaThl 4 pasza oOpadbaThIBaIl XOJOIHBIM
IS TIIIOBBIM 3¢ upoM (-20°C) st ocakAeHHUs HEOYHIIEHHOTO MEeNTH/A. 3aTeM
HeHTPUYTHPOBAIIN CYCIIEH3UIO MenTua/ A3 TUIIOBbIH 3dup npu 3500 00./MuH B TeueHue
2 MUHYT C MOJIy4Y€HHEM TBEPAOTO OCa/IKa, AEKAHTUPOBAIH HATOCAOYHY IO JKHIKOCTD U €IIIe JBa
pasa pacTupajy TBEPIABIA OCATOK C TUITHIIOBBIM 3(UPOM, U CYIIHIH B BakyyMe. HeounineHHbIH
nenTun corodmmsupoBau B 20% auerorutpuine/20% ykcycHoi kuciiore/60% Boabl u
ountnanu ¢ momomeo OP-BIXKX Ha npenaparusHoii kononke Waters Xselect Peptide CSH
C18 130A, 5 mxm, 19x150 mm, PN 186007021 ¢ nMHEHHBIM rpaii€HTOM C UCTIOTB30BAHUEM
100% aneronurpuna u 6ypepnoii cuctemsl 0,1% TP®VY/Bona (20-40% aneroHuTpuia 32
60 muH). OLeHNBAIN YUCTOTY NenTuaa nyteM aHanutudeckoit OP-BOXX, u xpurepuem st
o0OBbeIMHEHUS SBJISIACh YUCTOTA >95%. BbUTo 0OHApYKEeHO, YTO YUCTOTA OCHOBHOTO ITyJ1a

Coenunenus I cocraisier >99,0%. B pesynbrare nocienyromeit TMopuIM3anug KOHEYHOTO
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OCHOBHOTO ITyJ1a IPOXYKTOB MoJy4anu tuodunmsuposarnyo TV conb nentuaa.
Monnekysipayto Maccy onpeaessitor ¢ nomotnbio XKX/MC. Cpenusss MM=34478 Jla.
Oxunmaemast macca: (M+3H): 1150,3, natinena 1150,0.

beuto obHapyskeHo, uro uncrora ocHoBHoro nyja Coennnenus Il cocrasisina >98,0%. B
pe3yJbTaTe Mmocieayromen THoQIn3an KOHEYHOTO OCHOBHOTO ITyJ1a IPOAYKTOB MOy Yallid
muopummsuposannyo T@Y conb nentuna. MoJIeKyISIpHYIO MacCy ONMPEeNsiFOT ¢ MOMOLIBIO
KX/MC. Cpennsas MM=4191,8 la. Oxunaemas macca: (M+3H): 1398,2, oOHapyxeHO

1398,2. Huxe npencrasneHa cxema Coenunenus 11 (SEQ ID NO:2).
o

HOJWVWV\WO 0
AN

o H
HN Jk/o\/“o/‘\/w\l‘:-]’/\o’\/c'\-/\u'U\/

o
HzN -{/
0 %

H TR
*NJ—SHLSTAVLG-.N LS-—N\%—ELHKLEDYPRTDVGAES—N/\‘]
o §

H o

IIpoueccel, aHanOrMYHbBIE ONMCAHHBIM BBILIE U U3BECTHBIE CIIELIMAIUCTAM B JAHHOU
00J1acTH TeXHUKH, MOTYT OBITh HCTIOIB30BAHBI AJIs1 CHHTE3a MEeNTHAHOTO OCTOBA, KOHBIOTALIUN
(dparmenTa >KkupHast KUCJIOTa-JIMHKEP, MPOBEPKH YMCTOTHI M MOATBEPKACHHS MOJIEKY JIAPHOM

MacCChl OIMMUCAHHOI'O B HACTOAIIEM JOKYMCHTEC COCAUHCHUSA COTJIACHO I/I306peTeHI/HO.

[Ipumep 2: @PyHKUHOHAJIBbHAS AKTUBHOCTb in vitro

Peuenropet AMY 1 u CT npencrasisitor coboit GPCR, koTopsie (hyHKIIHOHATBEHO
cBsi3aHbl ¢ Oenkamu Gos. CTUMYJISIIES STHX PELENTOPOB MPUBOIUT K YBEJIUICHUIO PO KIIHH
BHYTPHKJIETOYHOrO HTAM®, 4TO MOKHO OOHAPYKUTh C MOMOIIBIO CTAHIAPTHBIX TEXHOJIOTUH 1n
vitro. Peuentopst AMY 1 nim CT denoBeka cTabMIIBHO SKCIPECCHPYIOTCS B KIETKaX MOYEBOTO
ny3bipst uesioBeka (UM-UC-3) non koHTposiem Bektopa skcnpeccuu pcDNA (CALCR) wim
pCMV piggybac (RAMP1). Knerku AMY 1 xynptuuposanu B cpene MEM 1X (Corning) ¢
nobasnennem 10% FBS, 1% pactBopa aHTHOMOTHKA/aHTUMHUKOTHKA, | MM mupyBarta HaTpHs,
I1X MEM NEAA, 1X GlutaMAX-I, 200 mxkr/mn rurpomuiiiHa B u 0,4 MKT/MJT Iy pOMHUIIAHA.
CT-kJeTKy KyJbTHBHPOBAJIH B TOH K€ CPeAie, 32 HCKIIFOYEHHEM TOTO, YTO B HEH OTCYTCTBYET
nypomMuniH. Ky neTuBHpyeMble KieTku BbIpamuBain 10 70% CIusHUs, a 3aTeM UHKYOHUpPOBAJIU B
TEUEHHE HOUM CO CBEXKEHN Cpeaoil.

B nenb ananuza 10 mxn 6ydepa mist anamuza (MEM 6e3 ¢peHOo0BOro KpacHOTO
(Corning, xat. Ne 17-305-CV), 0,1% kazeuna, 0,5 MM IBMX, 5 MM HEPES, pH 7,4) BHOCUIH B

KaXXIYI0 JYHKy Oenoro 384-nmyHouHoro rutanmera, nokpsroro D-mmsuaom (Corning, kat. Ne
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354661). [Tentunst, passenennsie B JIMCO, nobassuiu (200 HI/NyHKY) B cepun pa3seneHuit 1:3
C UCTIOJIb30BAHUEM aKyCTHUECKOT0 XHAKOcTHOTrO obpadorunka ECHO (Beckman).
KynberuBupyemsie knetku otaensuii ¢ momoinsto TrypLE Express (Gibco), pecycnenauposanu B
Oydepe st aHanmu3a, U B KQXKIYO JIyHKY BHOcHIH 10 MK, copepskamux 1200 kIeTok/myHKY
(hCT) nmm 1500 xnerox/nysky (hAMY 1). Ilnanmersr nHKYOMpOBaiy Py KOMHATHON
TeMIiepaType B TedeHue 1 Jaca.

KonmnuectBo BHy TpuKIeTOUHOTO HAM®P KONMUYECTBEHHO ONPENENSIN TEXHOIOTHEH
HTRF (romorenHast payopecrieHnns ¢ BpeMeHHbIM paspernenuem, Cisbio) Mo HHCTPYKIUAM
nocrasurka. Bkparie, 10 Mk konbtorata TAM®-d2 u 10 Mk koHbrOTaTa aHTU-HAMD-
KpPUNTAT B JTU3UpyIomeM Oydepe HHKyOupoBaau ¢ 00padoTaHHBIMHU KJIETKAMH MPU KOMHATHOU
temneparype B rederre 60 muH. Curnan HTRF HemenneHHO 0OHapy KUBaIU C HCIIOIB30BAHUEM
manmer-punepa Envision (Perkin-Elmer) nns pacdera orHomenus ¢iayopecueHuuu npu 665 k
620 um. McxonHble AaHHbIe IPe0Opa3OBbIBAIN B KOJHUECTBO HAM® (MMOJIB/TyHKA), UCTIONB3Y ST
CTaHAAPTHYIO KpUBYI HAM®, MoCTpOeHHYIO I KaXXA0ro sKcnepumMenTa. OTHOCUTENbHBIE
3HaueHus1 ECso paccuuThIBaIM U3 BEPXHETO U HIDKHETO JUara3oHa KPUBOHM KOHIIEHTpaLUs-
OTBeT, onpeneseHHoi ¢ ucnonbzoBanueM | HM CT nococs (Bachem) B kauecTBe MakcumMyMa H
TOJIBKO Oydepa B kKauecTBe MUHUMyMa C ITOMOIIBIO IPOrPaMMBbI IIOAOOPA JIOTUCTUYECKOH
KpUBOii ¢ ueThipbMs napamerpamu (Genedata Screener® v12.0.4). CoequHenus Mo HACTOSIIEH
3asiBKE MPOSIBISIFOT AKTUBHOCTb B OTHOLIEHUU PELIENITOPOB AMUJIHA U KAJIBLIUTOHMHA, KaK

nokaszano B Tabnuue 1.

Ta6auua 1. AktuBHocTh Coequnennii I u Il B oTHOmIEeHUH pelenTOPOB AMHIHHA U

KAaJbIHUTOHHHA.

hAMY1 uAM® EC50

Coeaunenue

(nM)

hCT uAM® EC50 (mM)

Coenunenue |

493 + 8,04 (n=4)

31,7+ 5,8 (n=3)

Coenunenne 11

49,4+ 5,14 (n=7)

40,9 + 14,7 (n=4)

IIpamnuHTUR

44,0 + 4,79 (n=22)

2320 + 408 (n=18)

Kanbpuuronun

YCJIOBCKa

397 + 63,5 (n=7)

106 + 20,5 (n=6)

25 Hpumep 3: IPpdekTHBHOCTD in Vivo B 00BIYHBIX KPBICHHBIX MO/IEJISIX

CamroB kpsic Sprague Dawley (SD) ot Envigo Laboratories Maccoit mpuOIM3UTeIbHO
300 rpammoB mcrionb3oBau At oueHkH 3¢ dexroB Coennnaenus 1l Ha ocTpoe cHUKEHNE

NoTpeOJIEHUS MULIH U TIOTEPI0 MACCHI TeJa i Vivo BO BpeMst 96-4aCOBOTO OLIEHOYHOTO
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uccienosanus. Kpeic conep:kaiu B COOTBETCTBUU C YTBEPKACHHBIMU POTOKOJIAMHU
COAep KaHUs U MCTOb30BaHMs KkUBOTHBIX 1Jisi Lilly Research Laboratories u momemanm
UHAUBUAYAJIBHO Ha 12-yacosoi ceetoBo nuki ¢ 22:00 no 10:00. YTpom B AeHb UCCIEIOBAHUS
U3MEPSIITN NCXOHYI0 MacCy Tella SKUBOTHOTO U Maccy kopma, 1 Hocurenb (20 MM Tpuc, pHS,
50 mr/mi D-mannuTa, 0,02% PS80) mu Coenurenne 11 (SEQ ID NO:2) otnenpHO B HOCUTENE
(20 MM Tpuc, pH8, 50 mr/mn D-mannuTa, 0,02% PS80) BBOAMIHN MOIKOKHO B Pa3HBIX J03aX.
Maccy Tena u KOpMa KUBOTHOTO U3Mepsiiu yepes 24, 48, 72 u 96 yacos nocie
BBeZleHUs. PaccunThiBamy CyTOYHOE MOTPeOIeHNEe MUY U MTPOLIEHT CHIKEHHSI MaCChl
Tena. PesybpTarel mpuBeneHsl HUke B Tabnuuax 2 u 3. Bce naHHbIe pencTaBieHb! B BUIE
CPEAHEro CyTOYHOIO MOTPeOIeHHs MULIH U MPOLIEHTHOTO CHIKEHMs Macchl Tena. Kak nokaszanu
pesyabratel, Coenunenue Il okasbiBaeT 3pPeKT CHUKEHUS MOTPEONEHHSI MUIIH U CHUXKEHUS
MacChl TeJIa OCTPO U A0303aBUCUMBIM 00pa3zoM. Kpome Toro, naske oueHb HU3KHUE 103bI

IMOKa3bIBAIOT S(I)Q)BKTHBHOCTB B CHHJKCHHH HOTpe6J'IeHI/I${ MUITH 1 MAaCChl TCJIA.

Ta6auua 2: Biusnue Coenunenns Il Ha exxeqHeBHOe moTpedJieHHE NUIH Y KPbIC Sprague-

Dawley.

ExenneBHoe moTpedJieHHe MUK

Ho3a (rpammbI)

(amoab/kr) | 04 24 4 48 4 72 4 96 4
Koutpons | 0,00 | 18,58 | 20,42 | 19,88 | 20,12

0,1 0,00 | 16,12 | 19,65 | 19,93 | 21,60
0,3 0,00 | 15,55 | 18,65 | 20,47 | 21,32
1 0,00 | 13,72 | 16,92 | 19,77 | 21,03
3 0,00 | 532 | 1022 | 14,88 | 18,78
10 0,00 | 277 | 087 | 962 | 1545

30 0,00 | 3,75 | 030 | 567 | 1485
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Ta6auua 3. Biusinue Coenunenns 11 Ha % n3mMeHeHHnst Macchl TeJia y KpbIC Sprague-
Dawley.

Ho3a % W3meHeHust maccel Teqa (Kr)
(amMoab/kr) | O u 24 4 48 4 72 4 96 4
Kontpons | 0,00 | -0,38 0,54 1,27 1,61
0,1 0,00 | -0,89 | -0,16 0,61 2,06
0,3 0,00 | -0,91 -0,64 0,39 1,50
1 0,00 | -1,82 | -1,44 | -0,38 | 0,57
3 0,00 | -3,63 | -4,68 -4,66 | -3,26
10 0,00 | -5,67 | -10,02 | -9,88 | -8,95
30 0,00 | -6,24 | -11,60 |-12,43 | -11,74

Hpumep 4. DPpdekTUBHOCTD in Vivo y KpbIC ¢ 0)KMpPeHHeM, BbI3BaHHbIM aueToii (DIO).

370 nccnenoBaHue MpoBOIAT it u3ydeHus aericteus Coenunenust 11 Ha nuabet w/wnu
oxxupenne y kpoic DIO. B cnenyromux ucciieoBaHusx UCIOIb30BAIN caMIoB kpbic Long
Evans (Envigo) ¢ osxxupenuem, Bbi3BanHbIM nuetoit (DIO), B Bo3pacte ot 24 no 30 Henenb,
KOTOPBIX COAeprkaan Ha OoraTol KajnopusMu nuete ¢ MomeHnTta npubsitus B Lilly (TD95217;
Teklad, Madison, WI). JKuBOTHBIX pa3Meliaiu pa3aebHO B IOMEIIEHUN C KOHTPOJIUPYEMOM
temmeparypoii (24 °C) ¢ 12-4acoBbIM IIUKJIOM «CBeT/TbMa» (CBeT 3axkuraercsi B 22:00) u ¢
cBoboaHbM noctynom k nume (TD95217) u Boge.

Kppic paHaOMU3HNpOBaIN B COOTBETCTBHH C MX MACCOH TeJa, TaK YTO KaKaast
SKCIEPUMEHTAIbHASI TPYIINA )KUBOTHBIX MMeJIa CXOIHYI0 Maccy Tena. Macca tena konebanach
or514 no710r.

Kaxknas rpynna conepskana mo nsith kpbic. Hocutens u Coenunenue 11 (0,1 u
100 umonw/kr), pacrBopenHsie B Hocutene (Tpuc, pH 8, (50 mr/mn D-mannuTa) +0,02%ps80),
BBOJWJIM ITyTEM IMOAKOXKHOH (11/K) mHBeKLUH (1 MI/KT) KpbicaM, KOTOpbIX Kopmiuu DIO 6e3
oepanuyenuii 3a 30-60 MUHYT 1O HACTYIIJIEHUSI TEMHOBOI'O LIMKJIA KaXX/ble 3 JHS B TE€YEHUE
15 nueii. I1/x nabexumu ocymectsisuim B [lens 1, 4, 7, 10 u 13. Maccy Tena u notpedieHue
MUY U3MEPSUTN €KETHEBHO HA MPOTSDKEHUH BCETO MCCIIENOBAHUS. AOCOIIOTHBIE N3MEHEHHSI
MAacChl T€JIa PACCUUTHIBAIIH Iy TEM BBIYUTAHUS MAaCChI T€Jla TOTO K€ JKUBOTHOTO Tepes] epBOH
UHbEKLHEH MosieKyibl. COCTaB Tea OLEHUBAIH C IOMOIIBI0 KOJIMYECTBEHHOTO SIIEPHOTO
marauTHoro pezonanca (QMNR, EchoMRI LLC, Xerocton, Texac) B aau -1 (3a oguH A€Hb 10

aedenus) u 15.
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B koHIIe nccnenoBaHusi OTOUPATN KPOBB ISl U3MEPEHUS YPOBHS TIIFOKO3bI M HHCYJIMHA B
a3Me. Y poBeHb IITI0KO03bI B KpoBHU m3Mepsiin rimokomerpamu AccuChek (Roche, Indianapolis,
IN). Uncynun m3mepsitoT ¢ nomorneto MDA (MSD, Rockville, Mapunenn).

Bce nannbie npencrasiensl kak cpenHee = COC S sxuBoTHbIX/Tpynmna. CTaTHCTUYECKUH
aHaJIN3 BBIMIOJIHSJIM C IPUMEHEeHUEM NOBTOpHbBIX u3MepeHuiit ANOVA, ¢ nocneayomum
npuMeHeHneM MeTofa JlaHHeTa U151 MHOJKECTBEHHBIX CPAaBHEHHMH. 3HAYMMbIE Pa3JINIUs
BbIBJIsAIN ipu p <0,05.

Coenunenue II cHmxaer maccy Tena u noTpedieHre MUY Y caMLoB KpbIc TMHUK DIO
70303aBUCUMBIM 00pa3oM. CHIKEHHE MACChl TeJla, BEPOSITHO, B IIEPBYIO OUEPEAb CBA3AHO C
YMEHBLIEHUEM JKUPOBOH Macchl. B ononHeHne k CylecTBeHHON OTepe MacChl TeNa pu
nedenuu ¢ npuMmeneHueM Coennnenus 11 HaOmonaeTcst CHUKEHUE YPOBHS IJTIOKO3BI B
CBIBOPOTKE M CHH)KEHHE YPOBHsI MHCYJIMHA B 3aBUCUMOCTH OT JI03bl, KaK MokaszaHo B Tabnuuax 4
us.

Hsmepenus cocrasa Tena nposoaunu B Jlens O u lens 14. Mi3MeHeHHe 0 CPaBHEHUIO C
NEPBOHAYAIBHBIM U3MEPEHUEM NpeACTaBieHo kak «M3mepenue B nenb 0» — «M3mepeHue B
neHb 14». Bee nannble npencrasiensl kak cpenuee + COC S »kMBOTHBIX/Tpymma B AeHb 13.
Craructudeckuil aHaIu3 BBINOJIHSIIN C IPUMEHeHHeM NOoBTOpHbIX u3MepeHuit ANOVA, ¢
NOCJIEAYIOLUIUM NIPUMEHEHHeM MeTosa JlaHHeTa 1J11 MHOXKECTBEHHBIX CPAaBHEHUI. 3HaUNMble

pasanuus BbIABISAIN npu p <0,05.



Tabnnua 4: Biussnue Coequnenns 11 Ha maccy Tesa, cOBOKynHoe norped/jieHne NUINH U

KHPOBYIO Maccy y K

_28-

pic Juauu DIO Ha 15-i1 nenn

(100 HMONB/KT)

Coeaunenne HN3menenne CoBokynHoe HN3menenne :KuposoH
(no3a) Macchl TeJa (r) norpedjeHune Macesl (1)
numu (r)
Hocurens 8,36+3,69 236,38+6,08 3,58+1,0

(1 mn/kr, 1/k)
Coenunenne 11 4,32+1,66 235,58+6,34 4,93+2.96
(0,1 aMONB/KT)
Coenunenue 11 -18,74+£3,31* 197,14+14,35 -10,62+2,80*
(0,3 HMOIB/KT)
Coenunenue 11 -38,30+5,67* 163,56+13,40%* -22,42+4 74%*
(1 HmMONB/KT)
Coenunenue I1 -59,84+5,32* 125,70+£12,36* -38,09+3,64*
(3 HMOITB/KT)
Coenunenue 11 -73,06+4,27* 110,12+11,24* -43,26+0,81*
(10 HMOINTB/KT)
Coenunenue 11 -77,24+3 41% 103,14+13,53* -41,94+6,05*
(30 HMONB/KT)
Coenunenue 11 -85,84+3,78* 89,36+10,45%* -40,77+£3,46*

3HauynMble pa3nu4us uaeHTudunuposanu npu p <0,05.
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Tabauua S: Bausinue neyenusi CoequnenneM 11 Ha ypoBeHb I11I0K03bI B KPOBH HATOINAK,
HHCYJIMH, HHAEKC pe3ucTeHTHOCTH K HHCyanHy (HOMA-IR = riioko3a HaToImaK

[Mmoab/n] X uHcyann HaTomak [MxEa/mial)/22,5) u niomaas noa KpuBoi riIr0K03bI AJIsI
60 munyT (AUC 60 MHHYT) BO BpeMsl IepPOPAJBHOIO TeCTA HA TOJEPAHTHOCTD K IVIIOK03€

(OGTT) y xkpoic DIO
Coeanunenue I'mioxo3a HNucyaunn HOMA-IR | I'troko3a (mr/mi)
(no3a) HaTomak [FG] HaTtomak [FI] [(FGX AUC (60 muHn) BO
(MMoJIB/JT) (MxEa/mu) F1)/22,5] Bpemst OGTT
Hocurens 7,10+0,40 39,08+4,77 12,52+1,95 | 14582,25+1299,63
(1 mn/kr, 1/k)
Coenunenne 11 6,94+0,22 41,68+5,13 12,98+1,69 14638,50+607,28
(0,1 aMONB/KT)
Coenunenne 11 6,50+0,13 35,06+4,89 10,22+1,56 | 11367,75+486,94*
(0,3 HMOIB/KT)
Coenunenne 11 6,94+0,43 18,38+3,53* 5,82+1,31* | 11367,75+703,77*
(1 HMOTB/KT)
Coenunenue 11 6,78+0,28 23,84+2 15*% 7,26+0,93* | 11189,25+657,87*
(3 HMOJIB/KT)
Coenunenue 11 7,04+0,20 28,08+2,51 8,72+0,62 10959,75+507,17*
(10 HMOJIB/KT)
Coenunenne 11 6,02+0,38 15,1643,63* 4,02+0,91* | 9936,00+752,37*
(30 HMOJIB/KT)
Coenunenne 11 5,86+0,32* 11,9242 46* 3,20+0,76* | 10014,00+538,58*
(100 HEMONB/KT)

* 3HaunMble pasnuuuns uneHTuduuuposamu npu p <0,05.

IIpumep S5: PapmakoxkuHeTn4yeckoe nosegenne Coeannenus 11

Konuentpauuro Coequnenus 1l B mnazme onpenensnu ¢ npuMeHEHHEM

KBaJTU(pUIIUPOBAHHOTO METOMA KUAKOCTHOH XpomaTtorpaduu u macc-ciekrpomerpuun (JKX/MC)

8 Q Squared Solutions BioSciences LLC, Uraka, Horo-Hopk. Coennnenne I u anasor B

Ka4eCTBE BHYTPEHHETO CTaHnapTa skcrparupoBaiu u3 100% BupocnennpuaHON mia3mMel

MBIIIEH MyTeM OcakIeHus Oelika ¢ mocneayromeit TeepaodasHoii skcTpakiueit. UcxomHyro

Maccy COGI[I/IHGHI/UI II, COACPKAINYHO MENTUA TUTKOC allUJIbHYHO LICTIb, OTIPEACIIANIN C TOMOIIBIO

macc-criektpomerpa Q-Exactive Orbitrap™.

B uccnenosanuu papMakOKMHETHKH Ha 00e3bsTHAX camIlaM U CaMKaM 00e3bsiH

Cynomolgus BBOAMIN OTHOKPATHO MOAKOKHO 103y 20 HMoub/kr (0,084 mr/kr) Coenunenus 11 B

Tpuc-manauTosoBoM Oydepe (pH 8,0) B o6beme 0,2 mir/kr. KpoBe cobupanu 10 BBeIEHUS 03B
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nuepes 1, 3,6, 12, 24, 48, 72, 96, 120, 144, 168, 240, 336, 408, 504 yaca nocie BBeICHUS J03bI

s papMaKOKUHETUYIECKOH XapakTepucTuku. PesynbpraTel npencrasiensl B Tabmume 6.

Tabaunua 6. UnauBuayajibHble U cpeaHHe papMaKOKHHeTHYECKHEe NapaMeTphl MJIa3Mbl
nocJjie OAHOKPATHOH MoAK0:kHOM 10361 Coennnenus 11 20 HMOJIB/KT AJIs1 CAMIIOB U CAMOK

SABAHCKHX MAKAKOB

ID Ti2 | Tmax Cmax AUCo-inf CL/F
Coeaunenue
KHBOTHOrO | (4ac) | (4ac) | (HaMoub/a) | (4*HMoaB/a) | (MJa/4ac/Kr)
P0001 185 12 198 50355 0,40
P0101 170 72 138 44678 0,45
Coenunenue 11

Cpennee
178 42 168 47516 0,42

3HaYeHUE

Coxkparenusi: T12 = nepron noyBbiBeneHUs], Tmax = BPEMsi 10 JOCTIIKEHHUS] MAKCUMAJIbHON
KOHUEHTPALH, Cmax = MakcUMaibHasi HaOMonaemasi koHueHTpawust B miasme, AUCo.inf =
IUTOLIA b O] KPUBOH OT MOMeHTa BpeMeHu 0 yacoB 1o 6eckoneunoctu, CL/F =

KJIMPEHC/ONOAOCTYITHOCTb.

B (apmakokuHeTHUECKOM UCCIENOBAHUM Ha KpbIcaX camiam Kpeic Sprague Dawley BBommm
OHOKPATHO MOAKOkKHO 103y 20 HMonb/Kr (0,084 mr/kr) Coennnenust 11 B TprC-MaHHUTOJIOBOM
oydepe (pH 8,0) B 00beme 0,2 mir/kr. Kpos cobupanu vepes 1-, 3-, 6-, 12-, 24-, 48-, 72-, 96-,
120- u 144- yacoB nocjie BBEACHHUS O3bI Tl (PapMaKOKMHETUYECKOUM XapaKTePUCTHKH.

PesynbraTe! npeacrasiensl B Tabmume 7.

Tabauua 7: UaauBuayaabHble U cpeaHue papMaKoKHHeTHYECKHE NapaMeTphl MJIa3Mbl
nocJjie OAHOKPATHOIO MOAKOKHOro BBegeHus 103bl 20 Hmouib/kr Coenunenus 11 (SEQ ID

NO:2) camuam kpbic Sprague Dawley

Coenunnenue | )Kupornoe | Ti2 Tmax Cmax AUCoinf CL/F
ID (1ac) | (wac) | (amoan/n) | (u*HMoan/1) | (Ma/4ac/kr)
R0O001 47 48 88 8409 2,38
R0002 60 12 81 8702 2,30
CoenuHenue R0O003 67 12 99 8655 2,31
i SCHEZ“:;Z 58 24 90 8588 2.33
SD 10 21 9 157 0,04
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Cokparienusi: T12 = nepuoa moyBbiBeAeHUs], Tmax = BPEMs 10 JOCTHKEHHSI MAKCHMAITbHOM
koHIeHTpauH, Cmax = MakcuMaiibHasi HaOmogaemast koHueHTpanus B miazme, AUCo.inr =
TUTOIIAb TIOJ KPUBOM OT MOMeHTa BpeMeHu 0 yacoB 10 6eckoneuHoctu, CL/F =

KIIMPEHC/ONOOCTY ITHOCTb.

VY BenuueHHbIN Nepuoy MoyBbIBEACHUs, TpoAeMOHCcTpupoBaHHblil CoennnenueM Il y
SIBAHCKMX MAaKaKOB, [TOKA3bIBAET, YTO TEPANUsl OAMH pa3 B Henemro ao3oi Coenunenus Iy

IMalMUCHTOB ABJIACTCA BO3MOKHOI.

Ipumep 6. dpPpexTnBHocTs Coenunenns Il in vivo y KpbIc ¢ 0:KHUpeHHEM,

HHAYUHPOBAHHBIM AueToil (DIO), B KoOMOMHALMY ¢ APYTHMH COeJHHEHHSIMH HHKPETHHA

3T0 uccnenoBaHne MpOBOAWIU AJisl u3ydenus Biaussaust Coenunenus 11 Ha nuaber u/vnu
oxupenue y kpoic muann DIO npu BBeneHny B KOMOMHALIMY C APYTUMH COEAMHEHUSMU
uHKpetuHa, Bkitouyasi aroHUCT GLP-1 (Coenunenue I11), ananor okCMHTOMOY IMHA
(Coenunenue V) u tpuaronuct rimokarona, GLP-1 u GIP (Coenunenue V). B cnenyromux
UCCIIETOBAHUSX MCIIONIb30BaNIN caMLOB Kpbic Long Evans (Envigo) ¢ oskupeHueM, BbI3BaHHBIM
aueroii (DIO), koTopbIX coaeprkanu Ha OOraToi KaJopusMu AueTe ¢ MoMeHTa npuObiTus B Lilly
(TD95217; Teklad, Madison, WI). )KUBOTHBIX pa3Mernajiy pa3faeabHO B IOMEIECHHH C
KOHTpoupyemMoit Temmepatypoii (24 °C) ¢ 12-4aCOBBIM LIUKJIOM «CBET/TbMa» (CBET 3a:KUTAETCS
B 22:00) u ¢ cBoOoaHBIM nocTynoM K nue (TD95217) u Boge.

Kppic paHaoMu3npoBaiy B COOTBETCTBHH C HX MAaCCOH TeJa, TaK YTO KaskKaast
SKCIEPUMEHTAIbHAS TPYIINA )KUBOTHBIX MMeJIa CXOAHYI0 Maccy Tena. Macca tena konebeTcst
oT 529 no 823 r.

Kaxnas rpynmna conepsxut o msatb kpeic. Hocurens u Coenunaenue I (1 HMonb/kr)
pactBopsun B Hocutene (40 MM Tpuc-HCI, pH 8 +0,02% PS80) u BBOAMIN MyTeM NMOAKOKHON
(n/x) uabekunu (1 mu/kr) kpeicam DIO, koTopsix kopmunu ad libitum, B nepuon ot 30 1o
90 MUHYT 10 HACTYIUIEHHS] TEMHOBOTO LIUKJIA Kaxabie 3 aHs B TedeHue 14 naeil. [1/k nHbeKIMU
ocymectsisun B [lens 1, 4, 7, 10 u 13. Maccy Tena u notpebiieHue MHIUA U3MEPSIFOT €3KEeTHEBHO
Ha MPOTSDKEHUH BCETO UccienoBanus. AOCOMIOTHBIE H3MEHEHUST MACChI TeJla PACCUUTBIBAIH
My TEM BBIUUTAHHS MACChI TEJIa TOTO e KUBOTHOTO NepeT MEPBOH HHBEKIIUEH MOJIEKYJIBL.

B koHIe nccnenoBanusi OTOUPATN KPOBB ISl U3MEPEHUS YPOBHS TIIFOKO3bI M HHCYJIMHA B
ia3Me. Y poBeHb IIII0KO03bI B KpoBHU m3Mepsiin rimokomerpamu AccuChek (Roche, Indianapolis,

IN). Uncynun m3mepsitoT ¢ nomorneto MDA (MSD, Rockville, Mapunenn).
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Bce nannbie npeacrasiensl kak cpenHee = COC S sxuBoTHbIX/Tpynmna. CTaTHCTUYECKUH
aHAJIN3 MPOBOAUIIN C UCTIONB30BAHUEM OJHO(AKTOPHOTO AUCTIEPCUOHHOTO aHAIN3A C
MOCJIeYOLIUM TECTOM MHOXXECTBEHHOT'O CpaBHEHUsl THIOKH JIJIs1 CPAaBHEHUS TPYIII JIEUEHUs C

IPyNIoi HOCUTENs U PYT C APYyTroM. 3HaYMMBble pa3andus BeisBiasaau npu p <0,05.

Taoauna 8: Bnusanne Coeaqunenus 11 B komOuHanuu ¢ Coequnenuem III, Coeaunennem 1V

nim CoeanHenueM V u 0e3 HUX Ha Maccy Teja H obuiee moTpedeHHe MUILH.

Oo0paboTka* Macca Tena Obuee noTpebnexHne
U3meHeHue (r)** My (r)***
Hocurean -3,42+6,10 212,08+16,84
(10 ma/kr)
Coeaunenne -53,84+2 85* 137,38+4,28*
(1 HMOJIL/KT)
Coeaunenue 111 -54,20+6,52* 150,04+£5,71*
(10 HMOJIB/KT)
Coenunenne IV -50,24+6,36* 165,86+7,45*
(10 HMOJIB/KT)
Coeaunenue V -43,28+2 54* 157,50+£10,63*
(3 HMOJIB/KT)
Coeaunenue I1 -85,64+5,08*#+ 92,66+11,52*#+
+
Coenunenue 111
Coenunenue 11 -85,43+8,66*# 113,58+9,19%#
+
Coennnenune 1V
Coenunenue 11 -89,70+11,63*#+ 97,16+6,45*#
+
Coenqunenue V

*CpencTBo AJist JIeYeHUs] BBOIUIIU TIOJKOKHO Kaxabie Tpu aHa B 1,4, 7, 10 u 13 gam. **
HsmepeHus: Macchl TeNa MpOBOIWIN €KETHEBHO. MI3MeHeHne MacChl Tesla MPEACTaBIsieT COO0M
pazHuLy OT aHs 1 1o aHs 14, BRIpaKeHHYIO B rpaMMax. *** COBOKyITHOE NOTpeOIeHHE MUIIH
NPeACTaBISLIO cOOOH o0IIee KOJTUYeCTBO MUINH, MOTPEOIeHHOH B TeueHHe 14-THEBHOTO
NEPUOJIA JICUEHUS.

CrarucTudecknii aHa M3 ObLT BBITIOJIHEH C TIOMOIIBIO OTHO(PAKTOPHOTO TUCTIEPCHOHHOTO
aHaJIM3a C MOCIenyomuM aHanu3oM Terokn. *p<0,05 Mo CpaBHEHHIO C TPYIIION, IOy YaBLIEH
HOCHTeNb, "p<0,05 mo cpaHenuro ¢ rpymmoii Coenunenus 111, Coenunenus IV umm

Coenunenus V; p<0,05 no cpaBuenuto ¢ Coenunenuem I1

IIpumep 7: Anagaor Coennnenus 11 B komounanuu ¢ aroaucrom GIP-GLP

DTO UCCIenOBaHNEe MPOBOAMIIN ISl U3y4eHUs1 necTeus aHanora Coennnenus 11 Ha

coctosiHus nuabera n/mmm oxxupenus y kpsic DIO npu BBenenun Coennnennst VI (SEQ ID
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NO:9), nsoitnoro aronucta GIP u GLP-1. B crenyromux uccieqoBaHUSIX UCTIOIB30BAH CAMIIOB
kpseic Long Evans (Envigo) ¢ oxupennem, BeizBaHHbIM areToi (DIO), KOTOpBIX comeprkanu Ha
Ooraroii kanopusmu auete ¢ MomeHta npudbiTus B Lilly (TD95217; Teklad, Madison, WI).
JKHMBOTHBIX pa3sMelaroT pa3esbHO B MOMEIIEHUH C KOHTPOJUpyemMoit Temmnepatypoii (24 °C) ¢
12-4acOBBIM ITUKJIOM «CBET/TbMay (cBeT 3axkuraercs B 22:00) u ¢ cBOOOAHBIM TOCTYIIOM K ITHIIE
(TD95217) u BoORE.

Kppic pannoMu3npoBaiy B COOTBETCTBHHU € HX MACCOM TeNa, TaK YTO KaKaast
SKCIEpPUMEHTAJIbHAs IPYIINA )KUBOTHBIX MMeJa CXOIHYI0 Maccy Tena. Macca tena konednercs
oT 549 1o 683 .

Kaxxnas rpynmna conepsxut no st kpeic. Hocurens u Coenunenue II (1 amMonb/kr)
pactBopsinu B Hocutene (10 MM Tpuc-HCL, pH 7,5, (50 mr/mn D-mannuTa) +0,02% PS80) n
BBOJIMJIM Iy TeM NMOAKOXKHOH (11/k) nHbekuuu (1 mi/kr) kpbicam DIO, xoTopbix kopmunu ad
libitum, B nepuon ot 30 10 90 MUHYT 1O HACTYIUIEHUS] TEMHOBOT'O LIMKJIA KaKAblE 3 THA B
teuenue 14 nueit. [1/x unbekuun ocymectsisuin B enb 1, 4, 7, 10 u 13. Maccy Tena u
noTpeOaeHne MUIIH U3MEPSIIOT €XKEIHEBHO Ha MPOTSHKEHUH BCEro uccienoBaHus. AOCOTIOTHBIE
U3MEHEHHUs1 MacChl TeJla PACCUUTBIBAJIM ITyTEM BBIYUTAHUS MACChI T€JIa TOTO JK€ SKUBOTHOTO
nepes NepBoil MHbEKLIMEH MOJIEKY JIbL.

B xonue uccnenoBanus oTOMpany KpoBb AJIT U3MEPEHHsI YPOBHS IIIOKO3bI M MHCYJIMHA B
wia3me. Y poBeHb IIIIOKO03bI B KpoBHU m3Mepsiin rimokomerpamu AccuChek (Roche, Indianapolis,
IN). Uncynun m3mepsitoT ¢ nomornsto MDA (MSD, Rockville, Mapunenn).

Bce nannbie npeacrasiens! kak cpenHee = COC S sxuBoTHBIX/Tpynmna. CTaTHCTUYECKHNA
aHAJIM3 TIPOBOAMIIN C UCTIOIB30BAHUEM OHO(PAKTOPHOTO TUCTIEPCHOHHOTO aHAJIH3A C
MOCJIEAYOLTUM TECTOM MHOKECTBEHHOTO CpaBHEHUS THIOKH JUIsi CPABHEHUS TPY I JICUEHHSI C

IPyNIoi HOCUTENS UITH IPYT C APYyTroM. 3HAUMMBble pa3indus BeIsBisIN npu p <0,05.

Oo6paboTka* Macca Tena Oo0mee noTpedienne
N3menenne (r)** Mumn (r)***
Hocurennb 6,18+1,37 231,58+1032
(10 ma/kr)
Anajior Coenunenns 11 -24 824324 * 190,74+6,56
(0,1 HmMoab/Kr)
Coennnenue VI -18,10+6,67* 196,54+16,98
(3 HMOJIB/KT)
Anajior Coenunenns 11 -39,84+2,20%# 174+6,48*
+
Coenunenue VI

*CpencTBo ISt JIeYeHUs] BBOIUJIN TIOJKOKHO Kaxabie Tpu nHA B 1,4, 7, 10 u 13 gam. **
Hsmepenust Macchl Tella MPOBOAMIIN €XKeHEBHO. FI3MeHeHrne MacChl Tella MPeacTaBsieT CoOok

pa3Huiy oT aHs | 10 aHs 16, BEIpaXKeHHYIO B rpammax. *** CoBoKymHOe moTpedieHue MUy
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NPeACTaBIsLIO cOOOH o0IIee KOJTUUeCTBO MUINH, MOTPEOICHHOH B TeueHHe 1 6-THEBHOTO
NEPHUOJIA JICUEHUS.

Cratuctudeckuii aHaM3 ObUT BBITIOJHEH ¢ MMOMOIIBI) OJHO(PAKTOPHOTO TUCTIEPCUOHHOTO
aHaJM3a ¢ mocaenyomuM aHanu3oM Terokn. *p<0,05 mo cpaBHEHHIO C IPYIIIOH, Oy YaBLIEH

HOCHTeNb, "p<0,05 mo cpasHenuto ¢ GIP-706.

Amnanor Coenunenusi Il B kombunanuu ¢ Coenqunenuem VI BbI3bIBaJl OOJIBIIYIO MOTEPIO MACCHI
TeJa, 4eM UHAUBUAYalibHasi 00paboTKa, YTO, BEPOSTHO, B OCHOBHOM CBSI3aHO CO 3HAYUTENIbHBIM

CHUXKCHUEM KYMYJIATUBHOI'O HOTpe6J'IeHI/I${ MUIIHN, BbI3BAHHBIM KOM6HHHpOBaHHOﬁ TepaHHeﬁ.

IIpumep 8: OneHka pyucKa HMMYHOT€HHOCTH

Ananuz MAPPs (npomeomuka nenmuoos, accoyuuposannwix ¢ MHC):

IlepBuuHbBIE NEHAPUTHBIE KJIETKHU YEJIOBEKA OT JECSITU HOPMAJIBHBIX JOHOPOB MOJTyHalln
U3 JIMKOLMTapHOH IJIEHKU IyTeM BbiaeeHus kietok CD14+ u nuddepenuuposanu B
He3peJible eHPUTHBIE KIeTKH myTeM HHKyOarmu ¢ 20 ur/mi [L-4 u 40 ar/mn GM-CSF B
nonHo# cpene RPMI, conepskamei 5% 3amens! ceiBopoTku (Thermo Fisher Scientific, kat. Ne
A2596101) B Teuenue tpex aueit npu 37°C u 5% CO», xak onucano (Knierman et al., "The
Human Leukocyte Antigen Class IT Immunopeptidome of the SARS-CoV-2 Spike
Glycoprotein", Cell Reports, 33, 108454 (2020)). Tpu MUKPOMOJIb UCTIBITY €MOT'O aHTUTEJIA
nobapsany npuMepHo K 5x10° kneTok Ha 4-if neHb, U OciIe 5-4acoBOil HHKYOAIMH 3aMEHSITH
CBEXKYIO cpeny, comepkainyro S Mxr/mi LPS, nyst paHcdopmaiiiu KJIeTok B 3pelible
JOeHApUTHBIE KiIeTKkU. Ha cnenyrommii AeHb CO3peBIINe KIeTKH JTH3UpoBain B 1 M Oydepa
RIPA ¢ unruburopamu npoteas u JIHKa3oii. Jluzatsl xpanwiu npu temmepatype -80°C o
aHaym3a 00pasLoB.

Jns Boinenenust mosekys HLA-II u3 pazMopokeHHOTro 13aTa ¢ UCIOJIb30BaHUEM
OouornHMIMpoBaHHBIX aHTH-pan HLA antuten knacca Il (kon Tu39) ucnonszoBanu
ABTOMATH3MPOBAHHYIO cUCTEMY 00paboTku skuakocTei. CBA3aHHBIA KOMILIEKC PELenTop-
nenTug aouposainu 5% ykcycHoi kucioroi, 0,1% TOY . Dmouposannsie nentuast MHC-II
NPOITY CKAIOT uepes3 MpeaBapuTesbHO MpoMbITeiid GribTp MWCO 10k st ynaneHust 0enkoB ¢
BBICOKOH MoJieKyisspHON Maccoil. Beinenennsie nentuast MHC-1I ananuzuposanu ¢ moMoLbo
HaHO-XXX/MC ¢ ucnonp3oBanuem cuctembl Thermo easy 1200 nLC-HPLC ¢ macc-
cnexktpomeTpoMm Thermo LUMOS. Jlns pa3aeneHus: ucnos3oBaiu kojouky YMC-ODS C18
pazmepoM 75 MKM X 7 ¢M 1t 65-MUHYTHOTO IPaJHEeHTa CO CKOPOCTBIO MOTOKA 250 HiI/MUH H

0,1% MypaBbUHOI KUCJIOTHI B BOZIe B kKadecTBe pacTBoputenst A u 80% aneronurpuna c 0,1%
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MYy pPaBBbHHOM KHCIIOTHI B Ka4eCTBE pacTBoputest B. Macc-CrieKTpoMeTpHrIO OCYIECTBIISIIH B
pEeXUME MOJHOrO CKaHUpOoBaHUs ¢ paspemeHueM 240 000, 3a KOTOPBIM Ciea0Bal 3-CeKyHAHBII
k1 MC/MC, 3aBUCSAILINNA OT JaHHBIX, COCTOSIIIUIN U3 OBICTPBIX CKAHMPOBAHUIN C HOHHOM
nosymikoii ¢ ¢pparmentanueit HCD u ETheD.

Wnentndukaiui nenTHI0B FreHePUPYIOTCS BHYTPEHHUM KOHBEHEPOM NPOTEOMUKH
(Higgs et al., "Label-free LC-MS method for the identification of biomarkers", Methods in
Molecular Biology, 428, 209-230 (2008)) ¢ ncnoap30BaHNEM HECKOJIBKHX aJITOPUTMOB MTOUCKA
6e3 mapameTtpa noncka pepmeHTa B 6a3e JaHHBIX KPYITHOTO POTaTOTO CKOTa/4eNIOBEKa,
cozeprkalllell TECTOBbIE MOCIeoBaTeNbHOCTH anTuTeN. Padounit mpouecc KNIME
UCTIONIB30BAH [Tt 00paboTku naeHTH(PUKAMOHHBIX (haioB st 0Opasuos. [lentunsr,
UJIeHTU(PULIPOBAHHBIE B TECTOBBIX 00pa3Liax, BEIPABHUBAJIH 110 HCXOIHON
NOCJIEI0BATENbHOCTH. /171l BCEX JOHOPOB CO3/1aBAJIM CBOJHBIE IaHHBIE, B KOTOPBIX YKa3bIBAJIN
NPOLIEHT JOHOPOB, Y KOTOPBIX OOHAPYKMBAKOTCSI OCTATKH HE 3aPOABIIIEBOI JIMHUH, KOJUYECTBO
pasIMUHbBIX 00JacTel, B KOTOPBIX MPOSBISIFOTCS MENTHIBI C OCTATKAMH HE 3apPOABIIIEBON JINHHY,
¥ r1yOnHa 0TOOpaskeHHs NEeNTUIOB B KAXKAOH 00IaCTH C OCTaTKAMU HE 3aPOJIbILIEBOI JTHHUM.
VBenuueHne cTeneHn 0OHapy KeHUs MENTHIOB He 3apO/IbIIIeBON JIMHUH CBSI3aHO C
HOBBILIEHHBIM PUCKOM UMMyHOTeHHOCTH. Pesynprarer niust Coenunenust 11 nokasaner B Tabmmie
9 ¥ CBHIETENbCTBYIOT O HU3KOM YPOBHE PHCKa UMMYHOTE€HHOCTH, CBsi3aHHOTO ¢ CoeMHeHneM

IL

Taéauua 9: Pesynabrater MAPP

Tectupyemoe | % # OObmee konmuyectBo | OOmee

coenuHeHre | JIOHOPOB | KJIACTEPOB | HE 3aPOJIBIIIEBBIX KOJINYECTBO
OCTAaTKOB U3 BCEX IIENTUOO0B HE
KJIACTEPOB 3apOJBILIEBON

JIMHHUU U3 BCEX

KJIACTEPOB

CoenuHeHue 0% 0 /n* H/o*
II

>X<H/]:[ O3HA4Ya€T, YTO UTOTOBbIC 3HAYCHHA HEIIPUMEHUMBI, ITOCKOJIBKY HE ObLIO AOHOPOB C

OCTaTKaMHt, HC OTHOCAIIMMUCH K 3apOI[I:>ILHeBOI\/'I JIMHHUH.

Ananuz T-xnemounoii nponugepayuu
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DTOT aHaN3 OLIEHUBAET CIOCOOHOCTh TECTUPYEMOTO KaHauaaTa aktusuposatb CD4+ T-kietku,
UHIYLHPYS KIETOUHYI0 nponudepanmo, kak onucano B (Walsh et al., “Post-hoc assessment of
the immunogenicity of three antibodies reveals distinct immune stimulatory mechanisms”,
mAbs, 12, 1764829 (2020)). Kpuokoncepsuposarabie PBMC ncnonp30Baim oT aeciatu
310pOBBIX JOHOPOB, a CD8+ T-xnerku ynansanu uz PBMC u metunu 1 MM
kapbokcudyopecuennauanerar-cykquaumuauiosoro 3¢upa (CFSE). PBMC BriceBanu B
xonuuectse 4% 10° kneTok/mn/nynky B cpene AIM-V (Life Technologies, Ne o xatanory 12055-
083), conepxarneit 5% CTS™ Immune Cell SR (Gibco, Ne no karanory A2596101), u
TECTUPOBAJIH B TPEX MOBTOPaX B 2,0 MJI, CONEPIKAIINX PA3IMYHbIE HCIIBITyeMble 00pas3Ibl,
KOHTPOJIbHYIO cpeny, reMoranuH JuMdbl yiutku (KLH; monosxuTenpHbli KOHTPOIIb),
JIMKCHCEHATH] (TTOJIOKUTENbHBIN KOHTpOub aHanu3a) uiu Coenunenne I1. Kynerypsl
uHKyOupoBanu B Teuenue 7 queit npu 37°C ¢ 5% CO2. Ha 7-i nenp oOpasibl OKparinBaiu
CIIEAYIOIUMU MapKepaMu KJIeTOUHOU rnoBepxHocTU: aHTU-CD3, antu-CD4, antu-CD14, antu-
CD19 u DAPI ans onpenesneHus ;ku3HeCIOCOOHOCTH ¢ MOMOIIBIO MPOTOYHOMN LITOMETPHUH C
ucrnonb3osanrneM BD LSRFortessa™, ocHarenHoro npo6ooT60pHUKOM BbICOKOM MPOMYCKHOI
criocobnoctu (HTS). JlaHHbBIE aHATM3UPOBAIN C UCIIOJIB30BAHUEM POTPAMMHOTO 00eCIeueHH s
FlowJo® (FlowlJo, LLC, TreeStar) u paccuutbiBaiu uHAEKC KietoyHoro nenenus (CDI).
Bxparue, CDI nnst ka)noro nenTuaHOro Kiacrepa, nonyueHsoro us3 MAPPs-kanaunara,
PaCcCUYMTHIBAIH TyTEM JeNeHus nporenTa npomudepupyromux CFSEY™ CD4+ T-x1eTok u3
JIYHOK, CTHMY IMPOBAHHBIX MENTUAOM, Ha NpoLeHT nposudepupyromux CFSEY™ CD4+ T-
KJIETOK B HECTUMYJTUPOBaHHBIX JiyHKax. CDI > 2,5 cunTancs monoXKuTeIbHbIM OTBETOM.
OnenuBany MPOLIEHTHYIO YaCTOTY JOHOPOB CpeU BceX NOHOPOB. Bece noHOpHI naBanu
nojioxutebHbli T-knerounsiit oreet nmpotus KLH (100%). Knuundeckuii ”IMMy HOT€HHBIH
MOJIOKUTENBHBIA KOHTPOJIb IMKCUCEHATU MHTy IUPOBAJI MTOJIOKUTEIbHBIN T-KJI€TOYHBINA OTBET
y 50% KOropThl B 3TOM UCCIEIOBAHUN. DTO COOTBETCTBYET O’KUJAEMOMY JIMAIa3oHy JJIsl 3TOTr0
aHay3a (4acToTa MOJOKUTENbHBIX TOHOPOB 40-90%). PesynbraTe! aist Coenunenus 11
nokaszanbl B Tabnune 10 1 CBUAETENBCTBYIOT O HU3KOM YPOBHE PUCKA HIMMYHOT'€HHOCTH,

csizanHoro ¢ Coequuenuem 11

Taoauua 10. Yacrora orBeTroB CD4+ T-kiaeTox

0
IMporectuposanHas %o Mennana CDI Menunanal Jlumanason |[KommuecTso
NOJOXUTENbHBIX|(TIoNOkuTeNbHBIE|CDI (BCe JTOHOPOB
MOJIEKyJIa
JIOHOPOB JOHOPBI) noHopsl) BricokasiiHuz kast
KLH 100,0 36,2 36,2 1714 | 4,5 8/8
JIuKCUCEHATH 50 3,0 2,5 5,7 1,2 4/8
Coenunenne 11 12,5 19,7 1,0 19,7 0,7 1/8
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ITocaenoBaTeILHOCTH
Coemunenue I (SEQ ID NO:1)
Anetun-ASHLSTAVLGKLS-Aib-ELHKLEDYPRTDVGAESP-NH;

Coemunenue I (SEQ ID NO:2)
Anernn-ASHLSTAVLGK((2-[2-(2-Amuno-3T0KCH )-3TOKCH |-aueTin )2-(7-Glu)-CO-(CHz)1s-
CO;H)LS-Aib-ELHKLEDYPRTDVGAESP-NH;

IpamnuaTug (SEQ ID NO:3)
KCNTATCATQRLANFLVHSSNNFGPILPPTNVGSNTY-NH;

¢ nucynbpunHoi cBs3bo Mexxay Cys 2 u Cys 7

Kanbuuronun uenoseka (SEQ ID NO:4)
CGNLSTCMLGTYTQDFNKFHTFPQTAIGVGAP-NH;

¢ mucyabdunHoi cBsasbio Mexay Cys 1 u Cys 7

Amunun genoseka (SEQ ID NO:5)
KCNTATCATQRLANFLVHSSNNFGAILSSTNVGSNTY-NH,

¢ nucynbdunHoii cszbo Mexxay Cys 2 u Cys 7

Coenunenue 111 (SEQ ID NO:6)
H-Aib-EGTFTSDVSSYLEGQAAK((2-[2-(2-AMmuHO-3TOKCH)-3TOKCH [-ateTun 2-(YGlu)-CO-
(CH.)16-CO,H)EFIAWLVRGRG

Coemunenue IV (SEQ ID NO:7)
H-Aib-QGTFTSDY SKYLDEKKAK((2-[2-(2-AmuHo-3TOKCH)-3TOKCH |-atieTud )2~(YGlu)-CO-
(CHz)13-COH)EFVEWLLEGGPSSG-NH;

Coemunenue V (SEQ ID NO:8)
Y-Aib-QGTFTSDY SI-aMeL-LDKK((2-[2-(2-Amuno-3T0oKcu )-3T10oKcH | -aueTn)-(yGlu)-CO-
(CH2)15-COH)AQ-Aib-AFIEYLLEGGPSSGAPPPS-NH,

Coemunenne VI (SEQ ID NO:9)

Y-Aib-EGTFTSDY SI-Aib-LDKIAQK((2-[2-(2-AMmuHO-3TOKCH)-3TOKCH [-ateTun )2-(yGlu)2-CO-

(CH)15-CO,H)A-(1Nal)}-VQWLIAGGPSSGAPPPS-NH,
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Coemunenue VII (SEQ ID NO:10)
YXiEGTFTSDY SIX;LDKIAQKAFVQWLIAGGPSSGAPPPS

rae X; npencrasisier cobolt Aib; Xz mpencrasisier codoit Aib; K B monoskenuu 20
SIBJISIETCS] XMMHUYECKH MOJU(HLIMPOBAHHBIM MMOCPEICTBOM KOHBIOTHPOBAHHUS HIICHUIJIOH-
amuHOTrpyel 60koBo# nenu K ¢ (2-[2-(2-AmuHo-3TOKCH )3TOKCH |aneTun 2-(YGlu)1-CO-
(CH2)15-CO:H; u C-xoHLeBast aMUHOKHUCIIOTa aMUAUpOBaHa B popme C-KOHIIEBOTO MEPBUYHOTO
amMuza.

Peructpaunonssiii Homep CAS: 2023788-19-2

Jukcucenarun (SEQ ID NO:11)
HGEGTFTSDLSKQMEEEAVRLFIEWLKNGGPSSGAPPSKKKKKK-NH»
Peructpaunonssiii Homep CAS: 320367-13-3

Coenunenue VIII (SEQ ID NO:12)
HAEGTFTSDVSSYLEGQAAK(yGlu-CO-(CH2)14-CH3)EFIAWLVRGRG
Perucrpaunonnsiit Homep CAS: 204656-20-2

Coemunenue IX (SEQ ID NO:13)

JynarayTua npeacTaBiiseT co0oi arOHUCT uesioBeueckoro perentopa GLP-1,
conepskarnuii qumep aHanora GLP-1, ciuTeiii Ha ero C-KOHIIE MOCPEACTBOM MENTHAHOTO
auHKepa ¢ N-koHIoM aHajniora F¢ 4acTn nMMyHOTIO0yJIMHA, TIPU 5TOM Ay JIariTy THI
UIEHTUGULHPYIOT C MOMOIIBIO peructparroHHoro Homepa CAS 923950-08-7, koTopslit
COOTBETCTBYET CIEAYIOIEMY XUMUYECKOMY HAMMEHOBAHUIO: 7-37-TIFOKaroOHOMOO0H bl
nerntuf I [8-rmuiuH, 22-ri1yTaMUHOBAsI KHCIIOTA, 36-TIHLKH | (CHHTETHUECKUH YeIOBEUECKHUiN)
CIUTBIN O€JIOK C MeNTUAOM (CHHTETHUECKUM 16-aMHUHOKUCIIOTHBIM JINHKEPOM), CITUTBII OJIOK C
uMMy HortoOyinHoM G4 (cuHTeTHYeCKHM YenioBedeckuM (parmentom Fe), numep. Kakmpriit
MOHOMeEp AyJariyTHjaa UMeeT aMHHOKHUCIIOTHYIO [TOC/Ie0BaTeIbHOCTD, TpUBeneHHy0 B SEQ ID
NO:13:
HGEGTFTSDVSSYLEEQAAKEFIAWLVKGGGGGGGSGGGGSGGGGSAESKYGPPCPPC
PAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP
QVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
LYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG



10

15

20

25

30

10.

I1.

12.

N3MEHEHHAS ®OPMYJIA U3OBPETEHUA

Coenunenue, conepxamee: Auermi- ASHLSTAVLGKLS-Aib-
ELHKLEDYPRTDVGAESP-NH2; (SEQ ID NO:1), unu ero ¢papmManeBTHueCKu
npuemiieMast CoJib.

Coenunenue no n. 1, rae yka3aHHOE COEIMHEHUE COCTOUT U3: ALICTHII-
ASHLSTAVLGKLS-Aib-ELHKLEDYPRTDVGAESP-NH; (SEQ ID NO:1), wiu
ero (papMareBTUIeCKH prueMiIeMast CoJb.

dapmaLeBTUUYECKAasT KOMIO3ULMS, COAEPIKAILAsl COEAUHEHHE MO M. 1 uiu 2 Wiu ero
(dapmaLieBTUUECKH TPUEMJIEMYIO COJIb U TTO MEHBLIEH Mepe OAHO (hapMarieBTHIECKH
MPUEMIIEMOE BCIIOMOTaTeIbHOE BELECTBO.

[Ipumenenne coenuuenus no 1. 1 wim 2 wim ero papManeBTHIeCKH MPUeMIIeMOi
COJHM ISl JIedeHus: nuadera Tuma 2.

[Tpumenenue coequHenus mo 1. | win 2 uim ero papmManeBTH4YeCKH MPUEeMIIEMOM
COJIM IS JIEYEHUS] OSKUPEHUS.

[Tpumenenue coequHenus mo 1. | win 2 uim ero papmManeBTH4YeCKH MPUEeMIIEMON
COJIM IS JIEYEHUs] AUCTUITUIEMUH.

[Tpumenenne coequuenus mo 1. | win 2 uim ero papmManeBTHYeCKH MPUEeMIEMON
conu auist nedenust HACT' .

[Ipumenenue hapManeBTUUECKONH KOMITO3UIIUH I10 1. 3 JJIs1 IEYeHUsI COCTOSHUS,
BBIOPAHHOTO M3 PYIIbI, COCTOsIIIEN U3 AruadeTa TUMa 2, OKUPEHUS, TUCTUITHIEMUN
u HACT.

IIpumenenue coenuHeHus no n. 1 uiam 2 a1t noJy4eHus JIEKapCTBEHHOTO CPEACTBA
IUTs JledeHus: auadeTa tumna 2.

IIpumenenue coenuHeHus no n. 1 uim 2 a1 noJy4eHus JJEKapCTBEHHOTO CPEACTBA
JUTSI TIEUEHUST OKUPEHMUSL.

IIpumenenue coenuHenys no n. 1 uim 2 a1 noJy4eHus JIEKapCTBEHHOTO CPEACTBA
JUTSI IEYEHUST TUCTUTTHACMIH.

IIpumenenne coenuHeHus No n. 1 uiu 2 a1 noJy4eHus JIEKapCTBEHHOTO CPEACTBA

st teuedust HACT .
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