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OIIMCAHUE U3OBPETEHUA
2420-575567EA/026
HNEINTUIHBIE COEAUHEHUA-AT'OHUCTDBI PEHEIITOPOB GIP U UX
INPUMEHEHMUE

ITEPEKPECTHAXA CCbIVIKA HA POJACTBEHHBIE 3ASBKHU

[0001] JanHas 3asiBKa UCIIpAIIUBAET PUOPUTET MO NMPEABAPUTENBHON 3asiBKE HA MaTEHT
CIIA c cepuiinpiM HOMepoM 62/994721, monHOE conepKaHHe KOTOPOH BKIFOUEHO B JAHHBIN
JOKYMEHT ITOCPEACTBOM CCBHUIKU.

OBJIACTD TEXHUKH

[0002] Hacrosimee wu300peTeHHE OTHOCUTCS K HOBOMY IENTHAHOMY COEIUHEHHUIO,
o0ajaroieMy akTUBUPYIOIIUM felicTBueM Ha peuentopsl GIP, u x nmpuMeHeHHIO MENTUAHOTO
COEIMHEHHUs] B KAa4eCTBE JIEKAPCTBEHHOIO IpernapaTra, KOTOPOE MOXKHO BBOJAUTH IO PEXKUMY
JO3UPOBAHUsI OIUH pPa3 B HENEJIIO.

YPOBEHDb TEXHHUKH

[0003] IIpuBeneHHBIE B 3TOM pa3fese YTBEP KAEHHUS JIUIIb MPEJOCTABISIOT CIPABOYHYIO
uH(pOpMALMIO, OTHOCAIIYIOCS K HACTOSIIEMY HM300pETeHHIO, U MOTYT HE MPEACTaBISTH COOOM
MPEALIECTBYOLUN YPOBEHb TEXHUKH.

[0004] W rmokarononmonoOubni  mentua-1  (GLP-1), u  rIOK0303aBUCUMBIN
uHcymHoTponHeid  monunentun  (GIP) mpenctaBistor  coOOH  menTHOBI, Ha3bIBAEMbIE
unkperudamu. GLP-1 u GIP cekperupyrorcss L-knetkamu u K-kieTkamMu TOHKOW KHIIKH,
COOTBETCTBEHHO.

[0005] GLP-1 petictByer uepe3 peuentopsl GLP-1 u, kak wu3BecTHO, oOnanaer
TJIFOKO303aBUCHMbIM HHCYJIMHOTPOITHBIM JE€HCTBHEM W TOAABISIOMMM anmneTut >¢dextom. C
IOpyroi cTOpoHbl, n3BeCTHO, uTO GIP oka3bIBaeT rirok0303aBUCUMOE HHCYJIMHOTPOITHOE 1eHCTBHE
yepes penentopsl GIP (GIPr), xors Biausinue GIP TobKO Ha anmeTuT HEesICHO.

[0006] Bbbun mpennpuHATHI MOMBITKA TOUCKA MENTHIOB, O0NANaroIIUX AKTUBHOCTHEO
koaronucta  peuenrtopa  GLP-1/penentopa GIP  wnam  TpuaroHucra — peuenrtopa
rimokaroHa/peuentopa GLP-1/penentopa GIP, u ux mogudukaumii, u pa3padboTKu 3TUX NENTHIIOB
B KauecTBE JIEKAPCTBEHHBIX CPEACTB IMPOTHUB OXKUPEHUs, TEPareBTUYECKUX CPEACTB IPOTHUB
nuadeTa WiIH TeparneBTUIECKUX CPEACTB MPOTUB HEHPOIEreHEPaTUBHBIX PACCTPONCTB HA OCHOBE
cTpykTypbel npuponnoro rmokaroHa, GIP wmm GLP-1. OgHako menTtugHOEe COEOUHEHUE U
COeIMHEHHe, 00JamaroInee CeJeKTHBHBIM aKTUBUPYIOIINM JelcTBreM Ha peuentopsl GIP, mo
HACTOSIIIEMY H300PETEHHIO Uil TPUMEHEHHUS B JICYCHUH PBOTHI U MOJOOHBIX CHUMIITOMOB,
CBSI3aHHBIX C TOLTHOTOH M PBOTOMH, HE OBUIH MPEJIOKEHBI.

[0007] IlaueHTsl, KOTOpBIE CTPAAIOT OT TOIIHOTBI U PBOTHI, YaCTO HE XOTAT WU HE
MOTYT PEeryJiipHO MPUHUMATh JIEKAPCTBEHHbIE NPEnapaThl, HECKOIbKO HUCCIEA0BaHUN MOKa3aly,
YTO MEHEe YacToe O3UPOBAHNE PUBOIUT K 0OJIee BHICOKOH CTETIEHN KOMITJIAEHTHOCTH U, TAKHM
o0pa3oM, B KOHEYHOM HUTOre K JIyUlIeMy JICUEHHIO MalMeHToB. [lo3ToMy CyIuecTByeT
HEYZOBJETBOPEHHAas] MOTPEOHOCTP B MPOTHBOPBOTHBIX MpenapaTax MPOJOHTUPOBAHHOTO

neicTBus. B 9acTHOCTH, CyliecTByeT MOTPeOHOCTh B MPOTHBOPBOTHBIX MPENApaToB HA OCHOBE



NEeNTUIAOB-arOHUCTOB penenTopoB GIP mposoHrHpOBaHHOTO AEHCTBUS, KOTOPBIE MPEICTABISIOT
co0o0i1 aJbTepHATUBY IperapaTam AJisi JO3UPOBAHMS ABa Pa3a B IEHb (IBAXKIIbI B ICHB), JIs OoJiee
y10OHOTO MPUMEHEHHS IPY U3MEHEHUH PEKHMA JJO3UPOBAHUS, YaCTOTHI IPHEMA JIEKAPCTBEHHBIX
IpenapaToB MM THIA JIGKAPCTBEHHHBIX TIPENapaToB. YBEJIUYEHHE IPOJOJLKUTENIbHOCTH
IEeNCTBUSL TAK)Ke TPUHECET MONb3y NPH 3a00JEBaHUSAX, NMPU KOTOPBIX MPONOJKHTEIBHOCTD
STMHU30/I0B PBOTHI OOJIBIIE.

[0008] Bce nyOmmkamuu, maTeHTbl W 3asBKA HAa MATEHThl, LUTHPYEeMble B IaHHOM
JIOKYMEHTE, TIOJIHOCTBIO BKJIFOYEHBI B JAHHBIN JOKYMEHT MOCPEICTBOM CCBUIKH.

CYHIHOCTD U30BPETEHMA

[0009] Llenpro HacTOALIErO M300PETEHHs! SIBJISIETCS CO3[JaHUE TENTUIHOTO COSAMHECHMS-
aronucra peuentopa GIP, koropoe obnamaer akTuBupyromuM aericreuem Ha peuenrop GIP u
IPUMEHNMO B KadecTBe MNPOQUIAKTUIECKOrO/TEPaneBTUYECKOrO CPENCTBA IMPOTHB AHadeTa,
OKUPEHHUs] W/WIN MPOTHBOPBOTHOIO CPEACTBA ANl NPO(HIAKTUKW/IedeHUs 3a00Je€BaHUH,
CONPOBOKAAIOIIMXCSI PBOTOM MU TOLIHOTOM.

[0010] Hacrosimmee wu300peTeHHE OTHOCUTCS K TENTHUIHBIM COEIMHEHHUSIM-arOHHCTaM
GIPr, conmepskamuM TMOCIENOBATEIbHOCTh, mpenactaBieHHyo ¢opmyiaamu (1)-(V), kortopsie
NPUMEHUMBI B KAY€CTBE TEPANIeBTUUECKUX CPENCTB ISl MPOPUIAKTHKH WM JIEYEHHST PBOTHI, KaK
OIMCAHO B JAHHOM JOKYMEHTe. Y TUBUTEJBbHO, HO coenuHenus popmy (I)-(V) nemoHCTpUpPYIOT
IPEeBOCXOHOE aKTuBHpyromee aelictBue Ha peuentop GIP, Oonee niurenbHBIN mNepuon
MOJIyBBIBEZIEHUSI Y2 W YJIYULIEHHYI0 PacTBOPUMOCTb. HEOXHMIaHHO B HEKOTOPBIX CIydasx
nentuabl popmyn (I)-(V) o cpaBHEHHIO ¢ OPYTUMH M3BECTHBIMHU B JTaHHOUN 00JaCTU TEXHHKHU
nentugamu-aronuctamu GIPr obnmanaroT yiaydimeHHbIMH CBOHCTBAMU B OJHOM WM Oosee u3
cnenyromux cBoHCTB: (1) cTaOuiabHOCTD B CHIBOPOTKE, (2) mepwox mnojyBbiBeneHus u (3)
pacTBOpUMOCTh. B ompezneneHHbIX BapHaHTaX OCYINECTBJIEHHUS] JAHHOTO U300PETEHHsI MENTH b
dopmyn (I)-(V) 1o cpaBHEHHUIO ¢ IPYTUMHU U3BECTHBIMU MenTuaamu-aronucramu GIPr, kotopbie
BBOJIAT OZIMH Pa3 B HEIEIO ISl JICYCHHUSI PBOTHI WIIH KOTOPBIE MOTYT OBITh MOJIE3HBI B KAYECTBE
NpOPHIAKTUYECKUX CPENCTB MPOTUB TOIIHOTHI W/WJIM PBOTHI U JAPYTHX CHUMITOMOB PBOTHI,
00JIamar0T YJYYIIEHHbIMH CBOIMCTBAMHU IO OIHOMY MJHM Oojiee M3 cienyromux cBoucTB: (1)
CTaOMIIBHOCTD B CBIBOPOTKE, (2) Mepuo NoJyBbIBeIeHHs U (3) paCTBOPUMOCTB.

[0011] Bonee KOHKpeTHO, HACTOsilee M300pETEHHE BKIIIOYAET CIEAYIOIIUE BapPUAHTHI
OCYILECTBJICHUSI:

[0012] Bapuant ocymectsienus (1). Ilentun-aronuct peuentopa GIP, npencraBneHHbIi
dbopmyoii (I):

P1-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-A9-Tyr-Ser-Ile-A13-A14-Asp-A16-A17-A18-Gln-
A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-GIn-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-A40-A41-A42-P? unu ero GapMarieBTHYECKH TpUeMyIeMast COJb,

rae

P! nmpencrassiet coboii rpymy, MpeacTaBIeHHY 0 GOpMyJIOit

_RAl’

-CO-RAL



-CO-ORAL

-CO-CORAL

-SO-RAL,

-SO,-RAL

-SO,-ORAL
-CO-NRAZRA3,
-SOZ-NRAZRA3,
-C(=NRA)-NRA2RA3 yyu

OTCYTCTBYET,

rae kaxabii 3 RAL RA2 y RA3 HesaBucuMMO mpencraBiisieT cOOOH aToM BOIOPOIA,

HEeOoOs13aTeNIbHO 3aMELIEHHYI0 YIJIEBOJOPOAHYIO TPYIIY WM HEoOs3aTeNbHO 3aMeIleHHYIO

reTepOLUKINYECKYIO TPYIILy,

P? npencrassier coboit -NH, mmm -OH,;

A2: mpencrasinsieT coboit Aib, D-Ala, Ala, Gly unu Pro;

A9: npencrasinsier coboit Asp wnu Leu;

Al3:
Al4:
Al6:
AlT7:
Al8:
Al9:
A20:
A21:
A24:
A30:
A31:
A32:
A33:
A34:
A3S5:
A36:
A37:
A38:
A39:
A40:
A4l:
A42:

npencrasisier coboit Aib mnu Ala;

npezacrasJsier coboii Leu, Aib, Ile unu Nle;
npezacrasisier cobo Arg, Ser uiu Lys;
npezacrasJsier coboi Aib, Ala unu Ile;
npezacrasisier codoii Ala, His wnu Lys;
npexacrassier coboit Gln wnm Ala;

npenctasisier codoit Aib, Gln unu Ala;
npencTasisier codoit Asp, Asn wiu Lys;
npenctassier codoit Asn, Gln unu Glu;
npenctasisier codoit Arg, Ser, Gln unu Lys;
npenctassier codoit Gly, Pro wnu genenuro;
npenctasisietr codoit Ser, Lys, Pro, Gly wiu nenenwro;
npencrasisier codoit Ser, Lys, Gly unu nenenuro;
npenctassier codoit Gly, Asn unu nenenuro;,
npencrasisier codoit Ala, Asp, Ser, Asn wiu genenuro;
npenctasisier codoit Pro, Trp unu neneuwto;
npencTasisier codoit Pro, Lys win genenuro;
npenctasisier codoit Pro, His wiu genenuro;
npencTasisier codoit Ser, Asn WK TeNEU0;
npezacrasisier codoii Ile nnm nenennto;
npexacrasisier codoit Thr nnm nenenmro; u

npexacrasisier codot Gln wnm nenennro.

[0013] Bapuant ocymectsienus (2). Ilentun-aronuct peuenrtopa GIP, npencraBneHHbIi

dopmynoti (1I):
P1-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-A19-



A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-A40-A41-A42-P? unu ero papMarieBTHYECKH TpUeMIeMast COJb, TIE:

P! nmpencrassier coboii rpyIny, MpeacTaBleHHY 0 GOpMYJIOit

RAL

-CO-RAL,

-CO-ORAL

-CO-CORAL,

-SO-RAL

-SO,-RAL

-SO,-ORAL

-CO-NRAZRM,

-SO,-NRAZRA3 yyn

_C(:NRAl)_NRAzRA3

rae kaxabiii w3 RAL RA2 y RA3 HesaBucuMO mpencraBisieT cOOOH aToM BOXOPOIA,
HEeoO0s13aTeNIbHO 3aMELIEHHYI0 YIJICBOJOPOAHYIO TPYIy WIH HEOOs3aTeNIbHO 3aMEeIeHHYIO
reTePOLMKIMIECKY IO TPYIIY;

P? npencrasisieT coboit -NH, wnu -OH,;

A2: mpencrasinsieT coboit Aib, D-Ala unu Gly;

A13: npencrasinsier coboit Aib nnu Ala,

Al4: npencrasisier coboii Leu, Aib, Ile, Nle nu Lys(R);

A16: npencrasisier coboii Arg, Ser uu Lys;

A17: npencrasisier coboii Aib, Ala, Ile unu Lys(R);

A19: npencrasisier coboit Gln i Ala;

A18: nmpencrasiusier coboi Ala, His wu Lys(R);

A20: nmpencrasisieT cobori Aib, Gln, Arg unu Ala;

A21: npencrasmusier coboii Asp, Asn win Lys(R);

A24: npencrasnsier cobori Asn, Gln wiu Glu;

A29: npencrasnsier codboit Gln umu Lys(R)

A30: mpencrasmsier coboii Arg, Lys, Ser, Gln wnu Lys(R);

A31: nmpencrasnsier coboii Gly, Pro unm neneumto;

A32: mpencrasnsier coboii Ser, Lys, Pro, Gly wnu nenenuro;

A33: mpencrasnsier coboti Ser, Lys, Gly wiu genenuro;

A34: npencrasnsier coboti Gly, Asn wiu aenenuro;

A35: mpencrasnsier coboii Ala, Asp, Ser, Asn wiu genenuro;

A36: nmpencrasnsier coboii Pro, Trp wnu nenenuro;

A37: mpencrasnusier coboii Pro, Lys unn nenenmto;

A38: mpencrasnsier coboii Pro, His miu nenenuro;

A39: mpencrasmsier coboit Ser, Asn WiH AeNeLHrO;

A40: npencrasisier coboit lle nnu nenenuro;

A41: npencrasnsier coboit Thr nnm nenennro;



A42: npencrasisier coboit Gln mu nenenuro.

rae B ocratke Lys(R) gacts (R) mpencrasnsier codoit X-L-, rne L mpencrasnsier codoi
JWHKep, U BbIOpaH m3 cnepyromen rpynmsl, coctosmend m3 20EGgEgE, OEGgEgE, 20EGgE,
30EGgEgE, G5gEgE, 20EGgEgEgE, 20EG u G5gEgE; u X npencrasisier coO0# AU

[0014] Bapuanr ocymectsienus (3). Ilentun-aronuct peuentopa GIP, npencraBneHHbIi
dbopmyoit (IV):

P1-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-
A19-A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-
A38-A39-P? unu ero hapmaneBTUYECKH IPHEMIIEMAsT COJIb, THE:

P! mpencrasisier coboit H mu C ¢ anku;

P? npencrassier coboit -NH, mmm -OH,;

A13: npexncrasnsier coboit Aib, Ala mnu Lys;

Al4: npencrasiusier coboii Leu, Aib, Lys umu Lys(R);

A16: npencrasisier coboii Arg, Ser uiu Lys;

A17: npencrasisier coboii Aib, Ala, Ile, Glu, Lys wiu Lys(R);

A18: npencrasisier coboii Ala, His, Glu, Lys umu Lys(R);

A19: npencrasnser coboit Gln nnu Ala,

A20: npencrasisier coboii Aib, Ala, Gln, Arg unu Lys;

A21: npencrasisier codoit Asp, Asn, Lys umu Lys(R);

A24: npencrasisier coboii Asn wnu Glu;

A29: npencrasisier coboit Gln, Lys umu Lys(R);

A30: npencrasisier coboit Arg, Ser, Gln, Lys, Lys(Ac) wiu Lys(R);

A31: npencrasmsier coboii Gly, Pro unu neneumro;

A32: mpencrasysier coboii Ser, Gly wnu nenenuro;

A33: mpencrasnsier coboii Ser, Gly wnu nenenuro;

A34: npencrasisier coboii Gly wnm neneuuto;

A35: mpencrasnsier coboii Ala, Ser wiu nenenuro;

A36: npencrasisier coboii Pro wiu nenenuro;

A37: npencrasisier coboii Pro wimum nenenuro;,

A38: mpencrasiusier coboli Pro wim neneunto; u

A39: npencrasisier coboli Ser wim nenenuro;

rae B ocratke Lys(R) gacts (R) mpencrasnsier codoit X-L-, rne L mpencrasnsier codoi
auHKep U BeIOpaH u3 rpynmsl, coctosmeit uz 20EGgE, 20EGgEgE, G4gE, GGGGG, G5gE,
G5gEgE, G6, gEgEgE, OEGgEgE, OEGgEOEGgE, GGPAPAP u GGPAPAPgE;, u X
npencrasisieT Ci7-C,; 0nHOOCHOBHYIO KUCIOTY Wik C17-Cyy ABYXOCHOBHYIO KHCJIOTY.

[0015] Bapumant ocymectenenust (4). Ilentun-aronuct peunentopa GIP mo BapuanTty
ocyuiectByieHus (3) wiu ero apManeBTUIECKH pruemMyieMasi CoJib, TTie:

A17: mpencrasinsier coboii Aib, Ala, Ile, Glu umu Lys(R);

A18: mpencrasnsier coboti Ala, His, Glu wm Lys(R);

A21: npencrasisier coboit Asp, Asn mu Lys(R); u



A29: mpencrasnsier coboit Gln umu Lys(R).

[0016] Bapmant ocymectBienusi (5). Ilemtup-aronuct peuentopa GIP wmmu ero
(bapMaLieBTHUECKHU NTPUEMIIEMasi COJIb IO BAPUAHTY OCYIIECTBJIECHUS (4) IMEET pacCTBOPUMOCTB 110
MeHbIei mepe 15 mr/min B pocdaraom Oydepe npu pH 7,4.

[0017] Bapmant ocymectBienusi (6). Ilentup-aronuct peuentopa GIP wmmu ero
(bapMaLieBTHUECKH NTPHEMIIEMasi COJIb IO BAPUAHTY OCYINECTBJIECHUS (4) IMeeT pacCTBOPUMOCTB 110
menbIei mepe 30 mr/mi B pocdaraom Oydepe npu pH 7,4.

[0018] Bapumant ocymecteinenus (7). Ilentun-aronuct peunentopa GIP mo Bapuanty
ocymiecTByieHus (3) wiu ero papMaleBTUIECKH puemMyieMast CoJib, TTie:

A13: npexncrasisier coboit Aib mnu Ala;

Al4: npencrasisier coboii Leu, Lys nnmm Lys(R);

A16: npexncrasisier codoii Arg;

A17: npencrasnsier coboit Aib, Lys umu Lys(R);

A18: npexncrasinsier codoit Ala, Lys nnu Lys(R);

A20: npexncrasinsier coboit Aib;

A29: npencrasisier coboii Gln;

A30: npencrasisier coboit Arg, Ser uim Lys;

A31: npencrasnsier coboit Gly nnu Pro;

A33: npencrasisier coboi Ser wiu neieuuio; 1

A35: npencrassier coboii Ala wiu nenenuro;

rne L BeiOpan w3 rpymnbl, cocrosimert u3 20EGgE, 20EGgEgE, OEGgEgE,
OEGgEOEGgE, G5, GGPAPAP u GGPAPAPgE.

[0019] Bapuant ocywmectenenus (8). Ilentun-aronuct peuentopa GIP mo BapuaHTty
ocyuiectByieHus (7) wiu ero papManeBTUIECKH puemMyieMasi CoJlb, Te:

A14: npencrasnsier cobori Leu mmm Lys(R);

A17: npencrasnsier coboii Aib umu Lys(R);

A18: npencrasmisier coboit Ala mnmm Lys(R); u

A21: mpencrasnsier cobori Asp, Asn wiu Lys(R).

[0020] Bapumant ocymectBienusi (9). Ilemtup-aronuct peuentopa GIP wmmu ero
(hapMaLIeBTHUECKH NPHEMJIEMasi COJIb IO BAPUAHTY OCYIIECTBJICHHUS (8) MMeeT pacCTBOPUMOCTB 110
MeHbIei mepe 60 mr/mi B pocdaraom Oydepe npu pH 7,4.

[0021] Bapuant ocymectsiaenust (10). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymectsyienus (1) vu (2) unu ero papmanieBTHUECKH puemMyieMasi Cojib, rae A3 1 mpeacrapisier
coboii Gly, A32-A41 npencrasisier coboii neneunto; mu A32 npexncrasisier codboit Gly, mm 33-
A41 npencrasisier coOOH eIEeLHIO.

[0022] BapuanT ocymectsienus (11). Ilenrun-aronuct peuentopa GIP no mrobomy u3
BapuaHToB ocymectierus: (1)-(10) wmm ero dapmaueBTHYECKH MpUeMieMas COib, rae P2

npexncrasisier codoit -OH.



[0023] BapuanT ocymectsnenus (12). Ilenrun-aronuct peuentopa GIP no mrobomy u3
BapuaHTOB ocyIuecTieHus (2)-(12) mm ero ¢apmaneBTuuecku npuemnemas conb, rae Lys(R)
npencTasisieT co0oit octaTok Lys, u rne 60koBas menb yka3aHHOTO ocTtaTka Lys 3ameneHa Ha (R).

[0024] Bapuant ocymecteinenusi (13). Ilentun-aronnct penenropa GIP mo Bapuanty
ocymectBieHust (12) wnu ero ¢apmanesruuecku mnpuemyiemas cosib, rae Lys(R) mmm Km
(ucronp3yeMble B TAaHHOM JOKYMEHTE B3aMMO3aMEHsIeMO) IMpencTaBisieT coboi octatok Lys,
3ameutensbiii (R), a (R) mpencrasnen X-L-, roe L BeiOpan u3 20EGgE, 20EGgEgE, G4gE,
GGGGG, G5gE, G5gEgE, G6, gEgEgE, OEGgEgE, OEGgEOEGgE, GGPAPAP, u
GGPAPAPgE; u X npencrasinsier coboii C17-C, IBYXOCHOBHYIO KUCIIOTY.

[0025] Bapuant ocymectsnenus (14). Ilenrun-aronuct peuentopa GIP no mobomy u3
BapuaHToB ocyuecteiaeHus (2)-(13) wnu ero ¢Qapmanesrudyecku npuemsiemas coib, rae L
npeacrasisier coboit 20EGgEgE, OEGgEgE, 20EGgE, GGGGG, mmm GS5gEgE; n X
npezacrasisier co0oit Cig IByXOCHOBHYIO KHCIIOTY.

[0026] BapuanT ocymecteinenusi (15). Ilentun-aronnct penenropa GIP mo Bapuanty
ocymectBienust (14) wnm ero ¢apmaueBTHUECKH mpuemsemMas cojb, rae JjuHkep (L)
npexacrasisier coboii 20EGgEgE unu GGGGG, u (R) npencrasnsier coboii 20EGgEgE-C g
nByxocHOBHYO kucyioty wiu (R) npencrasnser coboit GGGGG-C g IByXOCHOBHYIO KHCIIOTY.

[0027] Bapuant ocyuiectienus (16). [Tentun-aronuct GIPR no mro6omy u3 BapuaHTOB
ocyiectBieHus (2)-(4), npeacrasieHHslii popmyJoi (V):

Me-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Ile-A13-A14-Asp-Arg-A17-Ala-
GIn-Aib-A21-Phe-Val-Asn-Trp-Leu-Leu-Ala-Gln-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-P2, unu ero papmManeBTUUECKH IPHEMIIEMAST COJTb, TIE

P? npencrasisier coboii -NH, nnm -OH,

A13: npexncrasisier coboit Aib i Ala;

A14: npencrasnsier coboii Leu, Lys mmu Lys(R);

A17: npencrassier coboit Aib, Lys mmu Lys(R);

A21: npencrasisier coboit Asp, Asn, Lys miu Lys(R);

A30: npencrasisier coboii Arg, Ser, Lys nimm Lys(R);

A31: npencrasisier coboit Gly wnu Pro;

A32: npencrasisier coboii Ser, Gly wnu nenenuro;

A33: npexncrasisier coboli Ser win nenenuro;

A34: npencrasisier coboit Gly wnm neneuuro;

A35: mpencrasisier coboit Ala nm penenuro;

A36: npexncrasisier coboii Pro nnm nenenuro;

A37: npencrasisier coboii Pro nnu nenenuro;

A38: mpencrasiusier coboli Pro wim nenennto; u

A39: npencrasisier coboi Ser win nenaenuro,

rne L mpencrasisier coboii 20EGgEgE nmmn GGGGG; u X npexacrasnsier codoit Cig

JBYXOCHOBHYIO KUCJIOTY.



[0028] Bapmantr ocymectBiaenuss (17). Ilentup-aronmct GIPR mno Bapuanty
ocymiectsyieHus (16) win ero papManeBTUUECKH MPUEMIIEMast COJIb, TIE:

A14: npencrasnsier coboti Leu mmm Lys(R);

A17: npencrasinsier coboii Aib mu Lys(R);

A21: npencrasisier coboit Asp, Asn mm Lys(R); u

A30: mpencrasmsier coboit Arg, Ser, Lys umu Lys(R).

[0029] Bapuant ocymectsienust (18). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymectsieHust (16) wmu (17) wim ero <¢apmaneBTHUECKH TpUeMiieMasi COJib, TIe
AMHHOKHCJIOTHAS MTOCIeN0BATENbHOCTE comepkut: P-Y-Aib-E-G-T-F-1-S-D-Y-S-I-A-Km-D-R-
Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-G-P?; rne Km npexcrasnsier coboii Lys-GGGGG-C g
IBYXOCHOBHYIO KHCJIOTY.

[0030] Bapumanr ocymectienuss (19). Ilentumg-aronucr GIPR mno Bapuanty
ocymectieHust (18) mnm ero QapmaneBTudecku npuemieMas Cojib, Ii€ aMHHOKHCIOTHAs
NOCJIEIOBATEIbHOCTD COJIEPIKUT:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-
G-OH; rne Km npencrasisier coboii Lys-GGGGG-C g AByXOCHOBHYIO KHCIIOTY.

[0031] Bapuant ocymectsienus (20). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymectBienus (16) wmmm (17) wmmm ero ¢apManeBTHUECKH TNpHeMieMasl COJb, T7e
AMHHOKUCIIOTHASI TIOCIIEN0BATEIbHOCTD conepuT: Pl-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-
Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-S-S-G-A-P-P-P-S-P?; rne Km mpexcraBiser coboii
Lys-GGGGG-Cyg AByXOCHOBHYIO KHCJIOTY.

[0032] Bapumantr ocymectsienuss (21). Ilentup-aronuct GIPR mno Bapuanty
ocymectBienust (20) wiu ero (apManeBTUYECKH MpUEMIIEMasi COJib, TA€ AMHHOKHCIIOTHAs
MOCJIEIOBATEIBHOCTD CONEPIKUT:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-
S-S-G-A-P-P-P-S-OH; rne Km npenacrasnsiet coboii Lys-GGGGG-C g AByXOCHOBHYIO KUCJIOTY.

[0033] Bapuant ocymectsienust (22). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymecteienust (16) wnu (17) wim ero (¢apmaleBTHUECKH TpUeMJieMas COJib, TOe
AMHMHOKMCJIOTHAsI TOCIENOBATENBLHOCT comepkut: PL-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-
Km-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-S-G-A-P-P-P-S-P?; rne Km mpexncrasnser coboi
Lys-GGGGG-C1g AByXOCHOBHYIO KUCJIOTY.

[0034] Bapmantr ocymectsienuss (23). Ilentup-aronuct GIPR mno Bapuanty
ocymectieHust (22) wim ero QapManeBTHYECKH NpuUeMiIeMasi COJib, II€ aMHHOKHCIIOTHAs
NOCJIEIOBATEIBHOCTD CONEPIKUT:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Km-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-
S-G-A-P-P-P-S-NH,; rne Km npencrasnsier coboii Lys-GGGGG-C,g IByXOCHOBHYIO KUCJIOTY.

[0035] Bapuant ocymectsienusi (24). Ilentun-aronuct penenropa GIP mo BapuanTty
ocymecteienust (16) wmu (17) wim ero (¢apmaleBTHUECKH TpUeMJieMas COJib, TIe

AMUHOKHUCJIOTHAsI TIOCNeNOBaTENbHOCTE comepkut. P1-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-



Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G -P2; rne Km npencrasmisier codoit Lys-20EGgEgE-
C 13 ABYXOCHOBHYIO KHCJIOTY.

[0036] Bapmanr ocymectBiaenuss (25). Ilentup-aronuct GIPR mno Bapuanty
ocymectieHust (24) wim ero QapManeBTHYeCKH NpuemieMasi COJib, II€ aMHHOKHCIOTHAs
MOCJIEIOBATEIBHOCTD CONEPIKUT:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G-
OH, rne Km npencrasmnsier coboti Lys-20EGgEgE-C g IByXOCHOBHYIO KHCIIOTY.

[0037] Bapuant ocymectsienust (26). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymectsieHust (16) wmmu (17) wim ero (¢apmaneBTHUECKH TpueMiieMas COJib, TIe
AMHHOKHCJIOTHAS TIOCNIENOBATENBLHOCTh conepkuT: Pl-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-
Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-G-P?; rne Km npexncrasnsier coboii Lys-20EGgEgE-
C 13 ABYXOCHOBHYIO KHCJIOTY.

[0038] Bapuanr ocymectienuss (27). Ilentug-aronucr GIPR mno Bapuanty
ocymecTBieHust (26) mnm ero QapManeBTUYeCKH NpuUemieMas COJib, Ile aMHHOKHCIOTHAs
MOCJIEIOBATEIbHOCTD COJIEPIKUT:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-
G-OH; rne Km npencrassier coboii Lys-20EGgEgE-C g IByXOCHOBHYIO KHCJIOTY.

[0039] Bapuant ocymectsienus (28). Ilentun-aronuct peunenropa GIP mo BapuaHTty
ocymectienust (16) wmum (17) wmm  ero  ¢apMaueBTHYECKH MpuUeMieMasi COJib, TJe
AMUHOKHUCJIOTHAS! MTOCJIEN0BATENBHOCTD comepskut: P-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-
Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-P-S-S-G-A-P-P-P-S-P%; rne Km npencrasisier coboii
Lys-20EGgEgE-C g 1ByXOCHOBHYIO KUCJIOTY.

[0040] Bapumant ocymectsienuss (29). Ilentup-aronuct GIPR mno Bapuanty
ocyuiectByieHus: (28) wnu ero (apManeBTUYECKH MpUEMJIEMasi COJib, A€ AMHHOKHCJIOTHAs
MOCJIEIOBATEIBHOCTD CONEPIKUT:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-
P-S-S-G-A-P-P-P-S-NH,; rne Km mnpencrasisier coboii Lys-20EGgEgE-C3 nByXOCHOBHYO
KHCJIOTY .

[0041] Bapuant ocymectsiaenust (30). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymectByienust (16) wmu (17) wim ero (¢apmaleBTHUECKH TpUeMJieMas COJib, TIe
AMMHOKMCJIOTHAsI TOCIENOBATENBHOCT comepkut: PL-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-
Aib-Km-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-S-S-G-A-P-P-P-S-P%; rne Km npexacrasnsier coboii
Lys-20EGgEgE -C 3 AByXOCHOBHYIO KUCJIOTY.

[0042] Bapuant ocymectsienust (31). Ilentun-aronuct penenropa GIP mo BapuaHTty
ocymecteienust (16) wmu (17) wim ero (¢apmaleBTHUECKH TpUeMJieMas COJib, TIe
AMHMHOKHCJIOTHAS MTOCJIEN0BATENBHOCTE conepkuT: PL-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-Km-D-
R-Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-R-G-P?; rne Km npexacrasnsier coboit Lys-GGGGG-C g

JBYXOCHOBHYIO KUCJIOTY.
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[0043] BapuanT ocymectsnenus (32). Ilenrun-aronuct peuentopa GIP no mrobomy u3
BapuaHTOB ocymectBienus: (1)-(31) wm ero ¢dapmaueBTHUecKn mpuemiemas conb, rae Pl
npexcrapisier coboit metuin-(Me), a P2 npencrasisier coboii -OH umn NH,.

[0044] BapuanT ocymectsienus (33). Ilenrun-aronuct peuentopa GIP no mrobomy u3
BapuaHToOB ocymecTsienus (1)-(32) wim ero ¢papmManeBTHIECKU MPUEMIIEMast COJTb, TAe TeNTHI-
aronuct peuenropa GIP umeer x03((UIIMEHT CENEKTUBHOCTH, BBIPAKEHHBIH KaK OTHOLICHHE
(ECso GLPIR /ECsy GIPR) Bbie 6omee 10, wu 6omnee 100, wau 6onee 1000, umu 6osee 100000.

[0045] BapuanT ocymectsienus (34). JlekapCTBEHHBIH Mpenapar, CoAep Kalii menTH -
aronuct peuenrtopa GIP mo mobomy w3 BapuantoB ocymectBienus (1)-(33) wmm ero
(bapMaLieBTHUECKN TIPUEMIIEMYIO COJIb.

[0046] Bapuant ocyuiectienus (35). @apmarieBTuyeckasi KOMIIO3UIMS, COAEpPIKaIas
nenTtua-aroHucT peuenropa GIP mo mobomy u3 BapuantoB ocymectierus (1)-(33) wmm ero
(bapMaLeBTHUECKU IPUEMIIEMYIO COJIb.

[0047] Bapuant ocyiuectsienus (36). [lentun-aronuct peuentopa GIP no mobomy u3
BapuaHToB ocymectBieHust (1)-(33), wim ero ¢dapmaueBTHYeCKH MpHEMIIEMasi COJib, HWIIH
JIEKapCTBEHHBbII TpenapaT N0 BapuaHTy ocyiuectBieHus (34), wimu (apmaueBTudeckas
KOMITO3HUIIHS [0 BAPUAHTY OCYILIECTBJIeHuUs (35), KOoTopbie BBOIASIT OOUH pa3 B Heaento (1 pasz/ven.)
IS JIEYeHUs] PBOTHI B KAU€CTBE MOHOTEPAITUH UJIM B KAUECTBE JIOTOJHUTENBHON TePantH.

[0048] Bapuant ocymectsinenus (37). [Ipumenenne nentuna-aronucra peuenropa GIP
1o JII0OOMy U3 BapuaHTOB ocy1necTnieHus (1)-(33), wiu ero conu, Win ieKapCTBEHHBIHN Mpenapat
Mo BapwaHTy ocyuiectBieHus (34), win (papMaleBTUYECKONH KOMIIO3UIMH IO BapHAHTY
ocyiecTByieHus (35) s MpOM3BOACTBA CYTPECCHBHOTO CPENCTBA MPH PBOTE HITH TOIIHOTE.

[0049] BapuanT ocymectsienus (38). [lentua no roO00My U3 BAPUAHTOB OCY IIECTBJICHUS
(1)-(33), unu ero coJsib, MM JISKAPCTBEHHBIH Mpernapar Mo BapUaHTy ocyuecTBieHus (34), wiu
(apmaLieBTHUECKAsT KOMIIO3HLMS TIO BAapUAHTy OCyLIeCTBICHUs (35) Ui NpUMEHEHHs ISt
MOJIABJIEHUS] PBOTHI MJTH TOIIHOTBL

[0050] Bapuant ocymectsienus (39). Cnocod npouIakTHKH WM JICUEHHsS] PBOTHI Y
cyObeKTa, BKIIOYAOI Ui BBeleHHE CyObekTy 3¢ (DeKTHBHOrO KOIMYECTBa MENTH/IA TI0 JIIOOOMY 13
BapuaHTOB ocymecTsieHus (1)-(33), wiu ero Coju, WK JIEKapCTBEHHOTO Mpernapara o BapHuaHTy
ocyectBieHus (34), i GpapMareBTHYECKOW KOMITO3ULIMH IO BAPHAHTY OCYIIECTBIEHHS (35).

[0051] Bapumant ocymectenerus (40). JlekapcTBeHHBIH mpemapara 1O BapUAHTY
ocyiectBieHus (34), npUMeHEeHNe 10 BapUaHTy ocyliecTBIeHUs (37), MeNnTH, JIeKapCTBEHHOE
npernapar win (apMareBTHIecKasi KOMIO3UIHS TI0 BapuaHTy ocymecTsienus (38), crocod mo
BapHaHTy ocyluecTieHus (39), rae pBOTa, pBOTA HJIM TOIIHOTA BBI3BAHO ONHUM MK Oolee
MATOJIOTUYECKUMHU COCTOSTHUSIMH WJTH PUYHHAMU, BIOpaHHbIMU U3 cienyromux (1)-(10):

(1) 3aboneBaHusi, COMPOBOXKIAIOINNECS] PBOTON MJIM TOIIHOTOM, TaKHE KaK racTpomapes,
THITOMOTOPHKA YKEJy JOUYHO-KUIIEYHOTO TPAKTA, IEPUTOHHT, OMYXOJIb OPIOLTHOMN IOJIOCTH, 3a110D,
JKEIJTy TOUYHO-KUIIeYHasi HEMPOXOANMOCTb, XPOHUYECKas ICEBIOHENPOXOIUMOCTh KUIICYHHKA,
(YHKIIMOHAIbHAST JUCIENCHsI, CHHIPOM LUKIMYECKOW PBOTHI, BBI3BAHHBIE XHMHOTEparuein

tomHOoTa U pBoTa (CINV), TOIHOTA W/WIKM PBOTA, CBSI3aHHBIE C TacTPOMAPE30M, XPOHHUYECKAs
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TOLITHOTA ¥ PBOTA HEYCTAHOBJICHHOW STHOJIOTHH, OCTPbI TAHKPEATUT, XPOHUYECKHU T TAHKPEATHT,
reraTuT, TUMepPKAJTHeMHus, OTeK MO3ra, BHYTPHYEPENHOe MOpakeHHe, HapylieHHe oOMeHa
BEIIECTB, TAaCTPUT, BbI3BAHHBIH WH(QEKIUEH, IMOocIeonepauuoHHoe 3aboneBaHue, WH(apKT
MHOKapa, MUTPEHb, BHYTPHYEPENHasi TUTIEPTEH3Ms 1 BHY TpUYEpenHasi THIOTeH3us (Hanpumep,
BBICOTHAs1 O0JIE3HB),

(2) pBoTa M/MM TOIIHOTA, BHI3BAHHBIE XUMHOTEPANIEBTHYECKUMH TpEenapaTaMu, TAKUMH
kak (1) ankwaupyroomue areHTbl (Hampumep, uukiodpochamMun, KapMyCTHH, JIOMYCTHH,
XJopaMOyIiII,  CTpenTo3oumH, aakapOasuH, wudochamun, Ttemozonomuna, Oycyibda,
OeHmaMyCTHH W MendanaH), LUTOTOKCUYECKHE AHTUOMOTHKH (Hampumep, NaKTHHOMHUIIVH,
nokcopyourud, MutoMuuuH-C, OJeOMHMUMH, 3TUPYOMLUMH, akTUHOMHUIMH D, ampyOuruH,
UapyONIMH, NAyHOPYOMIMH W NHpapyOMIMH), aHTUMeTabOIU4YecKHe AareHThl (Hampumep,
uTapaOuH, METOTpeKcaT, S-pTopypauui, 3HOUUTA0NH U KiodapaOuH), ankaiouabl OapBHHKA
(Hampumep, STONO3WA, BUHONACTHH M BUHKPHCTHH), OPYTHEe XMMHOTEPATIeBTUUECKHE AreHTHI,
TaKWe Kak LHCIUIATHH, NpoKapOasuH, TUAPOKCUMOYEBUHA, Aa3alUTHIUH, WPHUHOTEKAH,
uHTepdepoH anbha, MHTEPIEHKIH-2, OKCAIUIUIATHH, KapOOIUIATHH, HEJAIJIATUH U MUPHUILIATHH;
(i1) onnouaHbIe aHANBreTHKH (Harmpumep, MopduH); (iil) aroHUCTHI 10HAaMHHOBOTO PELENTOPa
DID2 (nmanpumep, anomopduH); (iv) KaHHaOMC W KaHHAOMHOWAHBIE MPOMYKTBL, BKIFOYAsS
CHHAPOM KaHHAaOMHOWIHOW rHnepeMesny,

(3) pBOTa MM TOLTHOTA, BHI3BAHHBIE JIy4eBOH OOJIE3HBIO HIIH JIy4€BOH Tepanuei rpy 1HOH
KJEeTKH, OpIOIIHOM TMOJOCTM W T.I, NPUMEHSEMOH Ui JIeYeHHs 3JI0KaYeCTBEHHBIX
HOBOOOpA30BaHUIA;

(4) pBOTA WK TOLIHOTA, BHI3BAHHBIE SIOBUTHIM BEIECTBOM HJIA TOKCHHOM,;

(5) pBOTa M TOIIHOTA, BI3BAaHHBIE OEPEMEHHOCTBIO, BKIIFOYAsi TUTIEPEME3NC OepEeMEHHBIX;

(6) pBOTa U TOIIHOTA, BBI3BAHHBIC BECTHOYJISIPHBIM HAPYIIEHUEM, TAKUM KaK YKaUYUBAHHE
WU TOJIOBOKPY KEHHE,

(7) oTMeHa OnMOHIOB;

(8) pBOTa M TOIIHOTA, BEI3BAHHBIE XPOHHMYECKOW TOIIHOTOH U PBOTOM HEYCTaHOBJICHHOU
STHOJIOTHH,

(9) BecTuOyIsApHOE HAPYLICHUE, TAKOE KaK YKAYMBAHUE HITH FOJIOBOKPYKEHUE, U

(10) ¢msmueckass TpaBMa, BBI3BIBAIOINAS JIOKAJIBHYI, CHCTEMHYIO, OCTPYHO WIIH
XPOHHUECKYIO OOJTb.

[0052] Bapuant ocymectsienus (41). Crocod nmo Bapuanty ocymiectsienus (39), rue
pBOTY JiedaT y CyOBEKTa, HE MPHHUMAIOIIErO JIEKAPCTBEHHBIH MpernapaTr sl KOHTPOJIS
MeTabOIMYECKOTO CHHIPOMA.

[0053] BapuanT ocymectsnenus (42). Ilenrun-aronuct peuentopa GIP no mrobomy u3
BapuaHTOB ocyuecTsieHns (1)-(33) unmm ero coib, rae NenTuI CENEKTHBHO aKTUBUPYET PELIETITOP
GIP u neMoHCTpUpYyET NPOTUBOPBOTHOE IEHCTBUE /71 ViVO, Y TIPU 5TOM IIPOTUBOPBOTHOE JIEHCTBUE
IOCTUraeTcs MyTeM JO3UPOBAHUS MENTHIAA A0 CYOBEKTY, HYKIAIOLIEMYyCsl B 3TOM, OAHMH pa3 B

HEJIEJII0, WJIM OJIUH pa3 B 5-7 OHEW, WIIN YEThIPE-1IEeCTh Pa3 B MECHLL.
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[0054] CnemyeT NMOHMMATh, YTO JaHHOE H300pPETEHHE HE OrPAHUYEHO KOHKPETHOU
METOJIOJIOTHEHN, TNPOTOKOJAaMM, peareHTaMM U T. I, ONHUCAHHBIMM B JaHHOM JIOKYMEHTE,
MOCKOJIbKY TaKOBbI€ MOTYT U3MEHsTbCs. Mcronb3yeMass B JaHHOM JOKYMEHTE€ TEPMHUHOJIOTHS
NPUMEHSAETCS TOJNBKO JJii ONMCAHUS KOHKPETHBIX BApUAHTOB OCYILUECTBICHUS U He
npeaHa3HadeHa Uil OrpaHH4YeHHuss OObeMa IaHHOTO H300peTeHHs, KOTOPBIH OIpeneseH
UCKITIOUUTENBbHO (opmynoit m3oOpereHus. [[pyrue mNpu3sHAKH U NPEUMYLIECTBA JAaHHOTO
n300peTeHNs] CTaHyT OYEBHIHBIMU W3 CIIEAYIOIIEro MOApPOOHOro OmucaHus, rpadUuyecKux
MaTepUajoB U GOPMY bl H30OPETCHHUS.

KPATKOE OITMCAHUE T PAOUYECKHX MATEPHUAJIOB

[0055] ®ur. 1. MnmroctpaTuBHbIe nentuabl-aroHucta peuentopa GIP nmo Hacrosimemy
n300peTeHmo0, KOTOpbIe MpeacTaBieHbl oo u3 hopmy (I)-(V).

ITOJAPOBHOE OITMCAHHME CYIIHOCTHU U30BPETEHU A

[0056] OmpeneneHue KaXAOro 3aMeCTUTENsl, UCIOIb3yEMOrO0 B JAHHOM OINHMCAHUW,
noapoOHO onmucaHo Huwxke. Eciu He yka3aHO MHOE, KaXbIH 3aMeCTHTENb MMEET Clelyrolnee
OTIpeAeNIeHuE.

[0057] B naHHOM ONMUCaHUU MPUMEPBI KaTOMa rajoreHa» BKIIYaT GTop, XjIop, OpoM u
HOI.

[0058] B nanHOM onmcanuu npuMepsl «C).q aIKUIBHOMN IPY B BKJIOYAOT METUJL, ST,
NpOMWJI, H30Mponm, OyTwi, u300yTHd, BTOP-OyTwi, Tper-OyTwi, MEeHTWI, W30IEeHTHII,
HEOMEHTHI, |-3TUINpOnu, rexcwi, u3orekcwn, 1,1-gumerunOytun, 2,2-aumerwnOyTun, 3,3-
IUMETHIOYTHIT U 2-3TUJIOY THII.

[0059] B naHHOM ONKMCAaHWUU TPHUMEPbl «HEOOS3aTeNbHO TrajoreHupoBaHHOW Ci
ANKWIBHON Tpynmby BKIHOYAT C) ¢ ATKWIBHYIO TPYIIY, HEOOsS3aTeIbHO UMEIOIIYI0 OT 1 1o 7
wi oT 1 1o 5 aromoB ranoreHa. Ee KOHKpeTHblE MPUMeEpPbI BKIIOYAIOT METUJI, XJOPMETHI,
mudropmeTis, TpuxjopMmerwi, TpudTopmerwi, 3T, 2-OpomdTi, 2,2,2-TpuTOPITHIL,
tetpadTOopaTUa, meHTadTopaTHN, npomwi,  2,2-nudTopnpornmi,  3,3,3-TpUTOPHPONHI,
uwsonponwt, Oytwn, 4,4,4-tpudTtopOyTun, wu300yTun, BTOP-OyTW, TpeT-OyTHN, TEHTU,
W30MEHTHJI, HEOTIEHTHII, 5,5,5-TpU(TOPIIEHTII, TEKCHIT U 0,6,0-TPUPTOPTEKCHIL.

[0060] B nanHOM onucaHuu npumepsl «C,_¢ aTKEHUIBHOMN TPy b BKIIOYAIOT 3TEHUI, 1-
NPONEHWI, 2-TPONeHm, 2-MeTwi-1-nponernn, 1-Oyrenmn, 2-Oytennn, 3-Oytenwn, 3-mMeTwi-2-
OyTenw, |-neHTeHWN, 2-NIEHTeHWI, 3-TICHTeHW, 4-TIeHTEeHWT, 4-MeTHII-3-TIeHTEHWT, |-TeKCeHWT,
3-reKCeHuNI U S-TeKCeHUI.

[0061] B nanHoM onucanuu npumepsl «C,.q alKMHUIBHOW TPYIIbDy BKIOYAIOT STUHUI,
I-nporuuun, 2-niporuuni, 1-Oytunun, 2-OyTtuHwi, 3-OyTuHwi, |-EHTHHW, 2-TIEHTUHWI, 3-
MEeHTUHW, 4-TIeHTUHWUN, |-TeKCUHWJ, 2-TeKCUHUJ, 3-TeKCUHWI, 4-TeKCUHWJ, S-TeKCUHUI U 4-
METHJI-2-TTIEHTUHUIL.

[0062] B pnanHom ommcanuu npumepbl «Cs.ig HUKIOAJIKHIBHOW TPYIIBD) BKIOYAOT
LUKJIONPONNJ, LUKIOOYTWIJ, LHUKJIONEHTWI, LHMKJIOTEKCWI, IUKJIOTeNTH, [HKJIOOKTHIL,

onnmkno[2.2. 1 rentwn, 6urmkino[2.2.2]okrun, Ouukio[3.2.1]oKTII U alaMaHTHIL.
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[0063] B naHHOM oOmNUCaHWUU TPUMEPHl «HEOOsI3aTeNbHO ranoreHupoBanHol Cs.g
LUKJIOANKUIBHON Tpynmb BKIOYAOT Cs.9 LHUKIOANKUIBHYIO TPYyIIy, HEOoOs3aTeIbHO
uMeromyr or 1 1o 7 wim ot 1 g0 5 atomos ranoreHa. Ee kOHKpeTHblEe MPUMEPBI BKIIOYAKOT
LIUKJIOTPOIIUIL, 2,2-mupTOPUUKIIOTIPOIIUIL, 2,3-1u TOPLUKIIOTIPOITHIL, LUKJIO0Y THII,
TG TOPUMKIOOY THII, UKJIOTIEHTIII, IUKJIOTEKCHII, IIUKJIOTENTHI U LIUKIOOKTHUIL.

[0064] B nanHoMm onmcanuu npumepsl «Cs.jg LUKIOAIKEHWIBHON IPYNIMbDy BKIOYAKOT
LUKJIONPONECHIWI, LUKJIOOYTEHWJ, LMKJIONEHTEHWI, LUKIOTeKCeHUJ, LUKJIOTeNTeHW U
LUKJIOOKTEHHUI.

[0065] B nanHoM omnucanun npumepsl «Cq.14 aPUIBHON IpynnbD BKIOYAOT (eHu, 1-
HadTun, 2-HadpTun, 1-aHTpun, 2-aHTPUI U 9-aHTPHIL

[0066] B nannom ommcanuu npumepsl «Cr.j¢ apalKUIBbHON IPYIIIBD BKIKOYAOT OSH3MU,
benern, HaQTUIMETUI U (PEHIITITPOTTHIL.

[0067] B nannoM omnmcanuu npumepbl «Cj¢ aJIKOKCUTPYIIbD> BKJIIOYAIOT METOKCH,
STOKCH, TPOMOKCH, H3OMPONOKCH, OyTOKCH, H300yTOKCH, BTOP-OyTOKCH, TpeT-OyTOKCH,
MEHTUJIOKCU U T€KCUIIOKCH.

[0068] B naHHOM OMNKMCAHUU TPHUMEPbl «HEOOs3aTeNbHO rajoreHupoBaHHOM Ci
AJIKOKCHTPYIITBD BKIFOUAIOT Ci.¢ aJIKOKCUTpyTITy, HE0Os3aTeIbHO UMEFOINY0 OT 1 10 7 miu ot 1
10 5 aromoB ranoreHa. Ee KOHKpeTHble NpHMEpbl BKIOYAIOT METOKCH, AH(TOPMETOKCH,
TpU(PTOPMETOKCH, 3TOKCH, 2,2,2-TpU(TOPITOKCH, NPOMOKCH, H3OMPOIOKCH, OyTokcu, 4,4,4-
TpupTOpOyTOKCH, N300y TOKCH, BTOP-OYTOKCH, IMEHTHIIOKCH U T€KCHIIOKCH.

[0069] B panHom omucanuu npumepbl «Cs.jp LUKIOATKHJIOKCHUTPYIIBD BKIIOYAOT
LUKJIONPOIUIOKCH, IIUKJIO0Y THIIOKCH, IUKJIONEHTUIIOKCH, [IMKJIOTEKCHUIIOKCH, LIMKJIOTENTUIIOKCH
U [IUKJIOOKTUJIOKCH.

[0070] B manHom omucanuu npumepbl «Ci.q aIKWITHOTPYIIBD BKIOYAIOT METUITHO,
STUJITHO, TPOMUJITHO, U30MPOIMITHO, OYTHITHO, BTOP-OYTHIITHO, TPET-OYTHIITHO, MIEHTUJITHO U
TeKCHJITHO.

[0071] B naHHOM oOmHMCaHWHM TPUMEPBI «HEOOs3aTeNbHO rajoreHupoBaHHOW Cig
ANKWJITHOTPY B BKIFOYAIOT C )¢ ANIKIITHOTPYIIY, HEOOS3aTENIbHO UMEIOINYI0 OT 1 10 7 uitH OT
1 no 5 aromoB ranoreHa. Ee KOHKpeTHbIE MPUMEPHl BKIIOYAIOT METHITHO, TU(PTOPMETHIITHO,
TPU(PTOPMETHITHO, STHITHO, TPOMUITHO, U3OMPONWITHO, OyTHITHO, 4,4,4-TpudTopOyTHaTHO,
MEHTHJITHO U FeKCUIITHO.

[0072] B nanHoM ommcanuu npuMepbl «Ci¢ aNKuI-KapOOHWIBHOHN TPYIIbD BKIFOYAIOT
aleTw), TPOMaHOWJ, OyTaHOWJ, 2-METHJINPOMAHOWJ, TEeHTAHOWI, 3-MeTWIOyTaHOWJ, 2-
MeTHJIOY TAHOMII, 2,2-TUMETHIIIPOTIAHOMII, TeKCAHOWT ¥ T€NTAHOMIL.

[0073] B maHHOM OMUCAaHHWK MPUMEPHI «HEOOS3aTeNIbHO rajioreHupoBaHHON Ci.q aJKUII-
KapOOHMIIBHOH Tpymnmbly BKIOUYAOT Ci¢ aNKHI-KapOOHWIBHYIO TpyIIy, HeoOs3aTeIbHO
uMermy or 1 1o 7 wim ot 1 g0 5 atomoB ranoreHa. Ee kOHKpeTHble MPUMEPBI BKIIOYAOT
aleTUyI, XJIOPALETHJI, TPUPTOPALETHI, TPUXJIOPALETW, NMPONAHOWI, OyTaHOWI, MEHTAHOMI U

I'CKCaHOMJI.
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[0074] B nanHOoM ormucanuu npuMepsl «Ci.¢ aTKOKCH-KapOOHUIIBHOH IPYMITBD BKIFOYAOT
METOKCHKApOOHMII, STOKCUKAPOOHWII, TIPOMOKCUKAPOOHMI, M30MPONOKCUKAPOOHUI,
OyTOKCHUKapOOHWI, H300YTOKCUKAPOOHMWI, BTOP-OyTOKCHKApOOHMI, TpeT-OyTOKCHKapOOHWI,
NEHTUIIOKCUKAPOOHUI M Te€KCHIIOKCUKAPOOHIIT.

[0075] B nanHOoM ommcannu npumepsl «Ce. 4 apriI-kapOOHWIBHON TPYIIIBD) BKIFOYAIOT
oensom, 1-HadToun u 2-Hadrowm.

[0076] B pmanHom onucanuu mnpumepbl «Cr. apankui-kapOOHMJIBHOW TPYTIITbD
BKJIFOYAOT (peHMIIALETIT U (PEHUIITPOTTHOHMIL.

[0077] B  pmaHHOM  omucaHuu — npumepbl  «5-14-uneHHOW — apoMaTU4eCcKOH
reTePOLMKINIKAPOOHMIBHONW TPYNIbD) BKIIOYAOT HUKOTHHOWI, W30HHUKOTUHOWJ, TEHOWUT U
bypon.

[0078] B nanHOoM onucaHuM HOpuMepbl  «3-14-dneHHOW  HeapOMaTU4eCKOH
reTepOLMKINIKApOOHMIBHON TPy IIIIBD) BKJTFOUAIOT MOPQOIMHUIKAPOOHNU,
MHUNEPUAMHIIKAPOOHWIT ¥ TUPPOTUINHUIKAPOOHHIL.

[0079] B nmaHHOM OmMUCAaHUM MPUMEPbl «MOHO- WU OU-C)g aNKUI-KapOaMOMIBHOMN
IPYIIIBD BKIFOYAIOT METHIIKapOaMOWII, STUIKapOaMOWII, AUMETHIKapOAMOWIT, TUSTHIIKAPOAMOUIT
u N->Tun-N-MeTuinkapOoaMont.

[0080] B manHOM ommcaHHM TPUMEPBI «KMOHO- WU AU-Cq.16 apHIIKUI-KapOaMOMIBHOMN
IPYIIIBD BKIOYAOT OeH3MIKapOaMOmI U (heHeTHIIKapOaMOnII.

[0081] B nanHOM onmcanuu npumepbl «C.¢ aNKUICY IbHOHUIBHON MPYTNbD BKIIOYAIOT
METHIICY Tb(POHMUI, STUIICY Tb(POHMUI, TIPOMIIICY Ib(HOHMUIT, U30TPOIHIICY Tb(HOHMUI,
OyTUIICY TP OHUI, BTOP-OY TUIICYIBGOHIIT U TPET-Oy THIICY JIb() OHKIL.

[0082] B naHHOM oOmHMCaHWKM MPUMEPBI «HEOOs3aTeNbHO rajoreHupoBaHHOW Cig
ANKIWICY I OHMIIBHOM IpynIby BKIHOYAOT Ci.¢ AIKHICYIbQOHUIBHYIO TPYIITY, HEOOs3aTeIbHO
uMeromyr ot 1 no 7 wiu ot 1 1o 5, atomoB ranoreHa. Ee KOHKpeTHbIE MPUMEPHI BKJIIOYAOT
MeTHICYIb(POHWI,  AUGTOPMETHICYIbOOHMI, TPUPTOPMETHICYIBGOHUI,  STHICYIbPOHUIL,
nponuicyabGoHm, u3onpomuicyibdonmw, Oytmicynbdonwt, 4,4,4-tpudropOyTrncyibGhoHu,
NEHTUJICY TbGOHIIT M TEKCHJIICY JTb(POHMIL.

[0083] B nanHom ommcannu npumepsl «Cg. 4 apHICYIb(GOHUIBHON TPYIIIIBD BKIOYAIOT
benmncyapdonmn, 1-Hadgruncynbdormt u 2-HadTHICY TIBGOHIUIT.

[0084] B nmaHHOM oOmNMCAaHUU TPUMEPHI «3aMECTHUTENSD» BKJIIOYAIOT aTOM TraJlOreHa,
LIUAHOTPYIIy, HUTPOTPYNIy, HEOOA3aTENbHO 3aMEINEHHYI YIJIEBOAOPOAHYIO TPYIIY,
HEeoO0s13aTeNIbHO 3aMEIEeHHYI0 TeTEPOIHKINIECKYIO TPYIINY, alMJIbHYI0 TPYIINY, HEOOs3aTeIbHO
3aMELICHHYI0 aMHHOTPYINy, HeoOs3aTeNbHO 3aMELIeHHYI KapOaMOWIBHYIO — TPYIINY,
HEeoOsI3aTeNIbHO 3aMELICHHYI0 THOKapOAMOWJIBHYIO TpPYIIy, HEOOsS3aTeNIbHO 3aMEIleHHYIO
CyIb(paMOMWIBbHYIO TPYMIy, HeoOs3aTeNbHO 3aMELICHHYI) THAPOKCHUTPYIITY, HeoOs3aTeIbHO
3aMeIneHHy o cynbhanmibayo (SH) rpynmny v HeoOs3aTeTbHO 3aMEIeHHY 0 CHJIFIIBHY IO TPYTIITY.

[0085] B naHHOM ONHMCAaHWUM TIPUMEPBbI «YTJIEBOAOPOAHOM TPyNmbl» (BKIOUAs
«YTJIEBOJOPOIHYIO TPYIIY» M3 «HEOOS3aTeNbHO 3aMEIIEHHOW YIJIEBOIOPOJHOW TPYIIIbD))

BKIIOUatoT C)¢ ankunbHyo rpynmny, C,¢ ankeHuibHyo rpynny, C,¢ ankuHuibHyo rpynny, Cs.
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10 LMKJIOANKIWIbHYO Tpymmy, Cs. o WUKIOANKeHWIbHYIO rpymmy, Ce.14 apuibHyto Tpymnmy U Coj6
ApaKUJIBHYIO TPYIIIY.

[0086] B maHHOM OmMHMCaHWU TPUMEPBI «HEOOS3aTETPHO 3aMEIIEHHON yTJIEBOAOPOIHON
IPYNIbD BKJIIOYAOT YTJIEBOAOPOAHYIO TPYIIY, HEOOS3aTeNIbHO UMEIOIYE) 3aMEeCTHTEINb(-H),
BBIOpAaHHBIN U3 CEAYIOIIeH 3aMeIaroIel TPy sl A.

[3ameraromas rpymnmna A |

(1) atom ranoreHa,

(2) HuTporpymnmna,

(3) unanorpymma,

(4) okcorpymnmna,

(5) runpokcurpymra,

(6) HeoOs3aTenbHO ranoreHupoBanHas Cj.q ATKOKCUTPYTINA,

(7) Ce.14 apunokcurpymnna (Hanpumep, peHokcH, HaQpTOKCH),

(8) C.16 apankunokcurpymmna (Harnpumep, OEH3UIOKCH),

(9) 5-14-unenHas apoMaTH4eCKasi reTePOLMKIIMIIOKCUTPY I (HAPUMEp, MUPUIUIOKCH),

(10)  3-14-unenHast  HeapoMaTH4ecKash  Te€TEPOLMKIMIOKCHrpymma  (Hampumep,
MOP(}ONMHUIOKCH, MUIEPUAHHUIOKCH),

(11) Cy.¢ ankun-kapOOHUIOKCUTPYTINA (HATPUMED, alIeTOKCH, MPOTAHOMIIOKCH),

(12) Cs.14 apun-kapOboHmIOKCHTpynna (Hampumep, OCH30MJIOKCH, 1-HaQTOWIOKCH, 2-
Ha( TOUIIOKCH),

(13) C,¢ ankokcu-kapOOHMJIOKCHUrpynma  (HampuMep, METOKCHKapOOHUIIOKCH,
STOKCHKAPOOHHMIIOKCH, TIPOTIOKCUKAPOOHUIIOKCH, Oy TOKCUKAPOOHUIIOKCH),

(14) MOHO- WIH m-C g AJKWJI-KapOaMOMJIOKCUT Py ITa (Hampumep,
METHIIKapOAMOMIIOKCH, 3TUIKapOAMOMIIOKCH, TUMETUIIKAPOAMOMIOKCH, TUI THIKAPOAMOUIIOKCH),

(15) Ceqs  apun-kapOamowniokcurpynmna  (Hampumep,  (GeHUIKapOAMOHUIIOKCH,
Ha(pTUIKApOAMOUIIOKCH),

(16) 5-14-uneHHast apomaTuUyecKkasi TeTePOLMKIMIKAPOOHUIOKCUTPYINa (HampuMep,
HUKOTUHOUJIOKCH),

(17) 3-14-uneHHasi HeapoMaTH4YeCKas TeTePOLMKIMIKAPOOHUIOKCUrpya (Harmpumep,
MOP(POTMHIIKAPOOHUIIOKCH, MMUTIEPUANHUIKAPOOHUIIOKCH),

(18) nHeoOs3aTenbHO TanmoreHupoBaHHasi Ci.g ATKUICYTH(MOHIIOKCUTPYNA (HATIPUMED,
METHJICY Tb(POHUITOKCH, TPUPTOPMETHIICY IbHOHUIOKCH),

(19) Ce.14 apuicynbOHMIOKCUTPYTa, HeoOs3aTesbHO 3aMerieHHass Ci.q aJKWUJIbHOU
rpymnmnoi (Harnpumep, $eHUICYIbPOHUIOKCH, TOY OJICY IbGOHUIIOKCH),

(20) HeoOs3aTenpHO rajorenupoBaHHas Ci.q ATKUITHOTPYIIA,

(21) 5-14-uneHHast apoMaTHUECKas TETEPOLIUKINYECKAs TPYIIIA,

(22) 3-14-unenHas HeapOMaTHYECKAasi FETEPOLIMKIMYECKAs! TPYTIIa,

(23) dpopmunbHas rpymmna,

(24) xapOoxkcurpymra,

(25) Heobs3arenpHO ranorenupoBanHas Ci.q aTKUI-KapOOHMIIbHAS TPYIINA,
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(26) C¢.14 apun-xapOOHMIIbHAS TPYTINIA,

(27) 5-14-unenHast apoMaTHUYECKasi T€TEPOLMKIIIIKAPOOHIIIbHAS TPYTINA,

(28) 3-14-unenHast HeapoMaTHYECKast reTEPOLMKIMIKAPOOHUIIbHAS TPYIINA,

(29) C,.¢ ankoxcu-kapOOHUIIbHAS TPYTINA,

(30) Cg.14 apunokcu-kapOOHMIBPHA rpynna (Hampumep, ¢eHunokcukapOonmn, 1-
HaTUIOKCUKAapOOHMII, 2-Hap THIIOKCUKApOOHWII),

(31) Ci.46 apankuiokcu-kapOOHMNIBbHAS Tpymnmna (Hampumep, OEH3UIOKCUKApOOHMI,
(b eH>THIIOKCUKapOOHII),

(32) xapOamousbHas rpymnmna,

(33) TnokapOamounsbHas TpyIa,

(34) mono- unu 1u-C ¢ ankun-kapOaMouiIbHas Tpynmna,

(35) C¢.14 apun-xapbamonnpHas rpynmna (Hanpumep, peHunkapoaMomn),

(36) 5-14-unenHasi apoMaTHuecKas reTepOLMKIMIKapOaMOniIbHAs rpynmna (Hampumep,
NUPUIMIIKApOAMOMJI, THEHWIIKapOaMO),

(37) 3-14-unennas HeapoMaTHYeCKasl reTEPOLMKIIIIKApOAMOMIbHAS IpyIna (Hanpumep,
MopdonuHmIKapbaMon, TunepuInHIIKapOaMon),

(38) HeoOs13aTenbHO rajorenupoBanHast Ci.q aNKUICY Ib(OHUIBbHAS TPYTINA,

(39) Cs.14 apuncynbpOHMIBHAS TPYIIIIA,

(40) 5-14-uneHHasi apoMaTH4ecKas TeTEPOLMKIMWICYJIb(OHUIbHAS Tpymnna (Harmpumep,
MUPUARICY Tb()OHII, TUEHIIICYJIB(POHII),

(41) HeoOs3aTenbHO ranorenupoBanHast C . ATKUICYIb(UHUIbHAS TPYTITIA,

(42) C4.4 apuncynbpuauiabHas rpynmna  (Hanpumep,  deHwncynbbuHmn, -
HadTuncynbunmi, 2-HadruncynbHunm),

(43) 5-14-uneHHas apoMaTHYeCKasi TeTEPOLMKIMICYIbQUHMIbHAS Tpymna (HampuMep,
MUPUARICY Tb(QUHII, THSHWICY Tb(UHIII),

(44) amusOTpYyMNA,

(45) mono- wmm nu-Ci¢ ankuiaMuHOTpymna (HampuMep, METHJIAMHHO, 3THJIAMHHO,
NPOIHIAMHHO, U30TPOINUIIAMUHO, Oy THJIAMHHO, TUMETUIIAMHUHO, IUSTUIAMUHO,
TUMPOIUIAMUHO, IOy THIIAMUHO, N-3THII-N-METHIIAMHHO),

(46) mono- wn 1u-Cg.14 apuaMuHOTpy Iy (Harpumep, GeHmIaMIHO),

(47)  5-l4-umeHHass  apoMaTHuYeCKas  TeTePOLMKIMJIAMUHOrpynmna  (Hampumep,
MUPUAHIIAMHHO),

(48) C1.16 apankunaMuHOrpymna (HarpuMep, OEH3UIAMHHO),

(49) popmunamuHOTpyIIIA,

(50) Cy.¢ amkun-kapOOHHIAMHHOTPYINNA (HAMPUMED, ALETHJIAMHHO, MPOIAHOMIAMHHO,
OyTaHOMJIAMUHO),

(51) (Cs amxun)(Cre ankun-kapOoHMI)amMuHOrpymnma (Hampumep, N-anern-N-
METHJIAMUHO),

(52) Ceag4 apun-xkapOoHMIamMuHOrpynma  (Hampumep,  (eHHIKapOOHHIAMHHO,

Ha THIIKapOOHUIIAMUHO),
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(53) Cis ankokcu-xkapOOHMIAMUHOTpyNNa (HAMPUMEP, METOKCUKapOOHHMIAMHHO,
3TOKCHKaPOOHMIIAMIHO, NPOTIOKCUKAPOOHMIIAMUHO, OyTOKCHKapOOHHMIIAMHHO, TpeT-
OyTOKCUKapOOHUIIAMHHO),

(54) Cr.16 apaJKMIOKCH-KapOOHUIIAMHHOT Py ITIa (marpumep,
OeH3MIOKCUKAPOOHUIIAMITHO),

(55) Ci¢ ankuncynppaHunaMuHOTpyNna (Hampumep, METUICYJIb(OHMIAMHHO,
STUIICYIb(OHUIIAMUHO),

(56) Cg.14 apuncynppoHnIaMUHOrpy A, HeoOs3aTenpHO 3aMerneHHast Ci.q aJKUJIbHON
rpymnmnoii (Hanpumep, ¢eHUICYIbGOHUIAMUHO, TOJIY OJICYIb(OHUIAMUHO),

(57) neobs3arenbHO ranorenupoBanHas Ci.q aKUIIbHAS TPYIINA,

(58) C,.¢ ankeHunbHas rpy1Ia,

(59) C,.¢ ankuHMIBHAS TPYyTIIA,

(60) Cs.1p UUKIIOATKUIIbHAS TPYIIIIA,

(61) Cs.1p UUKIOATKEHUIIbHAS TPYIINA U

(62) Ce.14 apumbHas rpymmna.

[0087] Konm4ecTBO BBILICYTIOMSIHYTBIX 3aMECTHTENIEH B «HEOOS3aTeNbHO 3aMELIeHHON
YIJIEBOJOPOAHON IpyIne» cocTaBisieT, Hanpumep, ot 1 1o S unu ot 1 go 3. Korpa konudecTsBo
3aMECTUTENIell pPaBHO JBYM WIM 0Oojee, COOTBETCTBYIOIIME 3aMECTHUTEIH MOIYT OBITh
OJIMHAKOBBIMM WJIM PA3HBIMHU.

[0088] B naHHOM ONMMCAaHMM TPUMEPBI «TE€TEPOLMKINYECKON TPy (BKIOUAs
«TETEPOLMKINYECKYIO TPYIIY» B «HEOOS3aTENIbHO 3aMELICHHOW MeTePOLUKINYECKON IPYTIIe )
BKJIIOUAKOT (1) apOMaTHYECKYK TeTEepOLUKINYecKyro rpymmy, (i) HeapoOMaTUYECKYIO
reTepOLMKINYEeCKY 0 rpynmy U (iii) 7-10-4JIeHHYr0 MOCTHKOBYIO TFe€TEPOLIMKINYECKYIO TPYIIY,
Ka)1asl U3 KOTOPBIX COJEPKHUT B KAYECTBE KOJIBLIEBOTO aTOMa, KpOMe aToma yriepona, ot 1 no 4
reTepoaToMoOB, BBIOPAHHBIX M3 aTOMA a30Ta, ATOMa CepPhbl U aTOMa KHCIOPOAA.

[0089] B naHHOM omMCaHUU MPUMEPBI KAPOMATHUYECKON TNeTepOLUKINYECKON TPYIIbD
(BirOUast «5-14-4JIeHHYI0 apOMATHYECKYH T€TEPOLHMKINYECKYIO TPYIIY») BKIOYAIOT S5-14-
wieHHy (Hampumep, S5-10-wieHHYK) apOMaTHYeCKyK) TeTepOLHKINYECKYI TPYIIy,
COIEpKAIIyI0 B KadecTBE KOJIBLIEBOTO aroMa, KpoMe aroma yriepoaa, or 1 1o 4 artomsl,
BBIOpPAHHBIX M3 aTOMa a30Ta, aTOMa CEPbI U aTOMa KUCIOPOA.

[0090] IIpumepbl «apoOMaTUYECKON reTepOLUKINYECKON IPyIIbly BKIOYAIOT S5- UIH O-
YJIEHHbIE MOHOLIMKJINYECKIE apOMATHUYECKHE TeTePOLMKINYECKHE TPYIIIbl, TAKUE KaK THEHMJ,
bypu, TUPPOIIII, UMHAA30JIMIL, TTHPA3OJINI, THAZOJIMII, H30THA30JINII, OKCA30JIHII, U30KCA30JIUIL,
MUPUAWI, TUPA3UHUIL, TUPUMUIUHWI, Upuaasuaui, 1,2 4-oxcaguasonun, 1,3,4-okcaanazonud,
1,2,4-tuanunazonun, 1,3,4-TMaanaszonui, TPUA3O0JW, TETPA3OJW, TPUA3UMHWI U T.IL;, U 8-14-
YJIeHHbIE KOHICHCHUPOBAHHBIE TONMULIUKINYECKHE (Hampumep, OW- WM TPULUKIHMYECKHUE)
apoOMaTUYeCKHe TeTePOLMKINYECKHe TPYIbl, Takue Kak OeHzoTHodeHms, OeH3odypaHun,
OEH3UMHMIA30/IMI, OEH30KCA30/IWI, OEH3U30KCA30JIMI, OEH30THA30IMI, OEH3U30THA3OJIUII,
OeH30Tpraz oI, UMHUIA30THPUINHUIL, TUEHOTIUPUITHUIL, byponupuIuHII,

MUPPOJIOTTUPUANHNIIL, MUPa30JTONMUPUINHAIIL, OKCa30JIONUPUAWHNII, THA3O0JIOMMUPUAUHNII,



18

UMHUIA30NUPA3UHII, HMMHUIA30NMUPUMUANHWI,  THEHONMPUMHUIUHII,  (QypONUPUMHUANHUIL,
MUPPONIONUPUMUANHNIL, MHPa30JONUPUMHUIANHNI, OKCa30JIONUPUMUNHU,
THUA30JIONMPUMHUANHAT, MUPA30IOTpUasuHW, HadTo[2,3-b]Tnernn, HeHOKCATUUHWI, WHAOIUIL,
u3onHAonwn, 1H-uHgasomwn, mypuHWI, U30XUHOIWI, XUHONWN, (ranaswHWI, HaAQTHPUAUHWUIL,
XUHOKCAQJIMHWJI, XWHA3OJMHWI, LUHHOJUHWI, KapOazonuy, B-kapOonauHwi, (HeHaHTPUIUHUI,
aKpuauHWI, GeHasnHwI, GeHOTHa3HHUI, (PEHOKCA3HHUI U TOMY NOJO0HOE.

[0091] B naHHOM OnucaHUM NPUMEPHI K HEAPOMATUYECKON MeTepOLIMKINYECKOM TPy IIbD
(BirOUas «3-14-4ieHHYI0 HEAPOMATUYECKYIO IeTePOLMKIMYECKYIO TPYIITy») BKIOYAOT 3-14-
wieHHyO (Hampumep, 4-10-uneHHYI0) HEapOMAaTHYECKYI TIe€TEePOLUKINYECKYI0 TPy,
COZEp KaLIyI0, B KAYECTBE KOJIbLIEBOIO aTOMa, KpPOME aToMa yIriiepozaa, ot 1 10 4 rerepoatoMos,
BbIOPAaHHBIX M3 aTOMA a30Ta, aTOMa CEPbI U aTOMa KUCIOPOA.

[0092] Ilpumeprl «HEApOMATUYECKOW TI€T€POLUKINYECKOW TIPYyNMbDy BKIOYAKOT 3-8-
YJIEHHblE MOHOLMKJINYECKHE HeapoOMaTHYeCKUe TIeTepOLUKINYEeCKUe TIPYMIbl, Takue Kak
AQ3UPUAMHMI, OKCUPAHWJI, TUUPAHWUI, A3€TUAUHWI, OKCETaHWJ, THETAHWJ, TeTParugpOTUEHU,
TeTparuApodypaHmwi, MUPPONUHMUI, NHUPPOIMAMHWI, HMHIA30JMHWI, HUMHIA30JHIMHII,
OKCA30JIMHUJI, OKCAa30JUAMHWI, NHUPA3OIUMHWI, MUPA3OJUIMHUI, THA30JUHWI, THUA3OJUIUHUI,
TETPAruAPOU30TUA30IUI, TETPATUAPOOKCA3ONIUII, TETPAruAPOU300KCA3O0IUIL, TMHUIICPUIUHNIL,
MUNEePAa3UHUIL, TETPAruAPONUPUANHUIL, JUTUAPONUPUIUHNII, JUTHAPOTUONIHPAHUIL,
TETPArUAPONUPUMUINHII, TETPArUAPONUPUIAAZUHII, JUTHAPONHUPAHUI, TETPAruApPONUPAHUI,
TeTParuAPOTHONHUPAHII, MOP(ONUHUI, THOMOP(ONMHII, a3emnaHWy, AHA3CTaHW, a3eMHHNI,
OKCEMaHWJI, Aa30KaHWI, JHa30KaHUA W T.a.; U 9-14-yneHHble KOHAEHCHUPOBAHHbBIC
MOJINLUKIINYECKIEe (Hampumep, ou- 12051 TPULMKIIUYECKHE) HeapoMaTHYecKue
reTepPOLMKINYECKHe TPYIIbL, TaKHe KakK IUrHAPOOEH30(ypaHWs, AUTHAPOOEHIUMHIA30JIHIL,
TUTHIPOOEH30KCA30MHI, TUTHAPOOEH30THA3ONUI, TUTHAPOOEH30THA30MW, TuruaponadTo[2,3-

b]TueHuUn, TETPArMAPOU3OXUHONMII, TEeTPArHAPOXUHOMWL, 4H-XUHOMU3MHUJ, WHIOJUHUIL,

W30UHJOJIMHMUIL, TETParuApOTUEHO|[ 2,3 -C |mUpUuaANHI, TeTparuapoOeH3a3eMuHIII,
TETPAruAPOXMHOKCATMHUIL, TeTparuapopeHaHTPUITHILI, rekcaruipoheHOTHAZUHILI,
rekcaruipoheHOKCa3MHUIL, TeTparuapoQTaTa3suHuLI, TeTparuapoHaGTUPUIUHILI,

TETPAruIPOXUHA3OIUHIII, TETPATUAPOLMHHOIUHII, TETParuApoKapOa3oImi, TeTparuapo-p-
KapOONIMHWI,  TETPArHIPOAKPUAUHII, TETPAruapopeHa3HHWI, TeTPAruJPOTHOKCAHTEHUI,
OKTaruApON30XUHOJINI U T.II.

[0093] B nanHOM omucaHuu mpumepsl «7-10-41€HHOM MOCTHKOBOH IreTE€POLIMKINIECKOM
TPYIITBD BKIIOYAKOT XUHYKIUAWHWII U 7-a3a0unukino| 2,2, 1 Jrentasm.

[0094] B naHHOM ONUCaHUU TIPUMEPHI «a30TCOAEPIKALIEH T€TEPOLIUKINIECKON TPy bl
BKJIFOYAKOT «T€TEPOLUKINYECKYIO IPYIILy», COAEPKALIYIO IO MEHBLIEH Mepe OIHMH aTOM a30Ta B
Ka4eCTBe KOJBLIEBOIO aTOMA.

[0095] B HacTOsIeM ONKWCAHUM TPUMEPBI  «HEOOS3aTENbHO  3aMEelIeHHOU
TeTEePOLMKINIECKON TpyNIbDy BKIOYAIOT TEeTEPOLMKINYECKYIO TPYIIy, HeoOs3aTeIbHO

UMEOINYIO0 3aMECTUTENb(-1), BBIOPAHHBINA U3 BBILIEY TOMSHYTOH 3aMEIIAI0IIEeH rpyIbl A.
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[0096] UYwmcno 3amecTuTeNnell B «HEOOS3aTENbHO 3aMEIIEHHON TIeTepOLUKINIeCKON
rpymme» paBHO, Hampumep, ot 1 mo 3. Korma umcino 3amectureneii paBHO ABYM WM Oolee,
COOTBETCTBYIOIUE 3aMECTUTEIN MOTYT OBITh OTMHAKOBBIMU HJTH PA3HBIMU.

[0097] B naHHOM OMUCAaHUMU TMPHUMEPHI «ALWJIBHOW TPYIIBD BKIIOYAET (POPMIIbHYIO
rpymmy, —KapOokcurpymmy, —KapOaMOWJIBHYKO — TIPyHIy, THOKapOAMOWJIBHYIO  TPYIIY,
cyabpuHOrpymIy, cynbporpymnmy, cyabhaMouibHyr rpynmny U (GochoHOrpymmy, Kaxnas u3
KOTOPBIX HeoOs13aTenbHO nMeeT « 1 umu 2 3amecturens, BeiOpanHble u3 Ci.¢ aNKUIBHON TPYIIIEL,
C,.¢ ankeHunbHON rpynnel, Cs.jg HUKIOATKUIbHON rpynnel, Cs.j9 LUKIOAIKEHUIBHON IPYIIHL,
C6.14 apunpHOM rpynnel, C,.¢ apalkuibHON rpynmbl, S5-14-ujeHHON apoMaTH4ecKOn
reTepOLUKINIECKON Ipynnbl U 3-14-4jeHHOM HEapOMAaTHUYECKOM IeTepOLUKINYECKONU IPYIIIL,
KOKABIA U3 KOTOPBIX HeoOs3aTesibHO mMeeT OT 1 1o 3 3amecTturenel, BHIOPaHHBIX U3 aToMa
rajoresa, HeoOs3aTeNbHO rajoreHupoBaHHON C g AJIKOKCUIPYMIbL, THAPOKCUTPYIIIEL,
HUTPOTPYTIIBI, IUAHOTPYIIIIbI, AMUHOTPYIIIIBEI M KapOaMOMIBHON TPYIIIIBLY.

[0098] Ilpumepbl «aluIbHONW TpynmbDy (Takke Ha3blBaeMOW «AC») TaKKe BKIIIOYAIOT
YTIE€BONOPOA-CYIb(POHUIBHYIO TPYIITY, T€TePOLUKIWICYIb()OHIIBHYIO TPYIINY, YIJIEBOAOPO.-
CyIb(QUHIIBHYIO TPYTITY U FeTePOLMKIIICY IbOUHUIBHYIO MPYIILY.

[0099] B HeKOTOpBIX BapHaHTaX OCYIIECTBJCHUS YIJIEBOAOPOA-CYIb(OHUIbHAS TpyIINa
O3HA4aeT  CBSI3aHHYI C  YIJIEBOJOPOAHOM  Tpymmodl  CyJb(OHWIBHYIO  TpyImIy,
reTepOLIMKIWICY Ib(QOHIIIBHAS TPYINa O3HAYAET CBS3aHHYIO C TETePOLMKJINYECKON TIPYIIOi
Cynb()OHUIBHYIO TPYMIy, YIJIEBOAOPOA-CYIb(QUHIIbHAS TPYINa O3HAYAET CBS3AHHYIO C
YTJIEBOAOPOAHON Tpymmnod CyJab(GUHUIBHYIO TPYIIy, TeTEePOLMKIWICYIb(UHIIIbHAS TpPyTIa
O3HA4aeT CBS3AHHYIO C T€TEPOLMKINYECKOHN rPyNIoi CyIb(UHIIBHYIO FPYTIITY.

[00100] Tlpumepbl «auUWIBHOH TPYNIb»  BKIIOYAT  (QOPMIIBHYIO — TpYyIIy,
kapookcurpymny, Cig ankunkapOoHwiIbHYI0 rpymnny, Cpe amKkeHWIKapOOHHJIBHYIO TPYIIIY
(mampumep,  kporoHownd), Csqp  UUKIOANKWIKApPOOHWIBHYIO — Tpymmy  (Hampumep,
UKJI00y TaHKapOOHMI, LIMKJIOTICHTAaHKApOOHWIL, LUKJIOr€KCAaHKapOOHMII,
ukJorenrankapoonmn), Cs.jp UUKIOATKEHWIKApOOHMIT (HApuUMep, 2-IUKJIOreKCeHKapOOHM),
Co.14 apunkapOonmnmbHyr rpymmy, Cq.6 apalKuIKapOOHHJIBHYIO rpymmy, S-14-uneHHyro
apOMAaTUYECKYI0 TeTEPOLMKIMIKAPOOHIIBHYI Trpymmy, 3-14-4JeHHYI HeapoMaTUYeCKYIO
rerepounkiwikapOoHmwibayr0  rpymmy, Cie  ankokcukapOoHwibHyr — rpymmy,  Ce.yg
apUIIOKCUKapOOHUIIBHY IO Tpymity (Hampumep, GpermnokcukapOonm, HadTiokcukapoonmn), Cq.
16 ApaTTKUJIOKCUKAPOOHMITBHY FO rpymmy (Hanpumep, OeH3UIIOKCHKApOOHHIT,
(heHeTUIOKCUKapOOHMT), KapOaMOWJIBHYIO TpyImina, MOHO- Wiu IU-Ci.s aIKuIKapOaMOMIIBHYIO
rpymiy, MOHO- Wi 1u-C, ¢ ankeHmwIkapOaMon (Hanpumep, THaUTHIKapOaMOT), MOHO- FITH IH-
Cs.0 1mmKjIOANKWIKapOamMous (Hampumep, MHKJIONponuikapoamons), MoHO- wiu 1u-Ce.q4

apuikapbamoun rpymmy (Hanpumep, peHmKapoamMou), MOHO- i qu-C-_1¢ apamkuaKkapOaMom,

5-14-unennyro apOMaTHYECKYIO reTepOLUKINIKApOaMOT rpyIIry (Hampumep,
nUpUARIKapOaMon), THOKapOAMOMIIBHY O rpymnmy, MOHO- WIH nu-Cig
ANKHITHOKapOaMOMIIbHY IO rpymnmy (Harmpumep, METHIITHOKapOaMOMJI, N-sTun-N-

METHJITHOKapOaMOMIT), MoHO-  wmm  1au-C,  anmkeHwiITHOKapbamown — (Hampumep,
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auajmiTnokapoamomn), MoHo- win  au-Cs.p  HHKJIOANKHITHOKapOaMous  (Hampumep,
LUKJIONPOIUIATHOKapOaMONII, LIUKJIOT€KCUITHOKapOaMonn), MOHO- WITH m1-Ce.14
apUITHOKApOAMOUIT (Hammpumep, ¢deHunTHOKApOAMONIT), MOHO- 100 mu-Co_16
apankunThHokapbamoun (Hampumep, OeHsmnTHOKapOamown, ¢eHeTmiTuokapoamom), 5-14-
YIEHHBIH apOMATHYECKUI TeTepOLHKIMITHOKApOaMOm (HampuMep, MUPHIMITHOKapOaMOI),
cynppunorpymmy, Cie anKwiCynb(UHIIBHYIO Tpynny (Hampumep, METUIICYJIb(QUHUIL,
STUIICY Tb(PUHIIT), cyJisdorpymiy, Cis QIKUIICY Tb(OHUITBHY FO TPy, Cé-14
apuicyb(OHIIBbHYIO rpyrmy, ¢dochonorpymmy u MoHo- win nu-Ci amkuindochonHorpymry
(manpumep, gumermndocdono, nurTmidoconHo, nuuzonponumwidochono, nuOyTHIHOCHOHO).
[00101] B HacTosiiiemM OonucaHuy MpUMeEPhI KHE0OA3aTeIbHO 3aMeIeHHON aMUHOTPY IIITbD
BKJIFOYAIOT AMUHOTPYIIIY, HE0Os3aTeIbHO NMEIOLTYI0 « 1 nimn 2 3amecturens, BoiOpaHHble U3 Ci6
anKuabHOM rpynnbl, C,.¢ anKkeHUIbHOU rpymrbl, Cs. g UMKIOATKUIBbHON rpynisl, Ce.14 apUIbHON
rpymnel, Coy¢  apankunbHOM  rpymmbl,  Cpe  ankunkapOoHwnabHONH — rpymmbl,  Calyg
apuikapOoHmnbHOH — rpymnbl, Crye  apankuiakapOOHWIBHOW — rpymmbl,  S-14-uneHHOM
apOMAaTHYECKON TIeTepOLMKIMIKAPOOHWIBHONW —TIpymmbl, 3-14-4eHHOW HeapOMaTH4YeCKOM
reTepoLUKIMIKapOOHMIbHOM rpynmbl, Ci aJIKOKCUKApOOHMJIBHON Trpymmbl, S-14-uneHHOMH
apOMAaTHYECKON TIeTepOLMKINYECKOH IpymNibl, KapOaMOWIBHOH Tpymmbl, MOHO- min aAu-Cig
aNKUIKapOaMOMJIBHON rpymnmbl, MOHO- Wi AU-Cr. ¢ apankuikapOamounnbHOi rpynmbl, Cig
ankuwicynbonmbHOl rpymmel U Cg.yy apuicyabQOHMIBHOW TIPYIIBI, KAKABIA W3 KOTOPBIX
HeoOs13aTeNIbHO uMeeT oT 1 10 3 3amecTuTesiel, BHIOPAHHBIX U3 3aMEINaroIIel TPy bl Ay.
[00102] ITpumepsi HEOOsI3aTEIPHO 3aMEIEHHONH aMUHOTPYIIITbI BKJIFOYAI0T AMHHOTPYIIITY,
MOHO- WM JU-(HeoOsI3aTeNbHO TrajloreHupoBaHHbIH Ci.¢ QJKUI)aMUHOTPYMIY (HAampUMep,
METHJIAMHHO, TPU(PTOPMETHIIAMUHO, TUMETHIIAMHHO, STHJIAMUHO, USTHJIAMHHO, TPOMUIAMUHO,
IOy THIIAMUHO), MOHO- WK TU-C,y.¢ ANIKEHWIAMUHOTPYTIY (HapuMep, AUALUTUIAMUHO), MOHO-
win u-Cs_1p IMKJIOATKUIAMUHOTPYTIY (HAIpUMep, LUKJIONPONIIAMUHO, LUKJIOTEKCHIAMHHO),
MoHO- win au-Ce.14 apwiamuHOrpynmy (Hampumep, (GeHWIaMHHO), MOHO- Wi 1u-Cq.j6
apalkujiaMUHOrpymnmny (Hampumep, O€H3WIAaMUHO, AWOEH3WJIAMUHO), MOHO- WU JU-
(HeoOs3aTenpbHO — rajoreHupoBaHHbll  Cig  ankwi)kapOOHWIAMHHOTPyMma  (Hampumep,
alleTUIIAMHUHO, TPONMHOHMIIAMUHO), MOHO- WK TH-Cg.14 apHIKapOOHMIAMUHOTPYTITY (HAIIPUMED,
OenzomnamMuHo), MOHO- wi  Au-Cri¢  apanKmIKapOOHWJIAMHUHOTPYNIy  (Hampumep,
OeH3mIKapOOHUIIAMUHO), MOHO- WITH u-5-14-4neHHy o apOMaTUYECKYIO
reTepOLNKITMIKAPOOHMIAMUHOTPY Ty (HApUMep, HUKOTHHOMJIAMHUHO, H30HUKOTHUHOMJIAMHHO),
MOHO- WM Au-3-14-4JeHHYI0 HEaApOMATUYECKYK TeTepOLUKIMIKaApOOHMIAMHHOTPYIITY
(HarpuMep, MUNEePUANHUIKAPOOHMIIAMUHO), MOHO- WK OH-C1.¢ QTKOKCUKapOOHMIIAMHHOTPYIIITY
(Hammpumep, TpeT-0y TOKCUKapOOHUIIAMHHO), 5-14-uneHnyo apOMaTUYECKYIO
reTepOLMKIMIAMAHOTPY Iy (HanpuMep, TUPUAMIAMIHO), KapOaMOMIIaMHUHOT Py, (MOHO- WITH
mu-C ¢ ankuikapOaMoOWiI)aMUHOTPy Iy (HampuUMep, MeTHIIKapOaMOUIaMiHO), (MOHO- WUJTH JIH-
Cri6  apankwmikapbamowit)amuHorpymny  (Hampumep,  OensmikapOamomnamuuo), Cig
ANKWICY Ib(pOHMUIAMUHOTPY Ty (HAMIPUMEP, METWICYJIbQOHMIAMHIHO, 3TUICYJIb(HOHMIAMHHO),

Ce.14 apuncynsdponmnamunorpymnmny (Hanpumep, (ermicynbdonmiamuno), (Cie anxmn)(Ci
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ankmikapoonun)amuHorpymmy (Hanpumep, N-anerwn-N-metwnamMuHO) u (Crg amxmm)(Ce.yg
apuikapboHWI)aMuHOTpyIy (Hanpumep, N-OeH30mI-N-MeTHIaMIUHO).

[00103] B naHHOM ONMUCAaHUU MIPUMEPBI «HEOOS3ATENbHO 3aMELICHHONW KapOaMOUITbHON
IPYIITBD» BKJIKOYAOT KapOAMOWJIBHYIO IPYIITY, HEOOS3aTeIbHO UMEFOINYIO « | FITH 2 3aMEeCTHUTES,
BbIOpaHHble M3 Ci.¢ ankwnbHOW Tpymmbl, C,. anmkeHWw bHOW rpynmbl, Cs.jg LUKIOANKHIBHON
rpymel, Ce.14 apuinbHOI rpymmsl, C.16 apankmibHON rpymbl, C.q aTKHI-KapOOHUIIBHOMN IPYIIIIEL,
Ces.14 apun-kapOormnmpHON rpymmbl, C;.6 apankuiI-kKapOOHMJIBHON Trpymmbl, S-14-uneHHON
apOMaTUYEeCKOH TeTePOLUKIMIKAPOOHUIBHON rpymmbl, 3-14-uneHHONW HeapoMaTH4YeCcKOH
reTepoUnKIIKApOOHIIbHON rpymmbl, Cig aJKOKCH-KapOOHWIBHOW TpymIbl, S-14-uneHHON
apOMaTUYECKOH TeTepOLMKINIECKONH TPyIIbl, KapOaMOMJIBHONH Ipymrbl, MOHO- Win AH-Ci.g
ANKWI-KapOaMOMIIBHON IPYTIbI 1 MOHO- MIH AU-C1.16 apaJIKHII-KapOaMOMIIbHON TPy I, KaKIbIN
13 KOTOPBIX HE00sA3aTeIbHO UMeEET OT 1 10 3 3aMecTuTenel, BBIOPaHHBIX U3 3aMEINAOLIeH Iy bl
A».

[00104] ITpumepbl HeoOsI3aTENBPHO 3aMEIIEHHOW KapOAMOWJIBHOW TPYIIbI BKJIOYAIOT
kapOaMOuIbHYIO rpynmy, MoOHO- wiu 1u-Cp¢ ankunkapOamown, MoHO- wiud  Ou-Copg
ATKEHIITKapOaMOnIT (Hampumep, auauiIKapbaMon), MOHO- WIH m-Cs.pg
LIMKJIOAJKHIKapOAMOUIIBHY IO rpymniy (Hanpumep, LIMKJIONTpOIHIIKapOamon,
LUKJIOreKcuakapbamomn), MoHO- win 1u-Cg. 4 apunkapbamonn (Harmpumep, GpeHunkapOaMou),
MoHO- wimn au-Crpe apankwikapbamonn, MoHO- win au-Cig ankuikapOOHMIKapOaMOUI
(Hanmpumep, areTUIKapOoaMomn, POMHUOHHIITIKAPOAMOWIT), MOHO- WIH m1-Ce.14
apunkapOoHuIkapoamons (Harnpumep, OeHzoukapOaMoms) u S5-14-4jieHHbIH apOMaTUYECKUI
reTepoLUKIMIKApOAMOMIT (HapUMeED, TUPHUIUIKAPOAMOWIT).

[00105] B  naHHOM  ONHUCAaHWUM  TPUMEPBI  «HEOOS3aTENBHO  3aMELIEHHOMU
TUOKapOAMOWJIBHOW  TPYIIbD)  BKIOYAIOT THOKAPOAMOWMJIBHYIO TpPyIIy, HEOOsS3aTeIbHO
umeroiyo «1 wim 2 3amecturensi, BoiOpanHbie U3 Ci.q amkuabHOU rpynmbl, C,.q aJKEHUITBHON
rpynnsl, Cs.1o LUKJIOANKUIBbHOU rpy bl Ce.14 apuiabHOM rpynibl, Cr.1¢ apankuiabHON rpynmsl, C.
¢ ankmia-kapOoonwnpbHOW rpynmbl, Cg.y apuin-xkapOoHmwibHOW rpynmbl,  Crye  apasKui-
KapOOHHMIIBHOH Ipymiibl, 5-14-41eHHON apOMaTHYECKOH reTepOHKIMIKApOOHIIIBHON TPy b, 3-
14-uneHHOW  HeapOMaTUYeCKOW TeTepOoUUKIWIKapOOHMIbHOW  rpymmbel, Cig  aJKOKCH-
KapOOHMJIBHOH  rpynmbl,  S-14-4JeHHOH apOMaTUYeCKOHW TIeTepOLMKIMYECKOW TPYIIIEL,
KapOaMOUIIBHOH IpyTIIbl, MOHO- HITH AH-C1.¢ ATKMII-KapOaMOMIBHOM IPYIITbI U MOHO- Wth TU-Cq.
16 ApANKII-KapOaMOWIBHON TPYMIbI, KAXKABIA U3 KOTOPBIX HeoOs3aTeabHO mMeeT OT 1 1o 3
3aMeCTUTeNeH, BRBIOPaHHBIX U3 3aMELIAOIIEH IPyTIbl AY.

[00106] ITpumepbl HEOOS3aTENTHFHO 3aMEIIEHHOW THOKAPOAMOWIBHON TPYIIBI BKIFOYAIOT
THOKapOaMowibHyr0  rpymmy, MoHO- wiu  au-Cie  amkuiaTuokapbamown — (Hampumep,
METHJITHOKapOaMOWJI, STHITHOKApOAMOWI, JUMETHITHOKapOaMowi, AUSTHITHOKapOamom, N-
sTun-N-MeTunTuokapdbamons), MoHO- wiu  Au-Cps  AJIKEHWITHOKAPOAMOMIIBHYIO TPYIITY
(HarpuMep, AMATUTMITHOKAPOAMOMIIBHYI0), MOHO- Wi 1U-Cs.)p HHUKIOATKMITHOKapOAMOMI
(HampuMep, LUKJIONPONUIATHOKAPOAMOWII, HKIOTreKCUITHOKapObamMomn), MoHO- wiu 1U-Cg.yg

apUITHOKApOAMOUIT (Hammpumep, (deHunTHOKApOAMONIT), MOHO- 1001 mu-Co_i6



22

ApaATKUITHOKapOAMOUITBHY IO rpymmmy (Hanpumep, OeH3mITHOKApOAMOMIT,
¢denerwntnokapbamomn), MoHo- Wi au-Ci ankmikapOoHWwITHOKapOaMomn (Harpumep,
AlETHIITHOKapOaMOWJT, MPOMTUOHUITHOKAPOAMOMIT), MOHO- WA mu-Ce_14
apunkapbonmiTnokapbamomn  (Hanpumep,  OeHsowmrrtuokapdamomn) u  S5-14-ujneHHBIH
apOMaTUYECKHUH TeTePOLHMKIMITHOKApOaMOmIT (HarpuMep, MHPUAUITHOKAPOaAMOWIT).

[00107] B naHHOM ONMMCaHUU MPUMEPBI KHEOOSI3aTEIBHO 3aMELIEHHON CYTb(haMOUITbHON
IPYNIIBD» BKIKOYAIOT CyJb()aMOMJIBHYIO Tpymnmy, HeoOs3aTenpHO uMeromyr «1 wmm 2
3amecturensi, BolOpaHHbie U3 Ci¢ amkunmpHOW Tpymmbl, C,4 ankeHwibHON rpynmbl, Cs o
uKIoankuinbHon rpynmsl, Ce.j4 apunbHOM rpynmsl, Cq.6 apankuinbHOW rpynmsl, Ci.q alKui-
kapOoHunpHON rpynnbl, Ce.4 apun-xkapOoHunbHON rpymmbl, Cr. apaNKuiI-KapOOHHIBHON
rpynmel, 5-14-4neHHON apoMaTH4YeCKON IeTepOLUKIMIKApOOHWIBHON Ipymmbl, 3-14-uneHHON
HEapOMaTHUYECKOH reTepOoLUKINIKapOOHIIBbHON rpynibl, C).q aTKOKCH-KapOOHUIBHOM IPYIIIIEL,
5-14-uneHHON apoMaTUYEeCKON IeTepOLMKINYECKON IpyImbl, KapOaMOWIBHOHN IpymIbl, MOHO-
win 1u-Cpg aiKui-kapOaMOWIBHON Tpynmbl B MOHO- Win AH-Cr.6 apajkui-kapOaMOMIIbHOM
IPYIIIBL, KXKABIH U3 KOTOPBIX HEOOs3aTeNbHO MMeeT OoT 1 10 3 3amecTuresieil, BBIOPAHHBIX M3
3aMellaroLe rpynnsl Ay.

[00108] ITpumepbl HeOOs3aTEIBHO 3aMEIEHHON CYJIb()aMOMIBHONW TPYMIIbI BKIOYAIOT
cynbpaMOmNbHy0 — rpymmy, MoHO- wimn  au-Cig  ankuicynbpamomn — (Hampumep,
METWICYJIb(GaMOnI, STHICYIb(HAMOWI, TUMETHICYIbGaMOWI, AMATHICYIbhamom, N-3Tuia-N-
metuicyiabpamomn), MoHO- win au -C,¢ ankeHWICYJNb()aMOMIBHYIO Tpymny (Hampumep,
IUAIUTHICY Tb(aMOMIIbHY0), MOHO- wWin  1u-Csg LHMKIOAJIKWICYJIbpamMona (Harmpumep,
LUKJIONPOIUIICY Tb()aMOWII, IHKJIOTEKCHICYIbpamMomt), MOHO- uin 1u-Cg.4 apuicyibdhamon
(Hanpumep, GeHuncyabpamons), MoHO- wiu Au-Cq.6 apankuicyabpaMons (Harpumep,
Oensuncynbhamonn, deneruncyibpamomn), MOHO- win OU-C, ¢ anKuIKapOOHUIICY Tb(PaMOUIT
(mampumep,  auetwicyibdamowmn, — nponuoHWicyidb(amomn),  MoHO-  miau  1au-Cglyg
apuiikapooHuicy Ibhamons (Hanpumep, GeH30mICyIbhaMom) U S-14-4JIeHHbIH apOMATUYECKUH
reTePOLUKIWICYTIbPaMOWI (HAPUMED, TUPUIUICY Tb(hamMon).

[00109] B HacrosiieM ONHCAHUU TPUMEPbI  «HEOOSI3aTENIBHO  3aMEeLIEHHOU
THAPOKCHJIBHOW TPYIIBL BKJIOYAIOT TUAPOKCHIBHYIO TPYIITY, HEOOs3aTeIbHO HMMEIOMIYIO
«3amectutenb, BbiOpaHHbI U3 Ci amkunbHOH rpymmbl, C, amkeHmibHOW Tpyrmbl, Cs.po
IUKIOATKUIBHON Tpymibl, Ce.14 apwibHOM rpynmbl, Cq.6 apankuibHOW rpymmbl, Ci aJKWI-
kapOormnpHON rpynnbl, Cg.y apui-kapOoHuIbHOH rpymmbl, Cr.i apaKuiI-KapOOHHIBHON
rpymmel, 5-14-4ieHHOH apOMaTHYeCKOH TIeTepOLUKIMIKAPOOHWIBHON TIpymmbl, 3-14-uneHHOH
HEapOMAaTHYECKOH reTepOLHKINIKApOOHIIBbHON Tpyibl, Ci.¢ aTKOKCH-KapOOHUIIBHOMW TPYIIIIEL,
5-14-uneHHON apOMAaTHYECKOH Te€TEePOLMKINYECKON TPYIIbl, KapOaMOWIBHOH TpyMIbl, MOHO-
wi 1u-Ci.¢ anKuI-KapOaMOWJIBHOM Tpymnmbl U MOHO- Wi aU-Cr.g apaKkuiI-kapOaMOMIBHON
rpymmel, Ci¢ ankuicynbhoruabHON rpynmsl U Ce.14 apUICYIb(QOHUIBHON TPYIIIbL, KAXKIBIH U3
KOTOPBIX He0oOs3aTeNbHO UMeeT OoT 1 10 3 3amecTuteneil, BBIOPAaHHBIX M3 3aMEINAOLIeH TPy bl
A».
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[00110] IIpumepbl HeoOs3aTENBPHO 3aMEUICHHOW TUAPOKCHIIBHOW TPYIIIbI BKIFOYAIOT
THAPOKCHIIBbHYIO rpymy, C,¢ ankokcurpymmy, C,.¢ aIKEHHUJIOKCUTPYIITY (HAPUMED, JIJIHIIOKCH,
2-0OyTeHMIIOKCH, 2-IEHTEHMIIOKCH, 3-reKCeHUIIOKCH), Cs.19 MUKIOATKWIOKCUTPY Y (Harpumep,
ukorekcunoken), Cqq4 apwiokcurpymnmy (Hampumep, ¢eHokern, HadTmiokcu), Co.i6
apaNKWJIOKCUTpyIny (Hanpumep, OeH3miokcH, Gperermiokcn), Ci.q aTKuIKapOOHUIOKCUTPYITITY
(HarpuMep, aleTHIIOKCH, TPOITMOHMIIOKCH, Oy THPHIIOKCH, N300y THPUIIOKCH, MUBAJIOMIOKCH), Cq.

14 apuikapOoHmokcurpynmy (Hanpumep, OeH3omnokcu), Cr.i¢ apaNKmIKapOOHUIOKCUTPYIIITY

(marmpumep, OeH3UIKapOOHUIIOKCH), 5-14-unennyto apOMaTUYECKYIO
reTepOLNKINIKAPOOHUIOKCUT PY TIITY (Hampumep, HUKOTHHOMJIOKCH), 3-14-unennyo
HEApOMAaTHYECKYIO reTePOLUKIUITIKAPOOHMIOKCUTPY TIITY (mammpumep,

nunepunuHmikapoonmnoken), Ci  ankokcukapOOHWJIOKCUrpymmy — (Hampumep,  TpeT-
OyTOKCHKapOOHMIOKCH), 5-14-4JIeHHYI0 apOMATHIECKYIO MeTePOLMKIHIOKCUTPYTIITY (HAIpuMep,
nupuanioken), kapbamomnokcurpynny, Cie ankumikapOaMOMJIOKCUTpyMIy — (Hampumep,
METHJIKapOaMOUJIOKCH), Cra6 apaNKHIKapOaMOUIOKCUTPYITITY (mammpumep,
6ensunkapbamomnokcn), Ci.q aTKWICYIb()OHUIOKCUTpY Iy (HapUMep, METHUICYIb(POHIIOKCH,
STUNICYIbPOHMIOKCH) U Cg.14 apuiicyabHOHUIOKCUTpy Iy (Harmpumep, GeHUICY Tb(HOHUIOKCH).

[00111] B HacTosiueM OMNKHCAHUH TMPUMEPbl  «HEOOS3aTEJIBHO  3aMEIEHHOMN
cynb(aHWIBHON TIPYNIIBL) BKIOYAKOT CyJb(GAHWIBHYIO TPYIIy, HEOOS3aTeNbHO HMMEIOIIYIO
«3amectutenb, BbiOpaHHbIl U3 Ci amkunbHO#M rpymmbl, C, amkeHmibHOW Tpymmbl, Cs.po
nukinoankuiabHo rpymmbl, Cg.q4 apunpHOM rpymnmbl, Cre  apankunbHOM rpynmbl, Cig
aNKWIKapOOHUIBHOM rpy bl Ce.14 ApUIKapOOHMIBHON MPYIIbI U 5-14-4IeHHON apoMaTHYeCKOH
reTePOLMKINIECKON TPYIIbl, KaXIbIH K3 KOTOPbIX HeoOsi3aTesibHO uMeeT oT | 1o 3
3aMecTuTeNel, BHIOPAaHHBIX M3 3aMELIAr0IIel rpy bl A» U raJJOr€éHUPOBAHHON CyJIb(haHUIBHOM
TPYIIIBL

[00112] TIpumepsl HeOOSI3aTENBHO 3aMELIEHHOW CyJIb(aHUIBHOW TPYIIbI BKIOYAKOT
cyabdanmnpayo (-SH) rpymmy, Cie ankunruorpymnmy, C,¢ alKkeHWITHOrpymmy (Hampumep,
AUTHITHO, 2-OyTEeHWNITHO, 2-TIEHTEHWJITHO, 3-TeKCeHWITHO), Cs.19 LHMKJIOAJKUITHOTPYIIIY
(Hanpumep, nukorekcunTo), Cq.14 apuntuorpymnmny (Hanpumep, Geruntuo, HaTUITHO), Co.16
apankunTuorpymnmny (Hampumep, OeH3wiITHO, (GeHITHNTHO), Ci ATKUIKAPOOHUITHOTPYIIITY
(HampuMep, aueTHITHO, MPONHOHIJITHO, OyTHPHITHO, HU300yTHPUITHO, MUBAIOMITHO), Cg.14
apuikapOoHwtTHOrpyny  (Hampumep,  OeH30MNITHO),  5-14-4JieHHYyI0 ~ apOMaTUYeCKYIO
reTePOLHKIIITHOTPY Y — (Hampumep, NHPUAWITHO) W  TAJOT€HHPOBAHHYIO  THUOTPYIIIY
(marmpumep, neHTadTOPTHO).

[00113] B HacrosiiueM ONMMCaHUM MPHUMEPBI «HEOOS3aTENBbHO 3aMELICHHON CHIIMIBHON
IPYMITBD» BKIIKOYAIOT CHIMJIBHYIO TPYIITY, HEOOS3aTeIbHO UMEIOIIYIO «OT 1 10 3 3aMecTuTenet,
BbIOpaHHbIX U3 C ¢ ankunbHOH rpymmbl, C, ankeHWw bHOW Tpymibl, Cs.jp LUKIOAIKHIBHON
rpymmel, Cg.;4 apunbHOW rpynmbel U Crg apaNKWIBHONH TPYNINbL, Kakgas W3 KOTOPBIX
HeoOs13aTeNbHO uMeeT oT 1 10 3 3amecTuTesel, BHIOPAHHBIX U3 3aMEIAroIIel TPy bl Ay.

[00114] ITpumepsl HeOOsI3aTENBHO 3aMEIIEHHOW CHITMIBHON Pyl BKIFOYAT TPU-C1.6

ANKWICWIWIBHYIO IPpynny (HanpuMep, TPUMETUIICHITIIL, TPET-Oy THII(IUMETHIT ) CUITHIT).
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[00115] Jns ommcaHWsi aMUHOKHCJIOTHBIX OCTATKOB MOXKHO TPHBECTH CIIEAYIOIIHE
MPUMEPBL Asp=D=acnaparunosas KHCJIOTA, Ala=A=ananuH; Arg=R=aprunus;
Asn=N=acnaparun, Cys=C=nuctenn; Gly=G=rmuumn; Glu=E=rnyTammuHoBass KHUCIOTa,;
Gln=Q=rnyramun; His=H=rucrunun, Ille=I=m3onetiumn, Leu=L=neiiunn; Lys=K=nu3uH,
Met=M=wmernonun, Phe=F=denunanannn; Pro=P=mnpomun; Ser=S=cepun, Thr=T=tpeonus;
Trp=W=tpunropan; Tyr=Y=rtupo3us; u Val=V=sanun.

[00116] Takxke mns ymobCTBa M JIETKO W3BECTHBI CIIELMAIMCTAM B ITaHHOW 00iacTu
TEXHUKH, CIENYIOINE COKPALIEHNS HIIK CUMBOJIBI UCTIONB3YIOTCS Il 0003HaUeHHsl (ParMEeHTOB,
PEareHToB M T.II., HCIIOJIb3yeMbIX B JAHHOM H300PETEHUH:

[00117] Aib npencrasisier codoit anbha-aMUHOM30MACIISIHYO KHCJIOTY,

[00118] moHo-rano Phe - MmoHoranorendeHmasanuy;

[00119] 6uc-rano Phe - 6uc-ranodpennnananus,

[00120] mono-rano Tyr - MOHOTaJIOT€HTUPO3HUH,

[00121] 6uc-rano Tyr - Ouc-rajJoTHpO3uH,

[00122] (D)-Tyr - D-tupo3us;

[00123] (D)-Ala - D-ananun

[00124] DesNH,-Tyr - ne3aMuHOTHUPO3UH,;

[00125] (D)-Phe - D-dpenunananus;

[00126] DesNH,-Phe - nesamunodenunnanaHus;

[00127] (D)-Trp - D-tpuntodan;

[00128] (D);Pya - D-3-nupunuiananus,

[00129] 2-Cl-(D)Phe - D-2-xnopdeHnunananus;

[00130] 3-Cl-(D)Phe - D-3-xnopdenunananus;

[00131] 4-Cl-(D)Phe - D-4-xnopdeHnunananus;

[00132] 2-F-(D)Phe - D-2-dpTopdennnananus,

[00133] 3-F(D)Phe - D-3-pTopdenunananus;

[00134] 3,5-DiF-(D)Phe - D-3,5-nudropdennnananus,

[00135] 3,4,5-TriF-(D)Phe - D-3,4,5-tpudTopdennnananuy;

[00136] D-Iva - D-uzoBanun

[00137] SSA - cyKIMHUMUAUICY KIIUHAMUT,

[00138] PEG - mONMM3TUNIEHTJIUKOJIb,

[00139] PEGy, - (METOKCH )TOJIN3 THIICHTJIUKOJIb,

[00140] PEG,(12000) - (METOKCH)MOIM3 THIIEHTJIUKOIb C MOJIEKYJIIPHOH Maccol OKOJIO
12 x/a;

[00141] PEG,(20000) - (METOKCH)MOJIM3THIIEHTJIUKOINb C MOJIEKYJIIPHOH Maccol OKOJIO
20 x/a;

[00142] PEG,(30000) - (METOKCH)MOIM3 THIIEHTJIUKONb C MOJIEKYJIIPHOH Maccol OKOJIO
30 x/a;

[00143] Fmoc - 9-¢nyopeHnIMETHIOKCUKApOOHIIT,

[00144] DMF - numetungopMaMun,
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[00145] DIPEA - N,N-aun30nponui3THIaMHH,
[00146] TFA - TpudTOpyKCyCHasi KHCIIOTA,
[00147] HOBT - N-runpokcubeH30TpHas3olr,

[00148] BOP - OeH30Tpra3zo-1-mIoKCH-TpUC-(IMMETHIAMUHO )P ochHOHMIA-
rekcadropdocdar;,
[00149] HBTU - 2-(1H-6ensorpuazon-1-mn)-1,1,3,3-

TeTpaMeTHITy poHuiirekcapTopdocdar;,
[00150] NMP - N-MeTunnuppoJuioH,
[00151] FAB-MS - wmacc-CieKTpOMeTpUsi Ha OCHOBE OOMOapaupoBKU OBICTPBIMHU
aToMamy;
[00152] ES-MS - Macc-CrieKTpoMeTpHsi C 3JIEKTPOPACTIbIIIEHUEM.
[00153] Abu: a-aMuHOMACTSTHAST KUCJIOTA,
[00154] Acc: 1-amuno-1-11uKi0(C3-Co)ankunkapOoHOBast KUCIIOTA;
[00155] A3c: 1-amuHO-1-LHKJIONPONaHKapOOHOBASI KUCIIOTA,
[00156] A4dc: 1-amuHO-1-1MKI00yTaHKAPOOHOBASI KHCJIOTA,
[00157] AS5c: 1-amuHO- 1 -LMKIOIEHTAHKAPOOHOBAST KUCIIOTA,
[00158] A6c: 1-amuHO-1-LHKIIOTeKCAHKAPOOHOBASI KUCIIOTA,
[00159] Act: 4-amMuHO-4-KapOOKCUTETPArHIPOITUPAH;
[00160] Ado: 12-aMuHOmOIEKAHOBASI KMCIIOTA,
[00161] Aib: anbdpa-aMmuHOM30OMACIISIHAS] KUCIIOTA,
[00162] Aic: 2-amuHOUHAAH-2-KapOOHOBAsT KMCIIOTA,
[00163] B-Ala: Gera-anaHuH;
[00164] Amp: 4-amuHO(EHUTATIAHNH,
[00165] Apc: 4-amuHO-4-KapOOKCUTTUIIEPUINH,
[00166] hArg: roMoapruHuH;
[00167] Aun: 11-amMmuHOYHIEKAaHOBASI KUCJIOTA,
[00168] Ava: S-amuHOBaIepUAHOBAsI KUCJIOTA,
[00169] Cha: B-umKiIOreKCHIaIaHuH;
[00170] Dhp: 3,4-nerunponposus;
[00171] Dmt: 5,5-numeTnaTHA30IUANH-4-KapOOHOBASI KHCIIOTA,
[00172] Gaba: y-aMUHOMACISIHASI KHCIIOTA,
[00173] 4Hppa: 3-(4-runpokcueHmI)IpOHOHOBAsT KUCIIOTA,
[00174] Hyp: - ruipOKCUNIPONIUH
[00175] 3Hyp: 3-ruapOKCUNIPOINH;
[00176] 4Hyp: 4-runpOKCUNIPOIINH;
[00177] hPro: romonpoJvH;
[00178] 4Ktp: 4-keTONpoOuH;
[00179] Nle: HopnetiuH,
[00180] NMe-Tyr: N-meTun-TUpO3uH;
[00181] 1Nal mmu 1-Nal: B-(1-HadTHn)ananus,
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[00182] 2Nal nnu 2-Nal: B-(2-HadTrn)ananus,
[00183] Nva: HOpBanuH,

[00184] Orn: opHUTHH;

[00185] 2Pal wnu 2-Pal: B-(2-nmupuauHmI)aJaHuH,;

2

[00186] 3Pal mnu 3-Pal: B-(3-nmupuauHmI)agaHuH,;

2

[00187] 4Pal nnu 4-Pal: B-(4-nupuauHui)agaHuH,

[00188] Pen: nenuuminamMuH,;

[00189] (3,4,5F)Phe: 3,4,5-trpudropdhennnananus,

[00190] (2,3,4,5,6)Phe: 2,3,4,5,6-nenradropdenmnananuy;

[00191] Psu: N-nponujicyKIIUHUMUL,

[00192] Iva: u3oBauH,

[00193] Sar: capko3uH,;

[00194] Taz: B-(4-THazonui)anaHuH,

[00195] 3Thi: B-(3-TueHumm)ananus,

[00196] Thz: TuonpouH;

[00197] Tic: TeTparuapOU30XMHOINH-3-KapOOHOBAsI KUCJIOTA;

[00198] Tle: TpeT-neiiuuH;

[00199] Act: aueToHUTPWI,

[00200] Boc: TpeT-OyTHIOKCUKapOOHMIT,

[00201] BSA: Obrumnii CIBOPOTOUYHBIN aibOyMUH;

[00202] DCM: puxnmopmMeras;

[00203] DTT: quTHOTpUUTOT,

[00204] ESI: nonusaius 31eKTpOpacibUIeHUEM;

[00205] Fmoc: 9-aryopeHUIMeTHIOKCUKApOOHWIT,

[00206] HBTU: 2-(1H-6en3otpuazon-1-mn)-1,1,3,3-
TeTpaMeTHTy poHuiirekcapTopdocdar,

[00207] BOXX: BrICOKO3((EKTUBHAS KUIKOCTHASI XpoMaTorpadusi,

[00208] IBMX: u300y THIIMETHIIKCAHTHH,

[00209] )KX/MC: xunkocTHasi XpoMaTorpadusi/Macc-CrIeKTPOMETPUS;

[00210] Mtt: meTunTpuTHIT,

[00211] NMP: N-MeTuinuppoiIuioH,

[00212] PEG maccoit 5 k/la: MONUSTUIEHTIIUKOJIb, KOTOPBIM MOXET BKJIFOUYATh APYTHE
(YHKIIMOHAJbHBIE TPYNNbl WIH (PArMEHThI, TAKHE KaK JIMHKEP, M KOTOPBIN SIBISIETCS JINOO
JUHEHWHBIM, JHOO pa3BETBICHHBIM, KaK ONPENENeHO B JaHHOM JIOKYMEHTE HIDKE, CO
CpPEHEBECOBOM MOJIEKYJIsIpHON Maccoi okosio 5000 nanbToH.

[00213] PEG wmaccoit 10 x/la: mOIM3THIIEHTINKOb, KOTOPBIM MOXKET BKJIIOYATh APYTHE
(YHKIIMOHAJbHBIE TPYNNBl WIH (PArMEHTHI, TAKHE KaK JIMHKEP, M KOTOPBIN SIBIsIETCs JINOO
JUHEWHBIM, JHOO pa3BETBICHHBIM, KaK ONPENENeHO B JaHHOM JOKYMEHTE HIDKE, CO

CpPEeIHEBECOBON MOJIEKYJIIpHON Maccoil okoso 10000 ganpToH.
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[00214] PEG wmaccoit 20 k/la: MOIM3THIIEHTJIMKOb, KOTOPBIM MOXKET BKJIIOYATh APYTHE
(yHKUMOHAJIbHBIE TPYMIbl WX (PparMeHThl, TaKHEe KaK JIMHKEP, U KOTOPBIA SIBJSIETCS] JTHOO
JUHEWHBIM, JHOO pa3BETBICHHBIM, KaK ONPENENeHO B JaHHOM JIOKYMEHTE HIDKE, CO
CpPEIHEBECOBON MOJIEKYJIIPHONU Maccoil okosio 20000 ganpToH.

[00215] PEG wmaccoit 30 x/la: mOIM3TUIICHTIMKOb, KOTOPBIM MOKET BKJIIOYATh APYTHE
(yHKLUMOHAJIbHBIC TPYMIbl WX (parMeHThl, TaKHEe KaK JIMHKEP, U KOTOPBIA SBJSIETCS] JTHOO
JUHEWHBIM, JHOO pa3BETBICHHBIM, KaK ONPEAENeHO B JaHHOM JOKYMEHTE HIDKE, CO
CpPEeaHEBECOBON MOJIEKYJIIpHONU Maccoil okosio 30000 nanpToH.

[00216] PEG maccoit 40 x/la: mOIM3TUIIEHTIMKOb, KOTOPBIM MOKET BKJIIOYATh APYTHE
(yHKUMOHAJIbHBIC TPYMIbl WX (PparMeHThl, TaKUe KaK JIMHKEP, U KOTOPBIA SBJSIETCS] JTHOO
JUHEWHBIM, JHOO pa3BETBIEHHBIM, KaK ONPEAENeHO B JaHHOM JIOKYMEHTE HIDKE, CO
CpPeaHEeBECOBON MOJIEKYJIIpHONU Maccoit okos1o 40000 nanpToH.

[00217] PEG maccoit 50 x/la: mOIM3TUIIEHIIMKOb, KOTOPBIM MOKET BKJIIOYATh APYTHE
(YHKIMOHAJIbHBIE TPYMNbl WK (PAarMEHThbI, TaKHe KaK JIMHKEP, M KOTOPbIH SBJsIeTCs JHOO
JUHEHHbIM, MO0 pPa3BETBIEHHBIM, KaK OMNpPEAEJICHO B JAaHHOM JOKYMEHTE HIDKe, CO
CpPEeAHEBECOBOI MOJIEKYIsIpHOU Maccol okoo S0000 nanbToH.

[00218] PEG maccoit 60 x/la: mOMM3TUNIEHTIIMKOJb, KOTOPBIM MOXKET BKJIIOYATh APyTHe
(YHKIIMOHAJIbHBIE TPYMNbl WIH (PArMEHThI, TAKHE KaK JIMHKEP, M KOTOPBIH SIBJsIETCs JUOO
JUHEHHbIM, MO0 pPa3BETBIEHHBIM, KaK OMNpPEAEICHO B JAaHHOM JOKYMEHTe HIDKE, CO
CpPEeAHEBECOBOIN MOJEKYISIPHOU Maccol okoo 60000 nanbToH.

[00219] PEG poctymeH ¢ pas3iudHOW MOJIEKYJISIPHOM Maccoil B 3aBHCHUMOCTH OT
KOJIMYECTBA MOBTOPsitoIuXcsi cyowenunun stuneHokcuna (t.e. -OCH,CH,-) B monekyne. 3a
coctaBamu MPEG 00ObIYHO clieyeT YUCio, COOTBETCTBYIOIIEE UX CPEIHEN MOJIEKYJISIPHOI Macce.
Hanpumep, PEG-200 nmeer cpenHeBecoBy0 MONEKYJIsIpHYI0 Maccy 200 qaibTOH U MOKET UMETh
IUana3oH MoJieKyJispHou Maccehl 190-210 nanstoH. MonekyJisipHas Macca BOJOPaCTBOPUMOTO
nojuMepa, Takoro kak PEG, MoxeT ObITh BbIpakeHa MO0 KaK CPEIHEYHCIOBAst MOJIEKYJISIpHAs
Macca, JIuOO Kak CpeTHEeBECOBasi MOJIEKyJIsipHasi Macca. Ecim He yka3aHO WHOE, BCEe CChUIKH Ha
MonekyJisipHyt0 Mmaccy mPEG B JaHHOM TOKyMEHTE OTHOCSITCSI K CPEIHEBECOBOM MOJIEKY JISIPHON
macce. Oba ompezneneHunsi MOJEKYJSIPHOW MAacChl, CPEIHEYNCIOBYIO H CPEIHEBECOBYIO, MOYHO
U3MEPUTh C HCIOJIBb30BAHUEM TIelb-IIPOHUKAIOLICH XpoMaTorpaduu WM APYTUX METOAOB
KUIKOCTHOH Xxpomatorpaduu. Takke MOTyT HCIONB30BATHCS IPYTHE METOIbl HM3MEPEHHUS
3HaUYE€HUN MOJIEKYJIpHONW Macchl, Takhe KaK MCIIOJIb30BAaHME aHaINW3a KOHLEBBIX TPYII WU
U3MepeHNe KOJUIMTATHUBHBIX CBOWCTB (HANpUMeEp, CHIDKEHHE TeMIepaTyphl 3aMep3aHus,
MOBBIIIEHUE TOYKU KUIEHUSI WK OCMOTHYECKOE IaBJIEHUE) ISl ONPEAeNIeHHs CPEeIHEUNCIOBON
MOJIEKY JISIPHOI Macchl, 3071 UCIIOJIb30BaHUE METOJIOB CBETOpaccesiHus,
yJIbTPALECHTPU(PYTUPOBAHKS  WMJIM  BUCKO3HUMETPUU U ONPEACNICHHs  CPEIHEBECOBOM
MOJIEKYJIIPHONU MacCCHhI.

[00220] tBu: TpeT-OyTun

[00221] TIS: TpuusonponmicuIaH

[00222] Trt: TpuTHa
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[00223] Z: GeH3uI0KCHKapOOHMIT

[00224] Ucrnonp3yemMblii B JaHHOM AOKYMeHTe TepMuH «(pparmenT PEG» otHOCHTCS K
nonuaTIieHr Koo (PEG) unmm ero npon3BogHOMY, HarpuMep, (METOKCH )ITOJIU THIICHT JTUKOJTEO
(PEGp).

[00225] Hcnonb3yemblii B AaHHOM JOKYMEHTE€ TEPMUH «IE€THMJIMPOBAHHBIN MENTUA»
OTHOCHUTCSI K IENTHY, B KOTOPOM IO MEHbIIIEH Mepe OANH aMUHOKHUCJIOTHBIN OCTaTOK, HAlIlpuMep,
Lys nnu Cys, xonstoruposas ¢ ¢pparmerroM PEG. [Tox «KOHBIOTHPOBaHHBIMY TTOIPa3y MEBAETCS,
yro ¢parmenT PEG nmubo HenmocpencTBeHHO CBs3aH C yKa3aHHBIM OCTAaTKOM, JMOO CBs3aH C
OCTAaTKOM dYepe3 CrelcepHblii (parMeHT, Hampumep, ciuuBaromui areHT. Korma ykasaHHas
KOHBIOTaLUsl IPOUCXOAUT MO OCTATKy JIM3MHA, 3TOT OCTATOK JIM3MHA YIIOMMHAETCS B JAAHHOM
JOKYMEHTE Kak «mnerunuposaHHblid Lysy. Ilentuza, KOTOpBIM KOHBIOTMPOBAH TOJIBKO C OJHUM
¢dparmenrom MPEG, Ha3biBaeTcst K MOHO-TIETUITHPOBAHHBIMY .

[00226] Hcnonb3yemble B naHHOM noKymeHTe TepMmuHbl «Lys-PEG» u «Lys-PEGy»
OTHOCSITCSI, COOTBETCTBEHHO, K OCTaTkaM JIM3MHA, KOTOpble Obutn KoHBIOrMpoBaHbl ¢ PEG.
«Lys(ancnnon-SSA-PEGn)» OTHOCHTCS K OCTAaTKy JIM3MHA, B KOTOPOM 3ICHJIOH-aMHHOTPYIIA
cuura ¢ MPEG ¢ ncnionp3oBanneM NOAXOASIIIIM 00pa3oM GyHKIHOHATH3UPOBAHHOTO SSA.

[00227] B HacTosiiieM onucaHuu TepMUH «mpupoasbiii nentun GIP yenoseka» oTHOCUTCS
k npupomHomy mnentuny GIP uenosexka. Ortor Hatusebli nentun GIP uenoseka (42
AMHMHOKHCIIOTHI) uMeeT AMUHOKHCJIOTHYO NOCJIEA0BATEIbHOCTD!
YAEGTFISDYSIAMDKIHQQDFVNWLLAQKGKKNDWKHNITQ (SEQ ID NO: 1) u
npeacTassier co0oi (YHKIIMOHAJIBHO AKTHUBHYK) MOJIEKYJy, MOJYYEHHYK) M3 HMCXOTHOTO
MpeLIeCTBeHHNKA, OMMCAHHOTO B 3TAJIOHHON MocienosateabHOCTH 13 HanronansHOro nieHrpa
ounorexHonormdeckorn uHpopmaumu (NCBI) NP 004114.1, REFSEQ: Homep pnoctyma
NM 004123.2 DTOT MONHOpPA3MEPHBIM MPEALIECTBEHHUK KOAMPYETCs IMOCJIEA0BATEIbHOCTHIO
MPHK 4enoBedeckoro sxenymounoro wunruburopnoro mnojwunentuaa (GIP), mPHK; Homep
nocryna: NM 004123 sepcus; HM 004123 .2.

[00228] «IIpoueHT (%) HAEHTUYHOCTH AMHHOKHCJIOTHBIX TOCJIEIOBATEIBHOCTE
OTHOCHUTEJIHO 3TAJIOHHON MOJIUIIENTHAHON MOCIeI0BATEIbHOCTH ONPEAEIsAeTCsl KaK IPOLIEHTHAs
70Nl aMHUHOKUCJIOTHBIX OCTaTKOB B KaHAUAATHON TMOJUNENTUAHON IOCIEN0BaTEeNbHOCTH,
KOTOpbl€  SIBJISIIOTCS  WAGHTUYHBIMU C aMHUHOKHCJIOTHBIMU OCTaTKaMHU B 3TaJIOHHOMN
MOJIUTNIENTUIHOM MOCIeA0BATEIbHOCTH, MTOCIIE BbIPABHUBAHMSI TOCIE0BATENbHOCTEN U BHECEHNH,
B ClOy4ae HEOOXOAMMOCTH, TSIMOB Nl JOCTIDKEHUS MAaKCHUMAaJbHOH  HAEHTUYHOCTH
NOCJIEIOBATEIbHOCTEH, HO 0e3 yd4eTa Kakux-JHOO KOHCEPBATUBHBIX 3aMEH KaK dYacTh
UAEHTUYHOCTH TIOCJEeOBaTeNbHOCTEN. BbIpaBHUBaHHE B LEsIX OINpenesieHus] IPOLIeHTa
UICHTUYHOCTH aMUHOKHCIIOTHBIX MOCJIEIOBATEIBHOCTEH MOXKET OBITh BBIMOJHEHO PA3IMYHBIMU
croco0amy, M3BECTHBIMH CHELMAIHMCTY B JAHHOW OOJNACTH TEXHHUKH, HANPUMEp, C MOMOIIBIO
o0menocTymuoro mporpamMmmHoro obecneuenusi, Takoro kak BLAST, BLAST-2, ALIGN wnu
Megalign (DNASTAR). Cnenmanuctel B JaHHOW OOJNACTH TEXHUKH MOTYT OMNPEIE/IHTD

COOTBETCTBYIOIUE TapaMEeTPhl Ui BbIPABHUBAHUS TOCJIENOBATEILHOCTEH, BKJIOYAsl JIHOOBIE
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ANTOPUTMBI, HEOOXOAUMBIE U JOCTH)KEHHS MAaKCHMAJbHOTO BBIDABHUBAHMS IO BCEH IMHE
CPaBHUBAEMBIX MTOCIIEIOBATEIBHOCTEH.

[00229] B naHHOM TOKYMEHTE TEPMHH «JI€UeHNE» (1 BAPUAHTBI, HAITPUMED, «JICUUTDHY WIIN
«TIPOLIECC JIEYEHUSD») OTHOCUTCS K KIMHUYECKOMY BMELIATEIBbCTBY IPHU TOMBITKE HW3MEHHUTH
€CTeCTBEHHOE TeueHHe 3a00JeBaHMsl Yy WHAMBHIA, I[OJBEPraéMoro JICYCHHUIO, U MOXKET
OCYIIECTBJIATHCS Uil MPOQUIAKTHKH WIIM B IPOLECCE KIMHUYECKOTO MPOSIBICHUS MATOJOTHH.
Kenaembie >¢dexTel NeueHHs] BKIIOYAIOT, HO HE OrPAaHHUYMBAIOTCS 3TUM, INPENOTBpAllEeHUE
BO3HUKHOBEHHUS] WM pPEUUANBA TATOJOTHYECKOTO COCTOSHHS, OOJerdeHne CHUMITOMOB,
YMEHbIIEHHUE JFOOBIX MPSIMBIX WM KOCBEHHBIX MATOJIOTMYECKHUX MOCIEICTBHI MAaTOJIOTHIECKOrO
COCTOSIHUS WJIH JIEUEHUs], TPEOTBPAILLEHUE PBOTHI, T. €. IPEIOTBPALLEHHUE MOSBJICHNS CHUMIITOMOB,
NOJTHOCTBIO MJIM YaCTUYHO CBS3aHHBIX C MATOJOTMYECKHM COCTOSIHUEM MM IOOOYHBIMU
s¢ppexkramu, KOTOpBIE, KAk U3BECTHO, COMPOBOKAAIOT KOHKPETHOE JIEYEHNE, CHUKEHHUE CKOPOCTH
IPOrpeCCUPOBaHMsI, OOJIErYeHNe N CMSArYeHHe CUMIITOMOB, CBSI3aHHBIX CO PBOTOM, TAKUX Kak
TOIIHOTA W/WJIXM PBOTA, M PEMHUCCHI0 WM YJyd4IIEHHE MPOrHo3a. B HEKOTOphIX BapuaHTax
OCYLIECTBJIEHUs MNenTuabl-aroHuCThl peuenrtopa GIP mo  Hacrosimemy — H300peTeHHIO
NPUMEHSIFOTCS 11 MHIHOMPOBAHUS MITH 33€P’KKU BO3HHUKHOBEHHUSI PBOTHI, T.€. TOLIHOTBI WJIH
PBOTBI, WJIH Ul 3aMEJICHHs] IPOTPECCUPOBAHMSI PBOTHI WIIM CUMIITOMOB, CBSI3aHHBIX C PBOTOIA,
WIN JUI TIPENOTBPALICHUs, 3aAeP’KKU MM MHIMOMPOBAHKS BOSHUKHOBEHUSI PBOTBI, TOLIHOTBI
W/VJTN PBOTBHI, CBSI3AHHBIX C JIEYEHUEM APYTroro 3a00JIeBaHMsl, KOTOPOE AKTUBHO JIUUTCS.

[00230] Tlox «CHMXKEHMEM» WM HHTCHOMPOBAHHEM» IOIPA3yMEBAETCS CIOCOOHOCTH
BbI3BIBATL 001ee cHmkenne Ha 20%, 30%, 40%, 50%, 60%, 70%, 75%, 80%, 85%, 90%, 95%
wiu Oonble. B HEKOTOPBIX BapHAaHTaX OCYINECTBJICHUS] CHI)KEHUE WM MHTMOMPOBAHUE MOXKET
O3Ha4yaTh OTHOCUTENIbHOE CHH)KEHHE MO CPABHEHHUIO C 3TAJOHHBIM (HAmNpUMep, 3TaJOHHBIM
ypOBHEM OHOJIOTHUECKOW aKTUBHOCTH (HANpUMEpP, KOJUYECTBOM BMH30[0B TOIIHOTHI H/HJIH
pPBOTHI TIOCJIE BBENEHHUS CYOBEKTY MPENNUCAHHOTO OO0beMa XUMHOTEpPANUH, HaIpUMep,
NPEANMCAHHONW J03bl XMMHOTEPAIEBTUYECKOTO areHTa, KOTOPbIA, KaK H3BECTHO, BBI3bIBAET
pBOTY). B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS TEPMUH «YMEHbLICHNUE W « HHTHOMPOBAHUE
MOJKET OTHOCHUTBCSI K OTHOCHTEIBPHOMY YMEHBIIEHHIO MOOOYHOro 3¢ dekTta (TO €CTh TOLIHOTHI
W/WJIH PBOTBHI), CBSI3AHHOTO C JICYEHUEM MATOJOTHYECKOTO COCTOSIHUS FITH 3a00JI€BaHMSL.

[00231] OntumanpHOE BBIPABHHBAHUE IOCIIEIOBATEIBHOCTEN JJIsI CPAaBHEHHUSI MOHO
NPOBECTH, HATIPUMED, C TOMOIIBIO AITOPUTMA JIOKaJIbHOH romosioruul Cmuta u Yorepmana (Adv.
Appl. Math. 2:482 (1981), KOTOpBIN BKJIOYEH B JAHHBIA JTOKYMEHT IOCPEICTBOM CCBUIKH), C
MOMOIIBIO AJITOPUTMA BBIPAaBHUBaHUS oOnacteil romonorun Humnmana-Bynma (J. Mol. Biol.
48:443-53 (1970), xoTopast BKJIIOYEHA B JAHHBIA JOKYMEHT IOCPEACTBOM CCBUIKH), METOAA
noucka cxoncrsa ITupcona u Jlunmana (Proc. Natl. Acad. Sci. USA 85:2444-48 (1988), koTopsIit
BKJIFOYEH B JAHHBIH JOKYMEHT TOCPEACTBOM CCBUIKH), KOMIBIOTEPU3HPOBAHHBIX pPeaTH3alni
stux anropurmoB (Hanpumep, GAP, BESTFIT, FASTA u TFASTA B nporpaMMHOM MakeTe
Wisconsin Genetics Software Package, Genetics Computer Group, 575 Science Dr., Manucos,
mrat BuckoHcuH), win nyteM BusyanbHOro ocmotpa. (Cwm., Hampumep, Ausubel et al. (eds.),
Current Protocols in Molecular Biology, 4th ed., John Wiley and Sons, New York (1999)).
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[00232] OauH U3 WJUIIOCTPATUBHBIX NPUMEPOB alrOPUTMA, KOTOPBIA MOAXOAUT AJs
oTpeaeNeHus IIPOLIEHTa UJIEHTUYHOCTH MOCJIEI0BATENbHOCTEM u CXOZCTBA
nocienoBateapbHocTel, siBnsiercst anroputm BLAST, koroperit onmcan B Altschul et al. (J. Mol
Biol. 215:403-410 (1990), KOTOpPBIil BKJIKOYEH B IaHHBIA JOKYMEHT ITOCPEACTBOM CChUIKH). (CM.
takke Zhang et al., Nucleic Acid Res. 26:3986-90 (1998); Altschul et al., Nucleic Acid Res.
25:3389-402 (1997), xoTopble BKJIIOUEHbl B JaHHBI IOKYMEHT IIOCPEACTBOM CCBUIKH).
IIporpammuoe obecneuenune ans nposepeHus: aHann3oB BLAST nyOnamuHO noctynHO Ha BeO-
caiire HaumonanmpHOro mneHtpa OuoTexHOnorudeckod wuHpopmaruu. JlaHHBIH alropuT™M
BKJIFOYAET, BO-TIEPBBIX, WACHTU(PHUKALMIO Iap BBICOKOKAUYECTBEHHBIX IOCIENOBATEIBHOCTEN
(HSP) nyrem mneHTHpUKauN KOPOTKHUX CJOB UIMHOW W B HCKOMOH IMOCIENOBATEIbHOCTH,
KOTOpbIe MO0 COBMANAIOT, JIMOO yAOBJIETBOPSIOT HEKOTOPOMY IOJIOKUTENIBHOMY MOPOrOBOMY
nokasaremo T mpu COBMEIEHUH CO CIOBOM TOM K€ JIJIMHBI B ITOCJIEN0BATEILHOCTH 0a3bl JAHHBIX.
T Ha3bIBAIOT MOPOrOBBIM MOKa3aTesieM cxoncTBa cocennux ciios (Altschul et al. (1990), Boimue).
OTH HayvaJlbHbIE COBMAJCHUSI COCEIHUX CJIOB NEHCTBYIOT Kak oOpasew IJisi MHULMALUN [TOUCKA,
yro0Obl HaliTh Oonee nuHHble HSP, comepxamnue ux. CoBmaseHus CJIOB 3aTeM PACLIUPSIFOTCS B
o0OMX HampaBlIEHUSX BIOJb KAXKIOH MOCIEAOBATEIBHOCTH IO TeX MOp, MOKa COBOKYITHBIM
NOKa3aTeNlb BbIPABHUBAHMS MOXHO YBEJIWYMBAaTh. PacliupeHue COBMAJEHUsl CIOB B KaXIOM
HAIpaBJIeHNH NMPEKPAIIAIOT, KOT/Ia: COBOKYIIHBINH 0aJul BBIPABHUBAHUS MAAAeT HA BEIMUUHY X OT
€ro MaKCUMAaJIbHOTO JTOCTUTHYTOI'O 3HAUEHUST; COBOKYIIHBIN 0Oajll CTPEMHTCS K HYJIFO WJIN HIDKE,
BCJIEICTBHE HAKOIUIEHHsI OTHOTO WK OOJiee OTPHULATEbHBIX OAJJIOB BBIPABHUBAHUSI OCTATKOB;
WM B KOHIE kaxnoi mnocnenosarenbHOocTH. I[lapamerpsr W, T u X amropurma BLAST
OTIPEeAENAI0T YyBCTBUTEIBHOCTD U CKOPOCTh BhipaBHUBaHMs. [Iporpamma BLAST ucnonesyer no
ymojuanuio uHy ciosa (W), pasayro 11, marpuny 3amen BLOSUMO62 (cm. Henikoff and
Henikoff, Proc. Natl. Acad. Sci. USA 89:10915-9 (1992), xoTopasi BKJIFOYEHA B TAHHBIN JOKYMEHT
NOCPEICTBOM CCBUIKH) BhIpaBHUBaHus (B), pasubie 50, oxunanue (E), pasroe 10, M=5, N=-4 u
CpaBHeHHE O0euX Lernen.

[00233] B nmomonHeHHMe K MPOLEHTY HISHTHYHOCTH IMOCJIENIOBATEIBbHOCTH, aJTrOPUTM
BLAST Takske BBIMOJNHSAET CTATUCTUYECKHUI aHAIN3 CXOACTBA JBYX IMOCIENOBATENIBHOCTEH (CM.,
Hanpumep, Karlin and Altschul, Proc. Natl. Acad. Sci. USA 90:5873-77 (1993), xoropas
BKJIFOUEHA B JAaHHBII JOKYMEHT NOCPEACTBOM CChbUTKK). OTHO H3MEPEHHE CXOICTBA, MPOBOIUMOE
anroputMoM BLAST, 3akmtouaercsi B ONpeneleHUd HauMEHbLIel CyMMapHOW BEepOSITHOCTHU
(P(N)), koTOpast yka3bIBaeT Ha BEPOSITHOCTb MPH KOTOPOW COBMAJEHHE NBYX HYKJICOTHIHBIX WIIH
AMUHOKHUCJIOTHBIX ~ TOCJIEIOBATEIbHOCTEH  OynmeT mpoucxomuTh ciydaiiHo. Hampumep,
AMHUHOKHCIJIOTHAsl MOCJEA0BATENBHOCTh CUUTAETCS AHAJIOTMYHON 3TAJOHHOW AMUHOKUCIOTHOU
MOCJIEI0BATEIbHOCTH, €CJIM HAUMEHbIIIasi CyMMapHasi BEPOATHOCTD MIPU CPAaBHEHHUU UCCIIENy MO
AMHUHOKHCJIOTHI C 3TAaJIOHHOM aMHHOKHCIIOTOH COCTaBisieT MeHee okojo 0,1, Jaie MeHee OKOJIO
0,01 u Hanbonee TunU4YHO MeHee okoio 0,001.

[00234] BapuaHTBl TakXke MOTYT OBITb CHHTETHUECKHMH, PEKOMOWHAHTHBIMU WU
XUMHYECKH MOIU(UIIMPOBAHHBIMU TOJHHYKJICOTHAAMH WA TIOJHMIIENTHIAMH, BBIICIECHHBIMU

UM MNOJNYYCHHBIMU C HCIOJb30BAHUEM CHOCO6OB, XOpoLmo H3BECTHBIX B HaHHOﬁ obnacTtu
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TEXHUKH. BapwaHTBl MOIYyT BKJIIOYaTh KOHCEPBATHUBHBIE HIIM HEKOHCEPBATHBHBIE 3aMEHBI
AMHHOKHCIJIOT, KaK ONHCAaHO HIbke. [IOMMHYKIEOTHIHbIE 3aMEeHbl MOTYT TPHUBOAUTH K
AMUHOKHCJIOTHBIM 3aM€HaM, [0OaBJICHUSM, [eJeLUusiM, CIUSHUAM W YKOPOYEHHUSIM B
NOJIUMENTHIE, KOAUPYEMOM JTAJOHHOM IOCIENOBATEIbHOCTRIO. BapHaHTBl Takke MOIyT
BKJIFOYAaTh BCTaBKM, MENELUH WIM 3aMEHbl aMUHOKHCIOT, BKJIOYas BCTAaBKHM M 3aMEHbI
AMHHOKHCJIOT M JAPYTUX MOJIEKYJ), KOTOpble OOBIYHO HE BCTPEYAIOTCS B MENTUIHON
NOCJIEIOBATEIbHOCTH, SIBJISTFOINEHCS] OCHOBOW BapHaHTa, HAIPHMEpP, HO HE OTPAaHUYUBASICh STHM,
BCTaBKa OPHHUTHMHA, KOTOpasi OOBIMHO HE BCTpedaeTcss B Oejkax dYenoBeka. 1epMHH
«KOHCEPBATHUBHAsl 3aME€Ha» TIpPU OIHCAHWU TNOJMIIENTHAA OTHOCUTCS K H3MEHEHHUIO
AMHHOKHCJIOTHOTO COCTaBa MOJIMMENTHA, KOTOPOE HE MPUBOIUT K CYLIECTBEHHOMY M3MEHEHHUIO
aKTUBHOCTH mojunentuaa. Hampumep, KOHCepBaTHBHAasi 3aMeHa OTHOCUTCS K 3aMeHe
AMHHOKHCJIOTHOTO OCTaTKa APYTUM AaMMHOKHCIOTHBIM OCTaTKOM, OOJNAIaroIUM CXOJHBIMU
XUMHYECKUMH cBoicTBaMU. KOHCepBaTHBHBIE aMHUHOKMCJIOTHBIE 3aMEHBl BKJIFOYAIOT 3aMEHY
JeHLMHA U30JIeHLIMHOM HIIH BaJIMHOM, acrapTaTa [NyTaMaToM HJIM TPEOHHHA CEPUHOM.

[00235] «KoHcepBaTHBHbIE AMHUHOKHUCJIOTHBIE 3aMEHBI», KaK YIOMHHAETCS B JAHHOM
JOKyMEHTE, SIBJIAIOTCS PE3yJIbTaTOM 3aMEHbI OZTHOM aMUHOKHCIIOTHI IPYTOH, UMEOIel CXOHbIe
CTPYKTYpHbIE W/HJIM XUMHYECKHE CBOICTBA, TaKOH KaK 3aMeHa JIeHMIMHA W30JCHL[THOM WIH
BAJIMHOM, acmapTara IJyTaMaTOM HIIM TPEOHHHA CEpUHOM. TakuM 00pa3oM, «KOHCEepBaTHBHAs
3aMEHA» KOHKPETHOH aMMHOKHCIIOTHOHW IOCJIE0BATEIbHOCTH OTHOCUTCS K 3aMeHe TeX
AMHMHOKHCJIOT, KOTOpPbIE HE SIBJISTFOTCS KPUTHYECKUMHM AJISI MOJUIENTUIHOW aKTHBHOCTH, WIH K
3aMEeHE aMUHOKHCIOT IPYTMMHU aMHHOKHCIOTaMH, OOJNAaroIUMH CXOAHBIMH CBOWCTBAMHU
(HampuMep, KHCIBbIMH, OCHOBHBIMH, TOJIOXKHTEJIBHO WJIM OTPHULATENBHO 3apsKEHHBIMH,
NOJISIPHBIMU HMJIM HETIOJIIPHBIMHU U T.J.), TaK YTO 3aME€Ha JaKe KPUTHYECKHUX AMUHOKHCJIOT He
CHIDKAeT  aKTUBHOCTh  mentuaa (T.e.  CIOCOOHOCTh — MeNnTHAAa  MPOHUKATh — 4epes
remarosHiedanuyeckuii 6apbep (I'25)). Tabauubl KOHCEPBATUBHBIX 3aMeH, O00EeCTIeUHBAIOIINE
(PYHKIIMOHAJILHO CXOJIHbIE AMHUHOKHCJIOTBIL, XOPOIIO M3BECTHBI B JAHHOH OOJIACTH TEXHUKH.
Hanpumep, kaxnas u3 CIeAyOLUINX MECTH IPYII COAEPIKUT AMUHOKHCIIOTBI, KOTOPBIE SIBJISTFOTCSI
KOHCEPBATHBHBIMH 3aMeHaMu Npyr ans apyra: 1) amanuH (A), cepun (S), tpeonun (1), 2)
acnaparuHoBas kuciota (D), rmyramunoBas kuciota (E); 3) acnaparun (N), raytamus (Q); 4)
apruauH (R), mmsun (K); 5) wsoneiinun (1), neiiumn (L), metnonnn (M), Bamun (V), u 6)
denmnananut (F), Tuposus (Y), tpunrodan (W). (Cwm. Taxke Creighton, Proteins, W.H. Freeman
and Company (1984), mOJTHOCTBIO BKJIFOYEHHYIO B JAHHBIA JOKYMEHT MOCPEICTBOM CCBUIKH). B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBJICHHUS OTACIbHBIC 3aMEHBI, IEJCIUHU MU JOOABJICHHUS, KOTOPbIE
U3MEHSIOT, JAO00ABISIOT WIM VAAISIOT OJHY AaMHHOKHCIIOTY WIH HEOONBIIOH MpPOLEHT
AMHHOKHUCJIOT TaK)K€ MOXKHO CUHMTaTh «KOHCEPBATHBHBIMH 3aMEHAMHU», €CJIM W3MEHEHHE He
CHIDKAeT aKTUBHOCTh nenrtuaa. MHcepuuu mnu aenenuy OObIYHO HAXOHSATCS B JHAMa30HE OT
okojio 1 10 5 aMuHOKHCIOT. BBIOOpP KOHCEPBATUBHBIX AMHHOKHCIIOT MOXKET OBITh OCHOBAaH Ha
PACTIONIO’KEHUH 3aMEHSIEMOW aMHHOKHCIIOTBI B TENTHAE, HANpUMeEp, €CIH aMHHOKHCIIOTA
HAXOIIUTCS CHApPYy’ KU MENTHAA U MOABEPraeTcsi BO3ACHCTBUIO PACTBOPUTENEH, MM BHYTPU U HE

MOABEPraeTcs BO3AEUCTBUIO PACTBOPUTENEH.
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[00236] B anbrepHAaTUBHBIX BapHAaHTaX OCYIIECTBJICHUS H300PETEHHs] MOXKHO TaKKe
BbIOpATh KOHCEPBATHUBHBIE 3aMEHBI AMUHOKHCIIOT, OAXOSIIHE JIJIsI AMHHOKHUCIIOT, HAXOISIIIIX CST
BHYTpH O€NKa WM NEeNTHAA, HAPHMep, MOXXHO HCIOJb30BATh MOAXOSIININE KOHCEPBATUBHBIE
3aMEHbI JIs1 aMUHOKUCIIOT, HAXOSAIINXCS BHYTPU OeNka Wi nentuaa (To €CTh, aMUHOKHUCIIOTHI
HE TMOJBEPTar0TCs BO3ACHCTBUIO PACTBOPUTEIS), HATIPUMED, HO HE OTPAHMYUBASICh UMH, MOXKHO
HCIIONIB30BATh CJIENYIOIINe KOHCEPBAaTUBHbBIE 3aMeHbl: e Y 3ameHeHa HAa F, THa A uimu S, [Ha L
nmm V, WraaY,MuaL NuaD GuaA TrHaAumu S, DuaN, Ilnalum V,FraY wmu L, S
HaAumu Tu AnaS, G, T unu V. B HeKOTOpBIX BapuaHTaX OCYILIECTBJIECHNsI HEKOHCEPBATUBHbIE
AMUHOKHCJIOTHBIE 3aMEHBI TAK)KE OXBATBIBAIOTCSI TEPMUHOM BapHAHTBHI.

[00237] Hcnonb3yeMblii B TaHHOM JIOKYMEHTE€ TEPMHUH «CEJIEKTUBHOCTb» MOJIEKYJbl B
OTHOLIEHUU [EePBOrO peLenTopa MO OTHOLIEHHWKD KO BTOPOMY pELENTOpy OTHOCHUTCA K
cnenyromeMy cootHoweHnto: ECs, monexynbl Ha BTOpoM penentope, aeneHHas Ha ECs
MOJIEKYJIbl Ha NepBOM peuenrtope. Hampumep, monekyna, koropas umeer ECsy 1 HM Ha nepsom
peuentope u ECsq 100 HM Ha BTOpOM penentope, obnanaer 100-kpaTHO# CENEKTHBHOCTHIO B
OTHOLICHUHU NIEPBOrO PEeLeNTOpa MO CPABHEHUIO CO BTOPBIM PELIENTOPOM.

[00238] Kak MOHSTHO CHELMAUCTy B JAHHOW OOJNIACTH TEXHUKH, CCHLIKA Ha «OKOJIOY»
3HAUeHMs] WM TapaMeTpa B HACTOALIEM JOKYMEHTE BKJIIO4YaeT (M OIUCBHIBAET) BApUAHTHI
OCYILIECTBJICHUs, KOTOPbIE HANpaBJI€Hbl HAa 3TO 3HAYECHHWE WU INApPaMeTpP KaK TaKOBOW WU
KOTOpbIe UMEIOT OTKJIOHEHHUE IUII0C UM MUHYC OT 3TOTO 3HadeHus B npenenax mexnee 10%, wnn
MeHee 9%, unu menee 8%, i MeHee 7%, unu meHee 6%, win MeHee 5%, unu menee 4%, wIn
Menee 3%, unmu menee 2%, win menee 1%, unmu menee 0,1% ot ykazanHoro 3HaueHusi. Hanpumep,
OMHUCAaHKE, B KOTOPOM YTIOTPEOIEHO «OKOJIO X», BKIIFOYAET OMUCAHUE « X .

[00239] TIoHSTHO, YTO acCMEKT U BAPHUAHTHI OCYINECTBIIEHHS JaHHOTO H300pETeHHS,
OMHUCAHHBIE B JAHHOM JOKYMEHTE, BKIIFOYAIOT «COCTOSIIIUIY W/WIN «COCTOSLIMHA MO CYLIECTBY»
U3 acmeKTOB U BapUaHTOB OCYIIECTBJIEHHUs. B KOHTEKCTe MAHHOrO JOKYMEHTa, CJIOBa B
€IMHCTBEHHOM UYHCJIe O3HAYAIOT TaKXXe U MHOKECTBEHHOE YHCIIO, €CIM HE YKa3aHO UHOE.

[00240] A. THHETTTUJBI-ATOHUCTEI PETIEIITOPA GIP

[00241] B pa3nu4HBIX BapHAaHTaxX OCYLIECTBJIEHHS HACTOSLIET0 H300pEeTeHUs

NpeIJIOKeHbl NenTUAbl-aroHucTel  peuentopa GIP. Kpome Toro, mnpemnosxkeHsl CrIoOCOOBI
npoUIAKTUKYA W/WIH JIEYEeHHUs] caxapHoro nuadera (Hampumep, caxapHoro muabera 2 Tuma),
OKUPEHUs, MeTaDOIMYECKOr0 CHHAPOMA U PBOTHI y CYOBEKTa, HYKOAOLIErocss B 3TOM. B
pPa3IMYHBIX BAapUAHTAX OCYINECTBJIIEHUS CHOCOObI O0ECIeYMBAaOT BBEACHHE CYOBEKTY
TepaneBTuuecku 3(dexTnBHOrO KoIMyecTsa mentupa-aroHucra peuenropa GIP ogun pas B
HENeJI0 WK pa3 B Henemo (HarpumMep, 1 pas/Hen., KOTOpbIe UCIIONB3YIOTCS B JAHHOM JOKYMEHTE
B3aMIMO3aMEHSIEMO).

[00242] Hcnonp3yeMble B JAaHHOM JOKYMeHTe nentuabi-aroHucTsl GIPT no Hacrosemy
n300pETEHUIO OTHOCSTCS K MENTHIaM, KOTOPBIE IPEATIOYTUTENBHO CBS3BIBAIOTCS C PELIENTOPAMHU
GIP no cpaBHeHHIO C APYTMMHU peLenTopamy, TakuMu kak peuentopbl GLP. B HexkoTOphIx
BAapHAHTax OCYINECTBJIEHHUs WIIIOCTPATUBHbIM mnentugom-aronuctoM GIPr mo Hacrosimemy

u300peTeHnI0  SABJSIIOTCA  nenTuabl-aroHucTel  GIPr,  kotopele  umeroT K03 UIUEHT
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CeJIEKTHUBHOCTH, onpeneiennbiil kak orHomenne (ECsy GLP1R/ECs, GIPR) Gonee 10, wim Gonee
100, mnu 6onee 1000, wu Gonee 10000 mmm 6oee 100000. MurocTpaTHBHBIN MENTHA-arOHUCT
peuenropa GIP npexncrasnsier codoit nentun-aronuct GIPr, korna nentun umeet kodpGumreHT
cenektuBHOCTH (EC59 GLP1R/ECsy GIPR) 60omee 10, wmu 100, wm 1000, umm 10000, i okosio
100-1000000 nnu Gonee.

[00243] Hcnonb3yemsiii B nanHoM nokymenrte «Lys(R)» siBisiercss cuHoOHMMOM «Kmy» u
UCTIONB3YETCSI B3aMMO3aMEHSIEMO.

[00244] B HeKOTOpBIX BapuUaHTaxX OCYLIECTBICHUS MPEAJIOKEH MEeNTUA-arOHUCT
pernenropa GIP wiu ero comnb. [lentun-aronnct peuenropa GIP npencrasnen ¢popmynoii (I):

P1-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-A9-Tyr-Ser-Ile-A13-A14-Asp-A16-A17-A18-Gln-
A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-Gln-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-A40-A41-A42-P? unu ero papMarieBTHYECKH IpuemiIeMast COJb,

rme

P! mpencrassier coboii rpymy, MpeacTaBieHHYO GOpMy IOt

RAL

-CO-RAL

-CO-ORAL,

-CO-CORA!L,

-SO-RAL

-SO,-RAL

-S0O,-ORAL

-CO-NRAZRA3,

-SOZ-NRAzRA3,

-C(=NRA!)-NRAZRA3 yyu

OTCYTCTBYET,

rae kaxablidi u3 RAL RAZ y RA3 He3aBMCHMMO NpenCTaBisieT COOOM aToM BOIOPOJA,
HEeOoO0sI3aTeNIbHO 3aMELICHHYI0 YIJICBOJOPOAHYIO TPYIIY WM HEoOs3aTeNIbHO 3aMEIleHHYIO
reTePOLMKINIECKY IO TPYIITY;

P? npencrasisier coboit -NH, mnm -OH,;

A2: mpencrasiisier codoit Aib, D-Ala, Ala, Gly wnu Pro;

A9: mpencrasinsier coboit Asp miu Leu;

A13: npexncrasisier coboit Aib i Ala;

A14: npencrasnsier coboli Leu, Aib, Ile umu Nle;

A16: npencrasisier coboit Arg, Ser nim Lys;

Al17: npencrasisier coboit Aib, Ala wn Ile;

A18: mpencrasnsier coboii Ala, His nnu Lys;

A19: npencrasisier coboit Gln mnn Ala;

A20: mpencrasisier coboit Aib, Gln nnu Ala;

A21: npencrasisier coboit Asp, Asn wu Lys;

A24: npencrasnsier coboii Asn, Gln wu Glu;
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A30: npencrasisier coboit Arg, Ser, Gln nnm Lys;

A31: mpencrasmnsier coboii Gly, Pro unm neneumnto;

A32: mpencrasnsier coboii Ser, Lys, Pro, Gly wnu generuro;
A33: mpencrasnsier coboii Ser, Lys, Gly wiu genenuro;
A34: npencrasinsier coboti Gly, Asn wim genenuro;

A35: mpencrasnsier coboii Ala, Asp, Ser, Asn wim geneuuro;

A36: nmpencrasisier coboit Pro, Trp wiu nenenuro;

A37: npencrasisier coboii Pro, Lys nnn neneumnto;

A38: mpencrasisier coboii Pro, His nnu neneuuto;

A39: npencrasisier coboit Ser, Asn wiu 1eNenuro;

A40: npencrasisier coboit lle nnu nenenuto;,

A41: npencrasinsier coboit Thr wiu nenenuro; u

A42: npencrasiusier coboli Gln unu nenenwro.

[00245] B poACTBEHHBIX BapHaHTax OCYILIECTBJEHUs nentuna-aronuct peuentopa GIP B
cootBeTcTBUH C (popmyoii (I) MMeeT aMHUHOKUCIIOTHYIO MOCIenoBaTeabHOCTD (opmysl (1), rae
A31 npencrasisier coboit Gly, A32-A42 npencrasnsier codoii aenennto i A32 npeacrasiser
coboii Gly, a 33-A42 npencrasiser coOOH AENELHIO.

[00246] B pasnuuHbIX BapHaHTaX OCYLIECTBJICHHs MeNTUI-aroHUCT peuentopa GIP
dopmysl (1) conepskut nentua, B koropom P? npencrasisier coboii -OH.

[00247] B npyrux BapraHTax OCyLIECTBICHHs NenTua-aroHucT peuenropa GIP ¢popmyist
(T) comepxkut nentuz, B kotopoM P! mpencrasnsier coboii metun (Me).

[00248] B pasnuyHbIX BapuUaHTaxX OCYLIECTBJEHUS NenTua-aroHucCT peuentopa GIP
dopmyabr (I) comepxkut menTua, B kotopom P! mpexncrasisier coboit metwn, (Me), a P2
npezacrasisier codoit -OH.

[00249] B HekOTOpbIX BapUaHTaxX OCYLIECTBJIICHUS MPEAJIOKEH MeNTUA-arOHUCT
peuentopa GIP wnu ero comnb. [lentun-aronuct penenropa GIP npencrasnien ¢popmynoii (II):

P1-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-A19-
A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-A40-A41-A42-P? unu ero apMarieBTHYECKH TPpUEMIIEMAst COJb, TIE:

P! npencrasisier coboii rpymy, NpeacTaBleHHyY 0 GOpMyJIoit

RAL

-CO-RAL

-CO-ORA!L,

-CO-CORA!L,

-SO-RAL

-SO,-RAL

-SO,-ORAL

-CO-NRAZRA3,

-SO,-NRAZRA3

_C(:NRAl)_NRAzRA3
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rae kaxapli u3 RAL RA2 g RA3 HesaBMCMMO NpencTaBisieT cOOOH aToM BOIOPOIA,
HEeOoOs13aTeNIbHO 3aMELIEHHYI0 YIJIEBOJOPOAHYIO TPYIIY WIH HEoOs3aTeNbHO 3aMEIleHHYIO
reTePOLUKINIECKY O TPYIIY;

P? npencrasisier coboit -NH, wmun -OH,;

A2: mpencrasisier codoit Aib, D-Ala unu Gly;

A13: npencrasisier coboit Aib mnu Ala;

A14: nmpencrasinsier coboii Leu, Aib, Ile, Nle wim Lys(R);

A16: npencrasisier coboit Arg, Ser umm Lys;

A17: npencrasisier coboii Aib, Ala, Ile unmm Lys(R);

A19: npencrassier coboit Gln mnu Ala;

A18: mpencrasmsier coboii Ala, His mu Lys(R);

A20: nmpencrasisier coboit Aib, Gln, Arg unmu Ala;

A21: nmpencrasmusier coboit Asp, Asn wiu Lys(R);

A24: npencrasinsier codoit Asn, Gln i Glu;

A29: npencrasisier coboii Gln unu Lys(R)

A30: npencrasisier coboii Arg, Lys, Ser, Gln unu Lys(R);

A31: npencrasisier coboii Gly, Pro unu nenenuro;

A32: npencrasisier coboit Ser, Lys, Pro, Gly uinu genenmro;

A33: npencrasisier coboii Ser, Lys, Gly unu genenuro;

A34: npencrasisier coboit Gly, Asn wiu nenenuro;

A35: npencrasiusieT coboti Ala, Asp, Ser, Asn uiu geNenuro;

A36: npencrasisier codoii Pro, Trp wiu nenenuro;

A37: npencrasisier coboii Pro, Lys unu nesenuto;

A38: mpencrasisier codoii Pro, His wnu nenenuro;

A39: npencrasnsier coboit Ser, Asn wiu AeNeNuro;

A40: npencrasisier coboit [le wnu nenenuto;

A41: npencrasmisier coboit Thr nnm nenenuro;

A42: npencrasisier coboit Gln wmu nenenuro.

rne ocratok Lys(R), wacte (R) mpencrasnsier coboii X-L-, rone L npencrasnsier codoi
JUHKEP, U BBIOpaH U3 cienyromeit rpymmbl, cocrosmed us gE, GGGGG, GGEEE, G2E3, G3gEgE,
20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE, G5gE, 20EGgEgEgE, 20EG
u G5gEgE; u X mpencrasnsier coOoii U,

[00250] B HekoTOpbIX BapuUaHTax OCYLIECTBJICHUS MPEAJNIOKEH MeNTUA-arOHUCT
pernenropa GIP wnu ero gapmanesrudecku nmpuemiemas conb. [lentun-aronuct peuenropa GIP
npencrasied Gopmyion (I1I):

P1-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-A19-
A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-P? wu ero papMaleBTHYECKHU MTPpUEMJIEMAst COJTb, TTIE:

P! npencrassier coboii rpymy, MpeacTaBleHHY 0 GOpMyJIoit

RAL



-CO
-CO
-CO

36

_RAI
-ORAl,
-CORAL

_SO-RAL
_SO,-RAL
-S0,-ORAL

-CO

_NRAZRA3

-SO,-NRAZRA3
~C(=NRA1)-NRAZRA3

rac

kaxapii 3 RAL RA2 y RA3 HesaBuCMMO mNpencTaBiisieT cOOOHW aToM BOIOPOIA,

HEeOoOs13aTeNIbHO 3aMELIEHHYI0 YIJIEBOJOPOAHYIO TPYIIY WM HEoOs3aTeNbHO 3aMeIleHHYIO

reTepOLUKINYECKYIO TPYIILy,

P? npencrassier coboit -NH, mmm -OH,;

A2:
Al3

Al4:
Al6:
AlT7:
Al8:
Al9:
A20:
A21:
A24:
A29:
A30:
A31:
A32:
A33:
A34:
A3S5:
A36:
A37:
A38:
A39:

rae

npencrasisier coboit Aib, D-Ala wmu Gly;

: mpeacTaBisieT coboit Aib nnm Ala;

npezacrassier coboii Leu, Aib wim Lys(R);
npezacrassier coboi Arg, Ser uiu Lys;
npezacrasJsier cobori Aib, Ile, Ala unu Lys(R);
npezacrasysier codoii Ala, His wnu Lys(R);
npexacrasJsier coboit Gln wnu Ala;

npencTasisier codoit Aib, Gln, Arg unu Ala;
npencTasisier codoit Asp, Asn wiu Lys(R);
npexacrasisier cobor Asn wiu Glu;

npexacrasisier codoit Gln mwnum Lys(R)
npexacrasisietr coboit Arg, Lys, Ser, Gln wnu Lys(R);
npenctassier codoit Gly, Pro wnu genenuro;
npenctassier codoit Ser, Gly, Lys unu nenenuro;
npencrasisier codoit Ser, Lys, Gly unu nenenuro;
npenctassier codoit Gly, Asn unu nenenuro;,
npencrasisier codoit Ala, Asp, Ser, Asn wiu genenuro;
npenctasisier codoit Pro, Trp unu neneuwto;
npencTasisier codoit Pro, Lys win genenuro;
npenctasisier codoit Pro, His wiu genenuro;
npencTasisier codoit Ser, Asn WK TeNEU0;

ocratok Lys(R), gsacte (R) mpencrasnsier codoit X-L-, rne L mpencrasnsier coboi

JUHKEP, U BBIOpaH U3 cienyromeit rpymmsl, coctosimeit u3 gE, GGGGG, GGEEE, G2E3, G3gEgE,
20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE, G5gE, 20EGgEgEgE, 20EG

u G5gEgE;

1 X MpeacTaBisieT COOOH JIUIUA.

[00251] B HekoTOpbIX BapuaHTax OCYLIECTBJICHUs MPEAJIOKEH MeNTUA-arOHUCT

peuenropa GIP wnu ero comnb. [lentun-aronuct penenropa GIP npencrasnen ¢popmynoit (IV):
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P1-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-
A19-A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-
A38-A39-P? unu ero hapmaneBTUYECKH IPHEMIIEMAsT COJIb, THE:

P! mpencrasisier coboit H mu C ¢ anku,

P? npencrassier coboit -NH, mmm -OH,;

A13: mpencrasisier coboit Aib, Ala wm Lys;

A14: npencrasinsier coboii Leu, Aib, Lys mmu Lys(R);

A16: npencrasisier coboit Arg, Ser nim Lys;

A17: mpencrasmsier coboii Aib, Ala, Ile, Glu, Lys wmu Lys(R);

A18: mpencrasmsier coboit Ala, His, Glu, Lys wim Lys(R);

A19: npencrasisier coboit Gln mnu Ala;

A20: npexncrasisier coboit Aib, Ala, Gln, Arg nnu Lys;

A21: npencrasisier coboit Asp, Asn, Lys mnu Lys(R);

A24: npencrasinsier codoii Asn uin Glu;

A29: npencrasinsier codoit Gln, Lys wmu Lys(R);

A30: npencrasisier coboit Arg, Ser, Gln, Lys, Lys(Ac) wiu Lys(R);

A31: npencrasisier coboii Gly, Pro unu nenenuro;

A32: npencrasisier coboii Ser, Gly wnu neneuuto;

A33: npencrasisier coboi Ser, Gly wnu neneuuto;

A34: npencrasisier coboii Gly wnu neneuuto;

A35: npencrasisier coboii Ala, Ser wiu nenenuro;

A36: npexncrasisier coboii Pro wiu nenenuto;

A37: npencrasisier coboii Pro wiu nenenuro;

A38: mpencrasisieT coboli Pro wiu neneuuto; u

A39: npexncrasisier cobol Ser wiu Aenenuro;

rne B ocratke Lys(R) wacts (R) mpencrasnsier codoit X-L-, rne L nmpencrasnsier coboii
nuHKep U BbIOpaH u3 rpymmsl, coctosmeit uz 20EGgE, 20EGgEgE, G4gE, GGGGG, G5gE,
G5gEgE, G6, gEgEgE, OEGgEgE, OEGgEOEGgE, GGPAPAP u GGPAPAPgE;, u X
npencrasisieT C;7-C,; 0nHOOCHOBHYIO KUCIOTY Wik C17-Cyy ABYXOCHOBHYIO KHCJIOTY.

[00252] B HexoTOpbIxX BapuaHTax ocymectsieHust Al3 npencrasisier coboi Aib wm Ala.

[00253] B HekoTOpBIX BapHaHTax ocyliecTBiieHus: A 16 npencrasisietr codboii Arg umm Lys.

[00254] B HekoTOpBIX BapuaHTax ocyiecTieHust A19 npencrasiser coboii Gln.

[00255] B HekoTophIX BapuaHTax ocyiecTieHust A20 npeacrasisier coboii Aib.

[00256] B HexoTOphIX BapuaHTax ocymmectsiaeHust A3 1 npencrasisier coboii Gly mmm Pro,
a A32-A30 npencraBnsitoT COOOH eIenuro.

[00257] B nHekoTopbix BapuaHTax ocymectsieHust ¢opmynsl (IV) Al4 mpencrasnser
cobotii Leu, Aib umm Lys(R).

[00258] B nHekoropbix BapuaHTax ocymectsieHust dopmynbl (IV) Al4 mpencrasnser
coboti Leu nnm Lys(R).
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[00259] B mekoTtopeix BapuaHTax ocyuiectieHus (popmynsl (IV) Al17 npencrasnsier

coboti Aib, Ala, Ile, Glu mu Lys(R).

[00260] B nHekoTtopeix BapuaHTax ocyuiectieHus (popmynsl (IV) Al7 nmpencrasnsier

coboii Aib mmu Lys(R).

[00261] B nekoTtopeix BapuaHTax ocyuiectieHus (popmynsl (IV) A18 mpencrasnser

coboti Ala, His, Glu mnu Lys(R).

[00262] B nHekoTtopeix BapuaHTax ocyuiectsieHus (popmynsl (IV) A18 npencrasnser

coboti Ala nmm Lys(R).

[00263] B nHekoropbix BapuaHTax ocymectsieHust ¢opmyssl (IV) A21 mpexncrasnser

coboit Asp, Asn i Lys(R).

[00264] B nekoropbix BapuaHTax ocymectsieHust ¢opmyssl (IV) A29 mpexncrasnser

co6oii Gln unu Lys(R).

[00265] B nekoropbix BapuaHTax ocymectsieHus ¢opmynsl (IV) A30 mpencrasnser
coboii Arg, Ser, Gln, Lys, Lys(Ac) unu Lys(R).

[00266] B nHekoTopbix BapuaHTax ocyuiectieHus Gopmynbsl (IV) A30 mpencrasnser
coboit Arg, Ser, Gln, Lys(Ac) i Lys(R).

[00267] B HekoTOpBIX BapuaHTax ocyinecTsieHus popmysi (IV),

Al4
Al7

Al8:
A21:
A29:
A30:

- mpexncrasisier codoit Leu, Aib, Lys wiu Lys(R);

- mpexncrasisier codoit Aib, Ala, Ile, Glu unu Lys(R);
npexacrassier codort Ala, His, Glu umu Lys(R);
npencTasisier codoit Asp, Asn wiu Lys(R);

npexacrasisier codo Gln wnu Lys(R); u

[00268] B HekoTOpBIX BapuaHTax ocyiuecTBieHus popmyisl (IV),

Al3:
Al4:
Al6:
AlT:
AlS:
A20:
A29:
A30:
A31:
A33:
A3S5:

rae

npezacrasisier codoi Aib wim Ala;
npenctasisier codoit Leu, Lys unu Lys(R);
npeacTasisier codo Arg;

npencTasisier codoit Aib, Lys mumu Lys(R);
npencrasisier codoit Ala, Lys wu Lys(R);
npezacrasisier codoi Aib;

npencrasisier codoit Gln;

npencTasisier codoit Arg, Ser wiu Lys;
npexacrasisier codboit Gly mnm Pro;
npenacTasisier coboit Ser win nenenuo; u

npezacrasisier codo Ala nnm nenenmro;

npenctasisier codoit Arg, Ser, GIn, Lys, Lys(Ac) uau Lys(R).

L Beibpan w3 rpymmer, cocrosimeit 3 20EGgE, 20EGgEgE, OEGgEgE,
OEGgEOEGgE, G5, GGPAPAP, u GGPAPAPgE; u X npeacrasisier C;7-Cy; OIHOOCHOBHYIO

kucaoty unu C;7-C;; AByXOCHOBHYIO KUCJIOTY.

[00269] B HekoTOpPBIX BapuaHTax ocyIuecTBieHus: popmysl (IV),

Al3

: mpencrasisier codoit Aib nim Ala;
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A14: npencrasnsier coboti Leu mmm Lys(R);

A16: npencrasisier coboit Arg;

A17: npencrasinsier coboii Aib mu Lys(R);

A18: mpencrasnsier coboii Ala mu Lys(R);

A20: npexncrasisiet coboii Aib;

A21: nmpencrasisier coboii Asp, Asn wiu Lys(R).

A29: mpencrasisier coboit Gln;

A30: mpencrasisier coboit Arg, Ser umm Lys;

A31: npencrasisier coboit Gly mnu Pro;

A33: mpencrasisier cobol Ser wiu Ienenuo; u

A35: npencrasisier coboit Ala nnm genernuro,

[00270] roe L BoiOpan u3 rpynmsel, cocrosimeit 3 20EGgE, 20EGgEgE, OEGgEgE,
OEGgEOEGgE, G5, GGPAPAP, u GGPAPAPgE; u X mnpexacrasmser coboii C7-Cp,
onHOOCHOBHYI0 Kkucynoty min Cy7-C;; IBYXOCHOBHYIO KHCIOTY. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHHs TIENTUA-aroHKUCT perentopa GIP comepxut nentun, rae P? npencrasnsier coboi
-OH. B HekoTOpBIX BapuaHTax OCYLIECTBIEHUs Nentua-aroHuct peuenrtopa GIP comepxur
nentuz, rae P? npencrasinsier coboit -NH,.

[00271] B HekoTOpbIX BapHaHTaX OCYLIECTBJICHUS MeNTUI-aroHUCT penentopa GIP
conepskut nentup, rae P! npencrasisier co6oit Cy.¢ anKmibHy 0 rpyy. B HEKOTOPBIX BapHaHTax
OCYIIECTBJIEHHs TIENTUA-aroHKUCT perentopa GIP comepyxut nenrun, rae P! npencrasmnsier coboi
metui (Me).

[00272] B HeKOTOpBIX BapuUaHTaxX OCYLIECTBJICHHUS NenTuA-aroHucCT peuentopa GIP
comep:xut nenrtun, rae P! npexcraensier coboit Me, a P2 npencrasisier coboii -OH.

[00273] B HeKOTOpBIX BapuUaHTaxX OCYIIECTBJICHHUS NenTuA-aroHucCT peuentopa GIP
conepsxut nenrun, rae L npencrasisier coboii 20EGgEZE nwnu GGGGG.

[00274] B HeEKOTOpPBIX BapuUaHTaX OCYLIECTBJICHHUS NenTUA-aroHUCT peuentopa GIP
comepxuT nentum, rae X npencrasisier codoit Cig IBYXOCHOBHYIO KUCIIOTY .

[00275] B HeKOTOpBIX BapuUaHTaxX OCYLIECTBJICHHUS NeNnTUA-aroHUCT peuentopa GIP
npencrasied Gopmyoii (V):

Me-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Ile-A13-A14-Asp-Arg-A17-Ala-
Gln-Aib-A21-Phe-Val-Asn-Trp-Leu-Leu-Ala-GIln-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-P?, unu ero papmaneBTUUECKH IPHEMIIEMAST COJIb, TIE

P? npencrassier coboii -NH, mmm -OH,;

A13: npexncrasisier coboit Aib i Ala;

A14: npencrasnsier coboii Leu, Lys mmm Lys(R);

A17: npencrasnsier coboit Aib, Lys nmu Lys(R);

A21: npencrasisier coboit Asp, Asn, Lys miu Lys(R);

A30: npencrasisier coboit Arg, Ser, Lys nmm Lys(R);

A31: npencrasisier coboit Gly mnu Pro;

A32: mpencrasnsier coboii Ser, Gly wnu nenenuro;
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A33: npexncrasisier coOol Ser wiu nenenuro;

A34: npencrasisier coboit Gly mnm neneuuto;,

A35: mpencrasisier coboit Ala nnm penenuro;

A36: npexncrasisier coboii Pro mnm nenenuro;,

A37: npencrasisier coboii Pro mnm nenenuro;,

A38: mpencrasiusier coboli Pro wim neneunto; u

A39: npexncrasisier coboit Ser wu nenaenuro,

rne L mpencrasisier coboit 20EGgEgE nmn GGGGG; n X npexacrasnsier codoit Cig
JIBYXOCHOBHYIO KHCJIOTY.

[00276] B nekoTopbIx BapuaHTax ocyuiectBieHus gopmynsl (V) Al4 npencrasnser
coboti Leu unm Lys(R).

[00277] B nHekoTopbIX BapuaHTax ocyuiectBieHus gopmynsl (V) Al7 npencrasnser
coboii Aib unu Lys(R).

[00278] B Hekoropeix BapuaHtax ocyuiectieHus (opmyist (V) A21 mpencrasiser
coboii Asp, Asn umu Lys(R).

[00279] B nekoropeix BapuaHTax ocyuiectienus (opmyist (V) A30 mpencrasiser
coboii Arg, Ser, Lys unu Lys(R).

[00280] B HekoTOpBIX BapuaHTax ocynecTsieHus popmysi (V),

Al4: npencrasisier coboii Leu mim Lys(R);

A17: npencrasisier coboit Aib miu Lys(R);

A21: npencrasisier coboit Asp, Asn wiu Lys(R); u

A30: mpencrasisier coboii Arg, Ser, Lys umu Lys(R).

[00281] B pasznuuHbIX BapHaHTaX OCYINECTBIEHUS WJUIFOCTPATHBHBINA IMENTHUA-arOHUCT
peuentopa GIP mis nmpuMmeHeHHs: B crocodax, KOMIO3HMLUSX M JIEKAPCTBEHHBIX Ipernaparax,
MIPUBEICHHBIX B KauecTBE MPUMEPOB B JaHHOM JOKYMEHTe, UMeeT 1o MeHblieil Mepe 80%, unu
no MeHbliel mepe 85%, unu no mensinel mepe 90%, wnu mo MeHblieil Mepe 95%, UM no
MeHblIel Mepe 96%, unu no MeHblIel Mmepe 97%, uinn no Mexbleil Mepe 98%, UM nNo MeHblei
mepe 99%, win 100% UAEHTHYHOCTU TOCJENOBATENBHOCTH C JIFOOBIM MENTHIOM-arOHHUCTOM
penenropa GIP, onpenenennoro ¢popmynamu (1), (II), (ITD), (IV) umm (V).

[00282] B pa3znuyHbIX BapHaHTaX OCYINECTBIEHUS] WJUIOCTPATUBHBINA IMENTUA-arOHUCT
peuentopa GIP mis nmpuMmeneHHst B crnocodax, KOMIO3HLUSAX M JIEKAPCTBEHHBIX Iperaparax,
NPUBEICHHbIX B KAadeCTBE NPUMEPOB B MaHHOM AOKyMeHTe, umeerT 100% WIEHTHYHOCTH
NOCJIEIOBATEIBHOCTH € JIOOBIM  menTupoM-aroHucToM penenropa GIP, omnpeneneHHOro
dopmynamu (1), (ID), (I1T), (IV) umm (V).

[00283] B pa3nuuHbIX BapuaHTaX OCYLIECTBIEHHs NenTuA-aroHUCT peuenrtopa GIP,
onpenenennbiii  popmynamu (), (II), (M), (IV) wmu (V), umeer P2 onpenensembiii
ruapokcuibHO Tpymmoi (-OH). B pasnuuHbIX BapuaHTaX OCYINECTBJICHUS MENTUA-arOHHCT
peuernrropa GIP, onpenenennsiii popmyamu (I), (IT), (II1), (IV) wiu (V), umeer P2, onpenessiemplii

amuHorpymnmoi (-NH;). B paznuuHbIX BapuaHTax OCYINECTBJIEHUS MENTHUI-arOHUCT PELenTopa
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GIP, ompenenennsiii dopmynamu (I), (II), (II), (IV) wmm (V), umeer Pl ompenensembiii
MeTHJIbHOH rpynmoii (Me).

[00284] Uro xacaeTcsi BbILIEYNOMSHYTBIX MENTUAOB-aroHUCTOB peuentopa GIP,
onpenenenHbx popmynamu (1), (II), (II1), (IV) nnu (V), B pa3inuyHbIX BApUAHTAaX OCYIIECTBICHUS
nentuga-aroHucT peuentopa GIP comepxut no MeHble Mepe OAHY aMUHOKHUCIIOTY, UMEIOLIY IO
IBYXBAJIEHTHBII 3aMECTUTENIb, KOBAJEHTHO CBSI3aHHBI C OOKOBOH ILIETbIO aMHHOKHCIOTBI.
Hanpumep, B HEKOTOpBIX BapHaHTaxX OCYILIECTBJIEHMs MenTua-aroHucT peuentopa GIP umeer
AMHHOKHCJIOTHYIO TIOCJIE0BATENbHOCTD, UMEIOIIYI0 OOKOBYIO IIETIb [0 MEHbINEH Mepe 13 OJHON
AMHUHOKHUCIJIOTHl WJIM MOAMMULIMPOBAHHON aMHHOKHCIIOTBHI, HampuMmep, ocTatok Lys mentuma-
aronucra peuenrtopa GIP xoBaneHTHO nmpucoeanHeH k 3amernatouiei rpynne (R). B pasnuunbix
BapHaHTaX OCYIIECTBJIEHUS OCTaToK Lys mentupa-aronucra penenropa GIP moxer ObITh
KOBAJIEHTHO MPUCOEANHEH K 3amectuTestto (R), kak mokasaHo B HacTositeM onucanuu kak Lys(R).

[00285] Hampumep, cenekTuBHbIM nentua-aroHUCT peuentopa GIP mo Hacrosiemy
n300peTeHNI0 MOKET HUMeTh ocTaToK Lys, 3amemenHsiii rpynmoii (R) B aMuHOKHCIOTHOM
nonoxkeHuu A14-A30, Hampumep, B aMUHOKHUCIIOTHOM nosoxkeHuu: Al4 unu A17, A18, A21, A29
wnn A30. B pa3znuunbix BapuaHTax ocyuectsienus rpynma (R) npencrasnser coboit X-L-, roe L
npencTaBiasieT COOOH IBYXBaJCHTHBIN JHMHKEP. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
IBYXBaJEHTHBIN JHKEep MokeT Bkimouyath PEG, Abu-, (Gly)(2-8)-, gGlu(1-3)-, gE, GGGGG,
GGEEE, G2E3, G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE,
G5gE, 20EGgEgEgE, 20EG u G5gEgE, or omnHOlf N0 necsiTH aMHHOKHCIIOT, Harpumep,
TJIMLUHOBBIN JIMHKEP, COEPIKALIUM OT ABYX J0 1€CATHU OCTATKOB INIMLIMHA, OT ABYX 10 IIE€CTH WU
OT TSITH 0 LIECTH CBSI3aHHBIX TJIUIMHOB, WM KOMOWHALIMM BBIIICYyKA3aHHBIX JIMHKEPOB. B
pasznmuunbix BapuanTtax ocymectsieHns OEG=PEG3 u 20EG=(PEG3)2. B stux BapmuaHTax
OCYIECTBJICHUsI X MPENCTaBIsET COOOM 3aMEINAIOIIY IO TPYIIY, HAPUMED, JIUIHL. B pasiudHbIx
BapHaHTax OCYLIECTBJICHUs X MMPEACTABISAET JUMU OJHOOCHOBHON MU IBYXOCHOBHOMN KUCJIOTHI,
UMEIOIHHA 1IuHy aToMoB yriepoaa oT Cy; mo C,,, Hanpumep Cy;, Cig, Cy9 MOHOTIMLIEPU WU
ouriaepunun. B HEKOTOpBIX BapuaHTax oOCywlecTBieHHs X mpexactaBimsier coboir Cpg
JIBYXOCHOBHYIO KHCJIOTY.

[00286] B pasnmuyHbIX BapuUaHTaxX OCYIIECTBJEHUS NeNnTUA-aroHuCT peuentopa GIP
MOXET BKJIFOUaTh OJIMH WJIM J1Ba OCTaTKa Lys, 3aMemeHHbIx 3amectureneM X-L-. B HekoTOpBIX
BapUaHTax OCyllecTBiIeHus octaTok Lys 3amewmeH 3amecturenem X-L-, roe L nmpencrasisier
coboii (PEG3)2-, Abu-, (Gly)(2-8)-, gGlu(1-3)-, mim nx komOunanuy, Harnpumep, (PEG3)2-gGlu-,
Abu-gGlu-, (Gly)s-gGlu-, wm (Gly)e-gGlu-, GGGGG-, (PEG3)2-, PEG3)2-(Gly)5-6-, gE,
GGGGG, GGEEE, G2E3, G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE,
G4gE, G5gE, 20EGgEgEgE, 20EG, G5gEgE nnu nx xomOuHanumu.

[00287] B HEeKOTOpBIX BapuaHTaX OCYIIECTBIECHUs MeNTUA-aroHucT penenropa GIP numeer
OIWH WMJH ABa ocTaTka Lys ¢ 3aMerneHHo O0KOBOM 1enblo. Hanpumep, cenekTUBHBIA NEeNTHA-
aronnct GIPr moxer mumerb ocratok Lys, 3amemenHsiii X-L-, rne L mpencrasmser coboi
IBYXBAJICHTHBIN JIMHKEp, Kak oOCy)kmaercs B [aHHOM JOKYMEHTe, Hampumep, L moxker

NPEACTABISITh COOOH CBSA3b WIIM BYXBAJEHTHYIO 3aMEIIAIOIIYI0 IPYIIy, U rae X MpeACTaBisieT
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co0ol HeoOsI3aTeNbHO 3aMEIIEHHYIO YIIIEBOAOPOAHYIO TPy, HAIPUMEP, MOHOTIHLIEPH WIH
OUTJEPUINI WIA €ro Ccojb. B HEKOTOPBIX BapHAaHTaX OCYIIECTBICHUS IBYXBAJIECHTHAsS
3aMelanmas IPymna BKIOYAET: aJKWICHOBYIO Ipynmy, KapOOHWJBHYIO TPy,
OKCHKApOOHWJIbHYIO TPYMITy, UMHHOTPYIIY, AJKWJIMMHHOTPYIINY, CYJb(OHUIBHYIO TPYIIY,
OKCHUIpyHIy, CYJb(UAHYIO TPYIIy, CIOXKHO3()HUPHYIO CBS3b, aMHIHYIO CBsi3b, KapOOHATHYIO
CBSI3b WJIM UX KOMOWHALINH.

[00288] B pasnuyHbIX BapuUaHTaxX OCYLIECTBJEHUS NeNTUA-aroHUCT peuentopa GIP
MOJKET BKJIFOYATh OAMH WJIM 1Ba ocTtaTka Lys, KOoTopble MOryT ObITh 3aMeHeHbI rpymnmoi (R),
ompenenseMoil kak 3amecturenb X-L-. B Hekoropeix BapmanTax ocyumectBieHuss Lys(R)
npencrasisier coboil ocratok Lys, umerommii OokoByro 1iemb, 3amelneHHyno X-L-. B
POACTBEHHBIX BAPUAHTAX OCYIIECTBJIECHUS nenTuaa-aronucta perenropa GIP ¢parment X mosxer
NPEACTaBIATh COOONH HeoOs3aTeNbHO 3aMEINEeHHBIH YINEeBOAOPOA. B HEKOTOpBIX BapuaHTax
ocyuecTBieHuss rpynna X B 3amecturene X-L- moxer BkmouaTh Ci7-C;; OTHOOCHOBHYIO
kucnoty, C;7-Cp; ABYXOCHOBHYIO KHCIIOTY, ALETWIbHYIO TPyMNIy WIA WX KOMOHWHAIMU.
Hexoroprle mmmoctpatuBHble (parmenTsl X moryT BkirodaTh: (Hepda:C17 nByXOCHOBHYIO
kucnoty), (Oda:C18 nByxocHoBHyt0 kuciaoTy) win (Eda:C20 nByXOCHOBHYIO KHCIIOTY).

[00289] B pasnuuHbIX BapHaHTaX OCYLIECTBJICHHs MeNTUI-aroHUCT penentopa GIP
dopmyn (I)-(V), ¢parment L rpymmer X-L- MoxeT BKIOYATh ABYXBAJICHTHbIH JHHKEp. B
HEKOTOPBIX MPUMEpPax JBYXBaJeHTHbIH JuHKep MoxkeT Bkmodate PEG, (Gly)e.s)-, gGlu( .-, oT
ONHOW IO AECATH aMUHOKHCIOT WM uX KomOuHammu. B stux mpumepax X-L X moxer
NPEACTABISITh COOOM 3aMEINAOIIYI0 TPYIIITY.

[00290] B HexoTophix BapuaHTax ocymectsieHus (R) npencrasnsier coboit X-L-, roe L
npencrasisier codoit (PEG3)2-, Abu-, (Gly)-s)-, 8Glu(1.3)- nmu ux xomOuHanuu. B HEKOTOPBIX
BapuaHTax ocyuectBienusi L mpencrasisier coboit (PEG3)2-gGlu-, Abu-gGlu-, (Gly)s-gGlu,
(Gly)s-gGlu-, GGGGG-, GGGGGG-, (PEG3)2- mmu (PEG3)2-(Gly)s.-, gE, GGGGG, GGEEE,
G2E3, G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE, GS5SgE,
20EGgEgEgE, 20EG u G5gEgE nmm nx komOuHamm.

[00291] B HEKOTOPBIX POACTBEHHBIX BapUAHTAX OCyIllecTBIeHUs L mpencrasiser cobou
CBSI3b WJIM JBYXBAJICHTHYIO 3aMEINAOLIYIO TPyIIy, a X MPEACTaBisieT coOOH HeoOs3aTebHO
3aMELICHHYI0 YIJIEBOIOPOIHYIO TPyIIy WIM €€ Ccojib. Hampumep, WIUTFOCTPATUBHBIA MENTHI-
aronuct perenropa GIP umeer ocratok Lys(R), rae (R) wacts ocratka Lys(R) npencrasiena kak
X-L-, tme X mnpexncrarisier coOOH NBYXBAJIEHTHYIO 3aMEINAIOINYI0 TPYIIY, BKIFOYAIOIIYIO
ANKWICHOBYIO TPyNIy, KapOOHWIbHYIO TPYIIYy, OKCUKApOOHWJIBHYIO TPYIITY, WUMHHOIPYIIIY,
ANKWJIUMUHOTPYIIY,  CyJb(OHUIBHYIO  TPYIIy, OKCHUTPYIIyY, CYJIbQHUIHYIO  TpyImy,
CJIO’KHO3(UPHYIO CBSI3b, AMUIHYIO CBsI3b, KAPOOHATHYIO CBSI3b MJI UX KOMOMHALIUH.

[00292] B HekoTOphIX BapHWaHTaX OCYyINeCTBIeHHUs WuTocTpaTuBHbIA Lys(R) mosker
BKJrO4aTh rpymmy (R), onpenensiemyro kak rpynma X-L-, e ABYyXBaJIEHTHBIN 3aMECTUTENb X
npexncrasisier codoit Cy7-C,; omHOOCHOBHYIO KHCIOTY, C17-Cy; IBYXOCHOBHYIO KHCIOTY WIIH

aneTuIbHYIO rpymmy. HekoTopsle mmroctparuBHblie pparMenTsl X MoryT Bkiouars: (Hepda:C17
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nByxocHOBHYIO kucioty), (Oda:C18 nByxocHoBHyw kucnory), (Eda:C20 aBYXOCHOBHYIO
KHCJIOTY).

[00293] B HexkOTOpbIX BapHaHTaX OCYINECTBJIEHUS WJUIOCTPATUBHBINA MENTUA-arOHUCT
penenropa GIP dopmya (1), (IT), (IIT), (IV) wu (V) MOXKeT BKIFOYATh MENTH/, COASPKAIIUNA OT
OIHON 10 NBYX JHUMHUIUPOBAHHBIX aMUHOKHCIOT Lys(R), pacmonoXeHHbIX B aMUHOKHCIIOTHON
NOCJIEIOBATEIbHOCTH NETITH/AA B uana3oHe octaTkoB oT A14 no A30, rne ocratok Lys(R) nmeer
3aMeIleHHyI0 OOKOByrO wemb, omnpeneisiemyro X-L-. B wumoCTpaTHBHBIX — BapHaHTax
ocymectsyieHus rpymma X-L- ocratka Lys(R) B ULTFOCTpaTUBHOM MeNTHIE-arOHUCTE PeLenTopa
GIP ¢opmyn (I), (II), (III), (IV) mnu (V) moxet Bkouats: -(g-Glu),-Oda, -(g-Glu),-Eda, -(g-
Glu),-Heda, -(PEG3)2-gGlu-Eda, -(PEG3)2-gGlu-Heda, -(PEG3)2-gGlu-Oda, -(PEG3)2-gGlu-
Ida, -(PEG3)-gGlu-Eda, -(PEG3)-gGlu-Heda, -(PEG3)-gGlu-Oda, -Abu-gGlu-Oda, -(Gly)s-gGlu-
Eda, -(Gly)s-gGlu-Heda, -(Gly)s-gGlu-Oda, -(Gly)s-Heda, -(Gly)s-Oda, -(Gly)s-Eda, -(PEG3)2-
Heda, -(PEG3)2-Eda, -(PEG3)2-Oda, 20EGgEgE-Hepda:C17 nByXOCHOBHYIO KHCIOTY,
OEGgEgE-Hepda:C17 nByxocHoBnyto kucioty, 20EGgE-Hepda:C17 nByXOCHOBHYIO KHCJIOTY,
30EGgEgE-Hepda:C17 nByxocnoBnyto kucnory, GSgEgE-Hepda:C17 nByXOCHOBHYIO KHCIIOTY,
20EGgEgEgE-Hepda:C17 nByxocHoBHyt0 kucioty, 20EG-Hepda:C17 nByXOCHOBHYIO KHCIIOTY,
G5gEgE-Hepda:C17 nByxocHoBHyto kucioty, 20EGgEgE-Oda:C18 nByXOCHOBHYIO KHCJIOTY,
OEGgEgE-Oda:C18 nByxocHoBHyto kucioty, 20EGgE-Oda:C18 nByXOCHOBHYIO KHCJIOTY,
30EGgEgE-Oda:C18 nByxocHoBnytoo kuciory, GSgEgE-Oda:C18 nByXOCHOBHYIO KHCIOTY,
20EGgEgEgE-Oda:C18 nByxocHoBHyt kuciory, 20EG-Oda:C18 nBYXOCHOBHYHO KHCIOTY,
G5gEgE-Oda:C18 nByxocHoBHyt kuciory, 20EGgEgE-Eda:C20 nBYXOCHOBHYI KHCJIOTY,
OEGgEgE-Eda:C20 nByxocuoBHyto kuciory, 20EGgE-Eda:C20 nBYXOCHOBHYIO KHCIIOTY,
30EGgEgE-Eda:C20 nByxocHoBHyto kucioty, GS5gEgE-Eda:C20 aByXOCHOBHYIO KHCIIOTY,
20EGgEgEgE-Eda:C20 nByxocHoBHyto kuciory, 20EG-Eda:C20 nByXOCHOBHYIO KHCIOTY,
G5gEgE-Eda:C20 nByXOCHOBHYO KHUCIIOTY WJIH UX KOMOHMHALHH.

[00294] B HEKOTOPBIX HIUTIOCTPATUBHBIX MpuMepax rpymmna (R) MokeT ObITh KOBaJIEHTHO
cBsi3aHa ¢ OOKOBOH LIENBbIO AMHHOKHUCIIOTHI Lys. B HEKOTOPBIX MprMepax WILTFOCTPATUBHAS TPYIINa
(R) mpencrassier coboit X-L-, rne L npencrasnsieT codoit ABYyXBaJEHTHBIIN JIMHKED, COAEP KU
PEG w/unu nBe wiu 6ojiee aMUHOKHUCIIOT, @ X MPEACTaBIIsIET COOOM 3aMeIIar0Iy 0 TPYIIY HITH €€
coJib. B pasnmuyHbIX BapuaHTax OCylLIeCTBICHUs nentua-aroHuct peuenropa GIP ¢popmyn (I)-(V)
WJIH €r0 COJIb UMeeT OJUH Wi J1Ba octaTtka Lys(R), pacrnoynoskeHHbIX B MOIoskeHUH Mexxay Al4 u
A30, rne (R) npencrapnsieT coOO 3aMeLIAO YO TPYTIY.

[00295] B Hekotopeix npumMepax R npeacrasisier codoit X-L-, rae L mpencrasnsier coboit
onuH WM koMOmHaLM0 u3 Oojee yeM omHoro, BeiOpanHoro u3 gE, GGGGG, GGEEE, G2E3,
G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30OEGgEgE, G4gE, GS5gE,
20EGgEgEgE, 20EG u G5gEgE, u X mnpencrasnser coboit C17-C,y MOHOTIHMLEPUIT WU
JUTIMLEPU] WIN aLEeTWIBHYH rpynmny. B HEKOTOpBIX BapuaHTax ocylectsieHus X-L-, roe L
MpencTaBisieT OO0 OUH MM KOMOUHAIMIO Ooiee yem oxHoro, BeibpanHoro u3 gE, GGGGQG,
GGEEE, G2E3, G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE,
G5gE, 20EGgEgEgE, 20EG u G5gEgE, u X npencrasnsier codoit C18 nByXOCHOBHYIO KHCIIOTY.
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[00296] AnbprepHaTHBHO, B HEKOTOPBIX BapuaHTax ocymecTtsienus (R) mpencrasnser
coboit X-L-, rne L mpexncrasnsier coboti unkep, Beidpanubiil u3 gE, GGGGG, GGEEE, G2E3,
G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30OEGgEgE, G4gE, G5gE,
20EGgEgEgE, 20EG u G5gEgE, u X mpencrasnsier coboit Ci7-C,y TUHEHHYIO HACHIIEHHYIO
OUKapOOHOBYIO KHCIIOTY.

[00297] B pa3nuyHbBIX BapHaHTaX OCYILECTBJIEHUS B Ka)KIIOM U3 MPUMEPOB MENTHIOB-
aronucros peuenropa GIP ¢popmyn (I)-(V) mo meHbluei Mepe olHa aMUHOKUCIIOTA B THATIa30He
ot Al4 no A30, nmu ot Al4 no A21, mnu Al4 wnu A21 npencrasnsier codoit Lys(R), roe (R)
npeacrasisier coboit X-L-, rne L mpencraBisier coOoil nByxBajeHTHbIH JuHkep L, rme L
npencrasisier codoit 20EGgEgE, OEGgEgE, 20EGgE, 30EGgEgE, G5gEgE, 20EGgEgEgE,
20EQG, nmu G5gEgE. B HeKoTOpBIX pOICTBEHHBIX BapHaHTax ocyinecTBieHus (R) nmpencrasmuser
coboii X-L-, rne L npexacrasisier coOO0# CBsI3b MIIM ABYXBAJIEHTHYIO 3aMELIAIOIIYIO TPymIy, a X
IpeAcTaBysieT co0Ool HeoOs3aTeNbHO 3aMELEHHYI0 YIJIEBOJOPOIHYIO I'PYMIy WM €€ coilb. B
Pa3IMYHBIX BapHAHTaX OCYIIECTBJIEHUS, OTHOCAIIMXCS K PAa3NUYHbIM Ipumepam ¢parmenra L,
(R) mpencrasnsier coboit X-L, rme L obcysknaercs Boime, u X npeacrasisieT coboit C7-Cyy
OJTHOOCHOBHY0 KHCIOTY, C;7-C,; ABYXOCHOBHYIO KHCJIOTY WM alleTWIbHYIO rpynmy. Hanpuwmep,
B HEKOTOPBIX BapuaHTax ocyluecTBieHus: X npencrasiser coboit (Hepda:C17 nByxOCHOBHYIO
kucnoty), (Oda:C18 nmByxocHoBHyr kuciory) win (Eda:C20 nByxocHOBHyIO KuCOTy). B
Pa3NUYHBIX BapUAHTAaX OCYLIECTBJIEHUs WJUIOCTPATUBHBIN NenTHa-aroHUCT peuenropa GIP
dopmya (I)-(V) comep:kut menTun, COAep KALIMA MO MEHbIIEH Mepe OJHY aMHHOKUCIOTY Lys,
pacnionoxkeHnyro Mexay Al4 u A30 wmm or Al4 nmo A21, Hampumep, B TOJOKEHUU
aMuHOKHUCIOTHI A14 umn A17, A18, A20, A21, AA26, A29 unu A30 nentuna. 3amecturens (R)
ocratka Lys(R) npencrapnsier codoii X-L-, rne L npencrasisier coOOM BYyXBaJIEHTHBIN JIMHKEP
L, nmanpumep, L mpencrasnsier coboit gE, GGGGG, GGEEE, G2E3, G3gEgE, 20EGgEgE,
OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE, G5gE, 20EGgEgEgE, 20EG u G5gEgE u
X npencrasnsier coboit C17-Cyy nByXocHOBHYIO KHCIOTY, Uid C17-Cyy ABYXOCHOBHYIO KHUCIIOTY,
WIA alueTWIbHY rpynmny, Hanpumep, Ci;; OOHOOCHOBHYIO KHCIOTY, Win C;7; JBYXOCHOBHYIO
kucnoty, unn C;g OAHOOCHOBHYIO Kucioty, win Cig JBYXOCHOBHYIO KuCJIOTy, Win Cyg
OHOOCHOBHYI KHCIOTY, Wi C,) IBYXOCHOBHYI KHCIOTY. B pasmuuHbIX BapuaHTax
OCYIECTBJICHUs] WIUTFOCTPATUBHBINA nentua-aronuct penenropa GIP ¢gopmyn (1)-(V) comepxur
10 MEHbIIeH Mepe OJHY aMUHOKHUCIOTY Lys, pacronoskeHHyo Mexay Al4 u A30, unu ot A14 no
A21, umn Al4, umn A21, rme (R) mpencrasmsier coboit X-L-, rme L mpencrasnsier coOoi
nByxBaneHTHbIN ymHKep L, roe L mpencrasmsier coboit 2 x yGlu-2 x OEG (miniPEG), a X
npezacrasisier codoii Cig OTHOOCHOBHYIO KHCIOTY WK Cig IBYXOCHOBHYO KHCJIOTY.

[00298] B HekoTophix BapuaHTax ocymectsieHus (R) npencraensier coboit X-L-, roe L
npencTaBisier coOOH ABYXBaJeHTHbIN JIMHKep, comepsxkamuii PEG w/umm aMHHOKHCTIOTY, WU
coctositniit u3 PEG w/unm ogHol mnm Oonee aMuHOKHCIOT, Hanpumep, duHKep Glys. -, 1 X
npencTaBisier coOol  3amemaroinyr rpynmy. HW3BecTHeili JuHKep Ha ocHOBe PEG,
AMUHOKHCJIOTHBIM JIMHKED WIM WX KOMOWHAIMM MOXKHO HCIIOJIb30BaTh B KadeCTBE

WJUTFOCTPATUBHBIX MPUMEPOB JBYXBAJICHTHOI'O JIMHKEPA MPU YCIIOBUH, YTO OH CIIOCOOEH CBs3aTh
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Lys ¢ 3amemaromeii rpynmnoii. AJbTEpPHATUBHO, B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUs R
npencrasisier codoit X-L-, rae L npencrasnsieT cobol CBsi3b WK IBYXBAJICHTHYO 3aMEIAIOIY O
rpymmy, a X IpeicTaBsieT cOO0H HeoOs13aTeIbHO 3aMELIEHHY IO YTIIEBOJOPOAHYIO TPYIIY HITH €€
coJib. 3BeCTHBIE NBYXBAJIEHTHBIE 3AMECTUTEN MOTYT BKIIFOYaTh, HO HE OTPAHUYHBAIOTCS FIMH,
ANKWJICHOBYIO TPyNIy, KapOOHWJIBbHYIO TPYIIY, OKCUKapOOHMJIBHYIO TPYIITY, UMHHOIPYIIIY,
ANKWINMUHOTPYIIY,  CyJb(OHUIBHYIO  TPYIIy, OKCHUTPYIIyY, CYJIbQHUOHYIO  TpyImmy,
CJIO’KHO3()UPHYIO TPYIIY, AMUIAHYIO CBsI3b, KAPOOHATHYIO CBSI3b MJIM MX KOMOUHALIUH.

[00299] B HexoTOpbIX BapraHTax ocyiiectsieHus L npencrasnsier codoit (PEG3)2-, Abu-
, (Gly)@-10)~, gGlug3)- mnm ux xomOuHaumu. B HEKOTOpBIX BapuaHTax ocyllecTsiaeHus L
npencrasisier coboit (PEG3)2-gGlu-. B Hexotopsix npumepax L npencrasisier coboii Abu-gGlu-.
B npyrux mpumepax L mpencrasmser coboit (Gly)s-gGlu- mmm (Gly)s-gGlu-. B HexkoTopsix
BapUaHTax OCYyINECTBJIeHUs L mpencrasiser cOOON INIMIIMHOBBIA MENTHJ, UMEIOLINI OT OKOJIO
ABYX IO OKOJIO AECATU CBS3aHHBIX INIMIUHOB WJIM OT OKOJIO ABYX IO OKOJIO CEMU CBSI3aHHBIX
ruuHOB. B HekoTopbx npumepax L npencrasisier coboit (Gly)s.g-, nmm (Gly)s-, GGGGG-, wn
GGGGG-gGlu-. B Hekoropeix npumepax L mpencrasnsier coboii gE, GGGGG, GGEEE, G2E3,
G3gEgE, 20EGgEgE, OEGgEgE, GGPAPAP, 20EGgE, 30EGgEgE, G4gE, GS5gE,
20EGgEgEgE, 20EG u G5gEgE.

[00300] B HexoTophIx BapuaHTax ocyuectsieHust L npexncrasnser coboit (PEG3)2-. B
HEKOTOPBIX BapuaHTax ocyuiecTsiaeHus L npencrasiser coboii (Gly),.io-, Hanpumep, (Gly)e.q). B
HEKOTOPBIX JOTOJHUTENbHBIX BAPHAHTAX OCYIIECTBICHUs L mpeacrasnsier co00ii KOMOMHALMIO
TPYMNI, TaKUX Kak oxHa win Oosee mojekydl PEG, CBS3aHHBIX C TJIMIMHOBBIM MENTHUIOM:
Hanpumep, Gly,. o, L moxer npencrasisite codoit (PEG3)2-(Gly)s.e- nmu (PEG3)2-(Gly)s-.

[00301] B HekoTOphIX BapuaHTax ocymecTBieHus rpymma (R) mpucoenwHeHa k
AMHUHOKHUCJIOTE, HarpuMep, octatok Lys npencrasnsier codori X-L-, rae L nmpencrasisier coboi
IBYXBaJEHTHBIN JuHKep, coxepkamuii PEG w/unmm omgny wiam Oojnee aMUHOKHCIIOT, WIH
cocrosimnii w3 PEG w/mmm omgHol wim Oojiee aMMHOKHUCIOT, a X NPEACTaBsieT CoOOH
3aMeLIAINyI0 TPyIIy. B kauecTBe AByXBaJIEHTHOTO JIMHKEPA MOYKHO HCIIOJIb30BaTh U3BECTHBIH
nuHKep Ha ocHOBe PEG, aMUHOKHCIIOTHBIN JIMHKEP WM UX KOMOHMHALIUH, €CIIH OHU CIOCOOHBI
CBSI3BIBATH OCTATOK Lys ¢ 3amematomeii rpynmnoii. AnsrepHatuBHO, R npencrassier codoit X-L-
, Tne L npencrasisier coOOM CBSA3b MM ABYXBAJIIEHTHY O 3aMEINAOLIYI0 TPy, a X MPEACTaBIsIeT
coboli HeoOs3aTeNbHO 3aMELICHHYI0 VIJIEBOJOPOAHYIO TPYIIy WJIM €€ CONib. I3BecTHbIE
IBYXBAJICHTHBIE 3aMECTHTEJIH BKJFOYAIOT, HO HE OTPAHUYHMBAIOTCS STUM, AJKHICHOBYIO TPYIIY,
KapOOHMJIBHYIO TPYIITy, OKCHUKApOOHWJIBHYIO TPYIIy, HUMHHOTPYIIY, AJKIJIMMHHOIPYIIIY,
CyJIb(OHMIIBHYIO TPYMIy, OKCUTPYIIY, CYJb(QHUIHYIO TPyIIy, CIOKHO3(QHUPHYIO TPYIILY,
aMHUJIHYIO CBSI3b, KapOOHATHYHO CBsI3b MM UX KoMOmHammu. B Hekoropex mpumepax (R)
npexncrasisier codoit X-L-, rne L mpencrasnsier coboit ognH uian KOMOMHALMIO K3 Oonee uem

OJTHOTO, BHIOPAHHOTO H3:
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[JIMLUHOBOIO JIMHKEpA, COAEp’Kallero OT OAHOM WM JBYX OO JEBSATU CBA3aHHBIX
TJIUIMHA(-OB) WM OJMHAPHYIO CBsi3b, U X npeactasisieT coboii C17-Cy; ONTHOCHOBHYIO KUCIIOTY
WIM JIBYXOCHOBHYIO KHCJIOTY, WJIM aLeTWIbHYK rpynmy. B  HekoTopex BapHaHTax
oCy1IecTBIeHUs JIUHKEp L MOkeT ObITh CBSI3aH MJIM KOBAJIEHTHO CBsi3aH C OOKOBOH LETBIO 1O
MEHbIIEH Mepe OAHON aMHHOKHCIIOTHI WM MOAU(DHIMPOBAHHOH aMHUHOKHCJIOTHI, HAIPUMED,
ocratok Lys mentupa-aronucra peuentopa GIP koBajneHTHO HpHUCOENMHEH K 3amelnarolneit
rpynne. B onHOM BapuaHTe OCYILIECTBJIEHUs CEJEKTHBHBIM menTtua-aroHuCT peuenropa GIP
KOBaJIEHTHO npucoeanseH Kk rpymme (R), roe rpynma (R) mpencrasiser codor ruapodriibHbIiA
noynuMep, a octatok Lys(R) pacmosioxkeH B aMUHOKHCIIOTHOM TIOJIOXKEHUH B Auana3oHne ot Al4
no A30. B ogHOM BapuaHTe OCYLIECTBJIEHUS CENEKTUBHBIM mentuna-aroHuct peuenrtopa GIP
KOBQJIEHTHO NMPUCOCIUHEH K TUAPO(GHUIBHOMY MOJIMMEPY, HAMPUMED, THAPOPUIbHBIA MOJIUMED
npeAcTaBisieT co0oi Mosekyy noamsTieHrukois (PEG) nnm ee BapuaHT.

[00302] B HekOTOpBIX BapHaHTAaX OCYIIECTBIIEHUs JHHKep L mpencraBisier coOou
monekyiy PEG, nampumep, PEG3(n), PEG(2)(n), umn mPEG, umeromyro cpenHeBeCOBYIO
MOJIEKYJIIPHYI0 Maccy npumMepHo 5-30 k/la. B HEeKOTOpBIX BapuaHTax OCylIeCTBIEHUs L MoxeT
NpeACTaBIsITH co00i o0yt kombuHaimo PEG3(n), PEG(2)(n), gGlu(n), D-gGlu(n), AMBZ(n),
GABA(n), G(x), NpipAc(n), Tra(n), eLya(n), rae n=1-5 u x=1 -10. MnnmrocTpaTUBHBIE JTUHKEPHI
Ha ocHoBe PEG MOKHO MCmoyib30BaTh Kak 4dacTh rpynmbl (R) B 3amemenHom ocratke Lys,
HaNpUMep, PACIOJIOKEHHOM B omHoM wim Oonee w3 Al4-A30, Hampumep, B TOJOKEHUU
amMuHOKHUCIOTRL: Al4, A17, A18, A20, A21, AA26, A29 unu A30, roe nuHkep Ha ocHoBe MPEG

MOZKCT BKJIFOUYAaTh OWH UJIN Oosee u3 CICAYHOIMUX OOMOJIHUTCIIbHBIX IMHKEPOB HA OCHOBE MPEG:
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B HekoTOpBIX BapuaHTaxX OCYILECTBJIEHMs WIITIOCTPAaTUBHbIE IMHKephl Ha ocHoBe MPEQG,
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[00303] B paszmuunbix npumepax R mpexacrasmsier coboit X-L-, roe X-L- npencrasuser
coboii Hepda-GGGG-(Hepda:C17 ngByxocHoBHyto kucioty), Hepda-GGGGG-, Hepda-
GGGGGG-, 0da-GGGG-(0Oda:C18 neyxocHoBHyt0 Kucnory), Oda-GGGGG-, 0da-GGGGGG-,
Eda-GGGG-(Eda:C20 pmByxocHoBHywo kuciory), Eda-GGGGG-, Eda-GGGGGG-, Eda-
GGGGGGGGG-.

[00304] AnbrepHatuBHO, rpynmna (R) npexncrasisier coboii X-L-, rane L nmpencrasnsier
co0OW TJIMLMHOBBIM JIMHKEP, COAEPKAIIMN MSITh WM INEeCTh CBSI3aHHBIX TJHUIMHOB, a X
npeACTaBisieT co0oi uHeiHy 0 HachIeHHY0 C17-Cyo TuKapOOHOBYIO KHCIIOTY.

[00305] AnbrepnatuHo rpymma (R) mpencraensier coboit X-L-, rme L mpencrasnsier
co0O# CBsI3b WJIM JIByXBAJIEHTHYIO 3aMellarolnyro rpymmy, a X mnpeactasisier coboit Ci7-Cp,
KUPHYIO KUCTOTy, uik C7-Cy) almnpoBaHHYO XKUPHYIO KUCTIOTY, uin C7-Cyy AuKapOOHOBYIO
KHUCJIOTY, WJIH WX COJb. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUSI X TMPEACTABISET COOOH
NAJIbBMUTHHOBYIO JKHPHYIO KHCJIOTY, HCIIOJIb3YEMYIO JUJIsl JOOABJIEHHS MAJIbMUTOMIBHONW TPYIIIIBI
Kk OOKOBOW srcuioH-amuHOrpymme Lys, Hampumep, Lys HaxomuTcs B NeNTHAE-arOHHCTE
peuenTopa GIP.

[00306] B npyrux BapuaHTax OCyLIeCTBJIEHUsl nentui-aroHuct peuenropa GIP umeer
OOWH WM JBa MOAM(HUUMPOBAHHBIX OCTaTka Ju3WHA, TO ecThb Lys(R), rme rpymma (R)
npexncrasisier codoit X-L-, rae L npencrasisier coO0# rIIMUMHOBBIN JIMHKEDP, COAEPIKAIIUN TPH,
YeTblpe, TATh WM IIECTb CBS3aHHBIX TJHUIMHOB, a X TMPENCTaBIsieT COOOH JHMHEHHYIO
HacblmeHHy0 C;7-Cy; nukapOOHOBYIO KHCIIOTY. B OHOM BapHaHTe OCYLIECTBICHHS aLMJIbHAS
rpymnma npeacTassieT cooor aumnbhyro rpymny Ci7-Cyy )KUPHON KUCIOTHI, HAIPUMEP, ALlMIbHY O
TPYMITY NaJbMUTHHOBOHM MJIM MUPHUCTHHOBOW KHCIIOTBI.

[00307] B onHOM BapuaHTe OCYIIECTBIICHUS MeNTUA-aroHUCT perenrtopa GIP koBaneHTHO
npucoenuaeH k rpymme (R), roe rpymma (R) npencrasnser codoit ruapoduiapHbIN NOIHMMED B
1000M TIOJIOKEHHH aMHUHOKHCIOTHI B nuama3oHe or Al4 no A30. B onmHom Bapuante

OCYIECTBJICHUsI NeNTHA-aroHuCT peuentopa GIP koBajieHTHO MpUCOEANHEH K ruapoUIBHOMY
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MOJIUMEPY B MOJIOKEHUU aMUHOKHUCIOTRI, Al4, A17, A18, A20, A21, AA26, A29 umu A30, unu
UX KOMOWHanusix, Hampumep, B monoxkeHmsx Al4-A30. wm or Al4 mo A21. Hampuwmep,
rUAPOPIIIBHBINA TOJTMMEP MOKET OBITh NMpHCOeNUHEH K OOKOBOW menu octatka Lys menTuma-
aronncra peuentopa GIP. B onHoM BapuaHTe OCYLIECTBIIEHHS THAPOQPHIBHBIA IOJIUMEP
npeacrasisier codoit momumyTuaeHrmkonb (MPEG). IMomuvep mPEG Ttakke moxker ObITh
JOTNONHUTEIBHO KOHBIOTHPOBAH C IMIMUUHOBLIM JUHKEPOM, T.€. (Gly)p.g)-, Win ¢ ofHUM WM
Oonee ocrtatkamu gGlu-, nampumep, gGlug.s)-. B Hexoropbix mnpumepax mPEG umeer
CPEHEBECOBYI0 MOJIEKYJSIpHYKO Maccy OT okojo 1000 pganpToH no okono 60000 panbToH,
Hanpumep, ot 0koJio S000 nansToH A0 0k070 40000 nanbToH, wiK okoao 1000 nansron, unu S000
nanetoH, unu 10000 maneroH, unu 12000 maneroH, wiu ot 14000 manpToH Ao okoso 20000
JANbTOH.

[00308] B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS CIIOCOOBI KOHBIOTHPOBAHHUSI TIOJIHMEPa
nonmaTuieHrnukons (MPEG) ¢ peakimoHHOCTIOCOOHON aMMHOTPYNIONH MIIH CyJIb(TUIPUIBHON
IPYMIIOH XOPOLIO H3BECTHbI B JaHHOW oOjactu TexHuku. Hampumep, mPEG wmoxHO
KOHBIOTUPOBATH ¢ OOKOBOH aMHHOTPYIIION JIM3HHA C UCTIOJNIB30BAHUEM PEaKIIMOHHOCIOCOOHOTO
K aMHHY TETHJIHMPOBAHHOTO CIIMBAIOIIEro areHTa. buc(cyKIMHUMUINI)IeHTa(3 THIEHTJIUKOJIb)
CHEeHCEepHYI0 TPyNIy MOXKHO HCIIOJIb30BAaTh B KauecTBe TIOMOOM(YHKIMOHAIBHOTO aMHHO-
AMHMHHOT'O CIIMBAIOIIETO areHTa, KOTOPBIH CONEPIKUT CIOXKHBIE dPHUpbl N-THIPOKCUCY KITMHUMHAA
(NHS) nHa oOoux koHmax crneiicepuoii rpymmel mPEG. PeaknmoHHOCIOCOOHBIH K aMHHY
CIIMBAIOIINM areHT, KOTopelii comepxur cneiicepHyro rpynmy PEG. Coemunenne mPEG,
AKTUBUPOBAHHOE OMC-CYKLIMHUMHIHBIM 3(UPOM, MOXKET OBITh UCIIOIB30BAHO AJISl CHIMBKH MEXKIY
nepBuyHbIMH amuHamu (-NH,) B mnentumax-aronmucrax peuentopa GIP mo Hacrosimemy
uszobperenuro. ['pymnmnel cioxuHoro s¢upa N-ruapokcucykuuaumuaa (NHS) Ha oOoux koHIax
cneiicepa mPEG cnenuduuecku u 3(p(HEKTUBHO pearupyrT C JU3UHOM U N-KOHLIEBBIMH
amuHorpynmamu npu pH 7-9 ¢ oOpasoBaHueM cTaOWIBHBIX aMUAHBIX CBszei. [lpyrue
roMoOU(YHKLNOHAIBHbBIE, PEAKIHOHHOCIIOCOOHbIE K CyJb(THAPHIY CLIMBAIOIINE AreHTHI,
KOTOpBIE COAeprKaT MaJIeMMUIHYI0 Tpymmy Ha JiroboMm koHue creiicepa PEG, moryt ObITh
ucrnonb3oBaHbl 1t cBsizbiBaHusl PEG ¢ amunokucnoroit Cys nentuna-aronucta perenropa GIP.
I'erepodyHKIIMOHATBHBIE CITUBAIOIIHNE CTICHCEPHBIE TPYTIITbI TAKXKE MOJKHO HCIIOJIB30BATh, KOT/IA
B Ka4yeCTBE JIMHKEPHBIX TPYII HCIOJNb3YIOTCS JIBE Pa3HbIE PEaKIHOHHOCIOCOOHBIE TPYIIIIEL
HarpuMep, AMUHOTPYTINA U CYIb(QTUAPHIbHAS rpyNna. PeakIMOHHOCTIOCOOHBIH K CYJIbGTHIPUITY
CIIMBAIOLIMHA areHT, KOTOPBIA copep:kuT cnericepnyro rpynny PEG, Moxker ObITh MCTIONB30BaH
st cBsizbiBaHus nonuMepa PEG ¢ mentupom-aronucrom peunentopa GIP. B Hekoropbix
BapHaHTax OCylecTBIeHUsT coenquHeHne PEG, akTUBHPOBaHHOE OHCMAEMMHIOM, MOXHO
UCTIONB30BATh [UI CIIMBKH MeXAy cyibruapunbHeiMu (-SH) rpynmamu B Oenkax U Ipyrux
THUOJIOBBIX MOJIEKyJ. ManeumMuaHbple rpynmnbsl Ha oboux koHmax creiicepa PEG  moryr
cneunuaecku ¥ 3PpPEKTUBHO pearupoBaTh C BOCCTAHOBJIEHHBIMU CyIbruapuiamu npu pH 6,5-
7,5 ¢ obpa3oBaHHEM CTaOWIBbHBIX THO3(UPHBIX CBs3e. B npyrux BapuaHTax OCYINECTBICHHUS
npsimoe codetanue Mosiekysnol PEG ¢ mentunom-aronucrom peuenrtopa GIP moxer ObITh

OCYIIECTBJICHO C HCIOIh30BAaHUEM U3BECTHBIX B JAHHOH 00J1aCTH TeXHUKHU criocodoB. Hampumep,
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XOpOLIO HW3BECTHAasT METOJWKA, IOCPEACTBOM KOTOPOHW TMENTHI MOXET OBITh KOBAJEHTHO
momudunmposan rpynnamu  PEG, TpeOyer coemunenus PEG, xoropwele copepikar
PEaKIMOHHOCTIOCOOHYIO HJTH HAalleIMBaeMY 0 Oy HKIIMOHAJIbHYIO TPYIINY Ha OAHOM KoHIe. CaMblii
IPOCTOI METOJ MErnJIMPOBAHMUS TENTHAOB, OOraThIX MOBEPXHOCTHBIMHU NMEPBHYHBIMU AMHUHAMH,
3aKJII0YAETCs B HCONb30BaHnu coequHenns: PEG, kotopoe comepkuT CinoskHO3(UPHYIO TPYIITY
NHS ©Ha onHOM KoHLE, Hampumep, cioxkHoro sdupa Metmin-(PEG) n-NHS. AnanorndasmM
obpazom, metwi-(PEG)n-maneumun (rme n moker coctaBiasite or 20 nmo 300) MOKHO
HCIOJIb30BaTh JIs cBsA3bIBaHUs Mosiekysbl PEG ¢ nentunom, congepskamum Cys, 0 HACTOSIIIEMY
n3o0perennto. M3BecTHble B AaHHOW OOJNACTH TEXHHKH CIOCOOBI KOHBIOTAIMU IOJUMEPOB
MOJIUATIJICHTIIUKONS PA3IMYHON JyuHBI B nuamnazoHe or 1000 go 20000 manbToH m Ooee
npeacrasiens! B 1.Hermanson, G.T. (2013). 3rd Edition. Bioconjugate Techniques, Academic
Press, Veronese, F. and Harris, J. M. Eds. (2002). Peptide and protein PEGylation. Advanced Drug
Delivery Review 54(4), 453-609, Zalipsky, S., et al., “Use of Functionalized Poly(Ethylene
Glycols) for Modification of Polypeptides” B Polyethylene Glycol Chemistry: Biotechnical and
Biomedical Applications, J. M. Harris, Plenus Press, New York (1992), u B Zalipsky (1995)
Advanced Drug Reviews 16:157-182, undopmanms U3 BceX 3THUX MyONuKanui BKIIOUEHA B
JAHHBIN JOKYMEHT MOCPEICTBOM CCBUIKH BO BCEH CBOEH MOIHOTE.

[00309] B pa3nuuHBIX BapHaHTaX OCYLIECTBJEHMs ONHCAHHBIM B JAHHOM JOKYMEHTE
nentua-aronuct peuentopa GIP ¢ munuauposanHeiMu octatkamu Lys(R), pacrnonoskeHHbIMU
Mexnay aMuHokuciaotamu Al4 u A30, Hanpumep, B MOJOXKeHUsIX aMUHOKHCTOT Al4, A17, Al8,
A20, A21, AA26, A29 umu A30, obecrieunBaer nentuabl-aroHucThl GIPR ¢ yBenuueHHBIM
NEPUOAOM MOy BbIBEIEHUS 2, %0 OCTaroImuUXCsi ocie 48 4acoB B CBIBOPOTKE, U PACTBOPUMOCTBIO
B Pa3IMYHBIX CpeAax Mo CpaBHEHUIO ¢ mentuaamu-aroHuctamu GIPR, u3BecTHbIMH B ITaHHOMU
o0yacTu TeXHUKU. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHs MOJOXEHHUE JIUMHIUPOBAHHOTO
ocTaTka Ju3MHa, nocienosarenbHocTh nentuna GIPR w gnmunaa nunupa, ucnons3yemoro B
3amectutene (R) ocrarka Lys, urparor ponb B yJIyYIIEHHH NEPUOAA TOJYBbIBEACHHUS U
pactBopumoctu rnientuga GIPR, dro mno3Bomsier no3upoBaTh nentuab-aroHUCThl GIPR
TepaneBTU4YeCKd 3(P(HEKTUBHBIM CIIOCOOOM CYOBEKTY, HYKAAOLIEMYCsl B MPOTHBOPBOTHOM
cpencTse, oauH pa3 B Henenro (1 pas/Hen.), HaMpUMep, OAVH pa3 B YEThIPe-CeMb JTHEH, WU OJIUH
pa3 B UeThIpe-IATh JHEH, WK OAUH Pa3 B Kak/ble YeTbIpe HS, UM OJUH pa3 B IATh JHEH, Wiu
OJIUH pa3 B IIECThb AHEH, WM OAMH pa3 B CEMb JHEH, WM OAMH pa3 B BOCEMb JHEH, WJIH OJUH Pa3
B JICBSITh AHEH, WIM OOWH pa3 B AECATb AHEH. YBETWYEHHBIN MEPHUOJ MOJyBbIBEAEHUsA2, %o,
OCTAIOIIUINCA B CHIBOPOTKE uepe3 48 YacoB, U pacTBOPUMOCTb B pPa3IUYHBIX Cpenax
IIPOUJUTIOCTPUPOBaHEI B paszaene «[IpumMepbny HACTOSIIEro OMUCAHUS.

[00310] B pa3nuuHbIX BapuaHTax OCYLIECTBJIEHUs MENTUAbI-aroHUCTHI penenropa GIP,
OIHCAHHBIE B JAHHOM JIOKYMEHTE, KOTOPbIE MOAXOAAT AJIsl JO3UPOBaHUs 1 pa3/Hen. Wiu OfUH pa3
B HEJEJI0, HApUMep, AO3UPOBAHUS OMH pa3 Kaxiable 4-0 AHEH, WM Kaxable 5-8 AHEH, Win
KaX1ible 6-7 THEH AJIsl JIEYeHUS] PBOTHI, BKJIFOYAsi TOIIHOTY W/WJIN PBOTY, TIEPHOJ MOJTY BBIBEACHUS
T1/2 u3 CHIBOPOTKH KPOBH YeJIOBEKA MPH BHYTPUBEHHOM BBeIeHHH cocTasiisieT oT 40 mo 160

yacoB uiy, Harpumep, oT 50 no 140 vacos. B pa3snuuHbIX BapuaHTax OCyLIECTBIEHUS MENTH/bI-
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aroHuctsl peuentopa GIP, onucanHble B JaHHOM JOKYMEHTE, KOTOpPbIE IOAXOIAT IJIs
no3upoBaHusi | pas/Hex. WM OAMH pa3 B HEAEIIO JJIs JIEUEHHsI PBOTHI, BKJIIOYAsl TOLTHOTY W/WIH
PBOTY, UMEIOT PacTBOPUMOCTE Oosiee 10 mr/mut wim Gomnee 15 mr/mu, uimu Gonee 20 mr/mut, win
oonee 30 mr/mn, wiu 6onee 40 mr/ma, wnu 6onee 50 mr/mu, wnu 6osee 60 mr/mi, wiu donee 75
mr/mi, wia Oonee 100 mr/mn, wim Oonee 125 mr/mn (Hampumep, HpPU TECTHPOBAHWU HA
pacTBOpeHHe ¢ ucnonb3oBaHueM ocdarnoro Oydepa npu pH 7,4, nposogumom nipu 37°C); u
nepuoy nojyBbiBeneHUst T1/2 U3 CHIBOPOTKM KPOBU YEJIOBEKA NPH BHYTPUBEHHOM BBEACHUHU
coctasisieT oT 40 no 160 wacos, wnu, Hanpumep, ot 50 1o 150 gacos wnu ot 90 no 145 yacos. B
pas3JMYHBIX BapHaHTax OCYINECTBIEHHUs NeNnTUAbl-aroHUCTel peuenropa GIP, omnucanHble B
TAHHOM JTOKYMEHTE, MOAXOAAT AJIsl JO3UPOBaHUs 1 pas/Hen. UM OfMH Pa3 B HEAEIIO0, HAIpUMeED,
J103bI OJTMH pa3 Kaxable 4-6 THEH, WK KaXable 5-8 AHEH, WK AO3UPOBAHMS KaXKAble 0-7 THEN 11
JIeYEHHsI PBOTHI, BKJIIOYAsl TOIIHOTY W/HIIM PBOTY, Y MJIEKONHUTAIOINUX, HATIPUMED, Y 4eNlOBeKa,
UMEIOT pacTBOPMMOCTb 15 Mr/Mi wiM Bblle, W TNepHOA MonyBbiBeneHus 11/2 u npu
BHYTPHUBEHHOM BBEJIEHUU UesIoBeka cocTasisieT oT 50 no 160 yacos unm, Hanpumep, ot 60 1o 160
yacoB. B pasnuuHbIX BapuaHTax ocyinecTsieHus nentuabl-aroHuctsl GIPR mo Hacrosimemy
n300peTeHNI0 UMEIOT MepHoa nojyBbiBeneHus T1/2 y mozaeit B nuanasone ot 60 1acos 10 160
YacOB, KaK OINPEAEIICHO C MOMOIIBIO CIIOCOOOB, OMMCAHHBIX B MPUBEIEHHBIX HIDKE NMPUMeEpax, U
pacTtBOpuUMOCTh Ooee 25 mr/mu, Hanpumep, Oonee 30 mr/mi, unu 6oee 40 mr/mi, wiu Oonee 45
Mr/m, wim 6ojiee SO MI/MJ1 WIH BBILIE.

[00311] B pa3nuuHbIX BapuaHTax OCYLIECTBJICHUs MENTUAbI-aroHUCTHI penentopa GIP,
ONMHUCAHHBIE B JAHHOM JOKYMEHTE, KOTOpble MOAXOAAT MJisi JO3UpoBaHusi | pas/Hen. wim
JNO3UPOBAHUSI OJMH Pa3 B HENENI0, HalmpuMep, JO3UPOBAHUSL OAWH pa3 Kaxzable 4-6 mHeW, win
Kaxable 5-8 MHEeW, UK TO3UPOBAHUS KaxKable 0-7 NHEHN NJis JIeUeHUs PBOTA, BKJIKOYAsl TOLIHOTY
W/WJIK PBOTY, Y MJIEKOMUTAIOINETO, HAPHMEP V YeJIOBEKa, UMEIOT pacTBOPUMOCTb 15-100 mr/mn
WJIY BBILIE; ¥ IEPUON MOy BbiBeeHHs T1/2 mpu BHYTPUBEHHOM BBEIEHUH YEJIOBEKA B TUATIA30HE
ot 100 1o 150 yacoB, kak onpeneneHo ¢ NOMOIIBIO METOIOB, IPUBEAEHHBIX B IPUMEpax HIKE, U
IJIMHY aMUHOKHUCJIOTHOW mnochenoBaTteabHOoCTH 30-32 wnn 39 aMHUHOKHUCIOT, 3aMEIleHHBII
ocratok jm3uHa (Lys(R), pacnosoxkeHHbI B aMUHOKHCIOTHOM Tojioskenuu 14, 17, 21 wnm 30,
unug, npeacrasieHabiii C18 nByXOCHOBHOW KUCIIOTOH, U MHKep, BblOpanHbiid 13 20EGgEgE
umn GGGGG.

[00312] PactBopumocts mnentugoB GIPR MoxHO onpenenuTs pacTBOpeHHEM B
docharHom Oydepe € MOCHEAYIOMUM KOJUYSCTBEHHBIM OMNpEIEIeHUEM C HCIOJIb30BAHUEM
JKUJIKOCTHOH Xpomartorpaduu, HanpuMmep, BBICOKOA((PEKTHBHON JKUAKOCTHOH Xxpomartorpaduu
(BOXKX). [IpennoskeH WLTIOCTPATUBHBIN crioco0. JJis onpeneneHusi paCTBOPUMOCTH MENTHIOB-
aronuctoB GIPr 3 Mr menTUOB B3BEMIMBAKOT B HEOOJBIIOM CTEKJISTHHOM (hiiakoHe. Jlo0aBmsroT
100 wmxn 200 MM ¢ocharnoro Oydepa, pH 7.4, wu ¢uakon obpabaTeiBarOT
yJIBTPa3BYKOM/BCTPSIXMBAIOT [0 Mepe HEOOXOAMMOCTH B TEUEHHE MAaKCUMyM | MUH.
Bruimonssiercss Bu3yanbHbI ocMoTp. Ecnu oOpaser; MONMHOCTBIO PacTBOPEH, PacTBOPUMOCTH
onpenensitor kak 30 wmr/mn. Ilpu oOHapyskeHWH B TpOOWpPKE HEPACTBOPUMOrO MarepHaa

nobasnsiror 100 Mk Oydepa u mepemMemnBaHue MOBTOPSIIOT IO TOJHOTO pacTtBOpeHwms. Eciu
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nentun He pactBopsiercss B S00 My Oydepa, ero pacTBOPUMOCTh 0OO3HadaeTcst < 6 Mr/miL
PactBopumocTs MoxkeT ObiTh monTeepskaeHa O®@-BOXKX mocne ¢unbrpanum Ha (QUIbTpe C
nuamerpoM nop 0,2 mxm B cucreme Agilent 1200 ¢ kononkoii Kinetex Phenomenex® (2,6 Mxm
EVO C18 100 A, xononka mmsa KX 50x3,0 mm), mognep:xusaemoii npu 40°C, smroent A 0,05%
TFA B Bome, B - 0,035% TFA B aueronurpuie npu ckopoctu noroka 0,6 mu/muH. ['paguent
coctassi OT 20 10 70 B TeueHHE 5 MUHYT, 3aT€M KOJIOHKY MPOMBIBAJIU B TEU€HHE | MUHYTBI IpU
90% B. lna KOHTpOJs KOHLEHTPALMK NEeNTHAA UCIONb30Bad MOHUTOPUHT Y@ mpu 215 HM.
CraHnapThl TakKe MOTYT OBITh HCIOJB30BAHBI B TOM K€ XPOMATOrpaMuecKoM 3KCIEPUMEHTE
IUIA TIOYYEHUs] CTAaHNAPTHBIX M3MEpeHU mpu 215 HM, U3 KOTOPBIX MOXET ObITh paccuHUTaHa
CTaHJApTHAs KPUBAsi, a KOHIEHTPALUN PACTBOPUMBIX NENTUIOB MOTYT OBITh SKCTPAIIOIUPOBAHbI
U3 CTaHJapPTHOU KPUBOM.

[00313] B pasnuyHbIX BapHaHTax OCYINECTBIEHHs NenTua-aroHuct peuenrtopa GIP,
ONMCAaHHBbII B JAHHOM JOKYMEHTE, Halpumep, KakK MHCIONb3yEeMblil B IPUTOTOBJIEHUU
JIEKapCTBEHHOTO TpernapaTa, KOMIO3ULIUH HITH JAJIsl IPUMEHEHHs B PO MIaKTHKE /WU JIeYSHUH
NaTOJIOTMYECKOTO COCTOSIHUSI HJTH PaCcCTPONCTBA, WK B Crioco0e MpO(UITAKTUKY W/WIIH JICYSHUS,
KaK OINMCAaHO B JAaHHOM JOKyMEHTE, NpEICTaBJICHHBbIM MeNTUAOM-aroHucToM penenropa GIP,
UMeeT aMHHOKHCIIOTHYIO MOCJIENOBATEeIbHOCTD, MPEACTaBIeHHYO B t000H n3 gopmyn (I), (II),
I1), AV) u (V).

[00314] B pa3nuuHBIX BapHaHTaX OCYLIECTBJIECHUs MOAXOMSALINE MENTUAbI-ArOHUCTbI
GIPR, umeromue COOTBETCTBYIOIIYIO (papMakOKHHETHKY U (hapMaKOAMHAMUKY, HEOOXOIUMbIE
1T TepaneBTHYeCKd 3 HEeKTUBHOTO JieueHus1 CyObeKTa ¢ PBOTON WJIM MPOSIBIISIOLIETO OAMH WU
0oJjiee CHUMIITOMOB PBOTBI, WX [T IPUMEHEHHUs] B PO(PHUIAKTHKE PBOTHI MyTeM TO3UPOBaHUs |
pas3/Hen. WM OAMH pa3 B HENEJIO, OAMH pa3 B YEThIPE-CEMb THEH, MM OJUH Pa3 B YEThIpe-TATh
IHEN, UM OJIUH pa3 B UeThIpe AHs, UJIK OIUH Pa3 B ISATh JHEH, WM OAMH pa3 B LIECThb JAHEH, Win
OJIUH pa3 B C€Mb JAHEW, WK OJUH pa3 B BOCEMb JHEH, UM OAWH pa3 B IEBATH AHEH, WIM pa3 B
NeCSTh AHEH, UMEIOT CIEAYIOLYI0 aMUHOKHCIOTHYIO MTOCIEI0BATENbHOCTD U JIUMTU-IUHKEPHbIE
XapaKTePUCTUKU:

Tabnuua 1. Ilpumeprr nentunos-aroanctoB GIPR no Hactosimemy n3o0peTeHHro.

CoenuneHue AMUHOKHCIIOTHAS [IOCJIEAOBATEILHOCTD Jlunkep JIunun
Ne (onHOOYKBEHHOE COKpAaIEeHHEe IJIsi aMIHOKHUCIIOT)
84 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib- | GGGGG | C18
A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-G-OH JIByXOCHOB
Hasl
KHCJIOTA
45 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R- GGGGG | C18
Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-S-S-G- JIByXOCHOB
A-P-P-P-S-OH Hast
KHCJIOTA
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50 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Km- | GGGGG | CI18
A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-S-G-A-P- JIByXOCHOB
P-P-S-NH, Hast
KHCJIOTA
41 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Aib- | 20EGgEg | C18
A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G-OH E JIByXOCHOB
Hasl
KHCJIOTa
72 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R- 20EGgEg | C18
Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-G-OH | E JByXOCHOB
Hasl
KHCJIOTA
27 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R- 20EGgEg | C18
Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-P-S-S- | E JIBYXOCHOB
G-A-P-P-P-S-NH, Hast
KHCJIOTa
293 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Aib- | 20EGgEg | C18
Km-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-S-S-G-A- | E JBYXOCHOB
P-P-P-S-NH, Hasl
KHCJIOTA
294 Me-Y-Aib-E-G-T-F-I-S-D-Y-S-1-Aib-Km-D-R- | GGGGG | CI8
Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-R-G-OH JIByXOCHOB
Hasl
KHCJIOTA

[00315] B pa3snuuHbIX BapHaHTax OCYIIECTBIEHUs WIFOCTPATUBHbIE MENTU bI-ATOHHUCThI
peuentopa GIP, umeromue cTpykTypy, onpeneneHnyo odor u3 popmyn (1), (II), (IID), (IV) u
(V), npencrasiens! Ha Qur. 1.

[00316] B. CUHTE3 INEIITUAOB-AT'OHUCTOB GIPR

[00317] ITentun-aroruct peuentopa GIP mMokeT OBITP CHHTE3UPOBAH PEKOMOMHAHTHBIM

criocobOM MU MOKET OBITh TMOJNYY€H B COOTBETCTBHHM CO CIOCOOOM MENTHUAHOTO CUHTE3A,
MU3BECTHBIM B JJAHHOH 00mactu TexHUuku. Criocod MenTUIHOIO CUHTE3a MOXKET ObITh JHOOBIM U3,
HampuMep, Tpolecca TBepaoQasHOro CHUHTE3a W mpolecca XuakodasHOro cuHre3a. To ecTh
1eieBol nentua-aroHuctT peuentopa GIP Moxker ObITh MOJTyYeH MyTeM MOBTOPHOM KOHIEHCALIUU
YACTHYHOTO MENTH 1A HJTH aMUHOKHUCJIOTBI, CTOCOOHOH 00pa30BbIBAThH MENTHI-arOHUCT PELeNTopa
GIP, n ocraBueiicss yacTu (KOTOpasi MOXKET COCTOATh M3 ABYX WM Oojiee aMHHOKHCIIOT) B

COOTBETCTBUU C KEJIAeMOW MOCJIEN0BATENBbHOCTEIO. Korma mpoaykT, MMENLHNA >KeIaeMyr
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MOCJIEIOBATEIbHOCTh, MMEET 3aLlUTHYI TPYIIy, LEeJeBOW MenTua-aroHuct penenropa GIP
MOKeT ObITh MOJIyYEeH MyTeM YIaJeHHs 3alUTHON rpymmel. [IpuMepsl cocoba KOHIEHCALUH
crniocoba ynaneHus 3alUTHON IPYIIIbl, KOTOPbIE JOKHBI ObITh U3BECTHBI, BKIIFOYAIOT CIIOCOOBI,
OTNMCaHHbIE B HIOKecenyomux nyonnkauusx (1)-(5).

(1) M. Bodanszky and M. A. Ondetti: Peptide synthesis, Interscience Publishers, New York
(1966)

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

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

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

(5) Haruaki Yajima, ed.: Zoku Iyakuhin no Kaihatsu (A sequel to Development of
Pharmaceuticals), Vol. 14, peptide synthesis, published by Hirokawa Shoten.

[00318] ITocne peakuuu nentua-aroHUCT perentopa GIP MoxeT ObITh OUHUINEH U BbIIEIEH
C MHCIOJb30BaHHEM OOBIYHBIX CIIOCOOOB OUYMCTKH, TaKUX KaK OSKCTPAKLUS PACTBOPHTENEM,
AVCTHIUISALMS, KOJIOHOYHAs XpoMaTorpadusi, 5KUAKOCTHAsI XpoMaTorpadusi, HepeKprUCTaITH3aLIHST
U T.1., B UX koMOnHaimu. Koraa nentun, nojy4eHHbIi BbILIeyKa3aHHbIM CIIOCOOOM, HAXOIUTCS B
cBOOOIHOM (hopMe, ero MOXKHO MpeoOpa3oBaTh B MOIXOISINYI0 COJb HM3BECTHBIM CIIOCOOOM;, U
HAOOOPOT, KOTAa NeNTH/A MOJIYYal0T B BUAE COJIH, COJIb MOJKET OBITh peoOpa3oBaHa B CBOOOIHYIO
(bopMy MM APYTYIO COJIb U3BECTHBIM CIIOCOOOM.

[00319] HcxonmHOe COeNMHEHHE TakKe MOXKET ObITh CONbio. [IpuMepbl Takux cosei
BKJIFOYAIOT T€, KOTOpbIE MPUBENEHbI B Ka4eCTBE MPHMEPOB COJIell MPUBENEHHBIX B Ka4eCTBE
NPUMEPOB CENIEKTUBHBIX arOHUCTOB GIPr, yIIOMSIHY ThIX HITKE.

[00320] [dnst KOHAEHCALMU 3aIMUIIEHHOW AaMHHOKHUCJIOTHI WM TENTHAA MOXHO
UCIIOJIb30BATh PA3JIMUHbIE AKTUBHPYIOIIME PEAKTUBBI, MPUMEHHMbIE il CHHTE3a MeNnTH/A,

KOTOpbIE BKJIFOYAKOT CONH TPUPOCHOHHUS, CONM TETPAMETHIYPOHUs, KapOOTUUMHIBI M T.IL

ITpumepst conu TpudochoHus BKJIFOYAIOT OenzoTpuaszon-1-
wiokcurpuc(nupponusuno)ocdonuiirekcadgroppocdar (PyBOP),
O6pomrpuc(nmupponuszuno)pocdonuiirekcapropdocdar (PyBroP), 7-azabenzoTpuason-1-
wiokcutpuc(rmupponusuno)pocdonuiirekcadproppocdar (PyAOP), MIPUMEPHI conu
TeTPaMETUITy POHUS BKJIFOYAIOT 2-(1H-6en3otpuazon-1-mn)-1,1,3,3-
TeTpaMeTuiy poruiirekcapropdocdar (HBTU), 2-(7-azabenzorpuazon-1-mn)-1,1,3,3-
TeTpaMeTuiy poruiirekcapropdocdar (HATU), 2-(1H-6en3otpuazon-1-mn)-1,1,3,3-

terpamermnyponuiirerpadpropdbopar (TBTU), 2-(5-mopOopuaH-2,3-mukapbokcunumun)-1,1,3,3-
TeTpaMmeTuiyponuiirerpadgropdopar (TNTU), O-(N-cykuumummn)-1,1,3,3-
teTpametmiyponuiirerpadropbopar (TSTU), a mpumepsl kapOomummuna BrirodaoT N,N'-
nunukiorekcwikapoonuumun (DCC), N, N'-muuzonponuikapoonuumun (DIPCDI), N-3tun-N'-
(3-mumveTnnamuaonporu)kapbonunmun ruapoxsopun (EDCI-HCI) u T.n. [Ina xkoHneHcauuu ¢
UX HCIOJb30BAHMEM B KauyeCTBE IPUMEpPa MOXKHO MpPHUBECTH JA00aBJIeHWE WHIUOWTOpA

paueMusanun [Hampumep, N-rHIpOKcU-5-HOpOopHeH-2,3-mukapbokcunmun (HONB), 1-
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runpokcudenzotpuazon (HOBt), 1-ruppokcu-7-azabensorpuaszon (HOAt), 3,4-guruapo-3-
ruapokcu-4-okco-1,2,.3-0enzorpuazus (HOOBt),  sTun-2-nmano-2-(rugpOoKCHIMHHO )alieTaT
(Oxyma) u T.1.]. PacTBOpHTEND, UCTIONB3YyEMBIH 1 KOHASHCALIUH, MOKET OBITh HAJUJICKAIIUM
o0pa3oM BBIOpaH M3 Te€X, KOTOPBIE, KAK M3BECTHO, MPUTOAHBI Il HCIIOJNIb30BAHMS B PEAKLIUU
KOHJeHCaunu nenTtuaoB. Hampumep, MoryT OBITH HCIONB30BAHBI aMUIbI KUCJIOT, TAKHE Kak
Oe3BomubIll win conepxkamuii Bomy N,N-mumetmnpopmamun, N, N-gumermnaneramun, N-
METHJIIMPPOJIUAOH M T.IL., TaJOr€HUPOBAHHbIE YTIJEBOAOPOABI, TaKWe KaK METHUJICHXJIOPHL,
XJIOpo(OPM | T.I1., CIIUPTHI, TAKUE KaK TPUPTOPITAHON, (PEHOJ U T.I. TOJOOHBIE, CYIb(POKCHUIIBI,
TaKMe Kak JUMETHICYJIb(pOKCHA U TOAOOHbIE, TPETHYHBbIE AMUHBI, TaKHe KaK MUPUAUH H
nofo0HbIe, MPOCThIe 3(UPHL, Takue KaK IUOKCaH, TeTparuapodypaH U momoOHbIE, HUTPHIIBL,
TaKMe KaK alleTOHUTPWII, IIPOTTMOHUTPUI U TTIOOOHBIE, CIIOXKHBIE 3 UPBI, TAKHE KaK METHJIALIETAT,
STUNALETaT M T.I. HampuUMep, NOAXONALIAasi CMeCh M3 HUX M T.II. Temmeparypa peakuuu
COOTBETCTBYIOIUM 00pa3oM BHIOMpPAETCs U3 IUaNa30Ha, U3BECTHOTO Ui PEAKLUN CBSI3bIBAHUS
HENTUIO0B, U OOBIMHO BeIOUpaeTCst U3 AnamnasoHa nmpumMepHo ot -20°C no 90°C. AKTUBHPOBAHHOE
IPOU3BOTHOE AMUHOKHCIIOTHI OOBIYHO HCTIONB3yeTCs B 1,5-0-kpaTHOM H30bITKE. B TBeprodaszHom
CHHTE3€, KOIZa TeCT C WCIOJb30BAHUEM HUHIHMIPUHOBON PpEaKLUU JIEMOHCTPUPYET, HYTO
KOHJIEHCALlUsl HEJJOCTATOYHA, MOYKHO MPOBECTH JOCTATOYHYIO KOHIEHCALUIO ITyTE€M ITOBTOPEHUS
peakuuy KOHIEHCAlMU Oe3 yJaaleHus 3alluTHbIX rpynn. Ecnm KoHeHcanws Bce elle
HEJIOCTaTOYHA Jja)ke IOCJIe MOBTOPEHHs PeaKkiMy, HepOpearupoBaBIINe aMUHOKHUCIOTBI MOTYT
OBITH ALMTMPOBAHBI YKCYCHBIM aHTHAPUIOM, ALETHINMHIAA30I0M HIIH T.I1., YTOOBI MOJKHO OBLIO
u30€eKaTh BIUSHHS HA MOCJIEAYIOINE PEAKLIUH.

[00321] Ilpumepsl 3alUMTHBIX TPYNN Ui AMHHOTPYNI HMCXOJHON aMUHOKHCIIOTHI
BKJIFOUYAIOT OEeH3UIIOKCUKAPOOHMIT (2), TpeT-Oy TOKCUKapOOHMIT (Boc), TpeT-
MEHTUIOKCUKAPOOHWI,  U300OPHWIOKCUKAPOOHWI,  4-METOKCHOEH3UJIOKCUKapOoHmI,  2-
XJIOPOEH3MITOKCUKApOOHIIT (C1-2), 2-6poMOEH3UITOKCUKApOOHIUIT (Br-2),
aTaMaHTUJIOKCUKapOoHwn, TpudTopauerun, ¢rajgoun, GopMus, 2-HUTPOGEHUIICYTbPEHI,
mudernndochunoTnon, 9-¢piayoperumnmermiokcukapoborm (Fmoc), Tputwn u 1.1

[00322] Tlpumepbl KapOOKCHJI3ALIUTHOW TPYMIbI JUIi HCXOIHOW aMHHOKHCIIOTHI
BKJIIOYAIOT apuil, 2-aiaMaHTWI, 4-HUTpoOeH3m, 4-MeToKCubeH3mI, 4-xjaopoeH3mn, GeHauua u
OEeH3MIIOKCHKAPOOHMIITHAPA3U, TPET-OyTOKCHKAPOOHMITHAPA3U, TPUTHITUAPA3UA U T.II., B
JOTIOJTHEHNE K BBIMIEYKa3aHHbIM ykaszaHHasi C¢ amkwibHas rpymnma, Cs.g HUKJIOATKHIbHAS
rpynna, C. 4 apajnkuibHas rpymnmna.

[00323] I'mppokcuibpHasi Tpymna CepuHa WIM TPEOHWHA MOXKET ObITh 3alIHIIeHA,
Harmpumep, nyTeMm screpudukarmu win stepuduxannu. [IpuMeps! Tpymnmel, NOAXONAIIEH IS
screpudukanuy, BkiO4YaroT HU3mHe (C,.4) alKaHOWIIBHBIE TPYMIBI, TaKHE KaK aleTHIIbHAs
rpymnma  T.I., apOWJIbHBIE TPYIIIBL, TAKHE KaK O€H30MIbHASI IPYTIa U TOMY ITOIOOHOE U TPYIIY,
NOJIYYEHHYI0 M3 OPraHM4YeCKOW KHCJIOTHI M TOMy mopobHoe. Kpome Toro, mpumeps! TpyIIieL,
MOIXOASIIEeH s 3TepuUKaLUY, BKIFOYAIT OSH3WI, TeTparnaponupanmi, Tper-Oytuin(But),

TPUTUI (TPET) U T.II.



55

[00324] [Tpumepsl 32U THON TPYIIIBI 751 HEHOIBHON THAPOKCHIBHON TPy TIITBI THPO3UHA
BKIIIOUAIOT Bzl, 2,6-nmuxnopOensun, 2-autpodensun, Br-Z, tper-OyTu u 1.1

[00325] Ilpumepnl 3alUTHON TIpynmbl [Uisl MUMUAA30ja TUCTHAMHA BKIIOYAKOT II-
tonyoncynbporun (Tos), 4-merokcu-2,3,6-rpumerninoensoncyabdonmn (Mtr), nuHuTpodeHNT
(DNP), 6enzunokcumernn (Bom), Tper-Oyrokcumernn (Bum), Boc, Trt, Fmoc u T.11.

[00326] ITpumMepsl 3aIIUTHON IPyNbl sl TyaHUAUMHOTPYMIbI aprUHKHA BKIoudaroT Tos,
Z, 4-merokcu-2,3,6-rpumerundensoncynbhpornn (Mtr), n-metokcubensoncynbdonmn (MBS),
2,2,5,7,8-nearamMeTnixpoMaH-6-cynbgornn (Pmc), mesurunen-2-cynbponmn (Mts), 2,2,4,6,7-
neHTamerranruapodenzodypan-S-cynsdonun (Pbf), Boc, Z, NO, u t.Iw.

[00327] Ilpumepbl 3aUUTHON Tpynmbl ISl aMUHOTPYNIbl OOKOBOH LEMu JIM3WHA
Bmouator  Z, Cl-Z, Tpudropauerun, Boc, Fmoc, Trt, Mtr, 44-numerun-2,6-

2 2

nuokcouukyorekcunuaennn (Dde) u T.om.

[00328] IIpumeps! 3aIUTHON TPyINIbI JUIs MHIOJWIA TPUNTO(pAHA BKIKOYAT (OPMUI
(For), Z, Boc, Mts, Mtr u T.1.

[00329] Ilpumeps! 3alMTHON TpyNmbl U aclaparuHa W IIIyTaMHUHA BKIOYaOT Trt,
kcaHTia (Xan), 4,4’ -numerokcudensrunpui (Mbh), 2,4,6-tpumerokcubensmn (Tmob) u T.1.

[00330] ITpumeprl akTHBUPOBAHHBIX KapOOKCHJIBHBIX TIPYNI B HCXOAHOM Marepuae
BKJIIOYAIOT COOTBETCTBYIOIINI aHTHAPUA KUCIIOTBI, a3U/1, aKTHBHBIE CIIOKHBIE 3(QUPBI [CIOKHBIH
s¢up co cnuprom (Hampumep, mneHraxiopdenon, 2,4,5-rpuxnopdenon, 2,4-auHUTPOGEHON,
LIUAHOMETUJIOBBI  CIIHPT, napanutpodenon, HONB,  N-ruapoKCUCYKLMHMI, 1-
runpokcudenzorpuazon (HOBt), 1-runpokcu-7-azabenzorpuazon (HOAt))] u tT.m. Ilpumepst
AKTHBUPOBAHHOW aMHUHOTPYTINbI B HCXOIHOM MaTepualie BKIFOUYAIT COOTBETCTBYOIIUI Gochop
amMuI.

[00331] Ilpumepnr crocoba ynaneHusi (YCTpaHEHUs) 3aLIUTHON TPYMIbI BKJIOYAIOT
KaTaJIUTHYECKOE BOCCTAHOBJIEHHE B IIOTOKE BOAOPOZA B MPHUCYTCTBUU KATAJIN3aTOPA, TAKOTO KaK
najyiaaneBbii katanuzatop win Pd/C-karamu3atop; KUCIOTHAash o0paboTKa ¢ UCIOIb30BAHUEM
6e3BogHOrO (PTOPUCTOrO BOAOPOAA, METAHCYIb(HOHOBOM KUCIIOTHI, TPUPTOPMETAHCYIBHPOHOBON
kucinotel,  TpudropykcycHor — kucnotrel  (TFA), tpumermncumundpomuna (TMSBr),
TpuUMeTWICHIHATPU TOpMETaHCYy Ib(oHaTa, TeTpadTOpOOPHOI KHCIOTHI, TpUc(TpudTOp)O0pHOI
KHUCJIOTBI, TpuOpomuaa Oopa MM WX CMeCH, MIeJioyHass o0paboTka ¢ HCIOJb30BAHHEM
IVU3OTPONMIIATUIAMUHA, TPUATHIAMUHA, MUIIEPUINHA, TMUIEpa3uHAa U T.I.; BOCCTAHOBJIEHHUE
HATPHEM B JKUAKOM aMMHaKe M T.M. Peakuur OTIIEIUIEHHsS C MOMOLIBIO BBIIIEOMHUCAHHOM
KHUCJIOTHOH 00padoTku 00bMHO mpoBoAsT mpu Temreparype ot -20°C mgo 40°C; KUCIOTHYIO
00paboTky 3P (PEKTUBHO MPOBOAAT MyTeM AOOABIEHHS KATHOHHOTO OYHCTHUTENS, TAKOrO Kak
aHU30J1, PeHOJI, THOAHU30JI, METAKPE30JI U Mapakpe3oy, numeTmicyibdun, 1,4-0ytannuruon, 1,2-
ATAaHAUTHOJ, TPUU3ONPONMWICHIaH U T.1. Kpome Toro, myteM oOpaboTku THO(DEHOIOM yAaSIOT
2,4-nuHUTPOGEHUIBHYIO TPYIINY, UCIOJNB3YEeMYI0 B Ka4yeCTBE 3aLIUTHON TIPYMIbl MMHAA30JIa
TMCTHAMHA, (OpMIIIbHASL TPYIINa, HCIONb3yeMass B KauecTBe 3alMUTHOW TpyMNbl HHIOJA

Tpuntodana, yaansieTcst MyTeM CHSTHs 3aIUThl KUCIOTHOW 00paboTkoil B mpucyrtcTBum 1,2-
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staHauTHONA, 1,4-OyTaHAWTHONA WM T.II., a TaKKe MIEJOYHOH 00padoTkoil pazdaBieHHBIM
THAPOKCUIOM HATpPUsl, pa30aBleHHBIM AMMUAKOM H T.I1.

[00332] 3ammTa GyHKIMOHAIBHON IPYMIIBL, KOTOpasi HE JOJDKHA YYaCTBOBATh B PEAKLIUU
UCXOAHOIO MaTepuaja W 3alIUTHON TIpYMNIbl, OTLIEIUIEHHWE 3alIUTHON TIPYMIbI, aKTHUBALUSA
(YHKIIMOHATBLHON TPYIIBL, YYaCTBYIOIIEH B PEAKLUH, U T.II. MOTYT OBbITb COOTBETCTBYIOIINUM
00pa3oM BBIOpaHbI U3 U3BECTHBIX 3ALIUTHBIX IPYIII U H3BECTHBIX CPEACTB.

[00333] B crnocobe mosyueHusi aMua MENnTHAa ero MOJydarT MyTeM TBepaodasHoro
CHHTE3a C HCIOJIb30BAHHEM CMOJIBI Ul CHHTE3a aMUa WM aMHAUPYIOT 0-KapOOKCHUIIBHYIO
rpymniy kKapOOKCHKOHLIEBOI aMUHOKUCIIOTHI, a MENTUAHYIO LeTb YUTMHSOT A0 JKETaeMON JJTNHBI
LIeNHU B CTOPOHY aMMHOTPYMIIbI, IIOCJE 3TOrO MONYyYaroT NeNTH I, Y KOTOPOro yAajleHa 3allUuTHas
rpynna TOJbKO JJsi N-KOHLEBOH 0-aMUHOTIPYIINbl NENTUIHOW LENW, U MENTHi, Y KOTOPOro
yajieHa 3alUTHAas! IpyMra Toibko st C-KOHIEBOH KapOOKCHIIBHOM TPy bl NENTUAHON LenH, 1
o0a nenTuaa KOHAEHCUPYIOT B CMEIIAHHOM PaCTBOPUTENIE, OMMCAHHOM Bblte. [t mogpoOHocTel
O peakluu KOHAEHCALUU MPUMEHMMO TO K€, 4TO M Bbime. Ilocie OUMCTKU 3alUIIEHHOTO
NeNnTUAa, MOJYYEeHHOTO MyTeM KOHAEHCALWH, BCE 3AIUTHBIE IPYIIBI MOTYT OBITh YIaJICHbI
OITMCAHHBIM BBIIIE CIIOCOOOM C TOJNYYEHHEM JKeJIaeMOr0 HEOYMIIEHHOro mnonunentiaa. Ilyrem
OYHMCTKM 3TOrO HEOYHIIEHHOTO IeNTHAA C HCIOJIb30BAHHEM pPAa3JIMYHBIX OOIIEN3BECTHBIX
crocoO0B OYMCTKHU U CYLIKH OCHOBHOW (PpakiMy BHIMOPa KUBAHHEM MOYKHO MOJIY YUTh JKETaeMbIil
amuJ NenTuaa.

[00334] Korma mnentup-aronuct peunenrtopa GIP  mpucyrctBeyer B BHIE
KOH(UTypaIiMOHHOTO H30Mepa, TAKOTO KaK SHAHTHOMEp, JHacTepeoMep U T. A., KoHpopMepa Wiu
T.I1., OHM TaK>Ke€ OXBATHIBAKOTCS OMHUCAHUEM MenTuaa-aronucta perenropa GIP, u kaxaplil 3 HUX
MOJKET OBIThb BBIAENIEH C TOMOIIBK) CPENCTB, HM3BECTHBIX KAaK TAKOBBIX, HJIM C MOMOIIBIO
BBILIEYKA3aHHBIX METONOB pasfeNieHHsi U OYUCTKU 1o HeoOxomumoctn. Kpome Toro, korma
nentua-aroHuct perenropa GIP Haxonurcs B popme paueMaTa, €ro MOXKHO pa3faenuTb Ha S- u R-
(bOpPMBI C MOMOIIBIO TPATULIHOHHO MPUHITHIM ONTHYECKOTO Pa3PEIIEHHSL.

[00335] Korma mnentug-aronuct penentopa GIP Brimrouaer crepeousoMmepsl, Kak
OTJeJIbHbIE N30MEpPBL, TAK U CMECH KaXJ10ro M30Mepa TaK)Ke OXBAThIBAIOTCS 3HAUEHUEM IeNTH Ia-
aronncra peuentopa GIP. Ilentun-aronmct peuentopa GIP moxer ObITh XUMHUYECKH
MOIU(PHUIMPOBAH B COOTBETCTBUU C U3BECTHBIM CITOCOOOM U C HUCTIONB30BAHUEM 3aMECTHTENS U
NOJIM3THIICHTTNKONS. Hanpumep, XumMuueckun MOU(UIIUPOBAHHBIA NENTUA-arOHUCT PELenTopa
GIP mMoskeT OBITh MOJYYeH MyTeM BBEIECHUS 3aMECTHTEJIS W/ WITH KOHBIOTHPOBAHHOTO CBSI3bIBAHUS
nonuaTHNIeHTIUKONIsE ¢ octatkom Cys, ocratkom Asp, ocratkom Glu, octatkom Lys u T.m.
nentuaa-aronucra peuenropa GIP. Kpome Toro, mexay amMHHOKHMCIOTON NeENTHAA-arOHUCTA
peuenTopa GIP u 3amecTuTeNeM U MONMUATHIEHIIIMKOIEM MOKET OBITh IMHKEPHAs! CTPYKTYpa.

[00336] IMentup-aronuct peuentopa GIP, MoguduIMpOBaHHBI 3aMeCTUTENEM W/WIH
nonmsTueHrnukoneM (PEG), nposiensier, Hanpumep, onuH wiu Oonee 3G PeKToB, CBI3aHHBIX C
MOBBIIIEHUEM OHMOJOrMYeCKOH AaKTHBHOCTH, TNPOJICHHEM BPEMEHU LHPKYJSILUH B KPOBH,

YCTOI\/'ILII/IBOCTI:;I-O K 3JIMMHUHAIUH, CHUXKCHUEM HMMYHOT'CHHOCTH, ITOBBILICHUEM PACTBOPUMOCTH, U
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MOBBIIIEHUEM YCTOWYMBOCTH K MeTabOJNM3My TEepanmeBTHYECKH M AMArHOCTHUYECKH Ba)KHOTO
nenTuaa.

[00337] MonekysipHast macca PEG KOHKpeTHO He orpaHrueHa u OOBIYHO COCTABISIET OT
okoJio 1 k/la no oxoso 1000 x/1a, unu ot okosno 10 x/la no okxono 100 k/la, wim ot okoso 20 k/la
1o okono 60 k/1a.

[00338] Moaudukauuto cenekrupHoro aronucra GIPr mo Hacrosimemy n300peTEeHUIO
nyteM pobasneHus 3amectutens (R) MoxxHO mpoBonuThk myTeM BBeaeHus: 3amecturens (R) Ha
OCHOBE U3BECTHBIX PEaKINi OKUCIIEHNsI U BOCCTAHOBJICHHUSI.

[00339] Criocol, XOpoIIo U3BECTHBIN B JaHHOW 00JIACTH TEXHUKH, MOXKHO HCIOJIb30BATh
B KadecTBe cnocodba mMomudukanuu nentuga-aronucta penentopa GIP ¢ momompsio PEG, n,
HalpuMep, B JONOJHEHHE K HWIUIFOCTPATHBHBIM CHOCO0aM, MEPEYUCICHHBIM BBILIE, MOXHO
HCTIONB30BATh CIIOCOOBI, ONMCAHHBIE HIKE.

(1) Ilermnupyromuii peareHT, COAEpKAlIMHA AKTUBHBIA CIOXHBIA 3up (Harmpumep,
SUNBRIGHT MEGC-30TS (roprosoe nazanue), NOF Corp.), cBSI3bIBa€TCS ¢ aMUHOTPYIIIION
nenTuaa-aronucra perenropa GIP.

(2) Iernnupyromuii peareHt, coxepxkamuii anpaerun (Hanpumep, SUNBRIGHT ME-
300AL (roproBoe Haspanue), NOF Corp.), CBsS3bIBa€TCS ¢ aMHHOTPYIIONW MENTHAA-arOHHCTA
peuenropa GIP.

(3) JByxBanentHelii cmunBaromuil pearent (Hanpumep, GMBS (Dojindo Laboratories),
EMCS (Dojindo Laboratories), KMUS (Dojindo Laboratories), SMCC (Pierce)) CBsI3bIBatOT ¢
amuHokucnoTou (Hampumep, Lys w/unu Cys) mentupa-aronucrta peuenropa GIP, ¢ koTopbim
3aTeM CBSI3BIBAIOT NETWIMPYIOLIMIA PEareHT, COAep KAl THOJIOBYKO rpymmy, (Hampumep,
SUNBRIGHT ME-300-SH (Toprosoe Ha3panue), NOF Corp.).

(4) TuonoByro TpyIIy BBOIAT B MEeNTUA-aroHUCT perenropa GIP yepes3 areHt, BBOASLIMIA
SH (manmpumep, ocratok D-mucrenHa, octatok L-muicrenHa, peaktus TpayTa), ¥ 3Ty THOJOBYIO
IPyNIy BBOJAT B PEAKLMIO C METHIUPYIOLIUM PEareHTOM, COZIep KalluM MaJeUMUIHYIO [PyIy,
(manpumep, SUNBRIGHT ME-300MA (toprosasi Mmapka), NOF Corp.).

(5) TuonoByro Tpymmy BBOIAT B MeNTUA-aroHUCT perenropa GIP yepes3 areHt, BBOASAIMIA
SH, (manpumep, octatok D-miucrenna, ocratok L-muctenna, peaktus TpayTa), U 3Ty THOJOBYIO
IPyNIy BBOAST B PEAKLHUIO C METMINPYIOLUM PEareHTOM, UMEIOLUM HoJaleTaMUIHY 10 [pyIy,
(manpumep, SUNBRIGHT ME-300IA (toprosast mapka), NOF Corp.).

(6) ®-aMMHOKapOOHOBYIO KHCJIOTY, O-aMHHOKHCJIOTY WJIM TOMY NOAOOHOE BBOIST B
KauecTBe JIMHKepa B N-KOHLEBYIO aMMHOIPYMIy mnentupa-aronucra peuentopa GIP, u
aMUHOTPYIIIY, IOJYUYEHHYIO U3 3TOTO JINHKEPA, BBOAST B PEAKLUIO C NETWIHPYIOIINM PEareHTOM,
UMEIIUM aKTHBHBIN cnoxHbll 3¢up, (Hanmpumep, SUNBRIGHT MEGC-30TS (Toprosoe
naspanue), NOF Corp.).

(7) ®-aMMHOKapOOHOBYIO KHCJIOTY, (O-aMHHOKHCJIOTY WJIM TOMY NOAOOHOE BBOIST B
KauecTBe JIMHKepa B N-KOHLEBYIO aMMHOIPYMIy Mnentupa-aroHucra peuentopa GIP, u
aMUHOTPYIIIY, OJYUYEHHYIO U3 3TOTO JINHKEPA, BBOAST B PEAKLUIO C NETMIHPYIOIINM PEareHTOM,

UMeInM anbaerugayio rpymmy, (Hanpumep, SUNBRIGHT ME-300AL (ToproBoe Ha3BaHUE),
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NOF Corp.).

[00340] Kpome Toro, mnentunp-aroHuct peuentopa GIP moxer ObvITh compBaTOM
(HarpuMep, TUAPATOM) HITH HECOJIbBATOM (HAIIPUMED, HETUAPATOM).

[00341] Ilentun-aronuct penentopa GIP mMoxeT ObITh OMEYEH HU30TOINOM (HAIPUMED,
H, 1C, S, 12°T) unu nogoOHBIM.

[00342] Kpome Toro, mnentua-aroHuct penentopa GIP  MoxeT  sABIAThCA
nelitepupoBaHHbIM, B koTopoM 'H npespaiaercs 8 ZH(D).

[00343] B HeKOTOpbIX BapuaHTaxX OCYLIECTBJEHHUs NenTua-aroHUuCT peuenrtopa GIP,
MEUEHHBIH WM 3aMeLIeHHbIII H30TONOM, MOXXHO HCIIOJIb30BaTh, HANPUMED, B KA4eCTBE METKU
(metku st PET) nns ucnonp3oBaHusl B MO3UTPOHHO-3MHUccHOHHON Tomorpadun (PET), u on
noJie3eH B 00JaCTH MEIULIMHCKOMN TUArHOCTUKY U T. II.

[00344] Jnsa nentuna-aronucra peuentopa GIP, ynmoMsHyTOro B JaHHOM JOKYMEHTE,
JeBbIi KOHel siBisieTcsi N-KOHLIOM (aMHUHOKOHIIOM), a TpaBblii KoOHeI| siBisieTcss C-KOHLIOM
(xapOOKCHIIBHBIM KOHIIOM) B COOTBETCTBUH C OOBIYHBIM MeueHHeM nenTuaoB. C-KoHel nmenTuaa
MoskeT ObITh JTI0ObIM U3 amuzaa (-CONH,), kapbokcunbhoii rpymmsl (-COOH), kapOokcunara (-
COO"), anxmnamupa (-CONHR?) u cnoxnoro sgupa (-COOR?). B HekoTOpBIX BapHaHTaxX
ocyectBienusi C-koHerl nentuaa npeacrassier codoit amua (-CONH,).

[00345] Ilentua-aronuct peuentropa GIP mo HacTosimeMy H300pETEHHIO MOXKET OBITh B
¢dopme comu. Ilpumeprl TakoOil CONM BKJIIOYAIOT COJNM METAJUIOB, COJM AMMOHHS, COJH C
OpraHU4YeCKUM OCHOBAHHUEM, COJIM C HEOPTaHUYECKON KUCIOTOMN, COJTM C OPTraHUYECKON KUCIOTOH,
COJIM C OCHOBHOMW WJIM KMCJIOM aMUHOKHCJIOTOM U TOMY MOAO0OHOE.

[00346] ITpumepsl conu MeTa/Ia BKIKOYAOT COJIU LIEJIOYHBIX METAJUIOB, TAKUE KaK COJIb
HATPUs, COJIb KajJusi U TOMY NOAOOHOE, COJIM LIeIOYHO3EMENbHBIX METAJIOB, TAKUE KaK COJb
KaJIbLIMsA, COJIb MarHuUsi, COJIb OApHsi U TOMY MOIOOHOE; COJIb ATFOMHHHUS U T.I1.

[00347] Ilpumeprl comu C OpPraHUYECKUM OCHOBAaHHMEM BKIJIIOYAOT COJNU C
TPUMETHWIAMHUHOM, TPUATHJIAMHHOM, THPUIUHOM, MUKOJIUHOM, 2,0-JIyTUIMHOM, 3TaHOJAMHHOM,
OUATaHOJIAMUHOM, TPUITAHOJNAMUHOM, LMKJIOT€KCHJIAMUHOM, IUIUKJIOreKcuiaaMuHoMm, N,N-
IUOEH3WI TUIEHIHAMIUHOM H TOMY ITOO0HOE.

[00348] Ilpumepsbl COIM C HEOPraHUYECKOM KHCIOTON BKJIOYAIOT COJU C COJSTHOU
KHCJIOTOH, OPOMHCTOBOIOPOAHON KHCIIOTOM, a30THON KHCIIOTOH, CepHOI KuciaoToi, GochopHoi
KHCJIOTOH ¥ TOMY MOJIOOHOE.

[00349] Ilpumepbl COMU C OPraHUYECKON KHCJIOTOW BKJIIOYAIOT COJH C MYPaBbHHOU
KHCJIOTOH, YKCYCHOH KHCJIOTOH, TpU(PTOPYKCYCHON KHUCIIOTOH, (TaneBoi KUCIOTOH, pymapoBoit
KWCJIOTOW, IIABEJIEBON KHUCJIOTOM, BUHHOW KHCJIOTOH, MaJIeMHOBOW KHCJIOTOW, JIMMOHHOM
KHUCJIOTOH, SIHTAQpPHON KHCIIOTOH, SIOJIOYHOW KHUCJIOTOW, METaHCYJb()OHOBOW KHUCIIOTOM,
OeH30J1CYIb() OHOBOW KHCJIOTOM, M-TOJTY OJICY Ib()OHOBOU KHCIIOTOH M TOMY MOOOHOE.

[00350] IIpumepsl conmu C OCHOBHOM aMWHOKHUCIOTOW BKJIFOYAIOT COJIU C apTHHUHOM,
JM3UHOM, OPHUTUHOM M TOMY Nono0Hoe. IIprMeps! com ¢ KUCIO aMHHOKHUCIIOTOH BKITFOYAIOT

COJIU C aCTAaParvuHOBOM KHUCIIOTOH, My TAMHUHOBOW KUCJIOTON U TOMY TOOOHOE.
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[00351] Cpenu BBILIEYNIOMSIHYTBIX coOell (apMaLeBTUUECKH MpHUeMJIeMasi COJb
npencrasisier uHTepec. Hampumep, xorma coenuHeHHE WMEET KUCIOTHYIO (YHKIHMOHAIBHYIO
IPYIITy, MOKHO HCIOJb30BATh HEOPTaHMUYECKYIO COJIb, TAKYIO KaK COJIb LIEJOYHOIO MeTajuia
(HarpuMep, COJIb HATPUS, CONb KaJMs U T. A.), COJb IIEIOYHO3EMENIbHOIO MeTajuia (HarmpuMmep,
COJIb KaJIbLIMSA, COJIb MATHMS, COJIb Oapusi U T. 1.) M T.I1., COJIb AaMMOHUSI U T.JI., U KOT'JIa COETUHEHNE
UMEET OCHOBHYK (PYHKUMOHANBbHYIO TPYMIIy MOXHO HCIOJb30BATh, HAMPUMEpP, COJb C
HEOPraHMYECKOW KHCJIOTOW, TaKyK KakK COJITHasi KHCJIOTa, OpOMHCTOBOAOPONHAS KHCIIOTA,
a30THasl KUCIIOTA, CepHas KUCIOTa, ¢dochopHas KUCIOTa M T.II., WIH COJNIb C OPraHUYeCKOH
KHCJIOTOH, TaKyl Kak yKCyCHasl KUCJIOTa, (raneBas KUCIOTa, (ymMapoBasi KHCJIOTA, LaBeseBast
KHUCJIOTA, BHUHHAs KHUCIIOTA, MAaJ€MHOBAas KHCJIOTA, JIMMOHHAs KHUCJIOTA, SIHTapHAas KHCIOTA,
METaHCYJIb(POHOBAsT KUCIIOTA, M-TOJYOJICY Ib(POHOBASI KUCIIOTA U T.II.

[00352] B HEKOTOpBIX BapuUaHTaxX OCYLIECTBJICHHUS NeNnTuA-aroHucCT peuentropa GIP
MOJKET OBITh CHHTE3MPOBAH W/MIM WCIONB30BaH B (hopMe NpoJeKapcTBa AN JICYEHUS WU
npoduiakTuky 3a00NeBaHMs MO HACTOSINEMY H300PETeHMIO, HampuMep, Auadera, OXKUPEHUsI
w/miy pBoThL [IposekapcTBO O3HAYaeT COeMHEHUE, KOTOPOe MPEeBPALIAETCs B MENTUA-arOHUCT
peuentopa GIP ¢ peakuueii, oOycnoBieHHON (EepPMEHTOM, >KEIyIOYHON KHUCJIOTOH M T. 1., B
(pU3MONIOrNUECKUX YCIOBHSIX B )KHBOM OpPTaHH3Me, TO €CTh COeANHEHNE, KOTOPOe MPeBPaLaeTCst
B nenTua-aroHucT peuentropa GIP myreM okucieHHs, BOCCTAHOBJIEHUs, TUAPOIN3A U T.J. MOJ
nelicTBreM (pepMEHTa; TOJIMIENTH]], KOTOPBII MpeBpalaeTcs: B nenTua-arouuct peuenropa GIP
C TIOMOIIBIO TUAPOJINU3A U T.J. IO AEUCTBUEM KeJTyTOYHON KHUCIIOTHI U T.1I.

[00353] TIpumeps! mponekapcTa nentuaa-aronucta peuenropa GIP moryt BrimrouaTh
COEIMHEHHe, B KOTOPOM AaMHHOIpyIma mnenTtuaa-aronucta penentopa GIP ammnmuposaHa,
ankwinpoBana win ¢ochopuiarpoBaHa (Hampumep, COEAMHEHHE, B KOTOPOM aMHHOTPYIIA
NEeNTHUA-arOHUCTA peuenropa GIP 3WKO3aHOMJIMPOBAHA, aJJAHWJINPOBAHA,
NEeHTUJIAMUHOKapOOHMIINPOBAHA, (5-metun-2-okco-1,3-auokconen-4-
WI)METOKCUKAPOOHUJIMPOBaHa,  TeTparuapoypaHmIMpOBaHa,  MUPPOIHIMIMETHINPOBAHA,
NUBAJIOWJIOKCUMETIIINPOBAHA WJIM TPET-OyTHIIMPOBAaHA M T.IL), COCOUHEHHE, B KOTOPOM
THAPOKCHIIbHASL TPyIa nentuaa-aroHucra peuentopa GIP ammnmuposanHa, ankuiupoBaHa,
dbocdopunrposana wiu OopupoBaHa (HarpuMep, COeNMHEHNE, B KOTOPOM FHIPOKCHIIbHAS TPYIINa
nentuaa-aronrcra peuentopa GIP auermnupoBanHa, NajbMUTOWIMPOBAHA, MPOMAHOMINPOBAHA,
NTUBAJIOMITHPOBAHA, CYKLMHWJINPOBAHA, dymapunupoBaHa, AJAHUJIMPOBAHA WITH
IUMETHUIIAMIHOMETHIIKapOOHUIIMPOBAHA), COCAMHEHUE, B KOTOPOM KapOOKCHUTPYyIa MenTHia-
aronucta penenropa GIP screpuduiupoaHa Wi aMuAaupoBaHa (HATpUMeEp, COEOUHEHHE, B
KOTOpPOM KapOokcurpyrmna nentuna-aronucta perentopa GIP screpuduuuposana C.q amkusoMm,
denmmcrepuduurpoBaHa, KapOOKCUMETHIIITEPUPUITUPOBAHA,
IUMETHIAMUHOMETHIIITEPUPHIINPOBAHA, MUBAJIOMIOKCHMETIIITEPUPUIIIPOBAHA,
ATOKCUKAPOOHWIOKCHAITIITEpUUIIpOBaHa, (TamuamiTepuduIupoBaHa, (S-MeTuiI-2-0kco-
1,3-nuokconeH-4-ui)MeTHITepu( UIpPOBaHa,
LIUKJIOT€KCUIIOKCUKAPOOHMIIB T TEPUPUIIMPOBAHA WM MeTWiamuauposana) u T.a1. Cpenu

npo4vero, MOXHO HCIOJIb30BATh COCAUMHCHHUE, B KOTOPOM Kap601<c1/1rpynna nenTuaa-aroHucTa
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pernenropa GIP screpudunmponana Ci.¢ aNKuiom, TAKUM KaK METHIL, STHJI, TPET-OY TUJI WJIH TOMY
nogo0Hoe. DTH COENUHEHHUs, NEeNTUABl U MOJUNENTHABl MOTYT OBITh MOJyY€HBbl W3 MEeNTHIA-
aronncra perenropa GIP usBecTHbIM criocobom.

[00354] IIponekapcTBo nmentuma-aronucra perenropa GIP taxke MOXeT ObITh TakuM,
KOTOpOE MpeBpalInaeTcs B nentua-aroHuct peruenropa GIP B GU3HOIOrHUECKUX YCIOBHUSX, TAKHX
kak onwmcanbl B nyOnukanun [YAKUHIN no KAIHATSU (Development of Pharmaceuticals),
Vol. 7, Design of Molecules, p. 163-198, Published by HHROKAWA SHOTEN (1990).

[00355] B HacTosileM ONHMCaHUU MPOJIEKAPCTBO MOXKET 00pa3oBbIBaTH cOb. IIpumMepsl
TAKOMN COJIM BKJIIOYAIOT T€, KOTOPbIE MPEACTABIEHBI B KAUECTBE MPUMEPA COJIM NENTHAA-arOHUCTa
peuenTopa GIP.

[00356] B HexkOTOpBIX BapuUaHTaX OCYILECTBJICHUs Mentuna-aroHuct peuenropa GIP mo
HACTOSALIEMY U300PETEHUIO MOKET ObITh CUHTE3UPOBAH W/WJIM HMCIIOJIb30BAH B BUJE KPHCTAJLIA.
KpucTanipl, uMeronyie equHCTBEHHYI0 KPUCTAIUTMYECKYI0 (POpMy MIIM CMECh MHOXECTBEHHBIX
KPUCTAJUTMUECKUX (OpPM, TaK)K€ OXBATHIBAIOTCS NMPUMEpPAMH NENTHAOB-arOHUCTOB PELEeNnTopa
GIP. Kpucramibl MOTyT OBITh NMOJYy4€HBI MyTEM KPUCTAJUTU3ALNHI MENTHIA-arOHICTa PELenTopa
GIP B COOTBETCTBUM C U3BECTHBIM METOAOM KPUCTAJLTH3ALIH.

[00357] Kpome Toro, mentunm-aronuct peuentopa GIP MokeT mpencTaBisitb COOOH
(apmaneBTHUECKH TNPHEMJIEMBIHl COKPHUCTAJUI WJIM COKPHCTAJUIMYECKYIO coib. B nmaHHOM
JAOKYMEHTE COKPUCTAJUT MJIM COKPUCTAJUTHYECKAsI COJIb 03HAYAET KPUCTATMIECKYIO CyOCTaHIINIO,
COCTOSILIYIO M3 JIBYX MJIM OOJiee KOHKPETHBIX CyOCTaHLMMH, KOTOpPbIE SIBJISIOTCS TBEPABIMHU TPU
KOMHATHOM TeMIepaType, Kaxaoe W3 KOTOPBIX HMEeT pasjuyHble (PU3MuecKue CBOMCTBA
(HampuMep, CTPYKTYpy, TeMIepaTrypy IUIABJICHUS, TEIUIOTY IUIABJIEHHs], TMIPOCKOIMUYHOCTb,
pPacTBOPUMOCTD, CTAOMIBHOCTb U T. 1.). COKpPUCTAT U COKPUCTAIUTMYECKAsT COJIb MOTYT OBITh
MOJIyY€HBI My TEM COKPUCTAJUIM3ALIUH, U3BECTHON KaK TAKOBOIL.

[00358] Kpucrann mentuma-aronucra peuentopa GIP mo HacTosmemy H300peTEHURO
o0JylamaeT MPEeBOCXOAHBIMU (PU3MKO-XUMHUYECKUMH CBOHCTBAMU (HAmpUMep, TeMIepaTypoi
IUIABJICHHS], PACTBOPUMOCTBIO, CTAOMJIBHOCTBIO) M OHMOJOrMYECKHMMU CBOWCTBAMH (HAIpPUMED,
bapmakokuHeTHke (abcopOumu, pacrnpeneneHre, MeTadou3M, 3KCKperus), 3(h¢GeKTHBHOCTH
SKCIIPECCUH) U TIO3TOMY OH YPE3BbIYAITHO MOJIE3EH B KAUECTBE JIEKAPCTBEHHOTO CPE/ICTBA.

[00359] B HEKOTOpBIX BapUaHTaX OCYIIECTBIIEHUS nmenTua-aronuct peuentopa GIP w/wnu
€ro mpoJyieKkapcTBO (B HanbHeHmeM HWHorma oOo3HadaeMble aOOpeBHATYpOH MENTHA-arOHHCT
peuentopa GIP mo HacrosmeMmy H300pETEHHIO) OKa3bIBAIOT AKTUBHPYIOIIEE ACHCTBHE HA
peuenTop GIP 1 MoryT 001anaTh CENEKTUBHOCTBIO Kak aroHUCTHI peuentopa GIP mo cpaBHeHHIO
¢ npyrumu penenrtopamu, Takumu kak GLPIR. CoemuHeHusi 1Mo HacToseMy H300pETEHHIO
00J1a1at0T BBICOKUM CEJIEKTUBHBIM aKTHBHPYIOIIUM AeiicTBueM Ha peuentop GIP in vivo.

[00360] C. CTTOCOBBI MTPOPUTTAKTHUKH U1 JIEYEHW A OITOCPE/IOBAHHBIX GIP
ATOJIOTMYECKUX COCTOAHUN, 3ABOJIEBAHNUN U PACCTPOUCTB

[00361] GIP mpencraBnsier cob0it TOPMOH JKeJTy AOYHO-KUIIEYHOTO TPAKTA, Ha3bIBAEMbI

MHKPETUHOM, U OKa3bIBa€T CTUMYJIUPYIOLIee eHCTBHE Ha CEKPELIUI0 UHCYJINHA TOKeNy TOUHON

JKeJIe30H. HHerTI/IH TECHO CBsi3aH C MeTadOJU3MOM TJIIFOKO3bI, TIO3TOMY COCOUHCHHE,
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oOyajaroiee akTUBUPYIOIIMM neiicTBueM Ha peuentop GIP, mone3Ho mist mpoduiakTHKU U
JIEYEHHsI CUMIITOMOB, CBSI3aHHBIX C aHOMAaJIbHBIM METaOOJIM3MOM TJIFOKO3BI, BKIFOUAsl JHA0ET U
oxxupenne. Kpome Toro, coennHeHHsI O HACTOSIIEMY H300pPETEHUIO O0JNANar0T CENEKTUBHBIM
aKTUBUPYIOIUM JielicTBueM Ha peuenTtopsl GIP u nopasmnstor pBoty nmytem aktuBauuu ['AMK-
€pPru4ecKuxX HEUPOHOB B area postrema.

[00362] bonee KkOHKpeTHO, meNnTUAb-aroHUCTHI peuentopa GIP mo Hacrosmemy
n300peTeHNI0 00IaIal0T TUITOTIIMKEMUYECKIM AeHCTBUEM, TPOTHBOPBOTHBIM IEHCTBHEM U T.II.

[00363] ITenTunpb-aronuctsl perentopa GIP mo HactosimeMy HM300peTeHUI0 OONamaroT
BBICOKON XMMHYECKOH CTAOMIBHOCTBIO U MPEBOCXOIHON CTOHKOCTBIO 3 eKTOoB i1 Vivo.

[00364] Ilentunpsi-aronuctsl penentopa GIP mo HacTosimeMy H300peTEHHIO MOXKHO
UCIIONB30BaTh B KauecTBe akTuBaTopa peuenrtopa GIP.

[00365] B Hacrosituem uzobperenun akrusatop peuenrtopa GIP (aronucr peuenropa GIP)
O3HauaeT areHr, oOmajaroIui akTUBUpyromuMm aelictBueMm penenropa GIP. Kpome Toro,
ceJleKTUBHbIN akTuBaTop peuentopa GIP (nenrun-aronucr peuenropa GIP) kOHKpeTHO 0O3HaUaeT
arenT, umetounii ECsy anst peuentopa GIP 1/10 wnu menbiue, wiu 1/100 wnu menbiue, wiu 1/1000
wiu Menbiie, win 1/10000 win mensbine, yem ECsy nns peuentopa GLP-1.

[00366] Ilentunbl-aronuctsl peuentopa GIP mo HacrosimeMy H300pEeTEHUIO HUMEIOT
HU3KYI0 TOKCHYHOCTb (Hampumep, OCTPYIO TOKCHYHOCTb, XPOHHMYECKYI0) TOKCHYHOCTb,
I'€HOTOKCUYHOCTb, PENPOAYKTUBHYI TOKCHYHOCTb, KapAHOTOKCHYHOCTh, KAaHIIEPOT€HHOCTB),
NPOSIBJISIIOT HECKOJBKO MOOOYHBIX 3P PeKTOB U MOryT O0€30MacHO BBOIUTHCS MIICKOMUTAOIINAM
(HampuMep, YeJI0BEK, KPYIHBIH POTraThliid CKOT, JIOIIAaAb, COOaKa, KOLIKa, 00€3bsiHa, MBILIb, KPbICA)
B Ka4eCTBE CPEACTBA JJIsl MPOYUIAKTHKY WUJIH JICUSHHsI PA3IMYHBIX 3a00J€BAHUMN, YIOMSIHYTHIX
HIWKE, U T.II.

[00367] [Tentunei-aronuctsl perentopa GIP no HacTosmeMy n300peTeHUI0 MOTYT OBITh
UCTIOJIb30BAHBI B KAUECTBE areHTa JUIs JICYCHUS] WM NMPOPUIAKTUKUA Pa3IMIHBIX 3a00JI€BaHMUIA,
BKJIFOUast [uadeT U OKUpeHue, Ojarofapsi BBILEYTIOMSIHYTOMY aKTHBHPYIOIIEMY IEHCTBUIO Ha
peuentopsl GIP. Ilentuabl-aronuctsl peuentopa GIP mo Hactosimemy u300peTEHHIO MOKHO
UCTIONB30BAaTh B Ka4decTBe areHTa Uil NpOQWIAKTHKH WM  JICYCHHUS, HAIpPUMED,
CUMIITOMAaTUYE€CKOTO OXKUPEHUs], OXHPEHHs Ha OCHOBE MPOCTOTO OKUPEHHs, OOJIE3HEHHOTO
COCTOSIHUSI WJIA 3a00JIEBaHUs, CBSI3aHHOTO C OJKUPEHHEM, PacCTPOHCTBA MUIIEBOTO MOBEIACHHS,
nuabera (Hampumep, nuabera Tuma 1, amabera 2 Tuma, TeCTALIMOHHOrO auadera, amadera
TYUYHBIX), TUIEPIHUIUACMUN (HAIpPUMep, THUINEPTPUINIMLEPUACMUN, THIIEPXOJECTEPHHEMUH,

BBICOKOTO  ypoBHs  xonectepuna JIIIHII, nuskoro yposusa xonecrepuHa JIIIBII,

,
NOCTIPAHANATIBHON THIIEPIUIIEMUH ), ApTEPUAIbHON THIIEPTEH3UH, CEPIEYHON HEJOCTATOYHOCTH,
IMa0eTHYECKUX  OCJIOKHEHWH [Hampumep, HEBpOMaTuW, HedpomaTHH, pPETHHONATHH,
Ia0eTHYeCKOn KapIUOMHUOTIATHH, KaTapaKThl, MaKpOAHTHOTIATHH, OCTEOIIEHUH,
TUIMEPOCMOJISIPHON ~ nrabeTudeckoi  KOMbI, HWH(PEKUMOHHOTO 3aboneBaHus  (Hampumep,
pecupaTopHbIX HMH(PEKIMHA, WHPEKIUH MOYEBBIBOIAIINX MyTeH, JKEIyAOYHO-KHIIEYHOU
UHQEKIMH, KOXHBIX WH(PEKUUH MITKUX TKaHeW, WHQPEKUUH HIDKHUX KOHEYHOCTEH),

INa0eTHYECKOW TaHTPEHbI, KCEPOCTOMHUH, THIIOKY3HH, LEepeOpOBACKYJISIPHOTO HapyIIEHHs,
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HapyLIeHUs] nepugepuIeckoro KPOBOOOpaIieHusi|, MeTa0OINIECKOTO CHUHApOMa
(maToMOrNUecKUX  COCTOSHUM, XapakTepu3yrommuxcss 3 ©u  Oomee, BBIOpAaHHBIMH U3
runeprpurimuepunemud (117), Huskoro yposns xonectepuna JIIIBII (XC JIIIBII), runeprensuy,
a0JTOMHUHAJIBHOTO O’KUPEHHUS M HApyIIEHHON TOJIEPAHTHOCTH K TIIFOKO3€), CAPKOTIEHUH H T.1IL.

[00368] IIpumMepbl CUMIITOMATUYECKOTO OXKUPEHUS BKJIFOUAIOT SHAOKPUHHOE OXKUPEHHE
(marmpumep, cunapoMm KymmHra, rumorupeos, WHCyJauHOMY, auaber Il Tuma ¢ oxupeHHeM,
IICEBIOTUTIONAPATUPEO3,  TMIIOTOHAAN3M), LEHTPAJbHbIA THII ~ OXHUPEHHs (Hampumep,
TUIIOTAJJAMUYECKOE OXHUPEHHe, CHUHAPOM JIOOHBIX pmoned, cuHapoMm Kueiina-JleBuHa),
HACJIeICTBEHHOe OxkupeHne (Hampumep, cunapoM Ilpanepa-Bummy, cunnpom Jloypenca-MyHa-
bunist), okupeHue, BbI3BAaHHOE NPUEMOM JIEKAPCTBEHHBIX CPEACTB, (Hampumep, OKUpPEHHE,
WHAYLHUPOBAHHOE CTEPOMAOM, (PEHOTHA3WHOM, HHCYJIHHOM, cyib(onmnmoueBuHoi (SU), -
OyokaTopaMu) U T.II.

[00369] Ilpumepbl MATONOTHYECKOTO COCTOSHUSI HJIM 3a00J€BaHUS, CBSI3AHHOTO C
OXKHPEHNEM, BKIIFOUAIOT HAPYIIEHHs TOJEPAHTHOCTH K IIIOKO3e, [ruadeT (B 4aCTHOCTH, auader 2
tuna (C/12), nuaber Ty4HBIX), HapyLIEHHE JUMUAHOTO OOMeHa (CMHOHUM BBIIIEYTOMSHYTOH
THIEePJINIHIEMUN), apTepHAJIbHY IO TUNIEPTEH3HIO, CepAEYHYO HEe0CTaTOYHOCTD,
THIEPYPUKEMHIO, KUPOBYIO AUCTPODUIO MeYeHH (BKIIOYAsi HEATKOTOJbHBIH CTEaTOrenaTHT),
UIIEMHUYECKY 0 Oone3Hb cepana (MHGAPKT MUOKapa, CTEHOKAPIUIO), MHPAPKT FOJIOBHOTO MO3ra
(TpoMO03 rOJIOBHOTO MO3Tra, LiepeOpaibHYIO TPAH3UTOPHYIO HIIEMHUYECKYIO aTaky), 3a00eBaHus
KOCTeil/cycTaBoB (OCTEOAPTPUT KOJEHHOI'O CYCTaBa, OCTEOAPTPUT Ta300€APEHHOrO CyCTasa,
AHKWJIO3UPYIOIINH CIIOHIMUJIOAPTPUT, JIEOMOAro), CHHAPOM amHOd BO CHe/cuHApoM IIukBuKa,
HAapyIIEHHe MEHCTPYaJbHOrO IMKJIA (HAPYLICHHbI MEHCTPYaJbHBI LHMKJ, HapyLICHUE
MEHCTPYall U MEHCTPYaJbHOrO LIMKJIA, aMEHOpes, HapyIleHHe MEHCTPYaJbHOTO CHHIPOMA),
MeTa0OMMUYECKUI CUHAPOM U T. TI.

[00370] B 1999 romy SmnoHckoe nuabeTHueckoe OOIIECTBO COOOIMMIO O HOBBIX
JTUArHOCTHYECKUX KPUTEPHsIX nuadera.

[00371] CornmacHo 3TOMy oOT4ery, AWAa0EeT OTHOCUTCS K COCTOSIHHIO, KOTOpOe
COOTBETCTBYET JIIOOOMY W3 YPOBHEH TIJIFOKO3BI B KPOBU HATOINAK (KOHLEHTPALUS TJIFOKO3BI B
TUIa3Me BEHO3HOM KpoBH) 126 mMr/mi wiun Oonee, 2-4acOBOMY 3HAYEHHUIO (KOHLIEHTPALUS TITFOKO3BI
B IJIa3Me BeHO3HOH kpoBH) 200 Mr/nn wiu Ooee B mepopabHOM TITFOKO30TOJIEPAHTHOM TECTE C
75 rpammamu rimroko3bl (ITT'TT ¢ 75 rpaMMamu TJIFOKO3BI), B CIYYalHbIH YPOBEHb TIIFOKO3BI B
KpOBHU (KOHLIEHTPALIUS TJIFOKO3BI B TIa3Me BeHO3HOH KpoBu) 200 mr/nn mwiu 6onee. Kpome Toro,
COCTOSIHHE, KOTOPO€ HE OTHOCHTCSI K BBIIIEYTOMSHYTOMY AHA0ETy M HE SIBJISIETCS] COCTOSTHHEM,
JIEMOHCTPHUPYIOIIUM «YPOBEHb TIIFOKO3bI B KPOBH HATOLIAK (KOHIEHTPALMS TJIFOKO3BI B TUIA3ME
BEHO3HOH KpoBH) MeHee 110 mr/mn nim 2-4yacoBoe 3Ha4eHHE (KOHLEHTPALHS [IFOKO3bI B TUIa3Me
BEHO3HOU KpoBH) MeHee 140 M/t B mepopajbHOM TIFOKO30TOJIEPAHTHOM TeCTe ¢ 75 rpaMMamMu
rimoko3bl (III'TT ¢ 75 rpammaMu r1rOKO3bI)» (HOPMAJIbHBIA THIT) HA3bIBAETCS IIOIPAHHMYHBIM

THUIIOM.
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[00372] Bbonee Toro, Amepukanckas nuaderndeckasi accouuanusi (ADA) B 1997 t. u
Bcemupnasi oprammzanusi 3npaBooxpaneHuss (BO3) B 1998 1. cooOdmmiau O HOBBIX
IUAarHOCTHYECKUX KPUTEPHsIX nuadera.

[00373] CornacHo 3THM OT4eTaM, TUa0eT OTHOCUTCS K COCTOSIHHIO, TIPU KOTOPOM Y POBEHb
TJIFOKO3bI B KPOBH HATOIIAK (KOHLIEHTPALHS TJIFOKO3BI B IJ1a3Me BEHO3HOMH KPOBH) cocTaBisieT 126
M/ nim Oosee, a 2-4acoBoe 3HaueHHe (KOHLIEHTPALHs IITIOKO3bI B IUIa3Me BEHO3HOW KPOBH)
coctasysier 200 mr/an winu Oonee B MepoOpaIbHOM INIFOKO30TOJIEPAHTHOM TeCTe C 75 rpaMMaMu
TJIFOKO3BI.

[00374] CornacHO BbIIEYNOMSHYTBIM OTY€TaM, HapyIIE€HUE TOJEPAaHTHOCTH K IJIFOKO3€
OTHOCUTCSI K COCTOSIHHIO, TIPU KOTOPOM YPOBEHBb ITIFOKO3bI B KPOBU HATOLIAK (KOHIIEHTPALIUS
IJIIOKO3bI B IJIa3M€ BEHO3HOH KPOBHM) COCTaBIsIET MeHee 126 mr/mn, a 2-4yacoBOe 3Ha4Y€HUE
(KOHLIEHTpa1Ms IJTIOKO3bI B IJ1a3Me BEHO3HOM KpoBH) coctanisier 140 mr/mn unm Oonee 1 MeHee
200 Mr/mn B mepopajbHOM IUIFOKO30TOJIEPAHTHOM TecTe € 75 rpaMmaMu Imoko3bl. CornacHo
otuety ADA, cocTosiHUe, IIPU KOTOPOM YPOBEHb INIIOKO3bl B KPOBU HATOLIAK (KOHIIEHTPALIUS
TJIFOKO3bI B IUIa3Me BEHO3HOW KpoBH) coctasister 110 mr/an unm Gomee u menee 126 mr/man,
HasbiBaeTcs IFG (HapymeHue ypoBHs INIFOK03bI HaTomak). C Ipyroi CTOPOHBI, COrNIACHO OTYETY
BO3, cocrosinne IFG (HapylieHue ypoBHS INIFOKO3bI HATOIIAK), IEMOHCTPHUPYIOIIEe 2-4acoBOe
3HaueHHe (KOHLEHTPALHs TJIFOKO3bI B TIa3Me BEHO3HOU KpoBU) MeHee 140 Mr/ii B mepopaibHOM
IIIOKO30TOJIEPAHTHOM TeCTe C 75 rpaMMaMu INI0K03bl, Ha3biBaeTcs IFG (HapylueHHast rinkeMust
HATOIIAK).

[00375] ITenTtunsi-aronucts peuentopa GIP mo HacTosimeMy H300pETEeHHUIO MOTY T TaK:Ke
NPUMEHSTHCS B KAUeCTBE areHTa JJisi MPOPUIAKTUKU WK JiedeHus quadeTa, OnpenensieMoro B
COOTBETCTBUU C BBILIEYITOMSIHYTHIMH HOBBIMH TUArHOCTUUYECKUMH KPUTEPHUSIMH, ITOTPAHUYHOTO
nuabeTa, HapyLeHHs: TOJEPAHTHOCTH K rroko3e, IFG (HapyeHue ypoBHS TIIFOKO3bI HATOINAK) U
IFG (HapyimeHHas raukemusi HaTowmak). bojee Toro, mentuabi-aroHucTsl peuentopa GIP mo
HACTOSIIEMY H300PETEHHIO MOTYT MPeNOTBpaIlaTh pa3BUTHE auadera MOTPAHUYHOTO THIIA,
HApYIIEHHUs TOJEPAHTHOCTH K Toko3e, IFG (HapymeHue ypoBHs TNIFOKO3bI Hatomak) win IFG
(HapylUIeHHAs TJIMKEMHsT HATOIIAK).

[00376] Tlentunbl-aronuctsl perentopa GIP mo HacTosimemy H300pPETEHHIO TaKKe
NPUMEHNMBI B KA4eCTBE areHTa U NPOQHIAKTHKN WK JIEYSHUST MeTaOOIMIeCKOro CHHAPOMA.
YacTtota CEpHEYHO-COCYAMCTHIX 3a00JIEBAaHUI 3HAYHWTENBHO BBIE y  TALHUEHTOB C
METa0OJMUECKUM CHHAPOMOM IO CPABHEHHUIO C MALIMEHTAMHU C OOHOH 0OOJIe3HBbI0 00pasa KU3HH.
Taxum 00paszom, MpopuIIaKTHKA HITH JIEUYEHHE META00IMYECKOro CHHAPOMA YPE3BbIYaiiHO BaYKHBI
IUTS IPEAOTBPALIEHUS CEPAEUHO-COCY TUCTBIX 3a00IeBaHUI.

[00377] AnarHocTudecKue KpUTEpUU MeTabOJIMUeCKOro CUHApoMa ObLTi 00bsiBiIeHBl BO3
B 1999 r. u NCEP B 2001 r. CornacHo amarHoctudeckuMm kpurepusim BO3, y demoBeka ¢
THIIEPUHCYJIMHEMHUEN WIM HApyIIEHHONW TOJNIEPAHTHOCTBIO K TJIFOKO3€ B Ka4eCTBE 00sI3aTEIbHOTO
YCIJIOBHSI U IByMsI WuId OoJiee U3 BUCLIEPAIILHOTO OKHUPEHUs], TUCIUNUAEMUN (BBICOKUH YPOBEHb
TT wnu Huskwit yposens JIIIBII) u runepToHNM OUArHOCTHUPYETCS METaOONUYECKUN CHHIPOM

(World Health Organization: Definition, Diagnosis and Classification of Diabetes Mellitus and Its
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Complications. Part I. Diagnosis and Classification of Diabetes Mellitus, World Health
Organization, Geneva, 1999). B coorBercTBum ¢ auarHocruueckumu kpurepusimu 111 moxmana
IPYMIBI SKCIEPTOB IO JIEYEHUIO B3pOCibIX HalmoHanbHOW 00pa3oBaTENbHON MPOTrPaMMBbl 11O
X0JlecTepruHy (PyKOBOACTBO MO uiieMudeckoit bonesnu cepamna) B CIIIA, y yenoBeka, HMEIOIEro
Tpu WK 0oJee M3 BUCIEPAIBHOIO OXHUPEHUS, THIEPTPUTIHLEPHIEMHH, HU3KOTO YPOBHS
xonecrepuna JIIIBII, runeproHnn u HapyEHHON TOJIEPAHTHOCTH K INIFOKO3€, JUATHOCTUPY ETCA
merabonmueckuii cuaapom (National Cholesterol Education Program: Executive Summary of the
Third Report of National Cholesterol Education Program (NCEP) Expert Panel on Detection,
Evaluation, and Treatment of High Blood Cholesterol in Adults (Adults Treatment Panel III). The
Journal of the American Medical Association, Vol. 285, 2486-2497, 2001).

[00378] bonee KOHKpeTHO, meNnTUAbI-aroHUCTHI peuentopa GIP no Hacrosmemy
n300peTeHno 00Iagar0T MPOTUBOPBOTHBIM ASHCTBHEM U MOTYT MHTHOMPOBATH WM YMEHbBIIATh
KOJIMYECTBO U TSDKECTh 3MH30]0B TOIIHOTHI W/MJIM PBOTHI, KOTJAa OHHU CBS3aHBI C PA3IUYHBIMU
pa3apaskKUTENSIMH, ONTMCAHHBIMU B TAHHOM JIOKYMEHTE, HAPpUMep, KOTAa CyObeKT UMEET CUHAPOM
LUKJIUYECKOW pBOTHI WM €My BBOISIT XUMHOTEPANeBTHUECKUN Tpernapar, Harpumep,
XUMHUOTEPaTe BTHIECK I npernapar c PBOTHBIM MIOTEHIUAJIOM, Harpumep,
XUMHOTEpaNeBTHUECKHE TpernapaTbl Ha OCHOBE IUIATUHBI, TAKUE KaK IUCIUIATHH, OKCAJIUIIIIATHH
U KapOOIUIaTHUH, MPUHOTEKAH W JPyrHe WHTUOUTOPBI TOMOHM30MEPA3bl, HCIOJb3yEeMbIe s
J€YeHUs] 3JIOKAYeCTBEHHOro HOBooOpaszoBaHusi. Ilentunel-aronuctel penentopa GIP  mo
HACTOSIIEMY M300pPETeHUI0 O0NAAal0T BBICOKOH XUMHYECKOW CTAOMIIBHOCTBIO U MPEBOCXOIHOMN
CTOHKOCTBIO 3 (PEKTOB if1 ViVO.

[00379] Ilentuabi-aronuctbl penentopa GIP mo HacTosimeMy H300pETEHHIO MOMKHO
UCTIONIB30BaTh B KadecTBe akTuBaropa perentopa GIP. B Hacrosimem n3o0peTeHUN akTHBATOP
peuentopa GIP (aronmct peuentopa GIP) o3HauaeT areHT, OOJNAAArOIIM AKTUBHUPYIOIIUM
nerictuem peuentopa GIP. Kpome Toro, cenextuBHblii aktuBatop peuenropa GIP (T.e. aronuct
peuenTopa GIP, ucrnonb3yembiii B JAHHOM JIOKYMEHTE) KOHKPETHO O3HAYAeT areHT, MMEOLIHH
ECsy nns peuenropa GIP, pasnbiii 1/1000 wiu menee, uimu 1/10000 wnn MeHee, yMHOKEHHBIH Ha
ECsy mns peuenropa GLP-1, wmm, npyrumu cinosamu, otHomeHnue ECsy GLPIR/ECs, GIPR
oonbine 10, 6omabiie 100, umu 6omabine 1000, unu 6onbire 10000, umu ot 100 go 1000000 wnu
boree.

[00380] IMentupbi-aronuctsl penentopa GIP mo Hacrosimemy H300pPETEHUIO UMEIOT
HU3KYK0 TOKCHYHOCTb (HAlpHMEp, OCTPYK) TOKCHUYHOCTb, XPOHHUYECKYK) TOKCHYHOCTb,
TeHOTOKCHYHOCTh, PENMPOAYKTHBHYK) TOKCHYHOCTb, KapJAHOTOKCHYHOCTh, KAHIIEPOT€HHOCTH),
MIPOSIBJISTIOT HECKOJIBKO MOOOYHBIX 3(PPEKTOB U MOTYT 0€30MacHO BBOIUTHCS MJICKOIMHUTAIOLIAM
(HampuMep, YeNIOBEK, KPYITHBIN pOraThiid CKOT, JIOIMAaAh, COOaKa, KOIIKa, 00e3bsiHA, MBIIIIb, KPhICA)
B KQ4ECTBE CPECTBA s MPOPUITAKTUKH HIIH JICYCHUST PBOTHI.

[00381] «JIleueHne» B KOHTEKCTE JIEUYEHUS PBOTHI MyTEM BBEIEHUS IO MEHBIIEH Mepe
OJTHOTO W3 MEeNTHIOB-aroHUCTOB penieniropa GIP, onncaHHBIX B JAHHOM JOKYMEHTE, BKIFOYAET
KaK MpO(UIAKTHUYECKOE JIEUEHHE, TaK U JIEYUEHUE PBOTHI ITOCTIE TOTO, KaK y CyObekTa Habmogaercs

peota. IIpodunakTudeckoe edeHne BKIOYAET BBEAEHHE MenTuaa-aronucta peuenropa GIP no
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TOTO0, KaK y cyObeKkTa BO3HHKHET PBOTA, HAPUMEP, KOT/Aa y CyObeKTa HaOM0JaeTCsl TOTHOTA, a
TaKk)Ke BBeneHHe mnentuna-aronucra penentopa GIP no toro, kak cyOBEKT mOmBEpPTHETCS
BO3ACUCTBUIO CyOCTaHINM, areHTa WM SIBJICHUS, WJIH O TOrO, KaK CYOBEKT CTOJKHETCS C
COCTOSTHMEM, KOTOPO€ MPUBOIUT WJIM MOXKET MPHUBECTH K MPUCTYNaM pBOTHL Mcmosnb3yemblil B
JIaHHOM JOKYMEHTE€ TEePMHH «TepanmeBTUUeCKH 3(P(eKTHBHOE KOMUUECTBO» OTHOCUTCS K
KOJIMYeCTBY mentuna-aronucra peuentopa GIP, mocrarounomy nist Toro, 4roObl BBI3BATh
JKenaeMbli OnoJornyeckuii oTeeT. B HacTosimemM n300peTeHnn skenaeMplii ONONIOrHIeCKUi OTBET
MpencTaBisieT cCoOOW JiedeHHe W/win TPOPWIAKTHKY HApPYIIeHHs MeTa0oJIM3Ma TJIFOKO3BI Y
cyOBeKTa, HarpuMep, y cyObeKkTa, Hy>KAAIOWErocsi B 3TOM, BKJIIOUas AUabeT U OXXHUpPEHHe, WU
NpOQHUIAKTUKY W/WIIH JIEYeHHE PBOTHI Y CYOBEKTa, HY KJAIOIIErOCsi B STOM.

[00382] CoenuHeHHe MO HACTOSIIEMY H300PETEHHUIO MOXKHO TaKXKe HCIOJIb30BATH JIS
BTOPUYHOH MPOQUIAKTUKH HITU TOAABJICHUS] IPOTPECCUPOBAHMS BBIIIEY TOMSHY THIX Pa3JIMYHBIX
3a0oneBaHNi (HapuMep, CEpAEUHO-COCY UCThIX 3a00eBaHNMN, TAKMX KaKk MHPAPKT MUOKapaa 1
T.1.). Kpome TOro, coeanHeHne mo HACTOSIIEMY H300pPETEHHIO TaK)Ke IOJIE3HO B KayecTBE
CpeICTBa, TMOMAABJSIOIIErO alIeTHT, W CpPeAcTBa Ul CHIbkeHus Beca. CoenuHeHue 110
HACTOSIIEMY W300pPETeHHI0 TaKk€ MOMKHO HCIIOJNb30BaTh B COYETAHHMHM C AHETOTepanueit
(Hampumep, aueroTepanued npu Auadere) W ye4eOHON (U3KYIBTYpoil. [lenTuapi-arOHUCTHI
peuentopa GIP mo HacrosimemMy H300peTEHHIO MOXKHO HCIOJB30BATh JJIsl JICUSHHS] WU
npodunakTuky nuadera WM OXXHUPEHUs], NMaTO(PU3HOJIOTHUECKOr0 COCTOSIHUS, CBSI3aHHOTO C
auabeToM W/HIU OXXMPEHHEM, PBOTBI, HANpPUMEp, KOraa y CyOBeKT HaONI0JaeTCs WM MOXKET
BO3HUKHYTH ATHM30[bl PBOTHI, HANPHMEp, TOLIHOTA W/HIK pPBOTA. B pasiuuHBbIX BapHaHTaX
OCYIIECTBJICHUS CyOBEKT, Harpumep, MJIEKOTIHTAIOLIEE, Harpumep, YEJIOBEK,
HEYeJIOBEKOOOpa3Hble  NMPUMATBI,  YeJIOBEKOOOpa3Hbie  00e3bsiHbl, HH3IIHE  O0€3bsHbI,
J1ab0paTOpHbIe MIEKOIMUTAIOIINE, HATIPHUMED, MBILIH, KPBIChL, KPOJIUKH, MOPCKUE CBHHKH, XOPbKH,
OJIOMAITHEHHbIE MJICKOITUTAIOIINE, TAKHE KaK MJIEKOMUTAIOLINE-KOMITAHbOHBI, COOaKH, KOLIKU U
JIOLIAH, & TAK)XKE CEIbCKOXO3SICTBEHHbIE MIIEKONUTAIOLNE, TAKUE KaK KPYIIHBIM pOraThlid CKOT,
CBHHbH, OBLBI U KO3bl, HCKJIIOYHTEJPHO B Ka4yeCTBE MPUMEPOB, HO HE B KadyecTBe
HCUEPIIBIBAIOIIETO CITHUCKA, MOXKHO JIEYUTh MENTHIOM-aroHUCTOM perentopa GIP no Hacrosimemy
n3o0pereHno. B KakxaoM M3 3THX CilydaeB CrocoObl MO HACTOALIEMY H300pPETEHHUIO
NpefHa3HAYEeHBI IS JIeueHHs Wik MpoQuIakThKu auadeTa, OXKUPEHUs] WM PBOTHI Y CyObeKTa,
HY>KAAIOLIET0OCs B 3TOM, JIJIsl yMEHBILIEHHS WIH MTOJABJICHUs 1uadeTa, OXKUPEHHST WIH PBOTHI, JJIS
YMEHbIIEHHs HJTH TIOABJICHHUS] CHMITTOMA, CBSI3aHHOTO C THa0eTOM, O)KUPEHHEM UJIH PBOTOM, MIIH
111 yMEHBLIEHHsI WJIM MHITMOMPOBAHUS TATOJOTMYECKOTO COCTOSHUS MITH CUMIITOMA, CBSI3aHHOT'O
¢ 11MabeToM, O)KMPEHHEM WITH PBOTOM, HAIIPUMEP, TOLIHOTHI H/HJIH PBOTBI.

[00383] [y mpenoTBpalleHus WIH JIeYeHHUs] PBOTHI 3((HEKTHBHOE KOJUYECTBO OTHOTO
iy OoJiee COeNMHEHHH 110 HACTOSLIEMY H300pETEHHIO B (hapMaLeBTHUECKOH KOMITO3HILIUU BBOJST
HY>KAAIOLEMyCsl B 3TOM CyOBeKTy/manueHTy (B [JaHHOM JIOKYMEHTE HCIIOJNb3YIOTCS
B3auMo3aMmeHsieMo). CyObekTa OIpeneNsoT Kak HY KIAKLIerocs B JICYEHUH IENTHIOM-
aronuctoMm penenropa GIP mo HacTosimemy n300peTeHH0 MO0 MOCPEACTBOM HAOIIOACHMUS 32

pBoTOH y cyOBeKTa, NMOO MOCPENCTBOM OLIEHKH CYOBEKTOM pPBOTHI (B Clydae dYesloBeKa-
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cyOobekra). IlanmeHT onpenensiercss Kak HY>KAAOIIUICS B MPOQUIAKTHIECKONH TEparuu MyTeM
OLIEHKH TOTO, YTO NMALMEHT MOJBEPKEH PUCKY BO3SHUKHOBEHHS PBOTHI U3-3a APYroro 3ab0IeBaHus
WIA M3-32 BO3NEHCTBHS areHTra, 0 KOTOPOM H3BECTHO, YTO OH CBsI3aH C PBOTOH, HAIpPUMED,
BUPYCHOH HJTN OaKTepUabHON HHPEKIINH, XUMUYECKOTO areHTa TN PaJHaLiiH.

[00384] HacTosuiue nentuabl-aroHUCThI perentopa GIP nones3Hs! npu jeueHnn OCTPOH,
OTCPOYEHHOW MJIN 0KUAAEMOU PBOTHI, BKJIKOYasl PBOTY, BbI3BAHHYI XUMHOTEpAIUeH, pagualueH,
TOKCUHAMH,  BHUPYCHBIMH  WiIM  OakTepHalbHbIMH  HHQEKUUsAMH,  OepeMEeHHOCTHIO,
BECTHOYJISIPHBIMU HApYLICHUSIMU (HAIpUMep, YKa4HMBaHHUEM, T'OJIOBOKPY)KEHHEM, M OOJIE3HBIO
MeHbepa), XUPyPrHUECKUM BMEIIATEILCTBOM, OOJBI0, yHOTpeOJeHHEM U OTMEHOUN OMHOUIOB,
MUTPEHBI0 U KOJNEOAHUSIMU BHYTPUUEPENHOro naBieHus. IIpuMeHeHne maHHOro n300peTeHus
0COOEHHO TMOJIE3HO MNpPH JIEYEHUH PBOTHI, BBI3BAHHOW pajaualfiel, Hampumep, NpHU JICYEHUU
3JI0KQYe€CTBEHHOTO HOBOOOpPA30BaHMs MM JIyu4eBOM OOJNE3HH, a Takke IMpHU JICUCHUH
NIOCJIEONePAIIMOHHON TOLUTHOTBI U PBOTHL. B 4acTHOCTH, MpuMeHeHNe U300peTeH s TTOJIE3HO NIPU
JIEY€HUH PBOTBI, BBI3BAHHOH MPOTHBOOIMYXOJIEBBIMU (LIUTOTOKCUYECKUMH) areHTaMH, BKJIOYast
T€, KOTOpble OOBIYHO MWCHOJB3YIOTCS IPU IMPOTHBOPAKOBOH XUMHOTEPANHH, MNPU PBOTE,
BBI3BAHHON IpyrumMu (papMaKkoJIOTHUECKUMU areHTaMH, HalmpuMep, aHTAarOHUCTaMH anbga-2-
anpeHopeenTopoB, Takumu Kak ioxumOuH, MK-912 u MK-467, a Takke HMHrHOUTOpaMu
dochonmrcrepassl nuknndecknx Hykiaeotuaos [V tuna (PDE4), Takumu kak RS14203, CT-2450
U POJIUIIPAM.

[00385] KoHkpeTHbIE MpUMepPbl XMMUOTEPANIEBTUYECKUX areHTOB OMKCaHbI, Harnpumep, D.
J. Stewart in Nausea and Vomiting: Recent Research and Clinical Advances, ed. J. Kucharczyk et
al., CRC Press Inc., Boca Raton, Fla., USA, 1991, ctp. 177-203, ocobenno ctp. 188. OObHO
UCTIONIb3YEMbIE  XUMHUOTEPANEBTUUECKUE AareHThl BKJIIOYAIOT LHCIUIATHH, KapOOIUIaTHH,
okcamumiaThH, ukiIopochamun, nakapbasur (DTIC), AakKTMHOMHLWH, MEXJIOP3TaAMUH
(asoructhiii umnput), crpento3oumH, uukiopochamun, xkapmycrun (BCNU), wpuHOTEeKaH U
apyrue HMHruOuTOphl Tomousomepasbl, JomyctuH (CCNU), nokcopyOuumH (aapuamHINH),
nayHOPYOHIHH, MpokapOa3HH, MUTOMULIUH, IUTAPAOUH, 3TOMO3HA, METOTPEKCAT, S-hTopypamm,
BUHOJIACTHH, BUHKPUCTHH, OJieoOMHLIMH, nakiuTakces u xjopamOyumi (R. J. Gralle et al. in Cancer
Treatment Reports, 1984, 68, 163-172). PBoTy u3-3a APyrux XMMHYECKHX areHTOB, TAKUX KaK
TOKCHHBI 30MaH WIH 3apHH, HIH YIOTpeOIeHHe W/ CUHAPOM OTMEHBI OITHOUAOB, T.€. MOP(UH,
repPOUH, OKCUKOJIOH U T.II. TAKXKE€ MOJKHO MPEIOTBPATUTD H/HUJIH JICUUTb.

[00386] Hacrosimume coenuHEHUs] BBOAST MALMEHTY B KOJMYECTBE, JOCTATOYHOM ISt
JICYEHHsT WJIH MPEIOTBPAILEHHUs] CHMIITOMOB H/HMJIH JIe)KAIeld B UX OCHOBE 3TUOJIOTHH, CBS3aHHOU
CO PBOTOH y MalMeHTa. B MpeanodYTHTeNbHOM BapHaHTE OCYILIECTBICHMS NMENTHUIbI-ArOHUCTHI
peuentopa GIP BBOmAT mepen BBEACHUEM areHTa, KOTOPBIA MOKET BBI3bIBATh PBOTY, TAKOTO KaK
OIUH MiH OoJjiee XMMHOTEPANEeBTUYECKIX areHTOB, OMHCAHHBIX BhIe. Hacrosimue menTumbl-
aronuctel perentopa GIP Takke MOXXHO BBOIWUTh B KOMOWHAIIMM C TAKUMH areHTaMu, JIMOO B
¢usnueckoii komMOMHaIWH, JTUOO B KOMOMHHMPOBAHHOW TEpaNuu IMyTEM IOCIEN0BATEIBHOIO

BBEJICHUS] COCNMHEHUN U areHTOB MO HACTOsIIeMy Hu300peTeHuro (B JrOOOM mopsinke). XOTs
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HacTosiIee n300peTeHne NPUMEHNMO IS JTF000T0 MIIEKOMUTAOLIETO, CTPAAAIOLIETO OT PBOTHI,
NPEATIOUYTUTENEHBIM CYOBEKTOM SIBIISIETCS YETIOBEK.

[00387] B HexkoTOpbIX BapuaHTax OCYLIECTBJIEHUs celekTuBHble aroHuctsl GIPr mo
HACTOSIIIEMY M300PETEHNIO0 MOKHO BBOAMTD IS JIUEHHsSI PBOTHI, KOTTIa CYOBEKT OTHOBPEMEHHO
geunutrcs OT nuabera wwin oOxupeHHs. HekoTropble H3BECTHBIE NPOTHBOAMAOETUYECKHE
JIEKapCTBEHHbIE MPeTapaThl BbI3BIBAIOT PBOTY, Hampumep, merdopmul (I'mokodax, ['momera,
ApyTHE), TPOU3BOAHBIE CYJIb()OHUIMOYEBHHBI, METJIUTUHHU/IBI, THA30IHIUHIUOHBI, HHTHOUTOPHI
DPP-4, unruburoppr SGLT2 wu arommctel peuentopa GLP-1. B HekoTopeIX BapuaHTax
OCYILECTBJIEHUs] CIIOCOOBI JIEYEHUs] PBOTBHI y CyOBEKTa, HANpHMEp, Y HYKIAIOIIErocs B 3TOM
CyOBEKTa, MOT'YT BKJIFOYATh BBeACHUE 3(PPEKTUBHOrO KOJIMYECTBA MENTHAA-arOHUCTA PELenTopa
GIP cyObekTy, y KOTOPOro HET caxapHOro auadera 2 THra, Wik CyObeKTy, He NIPUHUMAOIIEMY
JIEKapCTBEHHBIH Mpenapart s JISUeHUs] caxapHoro auadera 2 THIMA, TP BOSHUKHOBEHUU PBOTHI.

[00388] TowrHOTa MpencTaBisieT COO0H CyOBEKTUBHOE HEMPHUSATHOE OLIYIIEHHE B 3aHEH
4aCTH ropia U >KelyJKa, KOTOPOe MOKET MPUBECTU K pBoTe. ECTh MHOTO CJIOB, ONMUCHIBAKOLINX
TOLIHOTY, B TOM 4HUCJI€, HO HE OTPaHUYMUBAsACh UMH: JKEJyJOUHOE HEAOMOTaHue, AypPHOTY WU
aucniericust. OJTHOBPEMEHHO C TOIIHOTON MOTYT BO3HHKAaTh M JIPyrHMe€ CUMITOMBI, TaKue Kak
NOBBILIEHHOE CIIFOHOOTAENIEeHHE (MOKpPOTa), TOJIOBOKPY)KEHHE, NPenoOMOPOYHOE COCTOSIHUE,
npoOsieMbl C TJIOTAaHWEM, M3MEHEHHUS] TeMIIepaTypbl KOXXHM M ydalleHHoe cepiaueOuenue. PBora
TAK)K€ ONHUCBIBAETCS] KaK «HENPOU3BOJBHOE M3BEP)KEHUE COAEPKUMOIO JKeNyJKa 4depe3 poTy.
Korga uwemnoBeka pBeT, MBIl JKHBOTA COKPAINAIOTCA (CKUMAIOTCSI) U BBITAJIKUBAIOT
COZIEePKUMOE XKelly1Ka depe3 poT. UeoBeK MOKET UJIH HE MOXKET Yy BCTBOBATh TOLTHOTY. [103bIBbI
Ha PBOTY - 3TO KOTJa YeJIOBEK MbITAETCS BbIPBATh, HE BBITAJIKMBASI HUYETO U3 Jkenyaka. Jpyrumu
CJIOBAMH, MCIIOJIb3YEMbIMHU JJIl OMHCAHUS MO3BIBOB HA PBOTY, SIBJISIIOTCS PBOTHBIE MO3BIBBI WU
CyXHe€ MO3bIBbI HA PBOTY. TOLTHOTA M pPBOTA YAaCTO BO3HUKAKOT OJJHOBPEMEHHO, HO OHU MOTYT OBITh
2 pa3HbIMU COCTOSIHUSIMHU, KOTOPbIE MOTYT OBITh B3aUMOUCKJTFOUAOLIIMH WUJIH CBSI3aHHBIMH JPYT
¢ npyroMm. Hexoropele xuMuorepaneBTHUECKHE MpenapaThl Yallle BbI3bIBAIOT TOILIHOTY U PBOTY,
yeM apyrue. Bpaun kaccupuumpyroT XUMHOTEPANIEBTHYECKUE MPETapaThl B COOTBETCTBHH C UX
PBOTHBIM MOTEHIIAJIOM (HACKOJIBKO BEPOSITHO, YTO MPEnapaT BbI3OBET TOIIHOTY WM PBOTY) KaK
IIpenaparsbl ¢ BBICOKUM, YMEPEHHBIM, HU3KUM HJIM MUHUMAJIbHBIM PUCKOM.

[00389] B pa3nauuHbIX BapuUaHTaX OCYIIECTBJICHHS MENTUIHBbICE COETMHEHHUS-arOHUCTHI
GIPR MO:XHO BBOJUTH OJIMH Pa3 B HEJENIO (OUH pa3 B HeAd. Wi | p./HeH., KOTOpPbIE UCTIOIB3YOTCS
B JJAHHOM JOKYMEHTE B3aMMO3aMEHsSI€MO) IUIsl OOECIeUeHMsl JIEYeHUS] U NMPOPUIAKTUIECKOTO
JIeYeHUs] PBOTHI U CHMIITOMOB, CBSI3aHHBIX C PBOTOW. B wacTHOCTH, menTHAHbIE COEAMHEHMS-
aronuctel GIPR mo HacTosimeMy n300peTEeHHI0 MOXKHO HCIIONIB30BAaTh AJISl MPEANOYTHTEIBHOTO
JIeYeHHsI BBI3BAHHBIX XUMHOTepanueii TomHoTh! U pBoThl (CINV), XpoHHUYecKol HEOOBSICHUMON
TOIIHOTHI W/WJHM PBOTHL CUHApoMa Lukianmdeckod pBoTel (CVS) W TOMHOTHI W/WIM PBOTHI,
CBSI3aHHBIX C racrpomnape3oM. CHHIPOM HHUKJINYECKOH PBOTHI MPEACTABISIET COOOH XPOHUYECKOE
(YHKIIMOHABHOE KENyJOYHO-KUIIEYHOE PACCTPOHCTBO, KOTOPOE BCE 4alle BBIABISIOT VY
B3pochbix. OH XapakTepu3yeTcs SMU30JUIECKON TOIHOTON U PBOTOM U CBSI3aH CO 3HAUUTENbHON

OO0JIE3HEHHOCTBIO.
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[00390] ITo omenkam, y 80% mManMUEeHTOB CO 3JIOKAYECTBEHHBIM HOBOOOpPa3OBaHHEM
HaOromaercst BbI3BaHHBIE XxuMuoreparnueil tomHota W pBota (CINV). Tepmun «CINV»
BKJIFOYAET PBOTY M TOIIHOTY, KOTOPbIE MOTYT COIPOBOKAATHCS MOTEPEN almeTuTa U MPUBOAHUTh
K CHIDKEHHIO NEepPOPAJbHOTO MOTPeOJIEHUs] KUIKOCTH M Kajopwil. beuto ompeneneHo msTh
pazmnuebix THIOB CINV, BKiIIOYash OCTPYH, OTCPOYEHHYIO, NPOPBIBHYIO, OXKHUIAAEMYIO H
pedpaxrepuyro CINV.

[00391] B wumOCTpaTHBHOM BapUaHTE OCYINECTBIEHHUS HACToslee H300peTeHue
o0ecrieunBaeT NPOPUIAKTHUECKOE JIEUEHHE WIM TNOAAEPKUBAIOLIYI0 TEPANUI0 BBI3BAHHBIX
xumuorepanueld TomHOTHL U pBOTHI (CINV), XpOHHUYECKOH TOLIHOTBI W/MIU PBOTHI
HEYCTaHOBJIEHHOW 3THOJIOTHH, CUHApOMA LUKiIndeckoi pBoTel (CVS) U TOIIHOTHI W/UIIK PBOTHI,
CBSI3aHHBIX C TacTPOMApe30M, BKJIOYAIOLINM BBEAEHHE OJHOro MKW Ooyiee NEeNTUIHBIX
coenuHeHuii-aronucroB  GIPR mo Hacrosmemy u300peTeHHIo, Hampumep, MNENTUAHOTO
coenuHenusi-aronncra GIPR, BeiOpanHoro w3 coenunenuii 84, 45, 50, 41, 72 u 27, B
TepaneBTU4YeCK! 3(P(PEKTUBHOM KOJINUECTBE CyOBEKTY, HYKIAOIEMYCSI B 3TOM.

[00392] IlenTtunbl-aronuctel peuentopa GIP mo HacrosimemMy H300PETEHHIO MOXKHO
UCIIONIB30BaTh B KAauecTBe  NPOQHIAKTHYECKOTO/TepaneBTUYeCKOr0  areHra,  T.e.
npouIakTHUECKOe JIeUeHHe WM MOJNEP)KUBAOINAs Tepanusi NMPH PBOTE€ W/MIM TOIIHOTE,
BbI3BaHHbIX, HANpUMeEp, KIMHUYECKUMH IaTOJOTHYECKUMHU COCTOSHUSMH WM TNPUYHUHAMHY,
onucanubiMu Hike (1)-(10). Kpome Toro, mentun-aronuct peuentopa GIP mo Hacrosimemy
N300pETeHUI0 MOXKET IPUMEHSTHCS B KaUeCTBE MPO(MITAKTHIECKOTO/TePaeBTHYECKOTrO CPEICTBA
NPU XPOHUYECKOH TOLIHOTE U PBOTE HEYCTAHOBJIEHHOW 3THUOJIOTHH. PBOTA MJIM TOIIHOTA TAKKE
BKJIFOYAIOT HEU30E€KHbIE HEMPHUSTHBIC OIIYINEHUS KEeJaHHsS H3BEPTHYTh COACPIKHMMOE KEJyIKa
yepe3 pOT, TaKHEe KaK TOLIHOTA W TO3bIBBI Ha PBOTY, a TaKXK€ MOTYT CONPOBOXKIAATHCS
BEreTaTUBHBIMH CUMIITOMAMH, TAKUMH KaK OJIEAHOCTB JINLA, XOJOAHBIA MOT, CIFOHOOTAENIEHHE,
TaXMKapaAus U auapesi. PBOTa TakKe BKJIIOYAET OCTPYIO PBOTY, YIOPHYIO PBOTY U OKHUIAEMYIO
pBOTY.

(1) 3aboneBaHusi, COMPOBOXKIAIOINNECS] PBOTON MJIM TOIIHOTOM, TaKHE KaK racTpomnapes,
THITOMOTOPHKA YKeJy JOYHO-KUIIEYHOTO TPAKTA, TIEPUTOHHT, OMYyXOJIb OPIOLTHOMN MOJIOCTH, 3a110D,
JKEJTy TOYHO-KUIIeYHasi HEMPOXOAHMOCTb, XPOHUYECKAs ICEBIOHENPOXOIUMOCTh KUIICYHHKA,
(YHKIIMOHAJIbHAST JUCIENCUsl, CHHIPOM LUKIMYECKOW PBOTHI, BBI3BAHHBIE XHMHOTEparuen
torrHoTa U pBoTa (CINV), TOIHOTAa WMWK PBOTA, CBSI3aHHBIE C TacTPOMAPE30M, XPOHHYECKAs
TOIIHOTA M PBOTA HEYCTAHOBJIEHHOHN STHOJIOTHH, OCTPBIN MAHKPEATUT, XPOHUUECKUH MAHKPEATHT,
rernaTUT, TUNEePKAJIMEMHUs, OT€K MO3ra, BHYTPHUYEPENHOE IOpakKeHHe, HapylleHHe OOMeHa
BEIIECTB, TAaCTPHUT, BbI3BAHHBIH WH(QEKIUEH, IMOoCIeonepauuoHHoe 3aboneBanue, WH(apKT
MHOKap/ia, MUTPEHb, BHYTPUUEPEITHAS TUIIEPTEH3MUs] M BHY TPUUYEPENHAsI TUTIOTEH3 M (HAIpUMeD,
BBICOTHAs1 O0JIE3HB),

(2) pBOTa W/MIM TOLIHOTA, BBI3BAHHBIE XUMHUOTEPANIEBTHUECKUMH MPENapaTaMy, TAKIMHU
kak (1) ankwaupyroomue areHTbl (Hampumep, uukiodpochamMun, KapMyCTHH, JIOMYCTHH,
XJaopaMOyIiII,  CTpenTo3oumH, naakapOasuH, wudochammn, Temosonomuna, Oycyribdan,

OeHmaMyCTHH W MendaniaH), LUTOTOKCUYECKHE AHTUOMOTHKH (HAmpuMmep, NaKTHHOMHIIVH,
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nokcopyOourud, MuToMuUuH-C, OJeoMHUMH, 3THUPYOMUMH, akTHHOMHUIMH D, ampyOwuiuH,
UapyONIMH, NAyHOPYOMIMH W TNHPapyOMIMH), aHTUMeTabONIWYeCKHe AareHThl (HampuMmep,
uTapaOuH, METoTpeKcaT, S-pTopypanui, 3HOIUTA0NH U KiodapabuH), amkaiouasl OapBHHKA
(HarpuMep, 3TOMO3MI, BUHOJACTUH M BHUHKPUCTHH), APYTHE€ XUMHOTEPAIEBTUYECKHE AreHTH,
TakMe KakK LUCIUIATHH, TMpoKapOa3sWH, THAPOKCUMOYEBHMHA, A3aLUTHIUH, HPUHOTEKaH,
uHTEpPEepOoH aibda, HHTEPIEHKNH-2, OKCATUIUIATHH, KapOOIUIATHH, HEAATUTATHH U MUPHILIATHH,
(11) onmouaHble aHAJIBreTHKHU (Harmpumep, Mop¢duH); (1i1) aroHUCTHl JOGAMHUHOBOTO pPeLenTopa
DID2 (wmanpumep, anomopdus);, (iv) kaHHaAOMC U KaHHAOMHOHWIHBIE MPOAYKTHI, BKIIFOYAS
CHHJIPOM KaHHAOMHOUIHOM 'MIIepeMe3NH,

(3) pBOTa WM TOIIHOTA, BHI3BAHHBIE JIyUEBOH OOJIE3HBIO WM JIy4€BOH Teparnueil rpy1HoH
KJETKH, OpIOUTHOW TOJOCTH M T.I., MPUMEHSeMOH N JIeYeHUs 3JI0KaueCTBEHHBIX
HOBOOOpA30BaHUM;

(4) pBOTa MK TOIIHOTA, BBI3BAHHBIE SIOBUTHIM BEIIECTBOM HJIH TOKCHHOM,

(5) pBOTa M TOIIHOTA, BbI3BAHHBIE OEPEMEHHOCTBIO, BKIIIOUAs TUIIEPEME3NC OepeMEHHbIX;

(6) pBOTa M TOIIHOTA, BBI3BAHHBIE BECTHOYJISIPHBIM HapYLIEHUEM, TAKMM KaK YKa4HBaHHE
WJIH TOJIOBOKPY KEHHE,

(7) oTMeHa OITMOUIIOB;

(8) pBoTa M TOIIHOTA, BHI3BAHHbBIE XPOHUYECKOH TOIIHOTOH U PBOTOH HEYCTAHOBJICHHOW
STHOJIOTHY,

(9) BecTuOyIsApHOE HAPYLICHUE, TAKOE KaK yKAYMBAHUE HITH FOJIOBOKPYKEHUE, U

(10) Dusuyeckass TpaBMa, BbI3bIBAIOIIAS JIOKAJIBHYI), CHUCTEMHYIO, OCTPYIO WJIH
XPOHHYECKYIO OOJTb.

[00393] DTy mpuYHHBI PBOTHL, TOIIHOTHI WJIH PBOTHI HE SIBJISIFOTCS] MCYEPITBIBAOIIIMMH.
PBOTY MOTYT BBI3BIBaTh APYTHE COCTOSTHUS, BUJIbI I TEILHOCTH, TOO0UHBIE 3(h(HeKThI, Harpumep,
TOIIHOTA W/WiK pBoTa. TOIHOTA MOXKET OBITh H3MEpPEHa CIIOCO0aMH, U3BECTHBIMU CIIELIUATIHCTAM,
HanpUMep, ¢ MOMOIIBIO BU3YaIbHOW aHAIOroBOM mKajbl (VAS).

[00394] D. COCTABBI

[00395] JlekapcTBeHHBIN IpemnapaT, coaep kaliuil nentua-aroHuct peuenrtopa GIP mo

HACTOSIIEMY HM300PETEHHIO, TPOSIBJISIET HU3KYID TOKCHYHOCTb, M €ro IMOJNY4YamT C
UCTIOJNIB30BAHUEM COEIUHEHMS IO HACTOSIIEMYy H300pPETeHHIO0 OTHENbHO WM B CMECH C
(bapMaKOJIOTHYEeCKH MPUEMJIEMBIM HOCHUTENIEM B COOTBETCTBHH C METONIOM, MU3BECTHBIM per se
(HarpuMep, METOZIOM, OTIFICAHHBIM B SITIOHCKOH (hapMakonee), 0OBIYHO HCTIOIb3YEMbIM B KAYECTBE
criocoba MpoON3BOACTBA (hapMaLleBTHYECKUX MTPEMapaToB, U 0€30MaCHO BBOAUTCS MEPOPATTbHO HITH
NapeHTepabHO (HAIPHMEP, MECTHO, PEKTaJbHO, BHYTPHUBEHHO) B BHIE (PapMarieBTUYECKOrO
npernapara, Hampumep, TaOJeTku (BKJIIOYas TaOJNETKH, IOKPBITBIE CaxapHOH OOOJOUYKOH,
Ta0JIETKH, TOKPBITbIE TUIEHOYHOW OOOJIOYKOH, CyOJNUHIBaibHBIE TaOJETKH, TepPOPaATIBHO
pacmagaromuecss TaONETKH), TOPOLIKH, TPaHYJbl, Kamcyibl (BKIKOYass MSATKHE KarCyJibl,
MUKPOKAIICYJIbI), KUIKOCTH, TPOLIE, CHUPOIMbBI, 3MYJbCHH, CYCHEH3UH, WHBEKUUU (HAIpPUMED,

IIOAKOKHBIC HUHBCKLHH, BHYTPUBCHHBIC HNHBCKINH, BHYTPUMBILICYHBIC HUHBCKIHH,
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BHYTPHOPIOIINHHBIE MHBEKLIUH W T.J.), NPENnapaTbl Uil HAPY)KHOTO NMPUMEHEHUs (HampuMmep,
TPaHCHA3aJIbHbIE MPENapaThl, ACPMAJbHBIE IPEMapaThl, Mas3H), CYMNIO3UTOpPHH (HAIIPHMED,
peKTaJbHbIE CYIIIO3UTOPUH, BAarMHAJIbHbIE CYNIIO3UTOPHUH), I'PAHYJIbl, Ha3aJbHbIC IMPEraparsbl,
WHTASILMOHHBIE MPpenapaThl (HHTAJISHTBI), TPAHCPY3UH U TOMY MTOJO0HOE.

[00396] DTu mpenapaTel MOTYT NPENCTABISATb COOOW IMpemnaparbl ¢ KOHTPOJIUPYEMBIM
BbICBOOOXKIEHHEM, TaKWe KakK Ipernaparbl € OBICTPbIM BBICBOOOXKIEHHEM, IIpernapaTbl ¢
3aMEUIEHHbIM BBICBOOOKAEHHEM M T.I. (HAmpuUMep, MHKPOKAICYJbl C 3aMeIJICHHBIM
BbicBOOOXKeHneM).  CopepskaHHe  COGOUHEHHST 10 HACTOSIIEMY  M300pPETeHHI0 B
dapmaneBTHUECKOM Mpenapare coctaBisgeT or okojo 0,01 mo okomo 100 mac.% ot Bcero
npemnapara.

[00397] IlpumepoM BBILIEYNOMSHYTOTO (papMalleBTUUECKU NPUEMIIEMOTO HOCHUTENS
MOTYT OBITh pa3jM4YHbIE OPraHUYECKHE WM HEOPraHWYEeCKHe MaTepHaIbl-HOCUTENH, KOTOpbIe
OOBIYHO HCIOJB3YIOTCSA B KA4eCTBE MATEPUAJIOB AJIsl NIPUTOTOBJICHUS], HAIIPUMEp, SKCLMUITUEHT,
CMa3bIBaIOLIEE BELIECTBO, CBA3YIOLIEE BEIECTBO U PA3PBIXIUTEINb IJIs TBEPAbIX PENapaToB;, WU
PacTBOPUTENb, CONMOOMIM3UPYIOIINI areHT, CyCIEeHIUPYIOIUA areHT, U30TOHMYECKUI areHT,
OydepHbIil areHT, CMArYaroIUi areHT W T.II. AU KUOKUX npemnaparoB. Kpome Toro, eciu
HeoOxomumo, oOmme n00aBKM, Takhe KaK KOHCEPBAaHT, AHTUOKCHIAHT, KPAaCHUTEb,
NOACIACTUTENb, AACOPOUPYIOIINIT areHT, CMAaYMBAIOIIMA areHT M T.II., TaKXXe MOTYT OBITh
HaJUIeXKAIKUM 00pa3oM HCIOJIb30BaHbI B MOAXOSIIEM KOJNYECTBE.

[00398] Ilpumepbl >KCLUMIMUEHTAa BKJIIOUYAIOT JIAKTO3Yy, caxapo3y, D-MaHHUT, Kpaxmad,
KYKYPY3HBIH Kpaxmai, KpUCTALUTHUECKYIO [EeJUTIOJIO3Y, JIETKYI0 Oe3BOAHY 0 KPEMHHUEBYIO KUCIIOTY
U TOMY TIOA00HOE.

[00399] TIpumepsl CMa3bIBAIOIIETrO BEINECTBA BKIIIOYAKOT CTE€apaT MAarHWs, cTeapar
KaJIbLIMS, TABK, KOJUIOMIHBINA TUOKCHI KPEMHHUSI M TOMY TOAOOHOE.

[00400] IIpumepsl CBSI3YOLIErO BELIECTBA BKJIKYAKOT KPUCTAJUIMUECKYIO ILEJUTIOJIO3Y,
caxaposy, D-manHuT, JNEeKCTPHH, TUIIPOKCUIIPOTTHIILIEITIONO3Y,
TUIPOKCUMIPOIIIIMETHIILCIUTIONO03Y, MOJUBUHIINHUPPOIUIAOH, Kpaxmal, caxaposy, >KEeJaTHH,
METHIILEIITI0JI03Y, KapOOKCHMETHIILIEITION03Y HATPHsI U TOMY ITOO0HOE.

[00401] Ilpumepsl pa3pbIXJIHUTENS BKIKOYAT KpaxMmay, KapOOKCHMETHIILEITIONO03Y,
KaJbLUHKAPOOKCHMETHIILIEILTFOIO3Y, HATPUIKapOOKCUMETHIIKpaxMal, L-
TUAPOKCUTIPOIMILEIUTIONO3Y U T.I.

[00402] Ilpumeprl pacTBOpUTENs BKJIOYAIOT BOAY AJii WUHBEKUUN, CIUPT,
MPOMMJICHIJIMKOJIb, MAKPOTOJl, KyH)KyTHOE MacJjo, KyKypy3HO€ MacJo, OJJMBKOBOE Maclio U TOMY
nogoOHoe.

[00403] Ilpumepbl COMOOMIM3HPYIOLIETO AareHTa BKIOYAOT IOJU3THICHIJIUKOINb,
NPONMICHIJINKOIb, D-MaHHUT, O€H3uNOeH30aT, STaHOJ, TPUCAMHUHOMETAH, XOJIECTEPHH,
TPUSTAHOJAMUH, KapOOHAT HATPHS, LUTPAT HATPHS U TOMY NOJOOHOE.

[00404] Ilpumepnl CyCHEHAMPYIOIIETO areHTa BKJIOYAKOT IOBEPXHOCTHO-aKTHBHbBIE
BELIECTBA, Takue KaK CTeapUITPUITAHOIAMUH, nay puicyibdar HaTpus,

JIay pUIIAMUHOTIPOTTMOHOBAsT KHUCJIOTA, JICLUTHH, XJIOPUA OEH3aJKOHWS, XJIOpHI OCH3ETOHUS,
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MOHOCT€apaT TIJHLEpPHHA H TOMYy NOAOOHOe, TruApoQUIbHBIE TMOJUMEPBl, TaKUE Kak
NOJUBUHUJIOBBIM ~ CHOHPT,  NOJMBHHWIMHUPPONUAOH,  HATPUH-KapOOKCHMETHIILEIUTION03a,
METHUIILIEIUII0JI03a, I'HJPOKCUMETUIILIEIUTIONO03a, THJIPOKCUATUJILIEIUTIONO03A,
THAPOKCUIIPOITIIILEIUIION03a U TOMY IOOOHOE, i TOMY ITOI00HOE.

[00405] IIpumepsl HM30TOHHUYECKOTO areHTa BKIIIOYAOT TIOKO3y, D-copOut, xmopun
HATpUs, MULepuH, D-MaHHUT 1 TOMY 1TO00HOE.

[00406] TIpumepst OydepHOro areHTa BKJIIOYAOT Oy(epHble PaCTBOPBI, TaKHE Kak
docatel, arieraTel, KapOOHATHI, IUTPATHI U TOMY MOAOOHOE.

[00407] TIpumepsl yCHOKAMBAIOIIETO areHTa BKIIIOYAIOT OEH3WIOBBIH CIUPT U TOMY
nonoOHoe.

[00408] ITpumepbl KOHCEpBAaHTa BKJIIOYAIOT CJIOXKHBIE 3(UPBI MaparuapOKCHOEeH30HHON
KHCJIOTBI, XJIOPOYTaHOJ, OEH3UJIOBBIM CIUPT, (PEHETHIIOBBIN CIHUPT, NETHAPOYKCYCHYIO KHCIIOTY,
COPOMHOBYIO KUCJIOTY U T.II.

[00409] TIpumepbl aHTHOKCHUAAHTA BKJIOYAIOT CYJIb(UTHI, aCKOPOMHOBYIO KHCIOTY, O-
TOKO(EpPOI U T.II.

[00410] Ilpumeprl KpacuTenss BKIOYAIOT BOJOPACTBOPUMBIE IHIIEBBIE CMOJISTHbIE
Kpacurenu (Hanmpumep, MUIIeBble KPACUTEINH, TAKUe KaK MULIEBOM KpacHbIi Ne 2 u Ne 3, muieBoit
xentelit Ne 4 u Ne 5, mumesoii cunuit Ne 1 u Ne 2 u T.11.), BOIOHEPaCTBOPUMBIE ITPOTPABHBIE
JakooOpasyromue — Kpacurenu  (Hampumep, CONM  ANIOMUHUSL  BbILICYNOMSHYTBIX
BOJIOPACTBOPUMBIX IHIIEBBIX CMOJISIHBIX KpacuTesel), NMpUpOaHble Kpacutenu (Hampumep, [-
KapOTHUH, XJIOPOMUJILI, KPACHBIH OKCUJI JKeJie3a) U T.1I.

[00411] ITpumepsl moacaacTUTENS BKIIOYAIOT CaXapuH HATPUS, MNIMLUPPU3HHAT TUKAJIUS,
acriapTaM, CTeBHIO U T.II.

[00412] ITpumeps! aacOpOUPYIOMUX BEIIECTB BKJFOYAIOT MOPUCTBIN Kpaxmall, CHIIUKAT
kanbuus (Toprooe Hazpanue: Florite RE), amomomeracmiukaT Maraus (TOProBoe Ha3BaHHE:
Neusilin) u nerkyro 0e3BOJHYIO KPEMHHEBYIO KHCIIOTY (TOproBoe Ha3BaHue: Sylysia).

[00413] TIpumepsl CMAYMBAIOLIETO areHTa BKJIKOYAIOT MOHOCTEApaT MPOMJICHTIIUKOJIS,
MOHOOJIeaT COpOUTaHa, MOHOJIAY PAT AUATHIICHIJIMKONS U TIOJHOKCUITUIICHIIAY PUIIOBBIH 3up.

[00414] ITpu U3roTOBIEHUH TIpeniapaTa JJIst IepOPATBHOTO MTPHEMa MOKPBITHE MOXKET OBITh
HAHECEHO MO Mepe HEOOXOOUMOCTH C LIEJBbI0 MAaCKHPOBKH BKYCa, YHTEPOCOTIOOMIBHOCTH WU
yBEIMYEHUsI CPOKA FOJJHOCTH.

[00415] IIpumeprl OCHOBBI Uil MOKPBITUSL, UCIIOJIBb3YEMOM A MOKPBITUS, BKIIOYAIOT
CaxapHyl0 OCHOBY JJsl TOKPBITHUs, BOJHYKO OCHOBY JJii IUIGHOYHOTO IOKPBITHS,
SHTEPOCOOOMIIbHYIO OCHOBY ISl IDIEHOYHOTO TIOKPBITHS M OCHOBY ISl IFIEHOYHOTO TIOKPBITHS
C 3aMEeIUICHHBIM BbICBOOOKIEHHEM.

[00416] B kauecTBe caxapHON OCHOBBI JJIsl TIOKPBITHS MCTIONB3yeTCs caxapo3a. Kpome
TOr0, B KOMOMHALIMM MOYXHO HCIIOJIb30BaTh OMH WM OoJiee BUIOB, BBIOPAHHBIX W3 TaJIbKa,
OCaXXJIEHHOTO KapOOoHaTa KaJbLusl, )KeJaTHHA, TYMMHapaOuKa, NmyJulyJiaHa, KapHayOCKOro BOCKa

U T.II.
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[00417] Ilpumepsl BOJHOM OCHOBBI JJIsl IUJIEHOUYHOTO MOKPBITHUS BKJIIOUYAIOT MOJHUMEPDI
LEJUTIONIO3b], Takue Kak THAPOKCUIMIPONUIILENIION03a, TIUAPOKCUIPONHIMETUIILEIII0N03a,
UAPOKCUATUJILIEIUIION03a, METUITUAPOKCUITHIILIEIUIION03a U T.A., CUHTETHUYECKHE IOJHUMEpHI,
Takhe Kak AMATWIAMHMHOALETaT MOJMBUHUJIALIETANS, CONOJMMEpP aMUHOAJKUIMeTakpunata E
[Eudragit E (ToproBoe Ha3zpaHue)]|, NOJTUBUHWIMHUPPOIUIOH U T.J.; U MOJHUCAXAPUIBI, TAKHE KAK
NyJUTyJaH U T.1.

[00418] Ilpumepsl OCHOBBI SHTEPOCONOOMIBHOTO IIEHOYHOTO TOKPBITHS BKJIFOYAOT
NOJIMMEPBl LIEJTFOJIO3b, Takue Kak (ranaT TUAPOKCHUIPONUIMETHILEIUIFONIO3bL, CYKIUHAT
arerata TMAPOKCHUIIPONUIMETHIILEIUTIONO3b], KapOOKCUMETHII3TUIILEIUII0NI03a, (rajar anerara
LEJUTIOJIO3b] U T.J.; AKPUJIOBBIE NOJUMEPHI, TAKHE KaK COMOJMMEP METAKpUJIOBON KUCJIOTBHI L
[Eudragit L (ToproBoe Ha3Banue)|, conomumep metakpmioBoit kuciaotel LD [Eudragit L-30D55
(ToproBoe Ha3BaHMe)]|, cononuMep MeTakpuioBoii kucnotsl S [Eudragit S (Toprosoe HazBaHue)|
U T.J.; U IPUPOJIHBIE CyOCTAHIINY, TAKUE KAaK LIENJIaK U T. 1.

[00419] I[TprMepbl OCHOBBI AJIs IVIEHOYHOTO MOKPBITHS C 3aMEIJICHHBIM BBICBOOOXKIEHHEM
BKJIFOUAIOT MOJUMEPBI LEJUII0JIO3b], TAKHE KaK STUJILEIUII0I03a U T..; U AKPUJIOBbIE NTOJUMEPHI,
Takue Kak conojumep amuHoankunmertakpuiaara RS [Eudragit RS (toproBoe Ha3Banwme)],
CyCIIeH3Us1 COTIOIMMepa STuIakpuiata u merunmerakpunata [Eudragit NE (ToproBoe Ha3zBaHue)|
UT.O

[00420] BplmeynoMsiHyTbIe OCHOBBI JJIi TOKPBITUS MOXHO HCIOJBb30BaTh I10CI]E
CMEUIMBAaHUs C JABYMsl Wid Oojee WX BHAAMHU B COOTBETCTBYIOLIMX COOTHOIIEHMsX. Jlist
MOKPBITHUS], HAIPUMEP, MOKHO HCTIOJIB30BaTh CBETO3AIIUTHBIN areHT, TaKOH KakK OKCUJ THTaHa,
KPAaCHBIN OKCHUJ JKeJie3a U T.II

[00421] E. BBEAEHUWE

[00422] TepaneBTuuecku 3((GEKTUBHOE KOJUYECTBO WM 1032 KOMIIO3ULUH WU

JIEKApCTBEHHOT'O TIpernapara, coaepskamero mnentug-aroHuct peuenrtopa GIP, nns BBeneHus
cyOBekTy OyIeT 3aBHCETh OT BO3PACTa, MOJIa M MACChI MALIMEHTA, & TAK)KE OT TEKYIIEro COCTOSHUS
310pOBbsl TaruieHTa. KBanmuUUUPOBAHHBIN CHELHATUCT CMOXKET OINPENesUTh MOIXOASIINE
JO3UPOBKH B 3aBHCHUMOCTH OT 3THUX M JpYyrux (AKTOPOB Il JOCTHIKEHHS JKEJIaeMOro
OHMOJIOTHYECKOTO OTBETA.

[00423] HosupoBka mentuma-aronncta penentopa GIP mo Hactosimemy n300peTeHUr0
HA/IJIeXKAIUM 00pa30M OMpeessieTCs B 3aBUCHMOCTH OT CyOBeKTa BBEIEHHUS, CHMITTOMA, CTI0C00a
BeeneHuss u T.m. Hanpumep, xorma nentunp-aronuct peuentopa GIP mo HacTtosimemy
U300pPETEHUIO BBOIST MEPOPATBHO CyOBEKTYy MO COBEpIISHHs NEHCTBUS, KOTOPOE, BEPOSITHO,
BBI3OBET PBOTY, WJIH IMOCJIe Hadajia PBOTHI y 4ejioBeKa (Macca Tena mpuOamsuTesibHo 60 Kr),
CYTO4YHAs 1032 COEAMHEHHSI [0 HACTOsIIIeMy U300peTeHuo cocTassieT oT okojio 0,01 no 100 mr,
ot okoio 1,0 mo 50 mr umm ot okono 1,0 o 20 mr. Koraa coennHeHue MO HACTOALLIEMY
U300pETEHUIO BBOAST MapEHTEPANBbHO MAUEHTY C OXHPEHUEM, NHa0eTOM HIIM racTponape3omM
(macca tenma 60 Kr), cyTOYHAsl 1032 COSAMHEHHMSI IO HACTOSIIEMY H300PETEHHIO COCTABJISIET OT
okojio 0,001 go 30 mr, ot okono 0,01 mo 20 mr unu ot okoyo 0,1 mo 10 mMr. Ith KOIUYECTBA

MOXHO BBOIHMTL OT OKOJIO 1 A0 HECKOJIbKHX HOpHI/Iﬁ B JCHb. B HEKOTOPBIX BapUaHTax
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OCYIIECTBJICHUS] TepaneBTHIeCKH 3((HEeKTHBHOE KOJIMYECTBO MenTHaa-aroHucra penenropa GIP
IUTsI TIPENOTBPAINCHUsST W/WIM JISYSHHsT PBOTHI y CyOBEKTa, HY)KNAIOMErocss B 3TOM, MOKET
cocTaBysaTh oT okosio 0,01 no 0,5 mr/kr/nenn, ot 0,1 o S5 mr/kr/aens, S no 10 mr/kr/aeHs, ot 10
10 20 mr/kr/genn, oT 20 no 50 mr/kr/mensn, ot 10 o 100 mr/kr/nens, ot 10 mo 120 Mr/kr/mneHs, oT
50 mo 100 mr/kr/mens, ot 100 mo 200 mr/kr/mens, ot 200 no 300 mr/kr/menb, ot 300 go 400
Mr/kr/nenb, ot 400 no 500 mr/kr/aens, ot S00 no 600 mr/kr/nens, ot 600 no 700 mr/kr/neHb, OT
700 mo 800 mr/kr/menn, ot 800 no 900 mr/kr/nenp umu ot 900 mo 1000 Mr/kr/neHs.

[00424] ITentuap-aronuct penentopa GIP no HacTosiimeMy n300peTeHHIO MOXKHO BBOAUTD,
HaTnpuMep, OAMH pa3 B Henelro (1 pas/Hen.) uiu kaxable 4 THs, KaXable 5 THel, Kaxable 6 THEeH,
Ka)XJble CEMb IHEH, 1Ba pa3a B HEAENI0, KaXAble ABE HENEIH, KaXKIIble 3 HEJEH, KaKIbIH MeCHL,
Kaxable 2 Mecsra, Kaxkable 3 Mecsia, Kaxkable 4 Mecsa, KakKable 5 MeCsIleB MJIN Kaxable 6
MecslleB. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHUs MeNnTuna-aroHuct peuentopa GIP mo
HACTOSIIIEMY N300PETEHHIO MOKHO BBOJIUTH CyOBekTy 1-2 pasa B Henemo uiu 1-2 pasza B 10 nueit
B Teuenue 1-5 Henenp, 1-5 mecsiues wim 1-5 ner.

[00425] Ilentunp-aronuct peuentopa GIP mo HacrosimeMy H300PETEHUIO MOXKHO
UCTIOJIb30BaTh B KOMOMHALIMKM C IPYTMM JIEKAPCTBEHHBIM CPEACTBOM, KOTOPOE HE OKa3bIBAaeT
HeOJaronpUsITHOTO BIUSHUS Ha nenTua-aroHuct perentopa GIP mo HactositmeMy n300peTeHu!IO,
C LIEeJbI0, HampUMep, CTUMYJISILUU NeNUCTBUS (MPOTUBOPBOTHOIO NEHCTBHUS) MENTHAA-arOHUCTA
peuenTopa GIP no HacTosiieMy M300pETeHMIO, CHIDKEHUsI TO3bI MENTHAA-arOHUCTA PeLenTopa
GIP no HacTosiIeMy U300PETEHHUIO U T.11.

[00426] TIpumepsl J€KapCTBEHHOTO CPEACTBA, KOTOPOE MOXKHO HCIOJb30BaTh B
KOMOMHALIMKM ¢ mnentugoM-aroHuctoMm perenropa GIP mo Hacrosimemy wu3o0Operenno (B
JanbHEWIIeM UHOTa 0003HaYaEeMbIM KaK COMYTCTBYIOIIEE JIEKAPCTBEHHOE CPENICTBO), BKIIFOYAOT
CpencTBa TMPOTHB OXHUPEHHUs, TepaneBTHUYECKHe CpencTa i JiedeHus nauadera,
TeparieBTUYECKUe CPENCTBa Uil JieueHus: OUa0eTUYECKUX OCJIOKHEHHH, TeparieBTHYECKUe
CpeAcTBa sl JICUCHHs] THUNEPJIUNUAAEMUU, AHTUTUIIEPTEH3UBHBIC CPEICTBA, JUYPETHKHU,
XUMHOTEPATIEBTUYECKHE CpencTBa, UMMy HOTE€PAIeBTHUECKUE Cpencrna,
MPOTHUBOBOCIATUTENIbHBIE CPEICTBA, AaHTUTPOMOOTHYECKHE CPENCTBA, TEPATIEBTUYECKHE CPENICTBA
IJIs1 JIEYEHUS] OCTEOINOpPO3a, BUTAMHHBI, CPEICTBAa MPOTHB IEMEHLIMH, CPENCTBA IS JICYEHUS
SPEKTWIBHOH  TUCHYHKIUHW, TEPaneBTHYECKUE CPEACTBa JUIA  JIEYEHHUs]  Y4YalleHHOTrO
MOYEHCIYCKaHUSI WIN HEAEPXKAHUS MOYH, TEPANEBTHUYECKUE CPENCTBA IJISl JICUCHUs TU3YPHH,
AQHTArOHUCTBl LEHTPANbHBIX D2-penenTopoB, NMPOKUHETHYECKUE AreHThl, aHTHUTHCTAMHHHbBIC
CPEeACTBA, AHTATOHUCTBI MYCKapUHOBBIX pPELENTOPOB, AHTATOHUCTBI CEpOTOHMHOBBIX SHT3-
perenTopoB, aHAJIOTH COMATOCTATHHA, KOPTUKOCTEPOHIBI, OEH30IMA3eMMHOBbIC AHKCUOJIUTHKH,
aHTaroHucTsl perentopos NK-1, nekapcTBeHHOE CPEICTBO ISt JICUEHUS THITEPKATBLIHEMUH U T.11.
KonkpeTrHbie mpuMepbl COMyTCTBYIOIIETO JIEKAPCTBEHHOTO CPENCTBA BKIIIOYAKOT YIIOMSIHYTHIE
HUKE.

[00427] Ilpumepsl cpencTBa NPOTHUB OXHUPEHUS BKJIIOYAIOT WHTUOMTOPBI 3axBaTa
MOHOaMUHOB (Hampumep, (peHTepMuH, CUOYTpaMHUH, Ma3UHIOJN, (IYOKCETHH, Te30(peH3HUH),

aroHUCThl peuenTopa ceporoHnHa 2C (HampuMep, JIOPKACEPHH), AHTATOHUCTBHI PELeNnTopa
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cepoToHMHA 6 THMa, MoayJsitop H3-rucramunoBoro pernenropa, moayisitop FAMK (Hanpumep,
TONHMPAMAaT), AHTArOHUCTBI HeHlpomenTuaa Y (HampuMep, BEJHENEPUT), AHTArOHHCTHI
KaHHAOWHOWIHBIX PELENTOPOB (HampuMmep, pUMOHAOAHT, TapaHaOaHT), AaHTArOHUCTHI T'PEJINHA,
AHTArOHUCTBI PELENTOPOB TPENHA, WHIHOUTOPBI (EepMEHTa AIMIMPOBAHMS TPEIINHA,
AHTArOHUCTBI ONMHOUAHBIX pernientopoB (Hampumep, GSK-1521498), aHTaroHUCTHI peLENnTOPOB
OPEKCHHA, arOHUCTBI peLenTopoB MEJIAHOKOpPTHHA-4, UHTUOUTOPBI 11B-
rUApOKCUCTEepouaneruaporeHasel  (Hanpumep, AZD-4017), uHruOUTOpHl MaHKpPEATHYECKOH
nunassl (HampuMep, OpPJIMCTAT, LETUINCTAT), aroHUCTsl B3 (Hampumep, N-5984), uHrnOoutops
nuapuirnueponamitpaachepasst 1 (DGATI1), wunrudburopsr anermnKoA-kapOoKcHiIassl
(ACC), wunrudburopsl creapoun-KoA-necarypaspl, HHIHMOUTOPbl MHKPOCOMAJBHOTO Oenka-
NepeHocuYnka TpUriuuepuaoB (Hampumep, R-256918), uHruOUTOpHI HATPUNH-TIFOKO3HOTO
KoTpaHcnioprepa (Hanpumep, JNJ-28431754, pemornudnosun), uaruoutop NF«k (Hanpumep, HE-
3286), aronuctel  PPAR  (mampumep, GFT-505, DRF-11605), HUHTUOUTOPBI
dbocdoruposurdocdarassl (Harmpumep, BaHAIAT HATPHs, TpoAyckBemuH), aroHuctsl GPR119
(manpumep, PSN-821, MBX-2982, APD597), aktuBaTOpbl INIFOKOKHMHa3bl (Hampumep, AZD-
1656), nentuH, npousBoxHble JsentuHa (Hampumep, MerpenentuH), CNTF (umnnapHslit
Heiiporpopuueckuii (axrop), BDNF (mosrosoit Heiiporpoduyeckuii (pakTop), aroHUCTbHI
XOJIEMCTOKMHIHA, aMIJIMHOBBIE Tperaparsl (Hampumep, mpamiuHTua, AC-2307), arOHUCTBI
Heiiponientiaa Y (Hampumep, PYY3-36, npoussonusie PYY3-36, obunentun, TM-30339, TM-
30335), mpenapaThl HA OCHOBE OKCUHTOMOAY IMHA: npernapatbl FGF21 (Hanpumep, mpenaparsl Ha
ocHoBe >kuBOTHOr0 FGF21, skcTparupoBaHHbIe U3 MOMKETYAOYHOH KeJie3bl KPYITHOI'O POTaToro
CKOTa WJIM CBUHBY, npernaparbl Ha ocHoBe FGF21 yenoBeka, reHeTHYECKH CUHTE3UPOBAHHBIE C
ucnonb3oBanueM Escherichia coli wmu ngpoxokeit; ¢parmentst wnm npousBonHeie FGF21),
aHOPEKCHIeHHbIe areHThl (Harpumep, P-57), aronuct peuentopa GLP-1, koaronuct perenropa
GLP-1/penenropa GIP, Tpuaronuct pernenropa rirokarona/penentopa GLP-1/penenropa GIP u
T.IL

[00428] 3nmech B kKa4yecTBE TEepPANEBTUYECKOTO CPENCTBA UIS JICYEHHs] nuabeTa MOKHO
UCTIONIBb30BATh, HANIPUMEp, MpernapaThl HHCYJIMHA (HAIpUMeEp, TpenapaTsl HHCYJIUHA KHBOTHOTO
MPOMCXOXKICHUS, SKCTPArHPOBAHHBIE M3 MOJKEIY JOYHOH JKeJIe3bl KPYITHOTO POraToro CKOTa WITN
CBUHBH, TMIperapaTbl YEeJIOBEYECKOr0 HHCYJIMHA, TEeHETHYeCKH CHHTE3HPOBAHHBIE C
ucnonb3oBanueM Escherichia coli wnm npoxoked; MMHK-WHCYJIHMH, NMPOTAMUH-LIMHK-UHCYJIVH,
¢dparMeHT nim npon3BogHOE HHCYIMHA (Harpumep, INS-1), nepopanbHbIii penapaT HUHCYJINHA),
CEeHCHOMIIN3ATOPBI HHCYJIMHA (HAPUMep, MHOTJIUTA30H WK €ro COJb (HalpuMep, THAPOXIOPUL),
PO3UTIIUTa30H WM €ro coyib (Hampumep, maneat), MmertarmuaasedH, AMG-131, OanmariaurasoH,
MBX-2044, puBOriIUTa30H, ajerinTasap, Yurinrasap, jodbernurason, PLX-204, PN-2034, GFT-
505, THR-0921, coenunenne, omucanHoe B W0O007/013694, W02007/018314, W0O2008/093639
wim WO02008/099794), wWHruOWTOpHI O-TIFOKO3UIa3bl (HAampuMmep, BOMMOO3y, akapOo3y,
MUTJINTON, SMUTIHUTAT), OuryaHuzasl (Hampumep, MeTGopMHH, Oy(QOpPMHH WM HX COJU
(marmpumep, ruapoxiopun, ¢Gymapar, CyKLUHHAT)), CPEACTBA, CTUMYJHPYIOLIHE CEKPELHIO

WHCyJIUHA, (Hampumep, CyJbQOHWIMOYEBUHY (Hampumep, TOJOyTaMua, TIIHOSHKIAMHI,
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IIIUKJIa3U, XJIOPTIPOMAMHJ, TOJAa3aMH[, AaleTOTeKCaMHJ, TJHKONMUPAMUA, T[IIUMENHPHL,
TIUNHA3HL, TIUOY3011), penarivuHuA, HATeTIMHUA, MUTUTIHHA WA UX TUAPAT COJNH KaJbLHs),
UHTUOUTOPBI AUTNIenTHAMINENTHAa3bl [V (HampuMep, ajJoOrIMOTHH WM €ro COJb (HampuMmep,
OeH30aT), BWIHATJHUNTHH, CHUTAaraunTuH, cakcarjmunrud, BI1356, GRC8200, MP-513, PF-
00734200, PHX1149, SK-0403, ALS2-0426, TA-6666, TS-021, KRP-104, TpenarauntuH wim ero
COJIb (HarpuMep, CyKIMHAT)), aroHUCTHI B3 (Hanmpumep, N-5984), aronncter GPR40 (Hanpumep,
¢dacurmudam Wi ero ruapat, coenuHeHue, omucanHoe B W(02004/041266, W(02004/106276,
W02005/063729, W0O2005/063725, W02005/087710, W0O2005/095338, W0O2007/013689 unu
W02008/001931), uarudburopsr SGLT2 (HaTpuii-TIFOKO3HOTO KOTpaHcHopTepa 2) (Hampumep,
nanarnuguosun, AVE2268, TS-033, YMS543, TA-7284, pemormudpnosuna, ASP1941),
uHruouropel SGLT1, unruburops! 11B-runpokcucrepounnerunporesassl (Hampumep, BVT-
3498, INCB-13739), angunoHekTiH wiu ero aronuct, uaruourops! IKK (manpumep, AS-2868),
npenapaTel, YJIy4ILIaOIUe PEe3UCTEHTHOCTh K JIENTUHY, AaroOHUCTBI COMAaTOCTATHHOBBIX
peLenTopoOB, aKTUBATOPBI MIIOKOKUHA3BI (HarpuMep, nuparivatud, AZD1656, AZD6370, TTP-
355, coemunenuwe, ommcanHoe B WO0O006/112549, WOO007/028135, WO008/047821,
WO0008/050821, WO008/136428 mniu WO008/156757), aronuctel GPR119 (manpumep, PSN821,
MBX-2982, APD597), FGF21, ananor FGF, uaru6buropst ACC2, aronucr penenropa GLP-1,
koaronuct peuentopa GLP-1/penentopa GIP, TpuaroHuct peuenTtopa IIFOKaroHa/penentopa
GLP-1/peuenropa GIP u t.11.

[00429] B kadecTBe TepameBTUYECKOrO CPEACTBA MPU NUAOETUYECKHUX OCJIOKHEHHSIX
MOJKHO HCIIOJIb30BaTh WHTHOMTOPBI AJbJ030PEAYKTa3bl (HAIpUMeEp, TOJIPECTaT, 3MaJpPecTar,
3ononpectar, ¢unapecrar, CT-112, panupecrar (AS-3201), nunopecrar), HeHpoTpopHUECKuit
¢akTop u nosbimaromue ero areHTsl (Hanpumep, NGF, NT-3, BDNF, arenrt, ctumynupyromui
HeHpoTpoUUecKy0 MpoAyKLUIo/cexpenunto, onucanubii B WOO01/14372 (manmpumep, 4-(4-
xyophennn)-2-(2-metmn- 1 -umunazonmn)-5-[ 3-(2-MeTriih eHOKCH ) IPOITHII |OKCa30i1),
coennnenue, onucannoe B W02004/039365), uaruburopst PKC (Hanpumep, pyOokcucTaypuHa
meswnar), uaruoutopsl AGE (Hanpumep, ALT946, N-¢penaumnruazonus Opomun (ALT766),
EXO0-226, nupuaopuH, NUpUIOKCaMUH), aroHUCTHI petentopoB '”AMK (Hanpumep, rabaneHTuH,
nperabauH), UHTHOUTOPBI OOPATHOTO 3axBaTa CEPOTOHWHA WM HOpaApeHanHAa (HArpumep,
OYJOKCETUH), HWHTUOMTOpPBI HATPUEBBIX KAHAJIOB (HAampuUMep, JIAKOCaMH[), aKTHUBHBIC
MOTJIOTUTENIA KUCJIOpona (HampuMep, THOKTOBYIO KHCIOTY), IiepeOpasibHble Ba3OIMIATATOPHI
(HampuMep, THAMYPUA, MEKCHJIETHH), arOHHCTBhI PELEeNTOpPOB COMATOCTaTHHA (HAIpUMED,
BIM23190), wHruOUTOpBI PETyNUPYIOIIEH amonToTHYecKue CcurHaibl kuHasbel-1 (ASK-1),
aronuct peuenropa GLP-1, xoaronucr penentopa GLP-1/penentopa GIP, Tpuaronucr
peneniropa rmokarona/peuenropa GLP-1/penentopa GIP u t.1m.

[00430] B xauecTBe TepaneBTHYECKOTO CPEACTBA JJIS JICUEHUSI TUTIEPIUMTUASCMUN MOYKHO
ucnonb3oBath UHruOUTopel I'MI'-KoA-penykrassl (Hampumep, NpaBacTaTUH, CHMBACTAaTHH,
JIOBACTAaTHH, aTOPBACTATHH, (DJIyBACTaTHH, PO3yBACTATHH, MUTABACTATHH HJIU UX COJIU (HAIIPHMED,
HATPHUEBAsl COJIb, KaJbLIMEBAsI COJb)), MHIMOUTOPHI CKBAJIEHCHHTA3bl (HANPUMEpP, COENUHEHHE,

ormucanHoe B WQ097/10224, wnanpumep, N-[[(3R,55)-1-(3-aunerokcu-2,2-1uMeTHITIPOINI)-7-



76

xJ0p-5-(2,3-numerokcud enun)-2-okco-1,2,3,5-rerparunpo-4, 1 -6en3okcazenus-3-mi|

AleTI |MTUNePUaNH-4-YKCYCHYI0 KHUCJIOTY), coenuHeHusi ¢ubdpato (Hampumep, Oe3adubdpar,
kjo¢pubpar, cumdpudpar, kmHOGUOpPAT), AHHOHOOOMEHHYIO CMOJTY (HAaIpUMeEp, KOJECTUPAMUH),
npoOyKOJI, TmpenapaTbl HUKOTHHOBOW KHCJIOTHI (HAapUMepP, HUKOMOJI, HULIEPUTPOJI, HHUACIIAH),
STWIMKO3AaMeHTaT, (urocTeposn (HAMpUMep, COUCTEPOJ, TraMMa-OpPU3aHON (Y-OPU3AHOI)),
uHruouTopel adbcopbumm xonecrepuHa (Hampumep, 3exus), uHruouropel CETP (Hanmpumep,
manuerpanuo, aHauerpanud), mpenapaTsl ®-3 KUPHBIX KUCIOT (HAlIpUMep, STHIOBbIE 3(HpBI M-
3-xupHBIX KUCTOT 90 (3TUN0BBIE H3PUPHI ®-3-KUCIOT 90)) U T.II.

[00431] TIlpumeppl aAHTUIHNEPTEH3UBHBIX  CPENCTB  BKIIOYAIOT  MHTHOUTOPBI
aHrMOTEH3MHIpeBpaliaero GepmenTta (Hanpumep, KanTONPUJI, SHAJANPIII, AeNanpuil U ap.),
aHTaroHUCThl aHruoreHsuHa Il (Hampumep, kaHIecapTaH LMJIEKCETUNI, KaHIECapTaH, JIO3apTaH,
JI03apTaH Kajus, 3MpOcapTaH, BaJCapTaH, TEJIMUCAPTaH, upOecapTaH, Ta30capTaH, OJIMecapTaH,
OJIMECapTaH MEAOKCOMMJI, a3HJICAPTaH, a3UJICApTaHa MEAOKCOMMII U JIP.), AaHTATOHUCTHI KaJIbLIUs
(HanmpuMep, MaHUAWINH, HU(DEIUITUH, aMJIOAUINH, 3QOHUANITNH, HUKAPIUINH, UWIHUAUINH U
ap.), B-6okaTopsl (HampuMep, METOTIPOJION, ATEHOJION, MPOMPAHOJION, KAPBEAUION, THHAOION U
ap.), KIOHUAWH U TOMY TIOAO0HOE.

[00432] B xayecTBe MOYETrOHHBIX CPEACTB MOXKHO HCIOJIb30BaTh, HAIpUMeED,
IPOMU3BOJIHBIE KCAHTHHA (HApUMep, CaJHLMIAT TEOOPOMHMHA HATPHs, CAIULMIAT TeOOpOMHUHA
KaldbLUsl W T.OL), THA3UIHBIE Tpernaparel (HAmpumep, OSTHA3HA, LUKIONEHTHA3UI,
TPUXJIOPMETHA3H,  THAPOXJOPOTHAasuA,  ruapodiaymernasun,  OEH3WITHMAPOXJIOPTHA3UA,
neH(ayTHa3ua, TOMUTHA3UA, METHKJIOTHA3WA U T.I.), AHTHAJIBIOCTEPOHOBBIC TMpernapaThl
(HampuMep, CIUPOHOJAKTOH, TPUAMTEPEH M T.I.), HHTUOUTOPHI KapOoaHTUApasbl (HAIpUMeD,
aleTtasoNaMua M T.IL), XJOpOeH30JCyIb(pOHAMHUIHBIE CpPeACTBa (HAMPUMED, XJIOPTAIHIOH,
Medpy3ua, UHAANAMUA U T.I.), a30CeMUA, HM30COPOUI, STAKPHUHOBYIO KHUCIOTY, MHPETAHUN,
Oymertanua, GypoCeMUI U T.1I.

[00433] [Ipumepbl XUMHOTEPAIEBTUUECKUX CPEACTB BKIIIOUAIOT AJIKHJINPYIOIIHE areHThl
(mampumep, tuknodochamun, udochamun), aHTUMETAOOTUTHI (HAIPUMEP, METOTPEKCaT, S-
dTopypaumia), TPOTHBOPAKOBbIE AHTHOMOTHKU (HAmpUMep, MUTOMHIIMH, aJpPUAMHIIVH),
NPOTHBOPAKOBBIE areHThl PACTHTEIBHOTO MPOUCXOKIACHUS (HApUMep, BUHKPUCTHH, BUHAC3HH,
TAKCOJI), LMCIUIATHH, KapOorutaTuH, 3Tomo3ua u T.n. Cpeau mpouero, MPUMEPOM SIBJISETCS
npousBogHOe S-ropypaimia GypTyaoH wim HEOPypTyJNOH wWiM ToMy mnomoOHoe. Takke
KOMITO3UIIMIO, COAepsKalyr nentua-aroHucT peunentopa GIP mo Hacrosimemy m300peTeHuio,
MO’KHO BBOJAHTBH A0, TIOCJIE WM BO BPEMs BBEIEHUS CIIEAYIOIIMX MPOTUBOPAKOBBIX areHTOB:
nucrutatuHa,  kapbomnatuHa,  Oxcanmumuatud, wukiaodochamun, makapdasun (DTIC),
JAKTHHOMHIIMH, MEXJIOpETaMHUH (A30THCTBIH HIPHUT), CTPENTO30LUMH, Uukiopochamun,
kapmyctua (BCNU), nmomyctun (CCNU), nokcopyOuiuH (anpuamuIMH), AayHOPYOWIIHH,
npokapOa3uH, MUTOMHULMH, [UTapaOHH, 3TOMO3MA, METOTpeKcaT, S-propypari, BHHONACTHH,
BUHKPHUCTHUH, OJIEOMULINH, TAKIUTAKCEN U XJIOPaMOY LIHII.

[00434] Ilpumepbl MMMYHOTEPANEBTHYECKHX CPEACTB BKIJIOYAIOT MUKPOOHBIE WU

OakTeprasbHble KOMIIOHEHTHI (HampuMep, IMPOW3BOAHOE MYpPaMMJIUIENTHAA, NHIUOAHNI),
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NoJICcaxapuabl, 00JNafaIe IMMYHOCTHMYJIMPYIOIIEH aKTUBHOCTBIO (HampuMep, JCHTHHAH,
cu3oupan, KpecTHH), LUTOKWHBI, MOJYYEHHbIE METONAMU T'€HHOW WHXKEHEPHH (HampuMmep,
uHrepdpepon, wuHTepiaelikud (IL)), komoHmecTumynupyromue — (GakTopel  (Hampumep,
IPaHyJIOLHUTAPHBIN KOJIOHHECTUMYJIHPYIOWHH (pakTop, 3puTpornodTuH) U T.n. Cpenu mpodmx
uHTepJekuHbl, Takue kak [L-1, IL-2, IL-12 u 1.1, SBAAOTCA HEKOTOPBIMU IPUMEPAMH.

[00435] IIpumepnl NPOTHBOBOCHAIUTENBHOIO JIEKAPCTBEHHOIO CPEACTBA BKJIIOYAIOT
HECTEPOUJHbIE IPOTUBOBOCHAJIUTEIbHBIE JIEKADCTBEHHBIE CPEACTBA, TAaKWE Kak aCIHpUH,
arieraMuHO()€H, UHAOMETALUH U T.II.

[00436] B kadecTBe aHTUTPOMOOTHYECKOTO areHTa MOXHO HCIIOJIb30BaTh, HAIPUMED,
rernapuH (Hampumep, TerapuH HAaTpusi, TeNapuH KajbLUs, SHOKCANAPUH HATpUs, HajTenapuH
Hatpusi), BapdapuH (Harnpumep, BaphapuH Kajusi), aHTUTPOMOMHOBBIE IpenapaThbl (HapuMmep,
aparatpoban, naburatpan), uaruoutopsl F Xa (Hanpumep, puBapokcadaH, anukcadbas, 370kcadaH,
YMI150, coenunenue, omucannoe B WO 02/06234, WO 2004/048363, WO 2005/030740, WO
2005/058823 wumu WO 2005/113504), TpomOonuTHUeCKHUE areHTbl (HAmpuUMep, YpPOKHUHA3y,
TUCOKMHA3y, albTeIUla3dy, HaTeIulady, MOHTEIUIa3y, MaMHUTeIUIa3y), WHCHOUTOPBI arperanuu
TpOMOOLIMTOB (HAampuUMep, THAPOXJIOPUA THUKJIONMWAMHA, KIOMuaorpenb, mnpacyrpen, ESSS5S,
SHCS530348, nmiocTtas3on, STUIMKO3AIeHTAT, OepanpoCT HATPUsl, THAPOXJIOPU CapIiorpenaTta) u
T.IL

[00437] Ilpumepsl TepaneBTUYECKOTO CPEACTBA UL JIEYEHUS] OCTEOINOpO3a BKIIIOYAIOT
anb(akaIblUAON, KaJbLHUTPHOJN, 3JKATOHWH, KAJIBLUTOHHMH JIOCOCS, SCTPUON, HUNPHU(IaBOH,
NaMUAPOHAT NUHATPHUS, AJEHAPOHAT HATPHUsl TUAPAT, HHKAJAPOHAT IUHATPUS, PU3EIPOHAT
OUHATPUS U T.IL

[00438] [Ipumeps! BUTaMUHA BKJIIOYarOT BUTaMuH B 1, Buramun B12 u T.1m.

[00439] Ilpumepnl NekapCTBEHHBIX CPEACTB NPOTHB AEMEHLMU BKJIIOYAIOT TaKpPUH,
JOHETIe3WUJI, PUBACTUTMUH, TaJIAHTAMHH U T.11.

[00440] TIpumepsl JNeKapCTB OT 3PEKTUIBHON AUCHYHKIMH BKIHOYAOT arnoMopQuH,
cunaeHaduiIa LUTpaT v T.1I0.

[00441] Ilpumepsl TepameBTHUYECKOIO JIEKAPCTBEHHOIO CpEACTBa JJis  JIEUeHHUs
YYALIEHHOTO MOYEHUCITyCKAHUsI WM HEAEp KaHUS MOYH BKJIIOYAIOT (prraBoKcaTa THAPOXJIOPUA,
OKCHOYTHHHHA THIPOXJIOPHI, MPOITUBEPUHA THAPOXJIOPUA U T.IL

[00442] Ilpumepsl TepameBTHUECKOrO CPEACTBA MM JIEUEHMs] OU3YPUU BKIOYAIOT
UHTUOUTOPBI ALIETUIIXOJTIMHACTEPA3bl (HAPUMep, TUCTUTMHH) | T.I1.

[00443] Ilpumepbl aHTarOHUCTOB LieHTpaibHOro D2-penenTopa BKIIOYAIOT TUIMYHBIE
NCUXOTPOIHBIE ~ TpenapaTsl (MPOXJIOPIEPa3suH, TaJONEepUAO, XJOPIPOMAasUH U T.IL),
AHTArOHUCTHI CEPOTOHUH-AOGaMUHA (MIEPOCTIMPOH, PUCIIEPUIOH U T.I.) U aHTUIICHXOTHYECKHE
npernapaThl C MHOTOCTOPOHHUM JIEHCTBHEM Ha PELeNTOPHI (OaH3aIMNH H T.I1.).

[00444] ITpumepbl MPOKUHETHYECKOTO areHTa BKIIFOYAIOT aHTArOHUCTHI IepU(EPUIECKIX
D2-penentopos (MeTOKJIONpPaMu I, JOMIIEPUIOH | T.11.) U aroHucTsl SHT4-penentopa (Mmocanpun

W T.IL).
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[00445] Ilpumeppl aHTUTMCTAMMHHBIX [IpENapaToB  BKJIIOYAIOT TUAPOKCHU3MUH,
nudeHrnIpaMuH 1 XJIopheHUpaMHH.

[00446] IIpumepsl aHTarOHUCTOB MYCKAapPUHOBBIX PELIENTOPOB BKJIIOYAIOT AHTArOHUCTBI
LIEHTPAJIbHBIX My CKaPHHOBBIX PELIENTOPOB (CKOMOJAMHIH U T.I1.) U AaHTarOHUCTHI NepUpEePUIECKIX
MYCKapUHOBBIX PelenTopoB (OyTHUICKOMONAMUH H T.I1.).

[00447] Ilpumepbl aHTaroHucTa cepoTOoHHHOBOro peuenropa SHT3 BkiarouaroT
I'PaHHUCETPOH, OHJAHCETPOH, a3aCETPOH, HHUCETPOH, MAJOHOCETPOH U PAMOCETPOH.

[00448] [Ipumepn! aHaiora COMaTOCTaTHHA BKJIFOUAIOT OKTPEOTHU/.

[00449] Ilpumepsl KOPTHUKOCTEPOHIOB BKJIIOUAIOT MAEKCAMETa30H, OeTaMeTa3oH u
METHJIIPE AHU30JIOH.

[00450] IIpumepnl OeH30QMA3E€MUHOBOIO AHKCHOJHUTHKA BKIIIOYAIOT Jiopasenam u
anrpasojam, IpuMepsl autaronucra perenropa NK-1 BKIIOUaIOT anpenuTanT U (ocanpenuTaHt,
a MpUMeEPbI JIEKAPCTBEHHOT'O CPEICTBA /IS JISUEHUsI THIIepKaJIbLIMEMUH BKIIIOYar0T OucdochoHar.

[00451] Kpome TOro, J1€KapCTBEHHOE CPEACTBO, IEHCTBHE KOTOPOrO B OTHOLICHHUU
YMEHBIIEHHUsT KaXeKCHH TOATBEPXKAEHO JHOO Ha JKUBOTHBIX MOZENSX, JIMOO KIMHHYECKH,
HanpuMep, WHIUOWTOpP  LUKJIOOKCUIeHas3bl (HAlpuMep, HWHAOMETALMH), IPOU3BOJHOE
nporecTepoHa (HaImpuMep, MErecTpoJia alerar), TIIIOKOKOPTHKOU (HampuMmep, AeKCaMeTa3oH),
METOKJIOTIPAMUJI, JIEKAPCTBEHHOE CPENCTBO HAa OCHOBE TETParMApOKaHHAOMHOJA, areHT I
yJIy4IIeHuss MeTa0oan3Ma XKUPOB (HampuMmep, SHKO3aIeHTAEHOBYIO KHCIOTY), TOPMOH POCTA,
IGF-1 wnu aHTHUTENnO MPOTHB BbI3bIBaKOIEro kKaxekcuto ¢akropa, TNF-a, LIF, IL-6 wnm
OHKOCTaTUH M WIM T.I. TaKXXe MOXHO HCIOJb30BaTh B KOMOWHAIIMU C COEAMHEHHEM I10
HACTOSIIEMY U300PETEHUIO.

[00452] AnbTepHaTHBHO, WMHTHOMTOpP  TiUKupoBaHus (Hampumep, ALT-711),
JIEKapCTBEHHOE CPENCTBO, CIIOCOOCTBYIOIIEE pereHepauuu HepBoB, (Hampumep, Y-128, VX853,
NPOCANTHA), AHTUACTIPECCAHT (HAampuMep, MAEe3UNPaMHH, AMHUTPHUNTWINH, HMHUIPAMUH),
NPOTHBOATMJIENITUYECKOE CPEACTBO (HAMpUMep, JTAMOTPHUIKUH, TPUJIENTAJ, KEIIpa, 30HETPaH,
nperabanuH, xapkocepun, KkapOamasenuH), aHTHAPUTMUYECKOE CPEACTBO  (Hampumep,
MEKCHJIETHH), JIUTaH] perentopa auetTwixonuna (Hanpumep, ABT-594), aHTaroHucT peuentopa
sHpotenuHa (Hanpumep, ABT-627), nuHruburop 3axBata MOHOAMHMHOB (HAampuMep, TPamazuo),
HAPKOTHYECKUI aHambreTuk (Hampumep, MopduH), aroHuct penenropa ['AMK (Hanpumep,
rabanenTH, MR mnpenapar rabameHTHWHA), arOHUCT peLenTopa 02 (HampuUMep, KJIOHUAWH),
MECTHBIH aHAJbIeTHK (HAmpuUMep, KarlCaWl{H), AaHKCHOJUTUK (Hampumep, OEH30THA3eInH),
uHruouTop ochonuscrepassl (Hanpumep, criaeHadmI), arOHUCT T0(PaMHHOBBIX PELENTOPOB
(marmpumep, amomopduH), MHIA305aM, KETOKOHA30J WJIM T.OI. MOXKHO HCIIOJNb30BaTh B
KOMOWHAIIMH C COENMHEHHEM T10 HaCTOSIIEMY H300PETEHHIO.

[00453] Bpewmss BBegeHusi mnentupa-aronucra peuentopa GIP mo Hacrosmemy
U300pETEHNI0 M COMYTCTBYIOIIETO JIEKAPCTBEHHOTO CPENCTBA HE OTPAHUYEHO, U MX MOXKHO
BBOJIUTh OJHOBPEMEHHO WJIN TIO3TAITHO CYOBEKTY, KOTOPOMY BBOZST JIEKAPCTBEHHBIE CPENICTBA.

[00454] IIpuMepsl TaKOTO peXKMMa BBEIEHUS BKIIIOYAIOT ClEAyOLIee:
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[00455] (1) BBemeHHe OHXHOrO IMpemapara, IOJYUYEHHOIO NyTEM OJHOBPEMEHHOH
o0paboTku nenTtuna-aronucra perenropa GIP no HacTosimmeMy n300peTEHUIO U COMY TCTBYIOIIETO
JIEKapCTBEHHOTO CPeAcTBa, (2) OJHOBPEMEHHOE BBEINEHHE [BYX BUIOB IPENapaToB MENTHIA-
aronncra penenrtopa GIP no HacrosimeMy M300pE€TE€HHIO U COMYTCTBYIOIIErO JIEKAPCTBEHHOTO
CpencTBa, KOTOPbIe ObUTH MOJYYEHbI OTAEIBHO, ONHUM U TEM K€ IyTeM BBeneHwUs, (3) BBeneHNe
IBYX BHIOB IpenaparoB nentuaa-aroucta peunentopa GIP mo Hacrosimemy u3oOpeTeHHo u
COITY TCTBYIOIIETO JIEKAPCTBEHHOTO CPEACTBA, KOTOPbIE ObUTH MOJIyYEHBI OTJEIBHO, OTHUM H TEM
XK€ TyTEeM IIO3TAIHOrO BBEAEHUs, (4) ONHOBPEMEHHOE BBEICHHE JIByX BHAOB IpPENapaToB
nentuga-aronucra penenropa GIP mo Hacrosmemy H300peTeHMIO M COINYTCTBYIOIIETO
JIEKapCTBEHHOT'O CPENICTBA, KOTOPbIE OBbUIN MOJyUEHBI OTAEIBHO, PA3INIHBIMU My TSIMU BBEJIEHUS,
(5) BBemeHme nABYX BHIOB MPENApaTOB COEAMHEHUs IO HACTOSINEMY H300pPETeHUI0 U
COITYTCTBYIOILETO JIEKAPCTBEHHOTO CPEJICTBA, KOTOPBIE ObUIN MOJYYEeHbI OTAEIBHO, PA3IMYHBIMU
NyTSIMHU TO3TAITHOTO BBEAEHUs (HAIpUMep, BBEJEHHE B CIEAYIOLIEM IMOPSAKE: MENTUA-aTOHUCT
peuenropa GIP o HacrosimieMy n300peTeHHIO M COMYTCTBYOINEE JIEKAPCTBEHHOE CPEACTBO, WIIH
B 0OpaTHOM TOPSIIKE) U T.1I.

[00456] J[lo3a  COMyTCTBYIOINEro  JIEKAPCTBEHHOTO  CPENCTBA  MOXKET  OBITh
COOTBETCTBYIOLIMM 00pa3oM ompenesieHa Ha OCHOBE JO03bl, HCIOJIb3YyEeMOW B KJIMHHYECKHUX
curyanusx. COOTHOLIEHHe CMeLIMBaHUs NenTuaa-aroHucra peuentopa GIP nmo Hacrosimemy
N300pETEeHUIO ¥ CONy TCTBYIOLIETO JIEKAPCTBEHHOT'O CPEICTBA MOXKET OBbITh HAJUIeXKALIHM 00pa3oM
OTpEeNEeseHO B 3aBUCHMOCTH OT CyOBeKTa, KOTOPOMY MPOU3ZBOAST BBEIEHHE, CUMITOMA, CrIocoda
BBEJICHMSI, LIeJIeBOro 3a0oneBanusi, komOuHau u T.1. Koraga cyObpekToM, KOTOPOMY MPOU3BOIST
BBEJICHUE, SIBJISIETCSl YEJIOBEK, HAMpHUMeEp, COMyTCTBYIOIIEE JIEKAPCTBEHHOE CPENCTBO MOXKET
ucnonb3oBathcsa B konmdecTBe 0,01-100 4gacTeit mo mMacce OTHOCHUTENBHO | YacTH MO macce
nenTuaa-aronucta peuentopa GIP mo HacTosiieMy H300peTeHHUIO.

[00457] Tlyrem koMOWMHHUpOBaHUs MenTuaa-aronucta penenropa GIP mo Hacrosiemy
U300pETEHUI0 U CONMYTCTBYIOIIErO JieKapCTBEHHOro cpenctsa: (1) mosa menTuma-aroHHUCTA
peuenTopa GIP nmo HacToseMy H300pEeTEHHIO HITH COMYTCTBYIOLIETO JIEKAPCTBEHHOT'O CPEICTBA
MOJKET OBITh CHHIKEHA MO CPABHEHHUIO C OHOKPATHBIM BBEICHHEM MENTHAA-arOHICTa PELenTopa
GIP no HacTosiIeMy U300PETEHUIO WIIM COMYTCTBYIOLIETO JIEKAPCTBEHHOTO CPENICTBA,

[00458] (2) nekapcTBEHHOE CPEACTBO, KOTOpPOE OyIEeT UCHOMBb30BATHCS B KOMOMHAIINH C
nenTuaoM-aroHucToM perentopa GIP mo Hacrosimemy n300peTeHuro, MOXKeT ObITh BBIOPAHO B
3aBUCUMOCTH OT COCTOSTHUS TIAITHEHTOB (JIETKOE, TSKEJIOe U TOMY TOJ00HOE),

[00459] (3) mepuon JiedeHHs] MOXKET ObITh MPOMAJIEH MyTeM BBIOOpA COIMYTCTBYIOIIETO
JIEKApCTBEHHOTO, NEHCTBUE W MEXaHH3M KOTOPOrO OTJIHYAKOTCS OT ACHCTBUS M MEXaHH3Ma
nenTuaa-aronucta perentopa GIP mo HacTosiimeMy n300peTeHuro,

[00460] (4) mnuTtenbHbIN JedeOHbIA 3(P(GEKT MOKET ObITh JOCTUTHYT MyTEM BBIOOpA
COITYTCTBYIOIIETrO JIGKAPCTBEHHOTO CPEACTBA, ACHCTBHE W MEXaHM3M JEeHCTBUS KOTOPOTO
OTJIMYAIOTCS OT AEHCTBUS M MeXaHM3Ma JelcTBus mnentuaa-aronucra peuenropa GIP mo

HACTOSIIIEMY H300pETEHUI0, U
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[00461] (5) cuneprernueckuii 3pdekr Moxker ObITH JOCTUTHYT 32  CUET
KOMOMHUPOBAHHOTO TPUMEHEHHUs nentupa-aroHucra penenropa GIP mo Hacrosimemy
N300pETEeHHUIO U COMyTCTBYIOLIETO JIEKAPCTBEHHOIO CPEICTBA U T.IL.

[00462] E. TIPUMEPBI

[00463] CokpaieHusi, UCTIONb3yEMbIE B HACTOSLIEM OMHMCAHUH, O3HAYAIOT CIEAYIOIIee

(Tabmuma 2). educ B TepMuHax, Takux kak o-MePhe u T.11., Kak ONMUCaHO B TAHHOM JJOKYMEHTE,
MO3KET OBITh OIYINEH, U B 3TOM ClIy4ae OIMYIIEeHHUEe TaKXKe MPEICTABIISET TOT K€ CMBICIT.

[00464] B aMHHOKHUCJIOTHBIX MOCJAEAOBATENBHOCTSAX, HUCIOJb3YEMBIX B HACTOSIIEM
OTIMCAHUY, JIEBBI KOHEI] ITpencTaBisieT co00it N-KoHel, a mpaBblii KOHEL peacTaBiisieT codoi C-
KOHELI.

[00465] Tabnuua 2. O6meynoTpeOuTeIbHbIE COKPALIIEHHS B HACTOSIIIEM ONHCAHUU.
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[00466] B onmcanuu, rie OCHOBAHHS, aMUHOKHMCIIOTHI M T. JI. 0003HAYAOTCS UX KOJaMH,
OHUM OCHOBaHbI Ha OOmenpuHATHIX Komax B coorsercTBuM ¢ Kowmmuccueir ITUPAC-IUB mo
OMOXMMHYECKON HOMEHKJIAType WM Ha OOLIENPUHSTHIX B JAHHOW OOJNACTH TEXHHMKH KOJaXx,
NPUMEPBI KOTOPBIX IOKa3aHbl HIDKE. /[ aMUHOKHCIOT, KOTOpblE MOTYT MMETh ONTHYECKUH
u3omep, npencrasneHa L-popma, ecnu He ykazaHo nHoe (Harpumep, «Alay npencrasiser codboi
L-popmy Ala). Kpome Toro, «D-» o3nagaer D-popmy (Hanpumep, «D-Ala» npencrasnser codoit
D-popmy Ala), a «DL-» o3naugaer pauemar D-¢opmbr u L-popmsel (Hampumep, «DL-Ala»
npencrasisier codboi DL-panemar Ala).

[00467] Hacrosiee nzobpererre nogpoOdHO OMUCAHO Jajiee CO CChUIKOM Ha CIeayoInne
WITIFOCTPATUBHBIE IPUMEPHI, IPUMEPBI, IPUMEPBI UCCIIEAOBAHUH U IPUMEPBI COCTABOB, KOTOPbIE
SBJIAIOTCS. TPOCTBIMM BapHaHTAMM OCYLIECTBJIEHHUS U HE JOJDKHBI pPAacCMaTpUBATBCS Kak
orpannymBaromue. Kpome Toro, Hacrosimee u300peTeHHEe MOXeT ObITb H3MEHEHO 0e3
OTKJIOHEHUS OT 00beMa U300peTeHHsI.

[00468] TepMuH «KOMHATHAas TEMIIEPATYPay B CAEAYIOLINX IPUMEpaxX O3HAYAeT AUAra30H
00brgHO OT okojio 10°C mo okoso 35°C. Uto kacaetrcs «%», BBIXOA yKa3aH B MOJIb/MOJbYo,
pacTBOPUTEINb, UCIIONB3YEMbIH IJIsl Xpomarorpadguu, ykazaH B % mo obdbemy, a apyrue «%o»
yKa3aHbl B %o 10 Macce.

NMP: meTunnuppoauaoH

THF: terparunpodypan

DMF: N,N-gumerunpopMaMuz

WSC: 1-(3-mumeTHIaMMHOIPOINII)-3-3THIKapOOAMUMHUAA THIPOXIIOPHT

DCC: N,N’-TuiuKI0reKCUIKapOOTuUMU

DIPCDI: N,N’-nuu3onponuikapOoIuuMu

HOBt: 1-runpokcudeH30Tpra3ojia MOHOTUIPAT

Oxyma: 3tun 2-unaHo-2-(TuAPOKCHMMHUHO )alleTaT

[00469] IIpumep 1. Cxembl cuHTE3a

[00470] ITpumepsl cioco0OB CHHTE3a MENTUAOB-arOHUCTOB penentopa GIP ommcansr,
HanpumMep, B MexxayHapoaHoii 3asisBke PCT Ne PCT/JP2018/013540, nonannoti 30 mapra 2018 .,
Ha cTpaHunax 162-213, onucanume KOTOPOW CHELMAIBHO BKJIKYEHO B JAHHBIA JOKYMEHT
MOCPECTBOM CCBUIKH BO BCEH CBOEH MOJIHOTE.

[00471] Hpumep 2. CuHTe3 CeJIEKTUBHBIX MeNTUAOB-aroHucTOB peuentopa GIP mo
HacTosimemy u3obperenuro. Coennnernue Ne 72; SEQ ID NO: 73

[00472] TlenTunHOE CoenvHEHHUE 72 CUHTE3UPOBANA C HCIMOJIb30BAHUEM CTaHIAPTHOU
Fmoc xumuun.

[00473] 1. Ionyuenue cmodibl: K 1-xjop-2-[xnopdenmn-(n-ronun)merui|oensony (35
mMmoib, 1,00 3xB.) nobasisuiu DIEA (27,2 r, 210 mmons, 36,6 mi, 6,0 3xB.) u FMOC-GLY- OH

(10,4 r, 35 mmonsb, 1,00 3xB.) 8 DCM (600 mim). Cmech nepememmBanu ¢ N, B TedeHue 2 4 pu
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20°C, 3aTem nobasmsin MeOH (70,0 M) 1 nepemernuBanu ¢ N, emme 30 mus. CMoIy pOMBIBAIH
DMF (900 min, 5 pa3). 3arem pobasmsimm 20% mnunepuaud B DMF (600 mim) u cmech
nepememnBaiu ¢ N, B reuenne 15 muH. (5 mun.+10 mun.) npu 20°C. 3atem cMosly IPOMBIBAIIN
DMF (900 M x 5) 1 cMech QUIBTPOBAJIH, TIOTyYast CMOJIY.

[00474] 2. Coueranue: pactBop FMOC-ARG(PBF)-OH (68,1 r, 105 mmoms, 3,00 3kB.),
HBTU (37,8 r, 99,8 Mmmoib, 2,85 5kB.) u DIEA (27,2 1, 210 mmois, 36,6 mut, 6,0 3xB.) B DMF (400
MIT) 1o0aBisiu K cMojie U nepeMemuBaiu ¢ N, B Tederue 30 muH. npu 20°C. 3atem cmomy
npombiBain DMF (900 mu, 5 pas).

[00475] 3. Cusitue 3amursl: K cmone nobasmsuin 20% mumnepuana 8 DMF (600 mun) u
cMmech nepeMerinBaiy ¢ N, B reyeHue 15 muH. (5 Mun.+10 mun.) npu 20°C. Cmony npoMbIBaiu
DMF (900 mun, 5 pa3) u ¢punbTpoBaIH, NOIydast CMOJY.

[00476] 4. IloBTOpsiM cTaauu ¢o 2 no 3 AJ1sl CBA3BIBAHUS CIEAYIOIEeH aMUHOKHUCIIOTHL.

Ne Marepuansl Casi3bIBaOIINe peareHTbl

1 FMOC-GLY-OH (1,0 3kB.) DIEA (6,0 3xB.)

2 FMOC-ARG(PBF)-OH (3,0 3kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
3 FMOC-GLN(TRT)-OH (3,0 3xB.) HBTU (2,85 3xB.) u DIEA (6,0 5xB.)
4 FMOC-ALA-OH (3,0 5kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
5 FMOC-LEU-OH (3,0 3kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
6 FMOC-LEU-OH (3,0 5kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
7 FMOC-TRP(BOC)-OH (3,0 3kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
8 FMOC-ASN(TRT)-OH (3,0 3kB.) HBTU (2,85 >xB.) u DIEA (6,0 5kB.)
9 FMOC-VAL-OH (3,0 5kB.) HBTU (2,85 >xB.) u DIEA (6,0 5kB.)
10 FMOC-PHE-OH (3,0 5kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
11 FMOC-LYS(DDE)-OH (3,0 3xB.) HBTU (2,85 s>xB.) u DIEA (6,0 5kB.)
12 FMOC-AIB-OH (3,0 3kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
13 FMOC-GLN(TRT)-OH (4,0 3xB.) HATU (3,8 5xB.) u DIEA (8,0 3kB.)
14 FMOC-ALA-OH (3,0 5kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
15 FMOC-AIB-OH (3,0 3kB.) HBTU (2,85 3xB.) u DIEA (6,0 5kB.)
16 FMOC-ARG(PBF)-OH (4,0 3kB.) HOAT (4,0 5xB.) u DIC (4,0 3kB.)
17 FMOC-ASP(OTBU)-OH (3,0 3kB.) HBTU (2,85 skB.) u DIEA (6,0 5xB.)
18 FMOC-LEU-OH (4,0 3xB.) HBTU (3,8 5xB.) u DIEA (8,0 5kB.)
19 FMOC-AIB-OH (4,0 3kB.) HBTU (3,8 5xB.) u DIEA (8,0 5kB.)
20 FMOC-ILE-OH (4,0 3xB.) HATU (3,8 5xB.) u DIEA (8,0 3kB.)
21 FMOC-SER(TBU)-OH (4,0 3xB.) HBTU (3,8 5xB.) u DIEA (8,0 5kB.)
22 FMOC-TYR(TBU)-OH (4,0 3kB.) HBTU (3,8 5xB.) u DIEA (8,0 5kB.)
23 FMOC-ASP(OTBU)-OH (4,5 3kB.) HBTU (3,8 5xB.) u DIEA (8,0 5kB.)




89

24 FMOC-SER(TBU)-OH (4,0 5kB.) HBTU (3,8 5kB.) 1 DIEA (8,0 9kB.)
25 FMOC-ILE-OH (3,0 5kB.) HOBT (3,0 ox8.) u DIC (8,0 3kB.)

26 FMOC-PHE-OH (5,0 5k.) HBTU (4,75 sx8.) u DIEA (10,0 5k.)
27 FMOC-THR(TBU)-OH (5,0 ks.) HBTU (4,75 5x8.) u DIEA (10,0 5k.)
28 FMOC-GLY-OH (5,0 5kB.) HBTU (4,75 5x8.) u DIEA (10,0 5k.)
29 FMOC-GLU(OTBU)-OH (6,0 5ks.) HATU (5,7 5x8.) n DIEA (12,0 5k8.)
30 FMOC-AIB-OH (5,0 5kB.) HBTU (4,75 5x8.) n DIEA (10,0 5k.)
30 FMOC-N-ME-TYR(TBU)-OH (4,0 5xk8.) | HATU (3,8 5kB.) u DIEA (8,0 5kB.)
31 BOC,0(5,0 5kB.) DIEA (10,0 5ks.)

[00477] 5. Hobasmsumu 3% HyN=NH,/DMF 1 ocTaBisian Ajist OCYINECTBICHHUS PEaKIUH C
700 mn B Teuenue 30 muH. (10 Mun. + 20 mMuH.). Cnusanu Bony u npomsiBaau DMF (900 mi) 5
pas.

[00478] 6. [ToBTOpsinu cTaauu 2 U 3 IJIs1 BCEX OCTaJIbHBIX aMHHOKHUCIOT: 1-(9H-duyopen-
9-mn)-3-okco-2,7,10-Tpuokca-4-azanonekan-12-osass  kucnora, 1-(9H-duyopen-9-mn)-3-okco-
2,7,10-tpuokca-4-azanonekan- 12-osas kucnora, FMOC-GLU-OTBU, FMOC-GLU-OTBU, 18-
(Tper-OyTokcn)-18-0KCOOKTameKaHOBAsT KUCIIOTA.

Pacuennennue u O4UCTKA NENTUOB:

[00479] 1. ITocne coueranust cmony npombiBaiu DMF (900 mi) 5 pas. ITocne nocnenneii
cranuu cmojy npombiBaan MeOH (500 min) 4 pasa u Cymwiv B BakyyMe. 3aTeM MEeNTHIHYIO
cvony (270 r) oOpabarbiBanu cmecbio s pacimeruienus (2,5 1, 92,5% TFA/2,5% 3-
MEpPKanTONnpOnuOHOBON KucioThl/2,5% TIS/2,5% H,0) B Teuenue 2,5 yacos mpu 20°C. Cmech
IUTSL pacIlerieHHs] KOHLEHTPUPOBAJIU MPH MOHIKEHHOM JaBJIeHUH npuMepHo 10 900 mut. 3atem
OCTaTOK OCAKIANU XOJOAHBIM H30MPONHIOBbIM 3(upom (9,0 1), GUABTPOBAIN U ABAKIBI
MPOMBIBAIM U30NPONHIIOBBIM 3 upom (500 mut). HeounineHHbIl nenTH CyIIMIN B BaKyyme 2
yaca, nonydamu 150 r., a XXX-MC (EW15791-26-P1A1, Rt=1,586 MuH.) mokaszana, 4TO
HEOOXOUMBINH MACC-CIIEKTP OOHAPYIKEH.

[00480] 2. HeounineHHbIN MENTHI OYUINAIN C MOMOIIBI mpernaparuBHoi BOXKX (A:
0,075% TFA B H,0, B: ACN), a 3aTeM MOBTOPHO OYHINAJIH C IMOMOIIBI0 MpernapaTuBHO BOXKX
(A: 0,5% HOAc B H,O, B: ACN) ¢ nonyuenuem nentugHoro coenunenus 72 (15,89 r, 3,46
MMOJIb, BBIXON 9,87%, uwmcrota 96,79%, HOAC), xoropoe ObUIO MOJy4eHO B BUAe Oeyoro
TBEPIOro BemecTBa, 4ro mnoareepxaanu ¢ nomomblo KX-MC (Rt=1,567 mun.) u BOXKX
(Rt=10,095 mun.).

[00481] YcnoBust OUUCTKH:

VYcnoBust nepBON OYUCTKH

YcnoBust pacTBOpEHUs PactBopenue B 20% ACN B H,O

HncrpymenT Gilson GX-281
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A: H;0 (0,075% TFA B H,0)
IMonsmxuas daza
B: ACN
I'panuent 16-46-60 mun. Bpewms ynep:xanusi: 41 mMun.
Kononka Luna 10 mxMm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTb MoTOKa 20 mur/mMuH.
JIlnuHa BOJIHBI 214/254 um
TemneparypHbIii €KUM
patyp p 50 °C
TepMocTaTa
YcnoBus BTOpOH OYUCTKU
VYcnoBus pacTBOpeHuUs Pacteopenue B 20% ACN B H,O
HucTpymeHT Gilson GX-281

A: H,0 (0,5% HOAc 5 H,0)

IMonBwxHas daza

B: ACN

0,4 M NH4Ac 25 mun., 0,5% HOAc 10 muH., 35-65-30 mMuH.
I'panuent

Bpewms ynepxanus: 55 MuH.
Kononka Luna 10 mxMm, C18, 100A+Gemini 5 mxm, C18, 110A
CxkopocTb noToka 20 Mu/MUH.
JInmHa BOJIHBI 214/254 um

TemnepaTypHbIil pexuUM
30°C
TEPMOCTaTa

[00482] Ipumep 3. CuHTe3 CeJIEKTUBHBIX MeNTHAOB-aroHNcTOB peuentopa GIP mo
HacTosimemy u3o6perenuro. Coenmnernue Ne 293; SEQ ID NO: 294

[00483] IlentunHoe coenuHeHHE 293 CHHTE3UPOBATH C MCIOJb30BAHHEM CTAaHIAPTHOU
Fmoc xumuun.

[00484] 1. [Tonyuenue cmonbl. Cmony Rink Amine MBHA (1,20 mmons, 1,00 3xB., 6,00
r, Sub 0,20 mmozs/r) B8 DMF (50 min) nepememuBanu ¢ N, B TedueHue 2 gacos npu 200C. 3arem

nobGasisin 20% munepuana 8 DMF (80 mur) 1 cmech nepemenuBany ¢ N, B TeueHue 15 MuH. ipu
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20°C. 3arem cmech (punbpTpoBanyu, noaydas cmony. Cmony mpombiBain DMF (80 mur*5) u

(bunbTpOBaAH, TONTYYAsT CMOJY.

[00485] 2. Coueranue: k cmone nobdasisimu pactsop FMOC-SER(TBU)-OH (3,00 5kB.) u

HBTU (2,85 »xB.), DIEA (6,00 3x8.) 8 DMF (50 min) u nepememuBanu ¢ N, B TedeHue 30 MUH.

npu 20°C. 3arem cmony npomeiBaiar DMF (80 mu*3).

004861 3. Cusitue 3amurthl: K cmosie nodasjsuiu 20% nunepuaud 8 DMF (80 mun) u cMmech
p

nepememuBanu ¢ N, B Teuenne 15 muH. mpu 20°C. Cmony mpombiBaniu DMF (80 mu*5S) u

(bunbTpOBaAIH, TONTyYask CMOJY.

[00487] 4. IToBTOpsiK cTaguu CO 2 1O 3 ISl CBSI3BIBAHMS CIEAYIOMNX aMHHOKHUCTIOT: (1-

3;2_1 Martepuansl Casi3bIBaloLIHe peareHThl
1 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
2 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 3kB.)
3 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 3kB.)
4 FMOC-ALA-OH (3,00 3xB.) HBTU (2,85 sxB.) u DIEA (6,00 3kB.)
5 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
6 FMOC-SER(TBU)-OH(3,00 5kB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
7 FMOC-SER(TBU)-OH(3,00 5kB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
8 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 3kB.)
9 FMOC-SER(TBU)-OH(3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 3kB.)
10 FMOC-GLN(TRT)-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
11 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
12 FMOC-LEU-OH (3,00 3ks.) HBTU (2,85 >xB.) u DIEA (6,00 3kB.)
13 FMOC-LEU-OH (3,00 3ks.) HBTU (2,85 >xB.) u DIEA (6,00 3kB.)
14 FMOC-TRP(BOC)-OH (3,00 3xB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
15 FMOC-ASN(TRT)-OH (3,00 3xB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
16 FMOC-VAL-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
17 FMOC-PHE-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
18 FMOC-ASN(TRT)-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
19 FMOC-AIB-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
20 FMOC-GLN(TRT)-OH (3,00 3kB.) HATU (2,85 3xB.) u DIEA (6,00 3xB.)
21 FMOC-LYS(DDE)-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
22 FMOC-AIB-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
23 FMOC-ARG(PBF)-OH (3,00 3xB.) HATU (2,85 3xB.) u DIEA (6,00 3xB.)
24 FMOC-ASP(OTBU)-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
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25 FMOC-LEU-OH (3,00 5k5.) HBTU (2,85 5k5.) 1t DIEA (6,00 k5.)
26 FMOC-ALA-OH (3,00 5k5.) HBTU (2,85 5k5.) 1 DIEA (6,00 Kk5.)
27 FMOC-ILE-OH (3,00 k5.) HBTU (2,85 5k5.) 11 DIEA (6,00 oK5.)
28 FMOC-SER(TBU)-OH (3,00 5.) HBTU (2,85 5ks.) 11 DIEA (6,00 5K5.)
29 FMOC-TYR(TBU)-OH (3,00 5k8.) HBTU (2,85 5ks.) 1 DIEA (6,00 5k5.)
30 FMOC-ASP(OTBU)-OH (3,00 5k8.) HBTU (2,85 5ks.) 11 DIEA (6,00 5k5.)
31 FMOC-SER(TBU)-OH (3,00 5K5.) HBTU (2,85 5ks.) 11 DIEA (6,00 5k5.)
32 FMOC-ILE-OH (3,00 5k5.) HBTU (2,85 5ks.) 11 DIEA (6,00 5K5.)
33 FMOC-PHE-OH (3,00 5k HBTU (2,85 5ks.) 11 DIEA (6,00 5k5.)
34 FMOC-THR(TBU)-OH (3,00 5k8.) HBTU (2,85 5ks.) 11 DIEA (6,00 5K5.)
35 FMOC-GLY-OH (3,00 55.) HBTU (2,85 5ks.) 11 DIEA (6,00 5k5.)
36 FMOC-GLU(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 3kB.)
37 FMOC-AIB-OH (3,00 5k8.) HBTU (2,85 5ke.) 1 DIEA (6,00 5K5.)
38 i\:())C'N'ME'TYR(TBU)'OH G0 Hatu (2,85 5k8.) 1 DIEA (6,00 5K5.)

[00488] 5. K pactBopy DIEA (10,00 5xB.) u Boc20 (10,00 5kB.) B DMF (50 mu1) noGasisiiun
cMmoy u nepemewmuBaiu ¢ N, B Tedenue 1 gaca npu 20°C. 3arem cmony npombiaiu DMF (80
MIT*3).

[00489] 6. NobGasmsiiu 3% N,H,~H,O/DMF u ocTaBisiiu AJisi OCYLIECTBJICHUS] PEaKLIUU B
teyeHre 20 MUHYT, a 3aTeM MOBTOPsLTH eie pa3. Cnusanu Boxy u npombiBau DMF (80 mn*5).

[00490] 7. TToBTOpSsIM CTaguK CO 2 1O 3 AJIsl CBSI3BIBAHMS CIEAYIOMUX aMHUHOKUCIOT: (1-

43‘@ Marepuansl Casi3piBaoIne peareHTbl
1 FMOC-AEEA-OH (3,00 5ks.) HBTU (2,85 5x8.) u DIEA (6,00 5k.)
2 FMOC-AEEA-OH (3,00 5ks.) HBTU (2,85 5x8.) u DIEA (6,00 5k.)
3 FMOC-GLU-OTBU (3,00 5ks.) HBTU (2,85 5x8.) u DIEA (6,00 5kB.)
4 FMOC-GLU-OTBU (3,00 5ks.) HBTU (2,85 5x8.) u DIEA (6,00 5kB.)

[00491] 8. Coueranme: k cMmone pnobaBmsm pactBop  18-(Tper-OyTokcm)-18-
OKCOOKTanekaHoBo# kucnotsl (2,00 skB.) 1 HOBt (2,00 5kB.), DIC (2,00 5kB.) 8 DMF (50 M) u
nepememmuBaiu ¢ N; B rederne 12 gacos npu 20°C. 3atem cmomny npombiBain DMF (80 mu*3).

[00492] 9. Peakunto coueTaHusi KOHTPOJIHUPOBAJIH C TIOMOIIBI0 HUHTUAPUHOBON PEAKLIUH.

[00493] PacweryieHre U OYMCTKA MENTHIOB:

[00494] 1. Cmony nmpomeiBamn MeOH (80 mn*3) u cymmnu B Bakyyme, monydast 12 r
nenTuaHol cmoibl.  3atem 100 wma Oydepa mns  pacmeruienus (90% TFA/3%  3-
MEpPKaNTONPONMUOHOBOH KUCHOTE/3% TIS/4% H20) npobasnsmu B KOOy, COmEpIKAIIYIO

NENTUAHYIO CMOJIY C 3alIUIIEHHBIMUA OOKOBBIMH LersiMu, nipu 20°C, u cMech nepeMernnBaiy B
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TedeHne 2 wuacoB. llenTmn oca)xmaiM XOJNOJHBIM H30MPONUiIoBbIM 3¢upom (1000 mm) u
ueHtpudyruposau (3 muH. mpu 3000 o6/mun.). IlenTumHbI OCAIOK MPOMBIBAIU
U30TPOITUIIOBBIM 3pHpPOM erne aBa pasa. CyInin HEOUUINEHHBIN MENTHI B BAKyYMe B TEUEHHE 2
9aCOB.

[00495] 2. HeounineHHBIN NMENTHI OYUINAIN C MOMOLIbI0 mpemaparuBHod BOYXKX (A:
0,075% TFA B H20, B: ACN), a 3aTeM MOBTOPHO OUHIIAIN C IIOMOIIBIO MpenapaTuBHoit BOXX
(A: 0,5% HOAc B H20, B: ACN) ¢ nosiy4yeHnem nentuaHoro coenunenus 293 (423,7 mr, uncrora
95,73%, HOAC) B Buze Oenoro TBEpaOro BEeImecTBa, 4TO ObUIO MOATBEPXKACHO ¢ MOMOIbio K X-
MC (Rt=1,605 mun.) u BOXX.

[00496] Y cnoBusi OUUCTKU:

YcnoBusi nepBON OYUCTKH

YcnoBust pacTBOPEHHUs PactBopenune B 20%TFA-10%ACN-H20
HUucTpymeHT Gilson GX-281
A: H,0 (0,075% TFA B H,0)
IMonBuxkHast daza
B: ACN
I'panuent 25-45-60 mun. Bpewms ynep:xanusi: S0 MuH.
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTb nmoToKa 20 My1/MHUH.
JImviHaA BOJIHBI 214/254 um
TemnepaTypHbIil pexUM 300C
TepMocTaTa
VYcnoBust BTOPOH OYUCTKHU
YcnoBust pacTBOpEHUsI PactBopenne B 20% ACN B H,0
HUncTpymeHT Gilson GX-281

A: H,0 (0,5% HOAc 8 H,0)

IMonsmxHas daza
B: ACN

0,4M NH4Ac 25 mun., 0,5% HOAc 10 mun.,
I'panuent
30-45-60 mun. Bpems ynep:xanus: 61 muH.
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Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTb noToKa 20 My1/MuH.
JInmviHa BOJTHBI 214/254 um

TemnepaTypHBII pexUM
30°C
TEPMOCTATA

[00497] Ipumep 4. CuHTe3 CeJIEKTUBHBIX NMeNTUAOB-aroHHCcTOB peuentopa GIP mo
HacTosimemy u3o0pereHuro. Coennnenue Ne 45; SEQ ID NO: 46

[00498] TlenTunHOe coenvHeHue 45 CUHTE3UPOBANU C HCIHOJB30BAHUEM CTAaHIAPTHOU
Fmoc xumuun.

[00499] 1. ITonyuenne cmodel: k cmoie 2-CTC (800 mr, 0,400 mmogs, 1,00 3kB., Sub 0,50
MMOJIb/T) nodasisui Fmoc-Ser(tBu)-OH (153 wmr, 0,400 mmons, 1,00 3kxB.) u DIEA (207 mr, 1,60
MMoib, 0,279 mi, 4,00 s3xB.) B DCM (5,00 mi). Cmech nepememminBainu ¢ N, B TeueHue 2 4 npu
25°C, 3zatem nobasmsin MeOH (0,800 mu), nepemeriBanu ¢ N, eme B Teuenue 30 muH. Cmony
npombiBain DMF (30,0 mn * 5). 3atem nobasnsuiu 20% nunepunud B DMF (30,0 mi) u cmech
nepemernuBanu ¢ N, B Teuenue 15 mun. npu 25°C. 3areM cmech QUIBTPOBAIH, MOJNyUast CMOJIY.
Cwmoiny npomeiBann DMF (30,0 M * 5) u punbTpoBay, monyyast CMOJIy .

[00500] 2. Coueranue: pactsop Fmoc-Pro-OH (4,5 wmr, 1,20 mmouns, 3,00 5kB.), DIEA (310
mr, 2,40 mmosb, 0,418 mi, 6,00 s3xB.) u HBTU (432 wr, 1,14 mmons, 2,85 3kxB.) B DMF (5,00 M)
nobaBisi K cMojie U nepemernvBaiu ¢ N, B Tedenue 30 mumH. mpu 25°C. 3atem cmony
npombiBaiin DMF (30,0 mi *5).

[00501] 3. Cusarue 3amuthl: K cmose mobdasnsmu 20% nunepunud 8 DMF (30,0 M) u
cMmech nepemMeniBanu ¢ N, B Tedenue 15 mun. npu 25°C.

[00502] 4. TToeTOpsiiu cTamuu 2 U 3 TSt CBSI3bIBAHMSI CIIEAYOIUX aMUHOKUCIOT: (1-37):

Ne | MaTepuajbi Casi3piBaoIne peareHTbl

1 FMOC-PRO-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
2 FMOC-PRO-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
3 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
4 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
5 FMOC-SER(TBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
6. FMOC-SER(TBU)-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
7 FMOC-PRO-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
8 FMOC-SER(TBU)-OH (3,00 3k8.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
9 FMOC-GLN(TRT)-OH (3,00 3ks.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
10. FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
11, FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
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12. FMOC-LEU-OH (3,00 3k8.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
13. FMOC-TRP(BOC)-OH (3,00 3xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
14. FMOC-ASN(TRT)-OH (3,00 3xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
15. FMOC-VAL-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
16. FMOC-PHE-OH (3,00 3xB.) HBTU (2,85 skxB.) u DIEA (6,00 5kB.)
17. FMOC-ASN(TRT)-OH (3,00 3xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
18 FMOC-AIB-OH (3,00 »xB.) HATU (2,85 3xB.) u DIEA (6,00 3kB.)
19. FMOC-GLN(TRT)-OH (6,00 3ks.) HOAT (6,00 sxB.) u DIC (6,00 5kB.)

20. FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
21 FMOC-AIB-OH (3,00 3xB.) HATU (2,85 3xB.) u DIEA (6,00 5kB.)
27 FMOC-ARG(PBF)-OH (6,00 5xB.) HATU (5,70 sxB.) u DIEA (12,0 5xB.)
23 FMOC-ASP(OTBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
24 FMOC-LYS(DDE)-OH (3,00 3ks.) HBTU (2,85 skxB.) u DIEA (6,00 5kB.)
25 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 skxB.) u DIEA (6,00 5kB.)
26. FMOC-ILE-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
27, FMOC-SER(TBU)-OH (3,00 »xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
78 FMOC-TYR(TBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
29 FMOC-ASP(OTBU)-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
30. FMOC-SER(TBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
31 FMOC-ILE-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
32 FMOC-PHE-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
33 FMOC-THR(TBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
34 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 skxB.) u DIEA (6,00 5kB.)
35 FMOC-GLU(OTBU)-OH (6,00 3kB.) HOAT (6,00 3kB.) u DIC (6,00 5kB.)

36. FMOC-AIB-OH (3,00 3xB.) HATU (2,85 3xB.) u DIEA (6,00 3kB.)
37 FMOC-N-ME-TYR(TBU)-OH (4,00 5xB.) | HATU (3,80 3xB.) u DIEA (8,00 3kB.)

[00503] 5. Coueranue: Boc2O/DIPEA/DMF (10/5/85) 30,0 min B Teuenue 30 MuH., 3aTeM
cmody npombiBasii DMF (30,0 mu * 5).

[00504] 6. Cusitue 3amuthl: Dde o6padateiBanu rugpazuaruaparom/DMF (3/97) 30,0 mn
B TeueHne 30 MuH., 3aTeM cMoly npombiBasid DMF (30,0 mao * 5).

[00505] 7. TloBTopstu cTamuu 2 U 3 1Tt CBSI3bIBAHUS CIEAYIOLINX aMUHOKHUCIOT: (1-3):

1 | Fmoc-Gly-Gly-Gly-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
2 | Fmoc-Gly-Gly-OH (3,00 5kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)

18-(Tper-OyTOKcH)-18-0KCOOKTaTEKaHOBAS
3 HBTU (2,85 skB.) u DIEA (6,00 5kB.)
kuciorta (3,00 3kB.)
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[00506] Pacienyienre U O4MUCTKA MENTHIOB:

[00507] 1. Cmony npombiBanu MeOH (30 mn*3) u cymmu B Bakyyme, nonydast 3,20 r

nenTuaHON cmoibl. 3atem 32,0 i Oydepa mms pacmerviennss (92,5% TFA/2,5% 3-

MEpPKaNTOMPOMUOHOBOH KHCIOTBY/2,5% TIS/2,5% H20) nobasmsuin B konby, ComepiKaiIyro

NENTUIHYIO CMOJYy C 3aIlUINeHHONH OokoBOW membio, mpu 25 °C, U cMech NepeMelInBalu B

TedeHue 2,5 wacoB. llenTun oca’kmaiy XOJOAHBIM H30MPONMIOBbIM 3dupom (200 mi) u

uertpudyruposanu (3 muH. npu 3000 o6/mun.). IlenTunaHbl OCagOK IPOMBIBATH TPET-

OyTunmMeTHoBbIM 3(¢upom eme aBa pasza (200 mr). HeounimeHHblii nenTuz CyIInid B BAKYYMe B

TedeHue 2 4, mojiy4asi HeounieHHbli nentua (1,40 r).

[00508] 2. HeouumieHHBbIM NENTHUA OUUIIAIM C TMOMOIIBKO mpenapaTtuBHOd BIXKX

(yenosust TFA; A: 0,075% TFA B H20, B:CH3CN) ¢ noiy4eHueM nenTtuaa, 3aTeM MenTUAHOe

coenuHeHue 45 ountnanu ¢ nomouisio npenaparusaoit BOXX (ycnosus HOAC; A: 0,5% HOAC

B H20, B: ACN) ¢ nonydeHneM KOHEYHOro HpoAykTa mentupgHoro coenuneHus 45 (181 wr,

yrcrora 99,21%, HOAC) B Buzne 6eoro TBEpaoro BEIIeCTBa.

[00509] YcnoBust OUUCTKU:

YcaoBusi nepBoil 04MCTKHU

YcnoBus pacTBOpeHMUs

Pacteopenue B 30% ACN B H,O

HHcTpymMeHT Gilson GX-281
A: H,0 (0,075% TFA B H,0)
IMonBwxkHas daza
B: ACN
I'panuent 26-46-60 mun. Bpewms ynep:xanus: 40 MuH.
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxkopocTb MoToKa 20 m1/MuH.
JInmrHa BOJIHBI 214/254 um
TemnepatypHslii peskuMm Tepmoctara | S0 °C

VYcnoBust BTOPOH OUUCTKHU

YcnoBusi pacTBOpEHUs

PactBopenue B 30% ACN B H,0O

HucrpymenT

Gilson GX-281

IMonewxuas daza

A: H,0 (0,5% HOAc 8 H,0)

B: ACN

0,4M NH;Ac 25 mun., 0,5% HOAc 10 muH.,

I'paguent

30-60-50 mun. Bpems ynep:xanusi: 65 MuH.
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTp noToka 20 mu1/mMuH.
JImviHa BOJIHBI 214/254 um
TemnepatypHblii peskuM Tepmocrara | 50 °C
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[00510] Ipumep S. CuHTe3 CeJIEKTUBHBIX MeNTUAOB-aroHHCcTOB peuentopa GIP mo
HacTosimemy u3obperenuro. Coennnernue Ne 27; SEQ ID NO: 28

[00511] TlentunHOE coenuHeHue 27 CUHTE3UPOBANUA C HCIMOJIB30BAHUEM CTAHIAPTHOU
Fmoc xumumn.

[00512] 1. [Tonyuenue cmonbl: Cmony Rink Amine MBHA (1,20 mmons, 1,00 3kB., 6,00
r, Sub 0,20 mmons/r) B DMF (50 mu) nepemermuBanu ¢ N, B Teuenue 2 gacos rpu 20°C. 3arem
nob6asisinn 20% munepuand 8 DMF (80 mir) u cmech nepemernuBany ¢ N, B TeueHue 15 MuH. ripu
20°C. 3arem cmech (punbpTpoBanyu, noiydas cmony. Cmomny mpombiBanin DMF (80 mn*5) u
(bunbTpOBaAIH, MOTyYask CMOJY.

[00513] 2. Coueranue: k cmode nobdasisimu pactsop FMOC-SER(TBU)-OH (3,00 5kB.) u
HBTU (2,85 sxs.), DIEA (6,00 3xB.) 8 DMF (50 min) u nepememusanu ¢ N, B TedeHue 30 MuH.
npu 20°C. 3arem cmony npomeiBaiar DMF (80 mu*3).

[00514] 3. Cusitue 3amutsr: K cmone nobasisuiu 20% nunepunud 8 DMF (80 mut) u cmech
nepememuBanu ¢ N, B Teuenue 15 mun. npu 20°C. Cmony npombiBaniu DMF (80 mn*5) u
(uIbTPOBAIH, MOTyYask CMOJY.

[00515] 4. IToBTOpsiM cTaauu co 2 1o 3 Il CBSI3bIBAHUS CIENYIOIINX aMUHOKHUCIOT: (1-

3;22 MartepuaJsl Cas3pIBalOLIHe peareHThl
1 FMOC-PRO-OH(3,00 5kB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
2 FMOC-PRO-OH(3,00 »kB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
3 FMOC-PRO-0OH(3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
4 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
5 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
6 FMOC-SER(TBU)-OH(3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
7 FMOC-SER(TBU)-OH(3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
8 FMOC-PRO-0OH(3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
9 FMOC-LYS(DDE)-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
10 FMOC-GLN(TRT)-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
11 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
12 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
13 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
14 FMOC-TRP(BOC)-OH (3,00 5kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
15 FMOC-ASN(TRT)-OH (3,00 5kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
16 FMOC-VAL-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
17 FMOC-PHE-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
18 FMOC-ASN(TRT)-OH (3,00 5kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
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19 FMOC-AIB-OH (3,00 3kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
20 FMOC-GLN(TRT)-OH (3,00 3kB.) HATU (2,85 3kB.) u DIEA (6,00 3kB.)
21 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
22 FMOC-AIB-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
23 FMOC-ARG(PBF)-OH (3,00 5kB.) HATU (2,85 3kB.) u DIEA (6,00 3kB.)
24 FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
25 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
26 FMOC-AIB-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
27 FMOC-ILE-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
28 FMOC-SER(TBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
29 FMOC-TYR(TBU)-OH (3,00 3ks.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
30 FMOC-ASP(OTBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 3kB.)
31 FMOC-SER(TBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
32 FMOC-ILE-OH (3,00 5ks.) HBTU (2,85 sxB.) u DIEA (6,00 3kB.)
33 FMOC-PHE-OH (3,00 >xB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
34 FMOC-THR(TBU)-OH (3,00 »xB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
35 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
36 FMOC-GLU(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
37 FMOC-AIB-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
38 FMOC-N-ME-TYR(TBU)-OH (3,00 5xB.) | HATU (2,85 skB.) u DIEA (6,00 5kB.)

[00516] 5. K pactBopy DIEA (10,00 5xB.) 1 Boc20 (10,00 5kB.) B DMF (50 mu1) noasisiiun
cMmody u nepememuBaiy ¢ N, B TeueHue 1 gaca npu 20°C. 3arem cmomny npomsiBaiu DMF (80
MIT*3).

[00517] 6. AobGasmsiu 3% N,H4*H,O/DMF u ocTaBisiyiu AJisi OCYLIECTBJICHUST PEaKLIUU B
teyeHure 20 MUHYT, a 3aTeM MOBTOPsTH eine pa3. Cnusanu Bony u npombiaiu DMF (80 mn*5).

[00518] 7. IToBTOpsiIM cTaguu co 2 MO 3 AJisl CBSI3BIBAHMS CIIEAYIOMUX aMHHOKHUCIOT: (1-

43‘@ Marepuansl Cas3biBalonIHe peareHTbl
1 FMOC-AEEA-OH (3,00 5ks.) HBTU (2,85 5k8.) u DIEA (6,00 5k8.)
2 FMOC-AEEA-OH (3,00 5ks.) HBTU (2,85 5k8.) u DIEA (6,00 5k8.)
3 FMOC-GLU-OTBU (3,00 5ks.) HBTU (2,85 5k8.) u DIEA (6,00 5k8.)
4 FMOC-GLU-OTBU (3,00 5ks.) HBTU (2,85 5k8.) u DIEA (6,00 5k8.)

[00519] 7. Coueranme: k cmone pnobasmsm pactBop  18-(Tper-OyTokcm)-18-
OKCOOKTanekaHoBo# kucnotsl (2,00 skB.) 1 HOBt (2,00 5kB.), DIC (2,00 5xB.) 8 DMF (50 M) u

nepememmnBany ¢ N, B rederne 12 gacos npu 20°C. 3atem cmomny npombiBaiun DMF (80 mu*3).
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[00520] 8. Peakuuto coueTaHusi KOHTPOJIHUPOBAJIH C TIOMOIIBI0 HUHTUAPUHOBON PEAKLIUH.

[00521] PacienyieHre U OYMUCTKA MENTHIOB:

[00522] 1. Cmony nmpomeiBamn MeOH (80 mn*3) u cymmnu B Bakyyme, monydasi 12 r
nentuaHoH cMonbl.  3atem 100 mum Oydepa s pacmerenust (90% TFA/3%  3-
MEpPKanTONpONMuOHOBOH KUCHOTE/3% TIS/4% H20) npobasmsmu B konOy, Comep KalIyro
HNENTUAHYIO CMOJY € 3alIUIIEHHBIMUA OOKOBBIMH LersiMu, nipu 20°C, u cMech nepemMernuBaiy B
TedeHne 2 wuacoB. llenTwn oca)xmaiM XOJNOAHBIM H30MPONmUioBbM 3¢pupom (1000 mm) u
uerrpudyruposann (3 wmuH. npu 3000 o6/mmH.). IlenTHmHBIE OCAagOK MIPOMBIBAIN
U30TPOIUIIOBBIM 3(PHPOM elne ABa pasa. CyInin HEOUUINEHHBIN MENTHI B BAKyyMe B T€UEHUE 2
4acoB.

[00523] 2. HeounineHHBIN NMENTHI OYUINAIN C MMOMOLIbI0 mpermaparuBHod BIXKX (A:
0,075% TFA B H20, B: ACN), a 3aTeM MOBTOPHO OUHMIIAIN C IIOMOIIBIO npenapaTuBHoit BOXX
(A: 0,5% HOAc B H20, B: ACN) ¢ nony4eHueM NnenTHIHoro coeaunenus 27 (267,3 mr, yucrora
97,25%, HOAC) B Buae Oeoro TBEpIOro BELIECTBa, YTO ObUIO MOATBEPKACHO ¢ oMo b0 K X-
MC (Rt=1,637 mun.) u BOXX.

[00524] YcnoBust O4MCTKH:

YcnoBus nepBoi OUUCTKU

YcnoBus pacTBOpeHHs PactBopenue B 10% ACN-H20

HucrpymenT Gilson GX-281

A: H,0 (0,075% TFA B H,0)
IMonewxuas daza

B: ACN
I'panuent 23-53-60 mun. Bpewms ynep:xanus: 47 MuH.
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTh nmoToKa 20 m1/MuH.
JImviHa BOJIHBI 214/254 um

TemnepatypHblii pexxum Tepmoctara | 30°C

VYcnoBust BTOPOH OYUCTKU

YcnoBust pacTBOpEHUs PactBopenue B 10% ACN-H20

HncrpymenT Gilson GX-281
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A: H,0 (0,5% HOACc¢ B H,0)
IMonemxuas daza

B: ACN

0,4M NH;Ac 25 mun., 0,5% HOAc 10 muH.,
I'panuent

23-53-60 mun. Bpems ynepxanusi: 60 MUHYT
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTb noToka 20 mu/MuH.
JInHa BOJIHBI 214/254 um

TemnepatypHhblii peskum Tepmoctara | 30°C

[00525] Ipumep 6. CuHTe3 CeJIeKTUBHBIX NMeNTHAOB-aroHUCcTOB peuentopa GIP no
HacTosimemy u3o0perenuro. Coennnenne Ne 50; SEQ ID NO: 51

[00526] IlentunHoe coemuHeHre 50 CHHTE3UPOBAIN C HCIOJB30BAHHEM CTaHAAPTHOU
Fmoc xumun.

[00527] 1. TTony4enue cmonbr: Cmony Rink Amine MBHA (0,6 mmons, 1,00 skB., 1,88 T,
Sub 0,32 mmoine/T) B DMF (20 M) nepememnBaiu ¢ N, B Teduenue 2 vacos npu 20°C. 3atem
nobasisuu 20% nunepuaud B DMF (20 mut) u cmech nepemernusainy ¢ N, B TeueHue 15 MuH. npu
20°C. 3arem cmech (punmbTpoBanu, nojydvas cmoiy. Cmomay npombiBaiu DMF (20 mn*5) u
(UIbTPOBAJH, TIOTyYast CMOJIY.

[00528] 2. Coueranue: k cmote nobdasisiu pactsop FMOC-SER(TBU)-OH (3,00 3kB.) u
HBTU (2,85 »kB.), DIEA (6,00 3xB.) 8 DMF (10 M) u nepememuBanu ¢ N, B TedeHue 40 MuH.
npu 20°C. 3arem cmony npombiBaiar DMF (20 mu*S5).

[00529] 3. Cusitue 3amuthl: K cmore nobasisiiu 20% nunepunud B DMF (20 mut) u cmech
nepememuBaiu ¢ N, B Teuenue 15 mun. mpu 20°C. Cmony mpombiBasin DMF (20 ma*S) u
(UIbTpPOBANH, TIOTyYast CMOJY.

[00530] 4. TToBTOpsiIM cTaguu cO 2 1O 3 AJIsl CBSI3BIBAHMS CIIEAYIOMUX aMHUHOKHUCIOT: (1-

3;2_1 Marepuansl Cesi3pIBaomne peareHTbl
1 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
2 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
3 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
4 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
5 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
6 FMOC-SER(TBU)-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
7 FMOC-SER(TBU)-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
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8 FMOC-PRO-OH(3,00 3kB.) HBTU (2,85 3kB.) u DIEA (6,00 5kB.)
9 FMOC-SER(TBU)-OH(3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
10 FMOC-GLN(TRT)-OH (3,00 3ks.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
11 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
12 FMOC-LEU-OH (3,00 5k8.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
13 FMOC-LEU-OH (3,00 3k8.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
14 FMOC-TRP(BOC)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
15 FMOC-ASN(TRT)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
16 FMOC-VAL-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
17 FMOC-PHE-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
18 FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 skxB.) u DIEA (6,00 5kB.)
19 FMOC-AIB-OH (3,00 »xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
20 FMOC-GLN(TRT)-OH (3,00 3ks.) HATU (2,85 3xB.) u DIEA (6,00 5kB.)
21 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 skxB.) u DIEA (6,00 3kB.)
22 FMOC-LYS(DDE)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
23 FMOC-ARG(PBF)-OH (3,00 3kB.) HATU (2,85 skB.) u DIEA (6,00 5kB.)
24 FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
25 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
26 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
27 FMOC-ILE-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
28 FMOC-SER(TBU)-OH (3,00 5kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
29 FMOC-TYR(TBU)-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
30 FMOC-ASP(OTBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
31 FMOC-SER(TBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
32 FMOC-ILE-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
33 FMOC-PHE-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
34 FMOC-THR(TBU)-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
35 FMOC-GLY-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
36 FMOC-GLU(OTBU)-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
37 FMOC-AIB-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
38 FMOC-N-ME-TYR(TBU)-OH (3,00 3xB.) | HATU (2,85 3kB.) u DIEA (6,00 5kB.)

[00531] 5. K pactBopy DIEA (1 mi) u Boc20O (2 mi) B DMF (17 mut) noGasisiii cMoIy U

nepememnBanu ¢ N, B rederne 1 yaca npu 20°C. 3arem cmony npomsiaiun DMF (30 mu*3).
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[00532] 6. Hobasmsuu 3% N,H,*H,O/DMF u octaBiisiiu it OCYIECTBIICHUST PEaKLIUU B
teyeHre 20 MUHYT, a 3aTeM MOBTOpsUTH erme pa3. Cnusanu Bony u npombiaiu DMF (30 mu*5).

[00533] 7. IToBTOpsiu cTaguu co 2 1O 3 AJisl CBSI3BIBAHMS CIIEAYIOMNX aMHHOKHCIIOT: (1-

2)
Ne Martepuansl Casi3biBaloLNe peareHThl
1 FMOC-GLY-GLY-OH (3,00 3kB.) HBTU (2,85 »xB.) u DIEA (6,00 5kB.)
2 FMOC-GLY-GLY-GLY-OH (3,00 3xB.) | HBTU (2,85 sxB.) u DIEA (6,00 5kB.)

[00534] 8. Coueranue: pactBop 18-(Tper-OyToKcn)-18-0KcorekcanekaHOBOM KHUCIIOTHI
(3,00 sxB.) u DIEA (6,00 skB.), HBTU (2,85 5kB.) B DMF (15 mn) nobaBmsiin k cMone u
nepememnBanu ¢ N, B rederne 1 yaca npu 20°C. 3arem cmony npomsianu DMF (30 ma*3).

[00535] 9. Peakuuto coueTaHusi KOHTPOJIUPOBAJIHU C IOMOLIBK) HUHTUAPUHOBON PEAKLIUH.

[00536] PaciuernyieHre U O4UCTKA MENTHIOB:

[00537] 1. Ilocne cBaspiBanus cMmony npombiBanu DMF 5 pas. Ilocie nocnenseii ctanuu
cmony mnpombiBaiu MeOH 3 pasa u cymmnmu B BakyyMme. 3aTeM MENTUAHYIO cMmoiny (4 r)
oOpabarbiBanu  KOkTeitnem  ans  pacumerienns (40w,  92,5%  TFA/2,5%  3-
MEpKanToNnponuoHoBor  kucnotsy/2,5% TIS/2,5% H20) B Teuenue 2,5 wuacos. Ilentun
KOHLIEHTPUPOBAIM TIPU TOHWKEHHOM JAABIEHHUM U OCAXAAJIH XOJIOAHBIM H30INPOMUIOBBIM
3¢upoM, GUIBTPOBAIIN U 1BAXK/IbI TPOMBIBAJIN H30MPOIMIOBBIM 3(HPOM, mojydast 1,5 r ocraTka.

[00538] 2. HeouuIueHHbIH MEeNTUI OYHMINAIA C MOMOIIbI mpenapatuBHOH BOXKX (A:
0,075% TFA B H20, B: ACN), a 3aTeM MOBTOPHO OYHMIIAJIU C IIOMOIIBIO MpenapaTuBHoit BOXKX
(A: 0,5% HOAc B H20, B: ACN) ¢ nonydeHuem nentuaHoro coenunenus S0 (88 mr, umcrora
98,60%, HOAC) B Buze Oeoro TBEpAOro BEIIECTBa, YTO ObUIO MOATBEPIKAEHO ¢ MOMOLIbI0 XK X-
MC (Rt=1,630 mun.) u BOXX (Rt=13,029 mun.).

[00539] YcnoBust OUUCTKH:

YcaoBust nepBoi 0YMCTKH

YcnoBust pacTBOpEHUsI PactBopenue B 10% TFA B H,O

HUncTpymeHT Gilson GX-281

A: H,0 (0,075% TFA B H,0)
IMonsmxHas daza

B: ACN

I'papuent 32-52-60 mun. Bpewms ynep:xanusi: 60 MuH.

Gemini, 10 wmxMm, CI18 110A+luna, C18,10 mxm,100A

50MM*25MmMm

Komnounka

CxopocTb MoTOKa 20 mu1/MuH.
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JInmvHa BOJTHBI 214/254 um
TemnepatypHbIit pexUM
50°C
TepMocTaTa

YcnoBust BTOPOU OYUCTKHU

YcnoBust pacTBOpPEHHUs PactBopenue B 20% ACN B H,0O

HUncTpymMeHT Gilson GX-281

A: H,0 (0,5% HOAc B H,0)
IMonsmxHas daza

B: ACN
0,4M NH,Ac 25 mun., 0,5% HOAc 10 mus., 30-60-60 MuH.
I'panuent
Bpewms ynepxxanus: 13 Mun.
Gemini, 10 wmxMm, CI18,110A+luna, C18,10 wmxm,100A
Kononka
50MmM*25MM
CxopocTb 1oToka 20 mMa/MuH.
JlmuHa BOJIHBI 214/254 um
TemnepaTypHblii €KUM
patyp p 300C
TepMocTaTa

[00540] Ipumep 7. CuHTe3 CeJIEKTUBHBIX MeNTHAOB-aroHucToB peuentopa GIP mo
HacTosimemy u3ooperenuro. Coennnenue Ne 41; SEQ ID NO: 42

[00541] TlentunHOoe coenuuenue 41 CUHTE3MPOBANUA C HCIOJb30BAHUEM CTaHIAPTHOM
Fmoc xumuu.

[00542] 1. [Tony4enue cmodbr: k cmonie 2-CTC (800 mr, 0,400 mmogs, 1,00 skB., Sub 0,50
MMoub/T) pobasmsin Fmoc-Gly-OH (119 mr, 0,400 mmons, 1,00 3xB.) u DIEA (207 wmr, 1,60
MMoib, 0,279 mit, 4,00 s3kB.) B DCM (5,00 mi1). CMmech nepemernnBaiu ¢ N, B TedueHUe 2 4 mpu
25°C, 3zarem nobasnsuin MeOH (0,800 mur), mepemermuBaiu ¢ N, emne B Tedenne 30 mun. Cmoiy
npombBaiit DMF (30,0 mut * 5). 3atem nobasnsum 20% nunepunud B DMF (30,0 mu) u cmech
nepememuBaiu ¢ N, B Tedenue 15 mun. mpu 25°C. 3aTem cMech GUIBTPOBAIH, MTOJydast CMOJY.
Cwmony npomeiBai DMF (30,0 Mt * 5) u ¢punmpTpoBay, monyyasi CMOJY.

[00543] 2. CesasbiBanue: PactBop Fmoc-Lys(Boc)-OH (562 wr, 1,20 mmons, 3,00 3kB.),
DIEA (310 wmr, 2,40 mmonb, 0,418 mu, 6,00 skB.) u HBTU (432 wmr, 1,14 mmons, 2,85 skB.) B DMF
(5,00 mur) moGasusiu k cMoute U nepemMernnsain ¢ N, B TeueHue 30 munyT nipu 25°C. 3aTtem cmomy
npombiBat DMF (30,0 mi *5)



00544] 3. Cusrue 3amutel: K cmone nodapmsiin 20% nunepuaud B8 DMF (30,0 M) u
P
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cMmech nepemMeninbanu ¢ N, B TedeHue 15 mun. npu 25°C.

[00545] 4. TloeTopsutu cTanuu 2 U 3 1Tt CBSI3BIBAHMSI CIIEAYOIINX aMUHOKUCIOT: (1-29):

Ne Marepuansl Casi3biBalomue peareHTbl

1 FMOC-GLN(TRT)-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
2 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
3 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
4 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
5 FMOC-TRP(BOC)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
6 FMOC-ASN(TRT)-OH (3,00 »xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
7 FMOC-VAL-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
8 FMOC-PHE-OH (3,00 »xB.) HBTU (2,85 skB.) u DIEA (6,00 5xB.)
9 FMOC-LYS(DDE)-OH (3,00 3ks.) HBTU (2,85 skB.) u DIEA (6,00 3kB.)
10. | FMOC-AIB-OH (3,00 skB.) HATU (2,85 sxB.) u DIEA (6,00 3kB.)
11. | FMOC-GLN(TRT)-OH (6,00 5x5.) HOAT (6,00 sxB.) u DIC (6,00 5kB.)
12. | FMOC-ALA-OH (3,00 5xB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
13. | FMOC-AIB-OH (3,00 3kB.) HATU (2,85 sxB.) u DIEA (6,00 5kB.)
14. | FMOC-ARG(PBF)-OH (6,00 5kB.) HATU (5,70 sxB.) u DIEA (12,0 5xB.)
15. | FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
16. | FMOC-LEU-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
17. | FMOC-ALA-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
18 | FMOC-ILE-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
19 | FMOC-SER(TBU)-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
20 | FMOC-TYR(TBU)-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
21 | FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
72 | FMOC-SER(TBU)-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
23 | FMOC-ILE-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
24 | FMOC-PHE-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
25 | FMOC-THR(TBU)-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
76. | FMOC-GLY-OH (3,00 5kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
27 | FMOC-GLU(OTBU)-OH (6,00 5kB.) HOAT (6,00 3xB.) u DIC (6,00 5kB.)
28 | FMOC-AIB-OH (3,00 >kB.) HATU (2,85 3xB.) u DIEA (6,00 3kB.)
729 | FMOC-N-ME-TYR(TBU)-OH (4,00 5x8.) | HATU (3,80 5kB.) u DIEA (8,00 5kB.)

[00546] 5. Coueranne: Boc2O/DIPEA/DMF (10/5/85) 30,0 man B Teuenue 30 MuH., 3aTeM
cmody npomsiBaii DMF (30,0 mu * 5).
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[00547] 6. Cusitue 3amuthl: Dde o6pabateiBanu rugpazuarugparom/DMF (3/97) 30,0 mu
B TeueHne 30 MuH., 3aTeM cMoiy npombiBaid DMF (30,0 ma * 5).

[00548] 7. IloBTOpsutu cTanuu 2 U 3 1T CBS3BIBAHUS CIEAYIOLINX aMUHOKHUCIOT: (1-5):

1 | Fmoc-AEEA-OH (3,00 5kB.) HBTU (2,85 5k5.) 1 DIEA (6,00 5kB.)
2 | Fmoc-AEEA-OH (3,00 5ks.) HBTU (2,85 5k5.) 1 DIEA (6,00 5kB.)
3 Fmoc-Glu-OtBu HBTU (2,85 skB.) u DIEA (6,00 3kB.)
4 Fmoc-Glu-OtBu HBTU (2,85 skB.) u DIEA (6,00 3kB.)

18-(Tper-OyTokcn)-18-
5 HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
OKCOOKTajiekaHoBast kucioTta (3,00 3kB.)

[00549] PaciuernyieHre U O4HUCTKA MENTHIOB:

[00550] 1. Cmony npombiBanu MeOH (30 mn*3) u cymmnu B Bakyyme, nonydas 3,00 r
nentugHoit cmonbl. 3atem 30,0 mn Oydepa pna pacmeruenus (92,5% TFA/2,5% 3-
MEpPKanTOnpOnuOHOBON KHCIoThl/2,5% TIS/2,5% H20) nobasnsnu B koj0y, ComepiKaliyro
HNEeNTUIHYI CMOJY C 3aluIeHHOW OokoBoH uenbto, npu 25 °C, u cMech NepeMelInBaIn B
TedeHne 2,5 wacos. IlenTwn ocakmaiM XOJNOAHBIM H30MPONIIOBBIM 3dupom (200 M) u
nentpudpyruposamu (3 muH. mpu 3000 o6/mmn.). IlenTunHbli OCamOK NPOMBIBAIH TPET-
OyTUIMeTHIIOBBIM 3(¢upoM erne nBa pasa (200 mut). HeounineHHbIi nenTuy Cymar B BAKyyMe B
TeueHue 2 4, monaydvasi HeouneHHbiit nentun (1,20 r).

[00551] 2. HeouwuieHHBIH MeNTUA OYHINAIH C TOMOIIBIO mpernaparuBHOd BOIXXX
(ycnoBust TFA; A: 0,075% TFA B H20, B:CH3CN) ¢ nony4yeHueM MeNTUAA, 3aTeM MENTHI
ounmanu ¢ nomoinp npenapatusaoii BOXX (ycnosus HOAC,; A: 0,5% HOAC B H20, B:
ACN) ¢ nony4yeHneM KOHEYHOTro MPOAyKTa nentuaHoro coequHenus 41 (120 mr, uncrora 96,8%,
HOAC) B Buzne 6e10ro TBEpAOro BeIecTBa.

[00552] YcnoBust O4UCTKU:

YcaoBust nepBol 0YMCTKH

YcnoBust pacTBOpEHUsI PactBopenne B 20% ACN B H,0
HUncTpymeHT Gilson GX-281
IMonsmxHas daza A: H,0 (0,075% TFA B H,O) unmu B: ACN
I'panuent 23-53-60 mun. Bpewms ynepxanus: 40 MuH.
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTb MoTOKa 20 My1/MHuH.
JImvHa BOJTHBI 214/254 um

TemnepaTypHbI pexuUM
50 °C
TEPMOCTATA

YcaoBust BTOpOil 04YHCTKH

YcnoBust pacTBOpEHHUs PactBopenne B 20% ACN B H,0
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HNHcTpymeHT Gilson GX-281

A: H,0 (0,5% HOAc B H,0)
IMonsmxHast dasza

B: ACN

0,4M NH Ac 25 mun., 0,5% HOAc 10 mun.,
I'panuent

26-46-50 mun. Bpewms ynepxanusi: 70 MuH.
Kononka Luna 10 mxm, C18, 100A+Gemini 5 mxm, C18, 110A
CxopocTb NoTOKa 20 mu/MuH.
JInHa BOJIHBI 214/254 um

TemnepaTypHbI pexuM
50 °C
TEPMOCTATA

[00553] Ipumep 8. CuHTe3 CeJIeKTUBHBIX MeNTHAOB-aroHHuCcTOB peuentopa GIP no
HacTosimemMy u3o0pereHuro. Coennnenue Ne 294; SEQ ID NO: 295

[00554] IlenTtunHoe coenuHeHHe 294 CHUHTE3UPOBAIM C MCIOJb30BAHUEM CTAaHIAPTHOU
Fmoc xumun.

[00555] 1. ITpuroroBnenue cmonbl: k cmosie 2-CTC (1,20 r, 0,600 mmons, 1,00 skB., Sub
0,50 mmons/r) nobasssiu FMOC-GLY-OH (179 wmr, 0,600 mmous, 1,00 5kB.) u DIEA (310 wr,
2,40 mmoub, 0,40 mi, 4,00 s5xB.) B DCM (10 mi1). Cmech nepemennnBanu ¢ N, B TeueHHe 2 U MPU
25°C, 3arem nodasnsiiu MeOH (1,20 mut), nepemernuBanu ¢ N, eme 30 muH. CMoJy pOMBIBAIH
DMF (20 ma * 5). 3atem nobasisiiu 20% nunepuaud B8 DMF (20 mit) u cMeCh epeMenInBaii C
N, B Treuenue 15 mun. npu 25°C. 3atem cmech GUIBTPOBAJIH, TOTy4asi cMosy. CMOJTy MPOMBIBAJIH
DMF (20 mx * 5) u punpTpoBaiy, nmoyuyyasi CMOJY.

[00556] 2. Coueranue: pactBop FMOC-ARG(PBF)-OH (1,17 1, 1,80 mmons, 3,00 3kB.),
DIEA (465 wmr, 3,60 mmoub, 0,60 mut, 6,00 3xB.) u HBTU (646 wmr, 1,71 mmonns, 2,85 3xB.) B DMF
(10 mu) nobasnsim Kk cMoJie U nepemernuBaiu ¢ Ny B Tederne 35 muH. nipu 25°C. 3arem cmomy
npombiBaiit DMF (20,0 mi *5)

[00557] 3. Cusitue 3amuthr: K cMmorne nobasisuiu 20% nunepunud B DMF (20 mut) u cmech
nepemetuBaiu ¢ N, B reuenue 15 mun. npu 25°C.

[00558] 4. TToBTOpsiIM cTaguu co 2 1O 3 sl CBSI3BIBAHMS CIIEAYIOMUX aMHHOKHUCIOT: (1-

2.]9‘{2_1 Marepuansl Cesi3bIBaloLHe peareHThl

1 FMOC-GLN(TRT)-OH (3,00 3ks.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
2 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
3 FMOC-LEU-OH (3,00 3kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
4 FMOC-LEU-OH (3,00 3k8.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
5 FMOC-TRP(BOC)-OH (3,00 3kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
6 FMOC-ASN(TRT)-OH (3,00 3xB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
7 FMOC-VAL-OH (3,00 3kB.) HBTU (2,85 skB.) u DIEA (6,00 5kB.)
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8 FMOC-PHE-OH (3,00 3kB.) HBTU (2,85 5kB.) u DIEA (6,00 5kB.)
9 FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
10 FMOC-AIB-OH (3,00 3xB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
11 FMOC-GLN(TRT)-OH (3,00 3ks.) HATU (2,85 3xB.) u DIEA (6,00 3kB.)
12 FMOC-ALA-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
13 FMOC-AIB-OH (3,00 3xB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
14 FMOC-ARG(PBF)-OH (3,00 3kB.) HATU (2,85 3xB.) u DIEA (6,00 3kB.)
15 FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
16 FMOC-LYS(DDE)-OH (3,00 3ks.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
17 FMOC-AIB-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
18 FMOC-ILE-OH (3,00 3kB.) HATU (2,85 3xB.) u DIEA (6,00 5kB.)
19 FMOC-SER(TBU)-OH (3,00 5kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
20 FMOC-TYR(TBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 5kB.)
21 FMOC-ASP(OTBU)-OH (3,00 3kB.) HBTU (2,85 sxB.) u DIEA (6,00 3kB.)
22 FMOC-SER(TBU)-OH (3,00 3xB.) HBTU (2,85 3xB.) u DIEA (6,00 5kB.)
23 FMOC-ILE-OH (3,00 5kB.) HATU (2,85 skB.) u DIEA (6,00 5kB.)
24 FMOC-PHE-OH (3,00 »xB.) HATU (2,85 sxB.) u DIEA (6,00 5kB.)
25 FMOC-THR(TBU)-OH (3,00 3xB.) HATU (2,85 sxB.) u DIEA (6,00 5kB.)
26 FMOC-GLY-OH (3,00 3kB.) HATU (2,85 sxB.) u DIEA (6,00 3kB.)
27 FMOC-GLU(OTBU)-OH (4,00 5kB.) HATU (3,80 sxB.) u DIEA (8,00 3kB.)
28 FMOC-AIB-OH (3,00 3xB.) HATU (2,85 sxB.) u DIEA (6,00 3kB.)
29 FMOC-N-ME-TYR(TBU)-OH (3,00 3xB.) | HATU (2,85 skB.) u DIEA (6,00 5kB.)

[00559] 5. K pactBopy DIEA (2 mu1) 1 Boc20 (4 mi1) B DMF (34 mu1) noGasiisiiii cMoJy U

nepememnBau ¢ N; B rederne 1 yaca mpu 20°C. 3arem cmony npomsiaiu DMF (30 mi*3).

[00560] 6. HobGasmsuiu 3% N,H4*H,O/DMF u ocTaBisiiu 1Jist OCYIECTBIICHUS] PEaKIUU B

tedeHne 20 MUHYT, a 3aTeM MOBTOPsUTH eie pa3. Cnusanu Bony u npombiaiu DMF (30 mn*5).

[00561] 7. TToBTOpsiIM cTaguu cO 2 1O 3 AJIsl CBSI3BIBAHMS CIIEAYIOMUX aMHHOKHUCIOT: (1-

2)
Ne Marepuansl Casi3piBaloIye peareHTbl
1 FMOC-GLY-GLY-OH (3,00 3kB.) HBTU (2,85 >xB.) u DIEA (6,00 5kB.)
2 FMOC-GLY-GLY-GLY-OH (3,00 3xB.) | HBTU (2,85 3xB.) u DIEA (6,00 3kB.)

[00562] 8. Coueranue: pactBop 18-(Tper-OyTOKCcH)-18-0OKCOreKCcaneKaHOBOH KHUCIOTHI
(3,00 skB.) u DIEA (6,00 skB.), HBTU (2,85 5kB.) B DMF (15 mn) nobaBmsuin Kk cMose U

nepememnBanu ¢ N, B rederne 1 yaca npu 20°C. 3arem cmony npomsiaiu DMF (30 mu*3).

[00563] 9. Peakuuto coueTaHusi KOHTPOJIUPOBAJIH C TIOMOIIBI0 HUHTUAPUHOBON PEAKLIUH.
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[00564] Pacienyienre U OYNUCTKA MENTHIOB:

[00565] 1. Ilocne cBsizpiBanust cmouty nipombiBasii DMF 5 pas. Tlocne nocnenneit cranuu
cmoiny npombiBaii MeOH 3 pasa u cymmnm B BakyyMme. 3areM nenTuaHyro cmoiy (3,8 r)
obpabateiBanu cMechro s pacimervierns (40 v, 92,5% TFA/2,5% 3-MepkanTornponuoHOBOH
kucnorel/2,5% TIS/2,5% H20) B Tteuenme 2,5 dacos. llenTtup KOHIEHTPUPOBAIHM NPU
NOHI)KEHHOM MaBJIEHUH U OCAXJAIHU XOJIOAHBIM H30MPONUJIOBBIM 3GHUpPOM, (UIBTPOBATH U
IBAKIbI POMBIBAJIN U30TIPOITMIOBEIM 3(pupom, noiyyast 1,4 r ocTaTka.

[00566] 2. HeounineHHbIl NMENTHI OYUINAIN C MOMOLIbI0 mpemaparuBHoi BOXKX (A:
0,075% TFA B H20, B: ACN), a 3aTeM MOBTOPHO OUHIIAIN C IIOMOIIBIO MpenapaTuBHoit BOXX
(A: 0,5% HOAc B H20, B: ACN) ¢ nonyuenuem coenunenus 294 (287,2 mr, uncrora 98,74%,
HOAC) B Buge Oenoro tBepnoro Bemectsa, 4ro O0bu1o noarsepsxkaeHo XKX-MC (Rt=1,605 mun.)
u BOXX (Rt=11,541 mun.).

[00567] YcaoBusi OUUCTKU:

YcnoBus nepBoi OUUCTKU

VYcnoBus pacTBOpeHus Pacreopenue B 10% TFA B H,0

HucTpymeHT Gilson GX-281

A: H,0 (0,075% TFA 5 H,0)

IMonswxHas daza

B: ACN
I'panuent 23-53-60 mun. Bpems ynep:xanus: 39 MuH.
Gemini, 10 wmxMm, CI18 110A+luna, C18,10 mxm,100A
Kononka
50MM*25Mm
CkopocTb NMOTOKa 20 mu1/MuH.
JImuHa BOJTHBI 214/254 um
TemnepaTrypHbBIH pexKUM
paTyp Y 500C
TepMocTaTa
YcnoBust BTOPOH OYUCTKHU
YcnoBust pacTBOpEHUs PactBopenue B 20% ACN B H,O
HUncrpymenT Gilson GX-281

IMonsmxuas daza A: H;0 (0,5% HOAc B H,0)
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B: ACN

0,4M NH4Ac 25 mun., 0,5% HOAc 10 mun., 30-60-60 muH.
I'panuent

Bpewms ynepxanus: 11,57 mun.

Gemini, 10 wmxMm, CI18 110A+luna, C18,10 mxm,100A
Kononka

50MM*25MMm

TepMocTaTa

CxopocTb MoTOKa 20 mur/mMuH.
JlnmuHa BOJTHBI 214/254 um
TemnepaTypHBbII pexUM

30°C

[00568] B mpuBeneHHOlN Hmke Tabiume 3 MepedYUCIeHbl WUIOCTPATUBHBIE MENTHIbI-

ArOHUCTBI PEUCIITOPA GIP, MOJIY4YCHHBIE B COOTBETCTBUU CO CHOCO6aMI/I, OINMCaAHHBIMH B

npumepax 1-8.
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[00569] buonoruyeckue npumepbl

[00570] CriocobOsI mpoBeneHust aHAIU30B CBsi3biBanus perentopos GIP u GLP, ananusos
UHTUOMPOBAHUS PBOTHI, PBOTHI M TOLTHOTHI, BBI3BAHHBIX PA3JIMYHBIMU PA3APAKUTEISIMH, B TOM
Yyclie PBOTOH, BbI3BAHHOH JIEKAPCTBEHHBIMH CPEICTBAMH MM XHUMHOTEpamnuel, MOoApOOHO
onmcanbl B MexxnyHaponuoi 3asiske PCT Ne PCT/JP2018/013540, nomanHoii 30 mapta 2018 .,
Ha CTpaHULAx ¢ 213 o 255, ¥ NOJHOCTBIO BKJIFOUEHBI B JAHHBIN TOKYMEHT OCPEACTBOM CCBUIKH.

[00571] ITpumep 9. OueHKa AKTUBHOCTH MENTHAHOr0 aroHucTa B oTHomeHuu GIPR
yesiopeka H GLP1R yesioBexka myTemM H3MepeHHs] BHYTPHKJIETOYHOro HaKkomieHusi ”AM®

[00572] Ananu3 GIPR

[00573] Knerku HEK-293T, cBepxakcnpeccupytrouue noiaHopasmepsbiii GIPR gyenoseka
C TOCJIEAOBATENbHOCTBIO, HAEHTUYHON HOMepy noctyna GenBank NM 000164, ¢ N-koH1eBoit
merkoii FLAG, npuoOperator y Multispan, Inc (XeifiBopa, wmrar Kamudpopnus). Knerku
KYJIbTUBUPYIOT B COOTBETCTBHU € MPOTOKOJIoM mnpoussoautens B DMEM c¢ 10% deranpHOM
Oblubell CHIBOPOTKOM M 1 MKI/MJI NMypOMHUIIMHA M XPaHAT B 3aMOPOXKEHHBIX aJMKBOTaxX MAJIs
UCIIONIb30BAHUS B Ka4eCTBE T'OTOBBIX K aHAJIN3Yy KJIETOK. B NeHb aHanm3a KJIeTKU BBIHUMAIOT U3
MOpPO3WJIBHOH KaMepsl, JBaXKAbl NpoMbIBalOT B 1x Oydepe Kpebca-Punrepa (Zenbio, Research
Triangle Park, mrrar CeBephast Kaponuna) u HOBTOPHO CYCIIEHAUPYIOT 10 KOHIEHTpauuu 4% 103
kietok/mia B 1x Oygepe Kpebca-Punrepa. 50 v uccnenyemoro coenunenus B 100% JIMCO c
KOHEYHBIM IHANa30HOM KoHieHTpauuii or 3x10710-508x10°15 M pasnuBaroT € MOMOLIBIO
aKyCTHUYECKOro no3aropa B Oenble 384-TyHOYHbIE MOJMIIPONMIICHOBBIE IUIAHIIETHI MAJIOrO
obbema (Corning, TwrokcOepu, mrar Maccadycerc) ¢ mocneayromum gobasienreM 4 x 103
KJIETOK Ha JIyHKY oOmmm obbemom 10 M. Kinetku mHKyOUPYIOT C HCCIIeyeMbIM COSTUHEHUEM
B TeueHUe | yaca Mpu KOMHATHOH TeMIiepaType B TEMHOTE U HU3MepstoT HakoruieHue tAM® ¢
ucroib3oBaHueM Habopa s aHamm3a TAM® Cisbio HiRange (Bendopa, mrar Maccauycetc) B
COOTBETCTBUH C MPOTOKOJIOM MPOU3BOAUTENS. AHTUTENO K HAM® u peareHTsI [isi MeueHus d2-
HAM®, pa3BeneHHbIe B Oydepe st Tu3uca/ IeTeKTHPOBAHUS, UHKYOUPYIOT B TEMHOTE B TEUCHUE
1 yaca u pesynbTaThl H3MEPSIOT Ha ruiaHmer-punepe Envision (Perkin Elmer, Yoarem, mrar
Maccauycerc). lanHble HOpMaH30BaHbI ¢ ucnojib3oBanueM 1| HM GIP kak 100% akTUBHOCTH U
omHoro JIMCO kak 0% axkTHBHOCTH.

[00574] Knerku HEK-293T, cBepxsKclpeccHpyOIINe MMOJTHOPa3MEPHBIN UeoBeuecKUuil
GLP-1R ¢ mocnenoBaTebHOCTBIO, UASHTHYHON HOMepy noctyma GenBank NM 002062, ¢ N-
koHueBoit metkoii FLAG, moxxuao npuodpectu y Multispan, Inc (XetiBopa, mrat Kamudophus).
Knerku KyJabTHBUPYIOT B COOTBETCTBUM C MpoTokosioM mnpousBoautens B DMEM c 10%
(eTanpHOMN ObIUbEll CBIBOPOTKON M 1 MKI/MII Iy pOMHLIMHA U XPAHAT B 3aMOPOKEHHBIX AJIMKBOTAX
IUTSL UCTIOIb30BAHMUS B KAUECTBE F'OTOBBIX K aHAJN3Y KJIETOK. B IeHp aHanmm3a KIETKH BBIHUMAIOT
U3 MOPO3UJIbHON KaMepbl, TBAKIbI MPOMBIBAIOT B 1X Oydepe Kpebdca-Punrepa (Zenbio, Research
Triangle Park, mrrat CeBeprast KaponiHa) v MOBTOPHO CYCIEHIUPYIOT 0 KOHUEHTpauu 4x 103
kietok/mn B 1x Oydepe Kpebca-Punrepa. S0 mn uccnenyemoro coenunenus B 100% JIAMCO c
KOHEUYHBIM IHAMa30HOM KOHUeHTpauuii or 1x10°¢ mo 1,69x101! M pasnuBarT ¢ MOMOIIBIO

aKyCTHUYECKOro no3aropa B Oenblie 384-TyHOUYHBIE TOJUMPONMUICHOBBIE IUIAHIIETHI MAajioro
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oobema (Corning, TrrokcOepu, mrat Maccadycerc), a 3atem nobdasinenuneM 4 x 107 kinerok Ha
JIyHKY obmuM oobeMoM 10 Mk, KieTkn HHKYOHPYIOT ¢ HCCiIenyeMbIM COETMHEHUEM B TEUSHHE
]l yaca mpu KOMHATHOM TemmepaType B TEMHOTE U M3MeEpsAOT HakomieHne LHAM® c
ucronb30BaHueM Habopa s aHanmm3a TAM® Cisbio HiRange (bendopa, mrar Maccauycerc) B
COOTBETCTBUH C NMPOTOKOJIOM Mpou3BoauTesst. AHTUTENO K TAM® u peareHTh! st MeueHust d2-
HAM®, pa3BeneHHbIe B Oydepe At Tu3uca/ IeTeKTHPOBAHUS, HHKYOUPYIOT B TEMHOTE B TEUECHUE
1 gaca u pesynbTaThl M3MepsIOT Ha rutaHmer-punepe Envision (Perkin Elmer, Yonrem, mrar
Maccauycerc). JlanHble HOpMaTu30BaHbI ¢ ucnoiab3oBanueM | HM GLP-1 kak 100% akTuBHOCTH
u onHoro IMCO kak 0% akTUBHOCTH.

[00575] Tabnuna 4. CenexkruBHas aktuBanus peunentopa GIP pasnuyabIME nenTuaamu-

aronucramiu perenrtopa GIP no Hacrosmemy n3o0peTeHHo

Coentenie EC50 uAM® GIPR | 0 HAMP OLPIR
No SEQID NO: yenoseka, HEK293T (HM) enopexa, HEK295T
(M)

1 2 0.0004 10,4713
2 3 0,0003 524,8075
3 4 0,0006 10,4713
4 5 0,001 38,0045
5 6 0.0007 123,0269
6 7 00004 83.1764
7 8 0,0004 588.8437
8 9 0,0003 41,4477
0 10 0,0004 7,9433
10 11 0,0002 37,1535
1 12 0,0003 1000
12 13 0,0002 954,9926
13 14 0,0004 48,9779
14 15 0,0003 171,7908
15 16 0,0003 35,8922
16 17 0,0004 35,0752
21 22 0,0004 34,6737
22 23 0,0005 524,8075
23 24 0,0003 50,1187
24 25 0,0004 190,5461
25 26 0,0019 144,544
26 27 0,0003 38,9045
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27 28 0,0004 87,0964
28 29 0,0003 20,893
29 30 0,0004 416,8694
30 31 0,00006 104,7129
31 32 0,0003 169,8244
32 33 0,0003 1000
33 34 0,0008 436,5158
34 35 0,0004 1000
35 36 0,0007 89,1251
36 37 0,0007 87,0964
37 38 0,0005 44,6684
38 39 0,0006 45,7088
39 40 0,0017 13,1826
40 41 0,0007 5,6

41 42 0,0011 13,8038
42 43 0,0008 5,4954
43 44 0,001 61,6595
44 45 0,0017 10,7152
45 46 0,0006 8,2224
46 47 0,0003 104,7129
47 48 0,0008 1479108
48 49 0,0007 87,0964
49 50 0,00006 107,1519
50 51 0,0007 20,4174
51 52 0,00006 14,7911
52 53 0,0005 16,9824
53 54 0,0005 47,863
54 55 0,00006 120,2264
55 56 0,0009 741,3102
56 57 0,00006 >1000
57 58 0,00006 >1000
58 59 0,0004 >1000
59 60 0,0005 >1000
60 61 0,0003 100
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61 62 0,0007 >1000
62 63 0,0004 >1000,0000
63 64 0,0002 75,8578
64 65 0,0002 109,6478
65 66 0,001 40,738
66 67 0,0008 32,3594
67 68 0,0013 33,8844
68 69 0,0007 >1000,0000
69 70 0,0008 102,3293
70 71 0,0002 43,6516
71 72 0,0003 34,6737
72 73 0,0005 43,1519
73 74 0,0003 363,0781
74 75 0,0005 467,7351
75 76 0,0005 549,5409
76 77 0,0006 28,8403
77 78 0,0003 16,9824
78 79 0,0003 26,9153
80 81 0,0003 114,8154
81 82 0,0002 33,8844
82 83 0,0003 17,378
83 84 0,0007 66,0693
84 85 0,0002 58,8844
85 86 0,0004 41,6869
86 87 0,0003 58,8844
87 88 0,0004 >1000,0000
88 89 0,0004 13,4896
89 90 0,0004 42,658
90 91 0,0005 72,4436
91 92 0,0005 30,903
92 93 0,00006 36,3078
93 94 0,00006 29,5121
94 95 0,00006 63,0957
95 96 0,0004 17,378
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96 97 0,0003 9,5499
97 08 0,0006 52,4807
08 99 0,0004 112,2018
99 100 0,0005 478,6301
100 101 0,0006 >1000,0000
101 102 0,0009 39,8107
102 103 0,0005 117,4898
103 104 0,0017 29,5121
104 105 0,0005 66,0693
105 106 0,0005 562,3413
106 107 0,0004 12,0226
107 108 0,0004 45,7088
108 109 0,0002 41,6869
109 110 0,0004 204,1738
110 111 0,0003 100
111 112 0,0001 14,1254
112 113 0,0003 21,3796
113 114 0,0003 13,4896
114 115 0,0001 11,749
115 116 0,0003 40,738
116 117 0,001 109,6478
117 118 0,002 44,6684
118 119 0,0007 91,2011
119 120 0,0009 50,1187
120 121 0,0003 15,8489
121 122 0,0005 89,1251
122 123 0,0008 3,5481
123 124 0,0005 74,131
124 125 0,0003 123,0269
125 126 0,0005 19,9526
126 127 0,0004 30,903
127 128 0,0007 63,0957
128 129 0,0009 7,2444
129 130 0,0004 114,8154
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130 131 0,0003 95,4993
131 132 0,0004 151,3561
132 133 0,0009 66,0693
133 134 0,0012 58,8844
134 135 0,00006 169,8244
135 136 0,0007 8,3176
136 137 0,0007 63,0957
137 138 0,0013 3,4674
138 139 0,0008 2,0417
139 140 0,0015 8,9125
140 141 0,0007 3,9811
141 142 0,0005 5,2481
142 143 0,0004 158,4893
143 144 0,0004 4,8978
144 145 0,0009 15,1356
145 146 0,0018 9,3325
146 147 0,0008 7,0795
147 148 0,0008 1,6596
148 149 0,0004 8,7096
149 150 0,0007 15,8489
150 151 0,0004 13,4896
151 152 0,0003 5,0119
152 153 0,00006 33,1131
153 154 0,0003 6,7608
154 155 0,0003 8,9125
155 156 0,0008 85,1138
156 157 0,0013 10,2329
157 158 0,0003 436,5158
158 159 0,0005 338,8442
159 160 0,0009 11,749
160 161 0,0003 537,0318
161 162 0,0001 85,1138
162 163 0,0004 588,8437
163 164 0,0002 2187762
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164 165 0,0002 >1000
165 166 0,0001 >1000
166 167 0,0005 74,131
167 168 0,0009 38,0189
168 169 0,0009 16,5959
169 170 0,0008 177,8279
170 171 0,0005 61,6595
171 172 0,00006 83,1764
172 173 0,0011 93,3254
173 174 0,0003 104,7129
174 175 0,0004 47,863
175 176 0,0007 58,8844
176 177 0,0003 40,738
177 178 0,0003 100
178 179 0,0006 186,2087
179 180 0,0008 2,884
180 181 0,0009 5,7544
181 182 0,0004

182 183 0,0525 213,7962
183 184 0,0007 162,181
184 185 0,0005

185 186 0,001 1000
186 187 0,0003 1000
187 188 0,0032 562,3413
188 189 0,0019 131,8257
189 190 0,0011 2187762
190 191 0,0005 97,7237
191 192 0,0032 97,7237
192 193 0,0002 177,8279
200 201 0,00006 77,6247
201 202 0,0009 61,6595
202 203 0,0042 2,5119
203 204 0,0013 4,1687
204 205 0,0003 6,6069
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205 206 0,0008 33,1131
206 207 0,0004 26,3027
207 208 0,0004 36,3078
208 209 0,0003 9,3325
209 210 0,0004 20,893
210 211 0,0003 10,7152
211 212 0,0005 23,4423
212 213 0,0003 42,658
213 214 0,0011 40,738
214 215 0,0014 28,8403
215 216 0,0005 61,6595
216 217 0,0005 79,4328
217 218 0,0006 134,8963
218 219 0,0005 38,0189
219 220 0,0008 17,378
220 221 0,0005 0,3802
293 294 0,0004 128,825
294 295 0,0009 38,9045

[00576] B Tabnuie 4 npeacraBiieHa CeJIEKTUBHAS CBSI3bIBAIOIINASI AKTUBHOCTD MENTHUIOB-
aronuctoB GIPR o Hactosmemy uzodpereruro. Kak MOXHO BUAETD, PECTaBIEHHbIE B JAHHOM
JOKYMEHTEe TenTHIHble coenuHeHusi umMeroT otHomeHuss ECsg tAM® GLPI1R uyenosexka/ECsg
uAM® GIPR uyenoseka B muamnazone ot okojo 800 mo oxosno 10000000, yto yka3bpIBaeT Ha
HEBEPOSITHO CEJICKTUBHYKO CBSI3bIBAIOINYK aKTUBHOCTH aroHucrta GIPR. BonbmuncTBO
nenTuAHbIX coenuHeHuii-aronuctoB GIPR nemonctpupyror orHomenus ECso tAM® GLPIR
yejoBeka/ECsp tAM® GIPR uenoseka 6onee 1000, unu 6omnee 5000, unu Gonee 10000, wnu
6onee 50000, unu 6onee 100000, unu Gonee S00000.

[00577] llpumep 10. IlepopanbHbIii TECT TOJIEPAHTHOCTH K IJIIOKO3€

[0001] ITepopanbrblii TecT TonepantHOocTH K rmokose (III'TT) mpoBonmnm Ha MbImax
C57BL/6J ¢ 50% pactBopoMm aekcTpo3bl B no3e 5 mu/kr. Hccnenyembie konmentpauu 0,1
HMOJIL/KT, 0,3 HMOJIB/KT, 3 HMOJIB/KT Wi 10 HMOJIB/KT OBLTH BEIOPAHBI B 3ABUCUMOCTH OT MENTH/IA.
Kaxxnplii mentu Wik HOCUTENb (KOHTPOJIbHAS TPYTINA) BBOIWIH MOAKOKHO 32 24 Haca (eciu He
yKa3aHO WHOE) 10 HATPY3KHU TIIFOKO30M, a YPOBEHb IIFOKO3bI B KpOBU u3Mepsutn yepes 0, 15, 30 u
60 MUHYT MOCj€ BBEOCHHS JO03bl TIJIIOKO3bl. JIeHCTBHE COEAMHEHHs PaCCUUTBIBAIA MO
MPUBEICHHON HMXKE pacueTHOW (opMysie U BBIpaKald KaKk % CHIDKEHUS YPOBHS TIIFOKO3BI,
u3MepeHHbIN B TeueHne 60 MUHYT ¢ ucnonb3zoBanueM AUC.

[0002] % wunrunbupoBanus=(1 - (AUC coen.-AUC nauBHOro/AUC Hocut.- AUC

HanBHOro)) x 100. Pesymprarel mpexacraBieHbl B TaOmuue 5. Kak mokasaHo B TaOmuue S,
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NOATBECPKACHO, YTO COCANMHEHUA 1O HACTOALLEMY 1/1306peTeH1/110 NMOAABJIAKOT MOBBIMICHUEC YPOBHA

[JIFOKO3bI B KPOBH, BBI3BAHHOE MEPOPATBHON HArPY3KOW IITFOKO30H.

[00578] Tabnuua S. IlepopalibHbII TECT TOJEPAHTHOCTH K TJIFOKO3€E

IlepopanbHbIii TECT TOJEPAHTHOCTH K IIIFOKO3€

Coenunenue
SEQ ID NO:  [IIpouentHoe camwkerne AUC rmoko3sl B KpoBu (%) B TeueHue

: 60 MUHYT IIPU PA3JIUYHBIX 103aX COCAUHEHUS (HMOJIB/KT)
8 9 54% (3 HMomB/KT)
11 12 28% (3 HMOIB/KT)
12 13 30% (3 HMOMB/KT)
13 14 55% (3 HMomB/KT)
14 15 25% (3 HMOB/KT)
15 16 34% (3 HMONB/KT)
16 17 40% (3 HMONB/KT)
18 19 8% (0,1 HMOB/KT)
20 21 30% (3 HMOMB/KT)
21 22 32% (3 HMOJB/KT)
23 24 46% (3 HMOJB/KT)
25 26 9% (3 HMOJIB/KT)
26 27 44% (3 HMonb/KT); 3a 72 Yaca 10 BBEIEHUS
27 28 45% (3 HMOIB/KT)
30 31 27% (3 HMOJB/KT)
31 32 43% (3 HMOJB/KT)
33 34 72% (3 HMOJIB/KT)
35 36 47% (3 HMOJB/KT)
36 37 28% (3 HMOJIB/KT)
37 38 54% (3 HMoOmB/KT)
38 39 97% (3 HMOJB/KT)
39 40 24% (3 HMOJB/KT)
40 41 102% (3 HMOTB/KT)

45% (3 HMONB/KT),
41 42

15% (10 HMOTB/KT)
42 43 62% (3 HMOJIB/KT)
43 44 97% (3 HMOJB/KT)
44 45 119% (3 aMOTB/KT)
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45 46 95%, 43%, 68% (3 HMOIB/KT)
47 48 48% (3 HMOIB/KT)
48 49 87% (3 HMOIB/KT)
49 50 36% (3 HMOIB/KT)
50 51 89, 69% (3 HMOJB/KT)
51 52 50% (3 HMOmB/KT)
52 53 65% (3 HMOJB/KT)
53 54 59% (3 HMomnB/KT)
54 55 43% (3 HMOIB/KT)
55 56 13% (3 HMOB/KT)
56 57 47% (3 HMOJB/KT)
57 58 48% (3 HMOIB/KT)
58 59 34% (3 amoub/KT)
61 62 44% (3 HMOJB/KT)
62 63 16% (3 HMOMB/KT)
63 64 41% (3 HMOB/KT)
64 65 53% (3 HMOJIB/KT)
66 67 67% (3 HMOJB/KT)
70 71 56% (3 HMOB/KT)
71 72 68% (3 HMOJIB/KT)
72 73 73% (0,1 amonb/kr), 66% (0,3 HMOIB/KT), 38% (3 HMOJIB/KT)
73 74 49% (3 HMOJB/KT)
74 75 18% (3 HMOIB/KT)
80 81 22% (3 HMOJB/KT)
81 82 66% (3 HMOJIB/KT)
82 83 72% (3 HMOJIB/KT)
83 84 68% (3 HMOJIB/KT)
84 85 72% (3 HMOJIB/KT)
85 86 47% (3 HMOJB/KT)
86 87 29% (3 HMOJB/KT)
87 88 50% (3 HMoOmB/KT)
88 89 64% (3 HMOJIB/KT)
89 90 32% (3 HMOJB/KT)
90 91 41% (3 HMOIB/KT)
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91 92 44% (3 HMOJB/KT)
93 94 24% (3 HMOJB/KT)
94 95 40% (3 HMOIB/KT)
96 97 80% (3 HMOIB/KT)
99 100 35% (3 HMOMB/KT)
100 101 17% (3 HMOINB/KT)
104 105 78% (3 HMOMB/KT)
105 106 82% (3 HMOIB/KT)
106 107 40% (3 HMOIB/KT)
107 108 28% (3 HMOIB/KT)
108 109 65% (3 HMONB/KT)
110 111 57% (3 HMomnB/KT)
111 112 44% (3 HMONB/KT)
114 115 50% (3 HMOIB/KT)
115 116 40% (3 HMOB/KT)
117 118 30% (3 HMOJB/KT)
119 120 12% (3 HMoOuB/KT)
122 123 19% (3 HMONB/KT)
123 124 10% (3 HMONB/KT)
124 125 06% (3 HMOJB/KT)
128 129 57% (3 HMoONB/KT)
136 137 19% (3 HMOIB/KT)
137 138 23% (3 HMOJB/KT)
138 139 80% (3 HMOIB/KT)
139 140 93% (3 HMOJIB/KT)
141 142 16% (3 HMOIB/KT)
144 145 35% (3 HMOJIB/KT)
145 146 52% (3 HMOmB/KT)
146 147 52% (3 HMOIB/KT)
148 149 51% (3 HMoOmB/KT)
149 150 13% (3 HEMOIB/KT)
153 154 58% (3 HMOmB/KT)
154 155 51% (3 HMomB/KT)
155 156 6% (3 HMOTB/KT)
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156 157 13% (3 HEMOIB/KT)
159 160 54% (3 HMomB/KT)
161 162 4% (3 HMOIB/KT)

167 168 2% (3 HMOIB/KT)

174 175 41% (3 HMOIB/KT)
176 177 53% (3 HMomnB/KT)
177 178 47% (3 HMOJB/KT)
179 180 58% (3 HMoOmnB/KT)

[00579] Kak mnokazano B Tabmumne 5, mentunsble coeamHeHusi-aroHuctel GIPR mo
HACTOSIIEMY M300pPETEHUIO MOMABIISAIOT IMOBBIIIEHHUE YPOBHS TIJIFOKO3bI B KPOBH, BbI3BAHHOE
NepOpaIbHON HArpy3KOU MIIFOKO30H.

[00580] IIpumep 11. Huayunpyemas PYY-1119 pota y cobax

[00581] BnusiHue OJHOKPATHOIO MOJKOXKHOTO BBeNEHUsl coenuHeHui-aronucros GIPR
IO HACTOSIIEMY M300pETEeHHIO0 Ha MHAYLHPYEMYIO COSTUHEHUEeM-arOHUCTOM HEeHPONENTHIHOIO
peuentopa Y2 (Y2R) PYY-1119 (4-umunazonkapbonun-Ser-D-Hyp-Iva-Pya(4)-Cha-Leu(Me) -
Asn-Lys-Aib-Thr-Arg-Gln-Arg-Cha-NH2) (10 MKI/kr [0koj0 5 HMOJB/KT], MOAKOXHO) PBOTY
ouennBanu y cobak. Ilentunnble coemunenusi-aroHuctsl GIPR mo Hacrosimemy m3o00pereHHio
wu Hocutenb (0,09% [mac./06.] Teun-80/10% JAMCO/PBS) BBOAMIN MOAKOKHO (1/K) B A03¢€ 3-
10 HMOJB/KT camKkaMm cobak mopoabl Ourib (Bo3pact 10 MecsiueB), ¢ MOCIEAYOIUM MOIKOKHBIM
BBeZeHUeM aroHucta Y2R ((4-umumpazonkapOonmi-Ser-D-Hyp-Iva-Pya(4)-Cha-Leu(Me)-Asn-
Lys-Aib-Thr-Arg-Gln-Arg-Cha-NH2), 10 mkr/kr), 10 Mkr/kr) depe3 | yac wiu B yKa3aHHbIC B
TabJIMIEe Yachl TIOCJE BBEIEHUS J03bl. DMU30Ibl PBOTHl YUUTHIBAIH B TEYCHHE 2 YaCOB IMOCIE
BBEZICHUSI (METOZIOM CJICTIOTO aHAJIN3a).

[00582] B Tabnauie 6 moka3aHo, YTO COEAMHEHUs MOAABIISUIA UHAyUpyembie PYY-1119
CHUMIITOMBI PBOTHL. B mpuBeneHHOH Hibke TabuIe pe3yJIbTaThl PEICTaBICHbI B BUIE MPOLICHTA
uHruouposanus (%) Npu yKa3aHHOH J03€ MENTHIHOTO COeNUHEHHs (HMOJIB/KT) uepe3 dac(-bl)
nocie BeeneHust 103bl PYY-1119, paccunrannoro kak (l- (KOJXM4YECTBO 3MU300B PBOTHI C
MENTUIHBIM COEAMHEHHEM/KOJTMYECTBO 3MU3070B PBOTHI ¢ HocuTenem)) X 100,

[00583] Tabnuua 6. I[TonaBnenue uaayupyemoii PYY-1119 pBoTel y cobak.

Wnurubuposanue (%) 3MH3070B PBOTHI,
Coenunenue uHayuupyeMbix PYY-1119, uepes 1 yac unu 8 yacos
SEQ ID NO:
Ne (BepxHsist) 1 72 yaca (HMDKHsIsT) TIOCJIE BBEICHHS JO3bI
NPY PA3IMYHBIX 103aX COETHHEHHSI
79% 1 1 (10 HMOB/KT)
11 12
100% (10 BMONB/KT)
71% (3 HMOINB/KT)
13 14
100% (3 HMOTB/KT)
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87% (10 HMOIB/KT)

14 15

84% (10 HMOIMB/KT)

82% (10 HMOIB/KT)
15 16

100% (10 BMONB/KT)

90% 1 1 (10 HMOINB/KT)
16 17

100% (10 aMONB/KT)

71% (3 HMONB/KT)
21 22

88% (3 HMOB/KT)

93% (3 HMONB/KT)
27 28

90% (3 HMONB/KT)

88% (3 HMOB/KT)
41 42

78% (3 HMOJB/KT)

70% (3 HMOJB/KT)
45 46

90% (3 HMOJIB/KT)

96% (3 HMOJIB/KT)
50 51

97% (3 HMOJIB/KT)

100% (3 HMOJIB/KT)
72 73

97% (3 HMOJNB/KT)

93% (3 HMOJIB/KT)
108 109

96% (3 HMOJIB/KT)

76% (3 HMOJB/KT)
110 111

98% (3 HMOJIB/KT)

93% (3 HMOJIB/KT)
141 142

89% (3 HMOIB/KT)

93% (3 HMOJIB/KT)
153 154

89% (3 HMOIB/KT)

93% (3 HMOJIB/KT)
154 155

98% (3 HMOJIB/KT)

58% (3 HMoOmB/KT)
156 157

55% (3 HMomB/KT)

78% (3 HMOJIB/KT)
161 162

86% (3 HMOIB/KT)

59% (3 HMoOmB/KT)
163 164

76% (3 HMOJB/KT)
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75% (3 HMOJNB/KT)
174 175

87% (3 HMOIB/KT)

90% (3 HMOJB/KT)
176 177

90% (3 HMOJB/KT)

84% (3 HMOB/KT)
177 178

83% (3 HMOmB/KT)

25% (3 HMOIB/KT)
179 180

45% (3 HMOIB/KT)

[00584] Kak mnoka3anHo B Tabmuie 6, MOATBEPXKIEHO, YTO MENTHIHbIE COSIUHEHUS TI0
HACTOsIIIEMY M300peTeHHI0 HHruOupyoT nuayupyemyo PYY-1119 peoty, BKitouasi CHMOTOMBI
PBOTHI y coOax.

[00585] Ipumep 12: TecT noaaBJ/ieHUs1 pBOThI Y XOPbKOB

[00586] 1. DddexT noaKoKHO BBEIEHHOrO nenTraa-aronucta perenropa GIP B mogenu
OCTPO¥ PBOTBI, HHAYLIPYEMOH MOPPUHOM.

[00587] Idns oueHkH NpOTHUBOPBOTHOrO 3¢ddexra menTuabi-aroHUCTh penentopa GIP,
OTJIMYHBIE OT MPUPOAHOTO uenoBedeckoro GIP, BBOAMIN MOAKOKHO caMIlaM XOPbKOB 3a 24 yaca
1o BBeneHus MmopduHa. B Teuenne 60 MuHYT mocie BBeieHHsI MOP(HHA 32 COCTOSIHUEM XOPbKOB
HaOMI0Aa0T, YTOOBI PETUCTPUPOBATD YACTOTY M BPEMEHHbIE TOYKH COKPAIEHUH JKUBOTA, PBOTBI,
o0ONM3bIBaHUS SI3BIKOM U OecrokoiHoro mnoseneHus. IlenTupHble COEOMHEHHS-ArOHUCTBI
peuentopa GIP mno Hactosmemy wu3o0perenuto B jgo3e 0,3-10 HMONB/Kr  ociaalisuiu
uHAyupyemMyro MophuHoM (0,6 MI/KT, OAKOXKHO) PBOTY Y XOPBKOB.

[00588] ITentunbi-aronuctbl penentopa GIP pactBopsitor B Hocutene (0,09 mac./00.%
Teur 80/10% JAMCO/dpusnonoruueckuii pacTBop), COOTBETCTBEHHO, JUIsI MPUTOTOBJICHUS
UCCIIeTyeMbIX PacTBOPOB. XopbkaMm (M0 4 B KaXKAOW TPyMIe) MOAKOXKHO BBOASAT 0,5 Mr/kr
HCCIIelyEMbBIX PAaCTBOPOB M HOCHUTEJb, COOTBETCTBEHHO. BO Bpems kaknoro u3 4 unu 24 4acos
1OCJIe BBEIEHHs MOAKOKHO BBOAAT 0,6 mMr/kr mopduHa. B Teuenne 60 MUHYT mocyie BBEICHUS
MOp(HUHA COCTOSIHUE XOPBKOB KOHTPOJHPYETCS JUISI PETHCTPALMUA KOJHYECTBA KHUBOTHBIX, Y
KOTOpPBIX HE OBLIO PBOTHI, KOJIUYECTBA SMH30J0B PBOTHI, JIATEHTHOTO MEPHOAA B MHHYTAX IS
HaOJIFOIEHUST STTU30/10B PBOTBI, MIPOAOCIKUTEIBHOCTH HAOFO1aeMOM PBOTHI, €CJTH TAKOBAasi ObLIA.

[00589] Tabmuua 7. IlponeHTHOE MHTHOMPOBAHUE CHUMIITOMOB PBOTBI, WHAYIHPYEMBbIX

MOP(HUHOM, Y XOPBKOB, MOJYYaBIINX nenTHAbI-aroHUCThl GIPr mo HactosimemMy n300peTeHuro.
% WHrHOMPOBAHUS SMU30/I0B PBOTHI B

no3ax (HMOJB/KI) M B MOMEHTBI

Coenunenue Ne SEQ ID NO:
BPEMEHH, I[IOKa3aHHbIE B MOZEIH
Mop¢HUHa Ha XOpbKax
24 ygaca: 95% (1 umomnw/kr); 100% (3
72 73

HMOJB/KT); 100% (10 HEMONB/KT)
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o 0 24 gaca: 65% (1 mmons/kr); 86% (3
HMOJB/KT); 100% (10 HEMONB/KT)

4 gaca: 27% (0,3 amons/kr);, 69% (1

50 51
HMOJB/KT); 95% (3 HMOIB/KT)

[00590] PesynpTaThl NPUBEACHHOTO BBIIIE TMPUMEPA SICHO AEMOHCTPHUPYIOT, HYTO
nenTuaHble coenuaenus 72, 84 u 50 3¢ (eKTUBHO MONABIISIOT YaCTOTY PBOTHI, BKJIFOYAsl YACTOTY
PBOTHI Y XOPBKOB, MOJIyYaBIINX MOPQHH.

[00591] HHpumep 13. TectupoBanue anomoppuna (ApoM): Ilporokos Haba0AeHUSA
3a CHMITOMAMHU HHAYLHMPYeMoil anoMop(pHHOM PBOTHI y co0aK

[00592] Cobak nepeBoasT B KJIeTKy A HaOmoaeHus (mupuHa 700 MM x myuHa 700 Mm
I' x Beicora 700 mm [II x JT x B], Ge3 enbl) 3a 1 geHb 10 KaXKIOH CTUMYJISILUN alIOMOP(UHOM.
Cobak B3BEIIMBAIOT C IOMOILIBIO 3JIEKTPOHHBIX BECOB, 3aTEM MHCCJEAyeMble IENTHIHbIE
COEIMHEHUs] U HOCUTENb BBOAST MOAKOXKHO. Uepe3 8 wacoB mociie BBEACHUsS CTUMYJIUPYIOT
aroMop(UHOM, ¥ 3TIM30/1bI PBOTHI Oy Iy T HAOMFOAATh B T€YEeHUE | yaca ¢ TOMOIIBIO BHEO3AIIHCH.
Bropas ctumysnust anomopduHOM Oy IeT BBITONIHEHA Yepe3 72 yaca ocje BBEACHNUS, H SITH30bI
pBOTBI OyZIyT PEerucTpUpoOBATHCS MO TOMY K€ MPOTOKONY. CHMOTOMBI PBOTHI HENPEPHIBHO
3aMMChIBAIOTCS C TIOMOLIBIO BUAEOKAMEPBI U COXpaHstoTCs Ha aucke Blue Ray. Habmronenue 3a
CHMITTOMAaMH BKJIIOUAET MO3bIBBI HA PBOTY (PUTMHUYECKOE COKpAIEHHe JKUBOTA) U PBOTY (PBOTAa,
BKJIIOUasi BbIAETIEHNE PBOTHBIX MAcC WM TO00HOe noBeneHne). Kpome Toro, coueranue nossiBos
Ha PBOTY U PBOTHI ONpENENAeTCS KaK PBOTA, a TaKXKE€ PACCUUTHIBAETCS KOJUYECTBO SIMHU30/IOB,
JIATEHTHBIN Tepuo (Bpemsi, mpoIIeiiee ¢ MOMEHTa BBeeHHs MOp(UHA 10 MOSBIEHHS TIEPBOTO
CHUMIITOMa PBOTHI), MPOAOCIKUTEIBHOCTh (BpeMsi, MPOLIeNIIee MEXKIy MOSBICHHEM MEPBOrO U
MOCJIETHETO SMU30/I0B PBOTHI), U YACTOTa (KOJMYECTBO JKMBOTHBIX, Y KOTOPBIX HaOJIFOAaeTcs
PBOTa/KOJIMYECTBO YKCIEPUMEHTAIBHBIX JKUBOTHBIX) KaJKIOTO U3 3THX CUMOTOMOB. JIaTEeHTHBIH
NepUoA B CIy4asiX, KOrJa CUMIITOMBI PBOTHI HE OTMEUYAIOTCS], MPUHUMAETCS 32 MaKCHUMAaJbHOE
3Hauenne (1 u gng  cTumyssumu anomopduHOM) B KOHUIE Habmoxenus.  Korma
MPOAOCKUTENBHOCTh CUMIITOMOB PBOTBHI COCTaBJIsIET MeHee | MMH., MPOJOJIKUTENbHOCTD IS

ynobcTBa 3anuceiBaeTcs kKak | MuH. B Tabnuie 8 mokasaHsl pe3yibTaTsl TECTUPOBaHUS ApOM:
% WHrHOMpPOBAHHS SMU30A0B PBOTHI B 033X

Coenunenue Ne | SEQ ID NO: (HMOJNIB/KT), TIOKAa3aHHBIX Ha MOjenu arnomMopdusa y
cobak yepe3 8 "HacoB (BepxHee) U 72 yaca (HIKHEE)

47% (10 HMomB/KT)

13 14
48% (10 HMoOmB/KT)
47% (10 HMoOmB/KT)
15 16
48% (10 HMOB/KT)
63% (10 HMOTB/KT)
16 17
68% (10 HMOTB/KT)

36 37 64% (30 HMOTB/KT)
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72% (30 HMOTB/KT)
55% (60 HMONB/KT)
4 2 69% (60 HMOTB/KT)
45 46 70% (30 HMOTB/KT)
72% (30 HMOTB/KT)
50 51 82% (30 HMOINB/KT)
86% (30 HMONB/KT)
o %6 69% (10 HMOTB/KT)
78% (10 HMOTB/KT)
108 109 50% (10 aMoOnb/KT)
54% (10 amomnb/kr)
18 179 56% (10 aMoOB/KT)
60% (10 HMOJIB/KT)

[00593] PesynbraThl NPUBENEHHOrO BBILIE MpPHMEpPa SICHO JEMOHCTPUPYIOT, HYTO
coenuHenust 36, 45, 50 u 85 »>ddexTHBHBI B MHIHOMPOBAHMM YAaCTOTBHI 3MU30/aX PBOTHI
(narubuposanue >70%) y XOPHKOB, MOJNYYaBIIUX alIOMOP(UH.

[00594] lIpumep 14. [lepuox noyBbIBeIeHUSI U3 CHIBOPOTKH H OCTABIIHICS MPOLIEHT
yepe3 48 yacos

[00595] Ananu3s nepuoza nojxyBbIBEACHUS U3 CHIBOPOTKHU

[00596] B wuenoBedeckyr Iu1a3My (pa3HOPOTHOTO TPOUCXOKICHHS: B KayeCTBE
AHTHKOATyJISTHTA UCTIOJIB3YETCs TeNapyiH HATPHs, PEABAPUTENbHO noBeaeHa 1o pH 7,4 - moryT
OBITh MCIIOJIb30BaHbI aJbTePHATUBHBIE BUABI NB) n00aBiseTCsl KaXKIblii TECTHUPYEMBIN MENTHI
(500 HM) u unkyOupyercs -cn=3) npu 37°C B Teuenue 48 yacos B cpene 5% CO,. ANTUKBOTHI
OepyT uepe3 0, 1, 2, 4, 7, 24 u 46 4acoB u niepen aHaau3om aosoast pH 1o 3 ¢ momornsio 20%
MypaBbHHON KHUCJIOTHL. COOTBETCTBYIOLIHE COEAMHEHUs TOJIOKUTEIBHOTO KOHTPOJIS OyayT
UHKYOHPOBATHCS MAPAIIENBHO B IOTIOJTHEHHE K KOHTPOJTIO O€3 T1a3Mbl, 00pasiibl KOTOPO OyayT
B3saThl uepe3 O m 8 wuacoB. Bce oOpasupl OynyT oOpaboTaHbl JIEASHBIM PacTBOPOM
aneronutpuia/meranona (4:1 (06./06.)) ¢ BHyTpeHHUM CTaHAAPTOM MEpe HeHTPU(yrupoBaHUEM
npu 2000g u 4°C B Teuenue 10 MmunyT 1 noaseprayThl ananu3y XKX-MC/MC.

[00597] Ananu3 oOpa3LoB

[00598] Obpasupr ananmusupyoT MeropoM KX-MC/MC ¢ ucrnonb30BaHHEM TPOHHOTO
KBaJpyTOJIBbHOTO Macc-criekrpomerpa 6500 (mmm sxBuBaneHTHOr0) (AB Sciex), coenmHeHHOro ¢
COOTBETCTBYIOIIEH cHucTeMON XuAKOocTHOW xpomarorpadpuu (OKX). 3HaueHus: CBSI3bIBAHUS C
OenkamMu 1 cTaOMIBHOCTH ONPENEISFOTCS IO COOTHOLICHHUIO TUIOIA el MUKOB C HCIIOJIb30BAHHEM
[apaMeTPOB CEJIEKTHUBHON PErncTpaluy H30paHHBIX pEaKkLHi pacrmaga HECKOJbKUX HOHOB
(MRM) nocne ontuMusauun coenuHeHHs. CeNeKTHBHAs perucrpanusi M30paHHbIX pPeaKuui
pacnana Heckojapkux nOHOB (MRM) mpexncrasnisier coOOH BBICOKOYYBCTBHUTEIBHBIA METON

HanpaByieHHOW Macc-criektpoMerpun (MC), KOTOPBIH MOKHO HCIIOJIb30BATh ISl CEJIEKTUBHOTO
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OOHapy>KeHHsI U KOJMYECTBEHHOTO OIPEeNIEHHsI MENTHAOB Ha OCHOBE CKPUHUHTA ONPEIeTICHHbIX
Nepexo/I0B NMPEALIECTBEHHUKA MEeNTHA K PParMeHTy HOHA.
[00599] B Tabnuue 9 mokaszaHbl pe3yJbTaThl MEPHOAA MOJYBBIBEACHUSI COCAMHEHUH 13

CBIBOPOTKHM U MPOLIEHT, OCTaBLINICA Yepe3 48 4acos:

typ W3 CBHIBOPOTKHU | %, OCTaBIINHICSI
Coenunenue No SEQ ID NO:
(uacer) yepes 48 yacoB
1 2 > 48 100
2 3 2413 27
3 4 15,94 13
4 5 17,14 15
15 16 > 48 131,1

[00600] B Tabnuue 9 mnpencraBieHbl nBa HabOpa TOYEK MAHHBIX, OTHOCSILIUXCS K
(apMakOKNHETHYECKOW aKTUBHOCTU nentunos-aroHucToB GIPR mo HacTosimemy n3o0peTeHuro.
OntumanbHble 3HA4YeHUs U1 NpUMeHeHust nentuaos-aroHucToB GIPR no Hacrosmemy
N300pETeHNI0 HaXOAATCsI B Anana3oHe Mexxay T1/2 B cbIBOpOTKe (IEpHOA MOy BhIBEACHHS) > 48
YacoB MPH JO3UPOBAHUN OAMH pa3 B Henemo. Kak BuaHo u3 Tabnuisl 9, korna T1/2 B chIBOpOTKE
npubnmxkaercs k 48 yacam u OoJjiee, KOIMYECTBO, OcTaBLIeecs yepe3 48 uacos, mpebimaet 90%,
YTO yKa3blBaeT HAa TO, YTO MENTUA AOCTYNEH U NpPOsiBIEHHs CBOeH (papMakoIorHyecKoit
AKTUBHOCTH B T€YeHHE 5-7 AHEM.

[00601] IIpumep 15: PPB yenosexa u codaku

[00602] CeszbiBanme ¢ Oenkamu m1a3mel yesnoseka (PPB)

[00603] UcxonHble pacTBOPEI

[00604] Ucxonubie pactBopsl: (1000 MxkM) nentunos rorosst B IMCO.

[00605] Ananu3 cesi3biBanus OenkoB rmia3msl (PPB)

[00606] B uesnoBeueckyr Mmia3My (Pa3sHOPOMHOIO MPOUMCXOKAECHHS, comepskamas K2-
OJTA B xauecTBe aHTUKOATyJISIHTA, MpPEeABAPUTENbHO OTperyaupoBaHHbiii 1o pH 7,4 - moxHO
UCTIONIBb30BATh aJbTePHATUBHBIE BUIbI NB) no0aBnseTcs m OTAENbHOCTH KasKIbIH UCCIIENY eMbIi
nerntuz (1000 Hmonw/im), oTOupaercs oOpasern sl aHam3a, a 3aTeM WHKyOupyercs (n=4) npu
37°C na BonsiHOl Oane B Teuenue 30 munyT. [Tocne nepuona uHKyOaMK MIa3My OTOUPAIOT JIJIst
aHaM3a, 3aTeM MEePEeHOCAT B MPOOUPKH U YJIbTPALEHTPUPYTHPOBAHUSA U LEHTPUYTUPYIOT
(n=3) mpu 450000g u 4°C B TeueHne 3 4acoB, MOCIE Yer0 OTOUPAIOT CYNEPHAHTAHT JIJIsl AHAJIN3A.
B koHme nepuona LeHTpUPYTrUpOBaHHUS OTOMPAIOT AOIOJHHUTEIBHYIO ATHUKBOTY CYIEPHATAHTA
IUTL OTIpEIeNIeHUsT KOHLEHTpauuu odmiero Oenka. AJHMKBOTY MHKYOMPOBAHHOW IUIa3Mbl XPAHST
npu 4°C B TedeHue 3 4HacoB, a 3aTeM OTOMPAIOT i aHaju3a. B MomeHT oTOOpa Bce 0Opasibl
nonOUPAOTCS MO MaTpHIle, 00padaThIBAIOTCS JIASTHBIM PACTBOPOM alleTOHUTpUJIa/MeTaHona (4:1
(viv)), comeprkaium BHYTpeHHHIN CTaHAapT, ueHTpudyrupyrorces npu 2000g u 4°C B Teuenue 10
MUHYT W XpaHsrcs mnepen aHammsoM meronoM JKX-MC/MC. IlapannenbHO WHKYOUPYIOT U
LEHTPUPYTHPYIOT COOTBETCTBYIOIIEE COCTUHEHHE IMOJIOKUTEIBbHOIO KOHTPOJIS, KOHTPOJIBHYIO

Ia3My TakkKe HeHTPUPYTUPYIOT Ui MOJyYeHHUsT OOpa3LoB IJIsi MATPUYHOTO COMOCTABJICHUS.
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ITokasarenu ¢paxkuun, HecBsi3aHHOH B TwasMe (FUpag), ONPENENsIOTCsS IMyTeM CpPaBHEHHS
peaknuy aHajIuTa B IUIa3Me€ C peakuuell aHaliuTa B CYNEpPHATaHTE, ONpenesieMOod o
COOTHOUIEHUIO MJIOLIAAEH TUKOB.

[00607] Aranmu3 cTaOWIBHOCTHU B TUTa3Me

[00608] B wuenoBeueckyr Iu1a3My (pa3HOPOTHOrO TPOUCXOXKIACHHS: B KadeCTBE
AHTHUKOATYJISIHTA UCTIOJIB3YETCsI TeNapyiH HATPHs, PEABapUTENbHO noBeneHa 1o pH 7,4 - moryT
OBITH MCIIOJNIB30BaHbl aJbTePHATUBHBIE BUABI NB) no0aBisieTcst KaXXablii TECTUPYEMBIH MENTHI
(500 HM) u unkyOupyercs -cn=3) npu 37°C B Teuenue 48 gyacos B cpene 5% CO,. AnMUKBOTHI
Oepyt uepes 0, 1, 2, 4, 7, 24 u 46 gacoB u nepen aHaau3om aosogst pH o 3 ¢ momormsio 20%
MypaBbHHON KHCIOTHL. COOTBETCTBYIOLIHE COEAMHEHUs TOJIOKUTEIBHOTO KOHTpPOJsd OyayT
WHKYOMPOBATHCS MAPAJIIEIBHO B TOTIOJTHEHHE K KOHTPOJTIO 0e3 Tu1a3mbl, 00pasibl KOTOpoi OyayT
B3saThl uepe3 O m 8 wuacoB. Bce oOpasuel OynyT o0paboTaHbl JIEASTHBIM PacTBOPOM
aueronutpmwia/meranoda (4:1 (06./00.)) ¢ BHyTPEHHUM CTaHAAPTOM Mepel HeHTPUPYyrupoBaHUEM
npu 2000g u 4°C B Teuenune 10 munyT 1 noaseprayThl ananuzy XXKX-MC/MC.

[00609] Ananu3 oOpa3LoB

[00610] Obpasup! ananmusupyotr MeronoM XXX-MC/MC ¢ ucrnonp30BaHHEM TPOWHOTO
KBaIPYIOJBHOIO Macc-criektpomerpa 6500 (mnm sxBuBaneHTHoro) (AB Sciex), coenuHeHHOro ¢
COOTBETCTBYIOLIEH CUCTeMOH >kunkocTHoW xpomarorpadum (OKX). 3Ha4deHus CBS3BIBAHUS C
6enxaMu 1 cTaOMIIBHOCTH ONPEAEISIOTCS [0 COOTHOIIEHHIO TUIOMIAeH MMKOB C NCTIOIBb30BAHUEM
NapaMeTpoOB CEJICKTHBHON pErucTpaluyd W30paHHBIX pEaKLHil pacrmaga HECKOJbKUX HOHOB
(MRM) mnocne ontumusauuu coenuHeHus. CeNeKTHBHAs perucrpanusi M30paHHbIX pPeaKLui
pacnana Heckojbkux HOHOB (MRM) mpexncrasnser coOOH BBICOKOYYBCTBUTEIbHBIA METON
HarpasieHHOU Macc-criekTpoMmerpruu (MC), KOTOPbIH MOXKHO HUCHOJIB30BAThH JJISI CEJIEKTHBHOTO
OOHapy KeHHsI U KOJIMYECTBEHHOTO OIPeeNIeHHsI MENTUAOB Ha OCHOBE CKPUHUHTA OTPEIETICHHbIX
Nepexo/I0B MPEALIECTBEHHUKA MEeNTHIA K PparMeHTy HOHA.

[00611] 3nauenust PPB cobaku, mpencTaBieHHbIE HIKE, TIOJyYEHbI MO CYIIEeCTBY TaK Ke,
Kak omucaHo ayisi oOpasuoB PPB uenoBeka, ¢ TOW pasHHMLEH, YTO BMECTO CHIBOPOTKH HYEJIOBEKA
UCTIOJIb3yeTCs ChIBOpOTKA cobak. B Tabmune 10 npencrasiens! 3Hauenus (Fu, miasma) kak noiu
HECBSI3aHHOT'O TEMNTH/IA, BBIPAXKCHHbIE B MPOLEHTaX MO CPABHEHHIO C MPOLIEHTOM CBSI3aHHOTO
nentuaa, T.€. eciau 3HadueHue paBHO 0,0123, TO A0Js HECBSI3aHHOTO MENTHAA COCTABJISAET
(0,0123/100)%, uto cocraiusieT 1,23% HecpsizanHOTO nentuna u 98,77% CBI3aHHOTO MENTUAA B
wiasme. CriocoObl ¥ aHaU3 ISl BBITIOJIHEHUS] IPOTOKOIA U pe3yibraToB PPB cobaku Takue xe,
KaK ¥ JJI1 IPOTOKOJa U aHanusa PPB denoseka.

[00612] B Tabnuue 10 nmokasans! pe3ynbrarsl st PBB cobaku u PBB uenoseka:
PPB uenoseka

Coenunenune Ne SEQ ID NO: PPB cobaku (Fug )
(FuHHaSMLI)
8 9 0,0009 0,0016
11 12 0,0038 <0,0024

13 14 <0,002 <0,002
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15 16 0,0017 0,0021
16 17 <0,0012 <0,00116
19 20 0,0011 0,0005
27 28 0,0013 <0,002
36 37 <0,002 0,0034
37 38 0,0010 0,0012
39 40 0,0112 0,0015
40 41 <0,002 0,0004
41 42 <0,002 0,0007
44 45 0,0007 0,0004
50 51 <0,002 0,0006
72 73 0,0036 0,0062
84 85 0,0009 0,0003
293 294 <0,002 < 0,002
294 295 <0,002 0,0111

[00613] Kak Bumgno w3 Ttabmuusl 10, menruasi-aronuctsl GIPR mo HacTosimemy
n300peTeHnI0 00ECIeYMBAIOT MPOLIEHT HECBSI3AHHOTO MJIM aKTUBHOTO JIEKAPCTBEHHOTO CPEACTBA
B CBIBOPOTKE YeJIOBEKAa JJIsl POTUBOPBOTHON aKTHBHOCTH, KOTOPBIN Kosebnercst ot okojo 0,1%
no okono 0,4%. DddexktuBHOoCcTh mentuna-aronucra GIPR Oynmer 3aBuceTh OT BO3IEWCTBUS
KOJINYEeCTBA HECBS3AHHOTO JIEKAPCTBEHHOI'O CPEACTBA B IUIa3Me, TO €CTh JOJU CBOOOZHOTO
MEenTHUaa, MPOHUKAOIIEr0 B OKpysKarolue TkaHu. CBsi3aHHBIA MENTHI B IUIA3Me TaKXKe MOMKET
CJY>)KUTh PE3epByapoM Uil CBOOOAHOTrO TMENTHAA, YAATSIEMOro pa3jIMYHBbIMH MPOLECCAMHU
3JIMMUHALIAH, YTO TPOJIEBAET MPOAOJIKUTENBHOCTh AEHCTBUA. JTU menTuabl-aroHucTel GIPR
TaK)ke JEMOHCTPUPYIOT, YTO M3-3a BBICOKOM IOJU JIEKAPCTBEHHOI'O CPENCTBA, CBSI3aHHOTO,
Hanpumep, ¢ 4dejaoBekoM (0T 99,9% mo 98,9%), MPOAOIKUTETPHOCTD NEHUCTBUS MOKET OBITh
npoxsieHa Ha Oonee puuTenbHble iepuoasl BpeMeHu. [lentuabl-aronuctsl GIPR mo Hacrosimemy
n300peTeHNI0  00eCneunBalOT ONTHUMAJIbHBIA JUANa30H HECBSI3AHHBIX OEJIKOB IUIA3Mbl IS
NO3UPOBAHUST ONIMH Pa3 B HENENIO Y JIIoel B npenenax meHnee yem 0,5% HecBs3aHHOTO Oelka.
Cuuraercst, uro nenruabi-aroHUCThl GIPR 1o HacTosiimeMy n3o0peTeHuo, MMeroIre CBOOOTHY IO
dpakuuto ot okono 0,1% no okono 0,5%, mpeBpamnarOTCs B MENTH, UMEIOIIHN JKeJaeMbIi
npodmie pK, AEMOHCTPHPYIOINI MOAXOAIIY0 a0COPOLMI0 U JKEAEMYI0 SJTUMHHALIUIO IS
MPEeIOTBpPAIEHUs] YPe3MEPHOro HakoruieHus. Heckonbko coenuHenuidt B Tabmune 10
JIEMOHCTPHUPYIOT ONTUMAIbHOE KOJIMYECTBO CBOOOTHOTO HECBSA3aHHOTO MENTHAA B TIa3Me KPOBU
yeJioBeKa, Hanpumep, coeaunenus 8, 11, 15, 16, 27, 41, 50, 72, 84, 293 u 294 nogxomat s
JIO3UPOBaHUs OJIUH pa3 B Hexemo (1 pas/Hen.).

[00614] IIpumep 16: PacTBOpUMOCTH COeIMHEHUH

[00615] H3mepenne pacteopumoctH npu pH 7,4
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[00616] PacTBopuMoOcTb coenuHenunii-aronnctTos GIPR

[00617] 3 Mr menTUIOB B3BEIIMBAIOT B HEOOIBIIOM CTEKISTHHOM (jakoHe. J[o0aBstoT
100 wmxn 200 MM ¢ocharnoro Oydepa, pH 7.4, u ¢uakon obOpabaTeiBaroT
yJIbTPa3BYKOM/BCTPSIXHBAIOT IO Mepe HEOOXOAMMOCTH B TEUeHHE MaKCUMyM | MUH.
Brummonnsiercss BusyanbHbIlE ocMoTp. Ecim o0paser; MONHOCTBIO PacTBOPEH, PacTBOPUMOCTH
ompenemsitor kak 30 mr/mi. Ilpu oOHapykeHuHm B NpoOHMpKe HEPACTBOPUMOrO MaTepuana
nobasysiror 100 Mk Oydepa u mepeMenIMBaHue MOBTOPSIFOT IO MOJHOrO pactBopeHus. Ecmm
nentua He pactBopsiercss B S00 Mkn Oydepa, ero pacTBOPUMOCTh 0OO3HadaeTcst < 6 Mr/miL
PactBopumocTs Moxker ObiTh moxTeepikaeHa O®@-BOXKX mocne ¢unbrpanum Ha QuibTpe ¢
auamerpoMm nop 0,2 mxm B cucreme Agilent 1200 ¢ kononkoii Kinetex Phenomenex® (2,6 Mxm
EVO C18 100 A, xononka mmsa KX 50x3,0 mm), nognep:xusaemoii npu 40°C, smroent A 0,05%
TFA B Bome, B - 0,035% TFA B aueronurpuse npu ckopoctu noroka 0,6 mu/muH. I'pagueHt
coctassul OT 20 10 70 B TeueHHE 5 MUHYT, 3aT€M KOJIOHKY MPOMBIBAJIU B T€U€HHUE | MUHYTHI U
90% B. /511 KOHTPOJIE KOHLIEHTPALIUU MENTHA UCTIONb30BaI MOHUTOPUHT Y@ nipu 215 HM.

[00618] B Tabamue 11 mpencraBieHbl pe3yJbTaThl PACTBOPUMOCTH COCOMHEHHH B

docharaom Oydepe npu pH 7,4:

Coenunenue SEQ ID NO: ®dochatnsiii Oydep ¢ pH 7,4 -

Ne PacTBOPUMOCTBD (Mr/Mi1)
1 2 30

2 3 30

3 4 30

4 5 30

5 6 27

6 7 15

7 8 30

8 9 15

9 10 30

10 11 30

11 12 30

12 13 30

13 14 30

14 15 30

15 16 30

16 17 30

17 18 30

18 19 30




142

19 20 30
20 21 15
21 22 30
22 23 30
23 24 30
24 25 30
25 26 30
26 27 30
27 28 30
28 29 30
29 30 30
30 31 30
31 32 30
32 33 30
33 34 30
34 35 30
35 36 30
36 37 60
37 38 30
38 39 30
39 40 30
40 41 30
41 42 30
42 43 30
43 44 30
44 45 30
45 46 60
46 47 30,00
47 48 30
48 49 30
49 50 30,00
50 51 60
51 52 30
52 53 30
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53 54 30
54 55 30
55 56 30
56 57 30
57 58 30
58 59 30
59 60 30
60 61 30
61 62 30
62 63 30
63 64 15
64 65 30
65 66 30
66 67 30
67 68 30
68 69 30
69 70 30
70 71 30
71 72 30
72 73 60
73 74 30
74 75 30
75 76 30
76 77 30
77 78 30
78 79 30
79 80 30
80 81 30
81 82 30
82 83 30
83 84 30
84 85 60
85 86 30
86 87 30
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87 88 30
88 89 30
89 90 60
90 91 60
91 92 60
92 93 60
93 94 60
94 95 60
95 96 60
96 97 60
97 98 60
98 99 30
99 100 60
100 101 60
101 102 60
102 103 60
103 104 60
104 105 60
105 106 60
106 107 30
107 108 60
108 109 60
109 110 60
110 111 60
111 112 30
112 113 30
113 114 30
114 115 30
115 116 30
116 117 30
117 118 30
118 119 30
119 120 30
120 121 30
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121 122 15
122 123 30
123 124 30
124 125 30
125 126 30
126 127 30
127 128 30
128 129 30
129 130 30
130 131 30
131 132 30
132 133 30
133 134 30
134 135 30
135 136 30
136 137 30
137 138 30
138 139 30
139 140 30
140 141 30
141 142 30
142 143 30
143 144 30
144 145 30
145 146 30
146 147 30
147 148 15
148 149 30
149 150 30
150 151 30
151 152 30
152 153 30
153 154 30
154 155 30
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155 156 30
156 157 30
157 158 30
158 159 30
159 160 30
160 161 30
161 162 30
162 163 30
163 164 30
164 165 30
165 166 30
166 167 30
167 168 30
168 169 30
169 170 30
170 171 30
171 172 30
172 173 30
173 174 30
174 175 30
175 176 30
176 177 30
177 178 30
178 179 30
179 180 30
180 181 15
243 244 7
244 245 9.4
245 246 7.5
246 247 0,7
247 248 9.9
248 249 6,8
249 250 6,8
250 251 0,7
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251 252 7
252 253 1,3
253 254 7,4
254 255 1,2
255 256 10
256 257 6
257 258 7,5
258 259 6
259 260 <6
260 261 <6,00
261 262 <6,00
262 263 <6,00
263 264 7,5
264 265 <6,00
265 266 7,5
266 267 <6,00
267 268 <6,00
268 269 10
269 270 7,5
270 271 7,5
271 272 6
272 273 1,5
273 274 6
274 275 10
275 276 <15
276 277 <15
277 278 <15
278 279 <15
279 280 <15
280 281 <15
281 282 <15
282 283 <15
283 284 <15
284 285 <15
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285 286 <6
286 287 <6
287 288 <6
288 289 <6
289 290 10
290 291 7,5
291 292 <6
292 293 <6
293 294 30
294 295 30

[00619] Kak moxazano B TaOmnmue 11, HECKOJBKO MPOTECTHUPOBAHHBIX IENITHIOB-
aronnctoB GIPR neMOHCTPHPYIOT BBICOKYIO PacTBOPUMOCTb B (u3HOIOrnueckoMm Oydepe
(docdarnsrit Oydep npu pH 7,4) ¢ koHuenTparueit 15 mr/min u Boime. Coenunennst 1-180, 293 u
294 mposBISAIOT pacTBOpUMOCTh B (dochatHom Oydepe mpu pH 7,4 15 mMr/ma wnum Bbie, 4To
SIBJISIETCS] IPEANOYTUTENIbHBIM COSTUHEHUEM JUIsl TO3UPOBaHUsS B 00bEMax, KOTOpbIe 00JerdaroT
J03UPOBAHME OMH pa3 B Henesmo uin 1 pas/ven. Coequnenus u 243-292 UMEOT paCTBOPUMOCTD
menee 15 wmr/mu, Hampumep, MeHee 15 mr/man wmm or 10 mr/mn mo 15 mr/ma Menee
NPEANOYTUTENIbHBI, & MEeNTHIHbIE COSAMHEHHs], UMEIOLIIe PaCTBOPUMOCTb MeHee 10 mr/mi, Kak
onucaHHble B pumMepe 16, uckimroueHsl u3 nentunoB-aroHUCToB GIPR, koropsle moaxonsar nmns
NO3UPOBAHUS ONIMH pa3 B Henenro. B HEKOTOpBIX BapHaHTaX OCYINECTBIEHHS MENTHUHbIE
coenunaenusi-aronuctsl GIPR mo Hacrosimemy nM300peTeHHI0, MMEIOIIHe PACTBOPUMOCTh MEHEe
15 mr/mn, xak omucano B mpumepe 16, uckimoueHsl u3 nentuaoB-aroHUCToB GIPR, xoropeie
MOAXOASAT Il AO3UPOBAHUS OJIUH Pa3 B HENETIIO.

[00620] Hlpumep 17. Cpoanbie aaHHble no (papmakokuHerudeckum (PK) u
papmakogunamuyeckum (PJ) wuccienoBaHHSAIM CeJIEKTHBHBIX MNENTHIAOB-ATOHHCTOB
peuentopos GIP

[00621] ®apmakokuHeTudeckue uccienoBanus (PK) nposonunuck Ha codakax ¢ LETbO
oTpezeNeHus Iepro/ia Moy BbIBEICHUs IOCIIe BHY TPUBEHHOTO U MOAKOXXHOT0 BBeAeHus1. [lentun
pactBopsuti B 10% JIMCO/0,09% mnonucopbata/PBS, pH 7,4, 1o kOHUEHTpauuu 3 HMOJB/MII U
YKUBOTHBIM BBOAMJIM 103y 1 MJI/KT IOAKOXKHO WJIH BHY TpUBEHHO. O0pasiipl KpOBHU COOMpau yepe3
0, 0,033, 0,083, 0,25,0,5, 1,2, 4, 6, 8,12, 24, 48, 72, 96, 120, 168, 336 yacoB 1151 BHyTPUBEHHOT'O
BBeneHus u 0,25, 0,5, 1, 2,4, 6,8, 12, 24, 48, 72, 96, 120, 168, 336 1151 MOJAKOXKHOTO BBEJCHHUS, B
KauecTBe aHTuKoaryJyisinta wucnonb3oBan JJITA-K2. Konuenrpauuro mnentuga B IUTa3Me
m3Mepsii ¢ nomoinbo JKX/MC. Annomerpuueckoe MacmtabupoBaHue (papMaKOKHHETHKH
aunupHoro nentuaa, Bkirodas T1/2 u MRT, u3BecTHO B JaHHOH 001aCTH TEXHUKH JJISI TPBI3YHOB,
cobak W MHUHHU-CBUHEH, a Takke JUid Jiofaed. B OmHOM MIUTIOCTPAaTUBHOM —BapHaHTE
munuaupoBanHbiii nentuny uMmeer MRT=145 uwacoB mocne BBeneHHS B OpraHH3M COOAaKH U

BBOAUTCSI B OpPraHU3M 4YeJIOBeKa B 03¢ ONUH pa3 B Hememo. Cwm., Hampumep, Discovery and
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Development of Liraglutide and Semaglutide. Knudsen, L. B.; Lau, J. Frontiers in Endocrinology,
2019, vol 10, Article 155.

[00622] B tabmauie 12 nmoka3anbl nanHabie @K 1 @J] celeKTHBHBIX COSTMHEHUH !

Coenunernne No @K y cobaky, B/B U /K 3 HMOJIB/KT
T1/2 npu B/B (MRT O-nocnemgHwuii npu 1/k) B yacax

o 62(125)

16 38 4 (59)

15 57 4 (64)

84 62 (82)

>0 74 (103)

4 115 (119)

2 92 (125)

27 77(109)
293 68(83)
294 59(97)

[00623] Kak moka3aHo Bbiie B Tabauie 12, mentuanbie coenunenus 45, 15, 84, 50, 41,
72, 27, 293 wu 294 neMOHCTPUPYIOT THINUYHYK (apMaKOKUHETHUKY, OO0eCreunBaromyo
ONTUMAJILHOE BO3EHCTBUE MPU JO3UPOBAHUU OOUH pa3 B Henemo (1 pas/uen.). Kak nmokaszaHo B
tabmune 12, mnepwon mnojdyBbiBeneHHss 11/2 mnpu BHYTPUBEHHOM BBEICHHU (JaHHbIE
NPEAOCTABNIEHBI [T COOAK) BapbUPYETCsl OT MEePHOAa MoyyBbiBeAeHus1 T 1/2 mpu BHYTPUBEHHOM
BBEJICHUU B auamna3one oT 57 no 115 yacos mpu no3e 3 HMOb/Kr. [ CpaBHEHUS, COSTUHEHUE
Ne 16 nemoHcTpupyer HempuemyieMo KOpoTkoe cpenHee Bpems yaepxkanus (MRT), pasnoe 59
yacam, IIpU O3UPOBaHMU OfuH pa3 B Hexento. Coenunenusi-aroHuctsl GIPR no Hacrosimemy
n300peTeHNI0 TepaneBTHYecku 3((EKTUBHBI MPU BBEICHUU OJUH pa3 B HENENIO OIUH pa3 B
nenemo, korna MRT, kak mokazaHo B tabumie 12, cocrasisieT 6osee 60 yacos, uiu Oonee 70
4yacoB, K OoJiee 80 4aCOB MPU TECTUPOBAHUH B YCIIOBHSX, TOKa3aHHBIX B ipumepe 17.

[00624] Ipumep 1 cocTaBa

(1) Coegunenne 10 10,0 mr

(2) JlaxToza 70,0 mr

(3) Kykypy3nsrii kpaxmain 50,0 mr

(4) PacTBopumsIii kpaxman 7,0 mr

(5) Creapar marnus 3,0 mr

[00625] Coenunenne 10 (10,0 mr) u creapat maraus (3,0 M) rpaHyJIHPYIOT C BOJHBIM
pactBopoM pactBopuMoro kpaxmana (0,07 mi) (7,0 Mr pacTBOpUMOro Kpaxmalna), CyIIaT U
cMemuBarT ¢ Jakto3oh (70,0 Mr) m kykypy3HeiM kpaxmanoM (50,0 mr). Cmech mpeccyroT ¢
MOJTyY€HUEM TaOJIETKH.

[00626] [Ipumep 2 cocTaBa
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(1) Coenunenmne S 5,0 mr

(2) Xnopun Hatpust 20,0 Mr

(3) AuctunnupoBaHHast BOza 10 OOLIEro KOJIHYECTBa 2 MII

[00627] Coemunenune S (5,0 mr) m xmopup Hatpusi (20,0 Mr) pacTBOpSIFOT B
IUCTUIUTUPOBAHHOM BOJIE U OOABIISIIOT BOAY 10 obmero konudectsa 2,0 mit. PactBop punbrpyror
U B aCENTHYECKUX YCIIOBUSX 3aJUBAIOT B aMITyJIbl HA 2 MJI. AMITyJia CTEPHIIM3YETCS U IJIOTHO
3aKyIIOPUBAETCS, YTOOBI MOJYYUTh PACTBOP ISl HHBEKLIHH.

[00628] IIpomplieHHass IPUMEHUMOCTh

[00629] ITenTunbl-aronuctsl penentopa GIP mo HacrosimeMy nM300peTeHHr0 O0NamaroT
NPEBOCXOJHONW AaKTHBHOCTBIO CeJIeKTUBHOro aronucra penentopa GIP u moryr ObiTh
HCTIOJIb30BaHBl B KAUECTBE JIEKAPCTBEHHOTO CPEACTBA JUIs MPOQUIAKTUKY UITH JIEYEHUS] PBOTHI U
NaTOJIOTUYECKUX COCTOSIHUH, BBI3BAHHBIX aKTHBHOCTHIO perenropa GIP, manpumep, pBOTHI U
3a005€eBaHNi, CBA3aHHBIX CO PBOTON WJIM TOIIHOTOH U T. . B OHOM BapuaHTe OCYIIECTBIEHHS
CEeJIEKTUBHBbIE NeNTUABI-aroHUCThl perentopa GIP mpumeHHMBI B KauecTBe JIEKapCTBEHHOTO
CPEACTBA MJIH JIEKAPCTBEHHOT'O Npernaparta Wi AJisl IPUMEHEHHs 115 PO MITAKTUKHY WITH JIEYEHUST
PBOTBHI U INATOJOTMYECKUX COCTOSIHMM, BBI3BAHHBIX aKTUBHOCTBIO perentopa GIP, nampumep,
CHHAPOMAa LMKJINYECKOH pBOTHI W TOIIHOTHI W/MIM pPBOTBHI, CBS3aHHOW C BBEICHHUEM
XUMHOTEPaneBTUYECKOrO WK IPOTUBOPAKOBOIO areHTa, Kak MoKa3aHo B JAHHOM JIOKYMEHTE.

[00630] Bce myOnukaumy, maTeHThl M 3afBKU HA MATEHTHI, LUTHPyEeMble B JTaHHOM
JOKyMEHTE, TIOJIHOCTBIO BKJIFOYEHBI B JAHHBIM JOKYMEHT MOCPEACTBOM CCBUIKH.

[CBOOOMHBIN TEKCT IJIsl IEPEUHS MOCIEA0BATEIbHOCTEH |

SEQ ID NO: 1: Harypanbhbiii yenosedeckuit GIP (menrun 1-42)

SEQ ID NO: ot 2 no 295 cunrernyeckue nentunsl (Gopmyst (I)-(V)

JPYTUE BAPUAHTHI OCYIIIECTBJIEHUA U30BPETEHUA

[00631] HeoOxoauMO MOHMMATb, YTO XOTSl AaHHOE W300peTeHHe ObUIO H3JIOKEHO B

COYETaHUH C ero MoApPOOHBIM OIMMCAHUEM, BBIIEMPUBEACHHOE OMHMCAHUE MPEIHA3HAUEHO MJIS
WUTFOCTPALIMH, HO HE JJIsl OTPaHUYEHUs] 00beMa N300pETEeHus], KOTOPBIA OnpeaessieTcss 00beMoM
npuiaraeMoil ¢opmyibl uzo0pereHus. Jlpyrue acmekThl, NMPEeUMyINecTBa M MOAH(HKALNN

n300peTeHNs] HAaXOASTCS B Ipefiesiax o0beMa clieay el (GopMyJibl H300PETEHMS.
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OOPMYJIA U3OBPETEHUS

1. ITenrrup-aronuct peuenrtopa GIP, npencrasnennsiii popmyoit (I):

P1-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-A9-Tyr-Ser-Ile-A13-A14-Asp-A16-A17-A18-Gln-
A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-GIn-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-A40-A41-A42-P? unu ero papMarieBTHYECKH TpUeMyIeMast COJb,

rme

P! mpencrassier coboii rpyrny, MpeacTaBIeHHY O GOpMyJIOit

RAL

-CO-RAL,

-CO-ORAL,

-CO-CORAL,

-SO-RAL

-SO,-RAL

-SO,-ORAL

_CO-NRA2RA3,

-S0O,-NRAZRA3

-C(=NRA!)-NRA2RA3 yyu

OTCYTCTBYET,

rne kKaxabii w3 RAL RA2 g RA3 HesaBucuMO mpejacTaBisieT coOOM aTOM BOXOPOIA,
HEeoO0s13aTeNIbHO 3aMELEHHYI0 YIJICBOJOPOAHYIO TPYIIy WM HEOOsS3aTeNIbHO 3aMEeIleHHYIO
reTePOLMKIMIECKY IO TPYIIITY;

P? npencrassieT coboit -NH, wnu -OH,;

A2: npencrasiisier codoit Aib, D-Ala, Ala, Gly wnu Pro;

A9: mpencrasinsier coboit Asp miu Leu;

A13: npexncrasisier coboit Aib i Ala;

A14: npencrasnsier cobori Leu, Aib, Ile umu Nle;

A16: npencrasisier coboii Arg, Ser uu Lys;

A17: npencrasiusieT coboii Aib, Ala wnu Ile;

A18: mpencrasnsier codoii Ala, His wu Lys;

A19: npencrasisier coboit Gln wm Ala;

A20: mpencrasisier coboit Aib, Gln unu Ala;

A21: npencrasiusier coboi Asp, Asn miu Lys;

A24: npencrasnsier coboit Asn, Gln wiu Glu;

A30: mpencrasnsier coboii Arg, Ser, Gln unu Lys;

A31: nmpencrasnsier coboii Gly, Pro unm nenenmto;

A32: mpencrasnsier coboti Ser, Lys, Pro, Gly wim neneuuro;

A33: mpencrasnsier coboti Ser, Lys, Gly wiu genenuro;

A34: npencrasnsier coboti Gly, Asn wim genenuro;

A35: mpencrasnsier coboii Ala, Asp, Ser, Asn wiu genenuro;

A36: mpencrasmsier coboii Pro, Trp wnu nenenuro;



152

A37: npencrasmsier coboii Pro, Lys nnn nenenmto;

A38: mpencrasisier coboii Pro, His wim neneuuto;

A39: npencrasmsier coboit Ser, Asn WiH AeJIeLHIO;

A40: npencrasisier coboii lle nnu nenenuro;

A41: npencrasnsier coboii Thr wiu genenuro; u

A42: npencrasisier coboit Gln mnu nenenuro.

2. Ilentun-aronuct perenropa GIP mo n. 1 umu ero ¢papmaneBTUYECKH MPUEMIIEMast COJIb,
rne A31 mpencraBuser coboit Gly, A32-A42 mnpencraenser coOoi neneunto; wiu A32
npencrasisier coboit Gly, A33-A42 npeacrasisitoT coO0H TENEUI0.

3. Ilentun-aronuct peuenropa GIP o n. 1 unmu ero gpapmaneBTUYECKH MpUEMIIeMast COJIb,
rne A31 nmpencrasnser coboii Pro, A32 npencrasnsier coboit Gly, a A33-A42 npencraBisoT
co0oii renenmro.

4. Ilentun-aronuct peuenropa GIP mo mobomy u3 nn. 1-3 wnu ero gapmMareBTHUECKH
npuemiiemas coib, rue P? npencrasisier coboit OH.

5. Ilenrup-aronuct peuenropa GIP, npeacrasiennsiii popmyoii (I1):

PL-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-A19-
A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-A40-A41-A42-P? wnu ero (apMarieBTUYECKU IpUeMIIeMast COJib, THE:

P! npexncrasisieT coboii rpymny, npenacTaBieHHy o Gopmy o

_RAI’

-CO-RAL

-CO-ORAL

-CO-CORA!L,

-SO-RAL

-SO,-RAL

-S0O,-ORAL

-CO-NRAZRA3,

-SO,-NRAZRA3 yyn

_C(:NRAl)_NRAzRA3

rae kaxabii u3 RAL RA2 y RA3 He3aBMCHMMO NpenCTaBisieT COOOH aToM BOIOPO.A,
HEeoOs13aTeNIbHO 3aMELEHHYI0 YIJIEBOJOPOAHYIO TPYIIY HJIN HEOOs3aTeNIbHO 3aMEIleHHYIO
reTEePOLMKINIECKY IO TPYIITY;

P? npencrassier coboii -NH, mnmm -OH,;

A2: mpencrasinsier coboit Aib, D-Ala nu Gly;

A13: npexncrasisier coboit Aib i Ala;

A14: mpencrasnsier coboii Leu, Aib, Ile, Nle wiu Lys(R);

A16: npencrasisier coboit Arg, Ser nim Lys;

A17: mpencrasnsier coboii Aib, Ala, lle umm Lys(R);

A18: npencrasisier coboit Ala, His mmu Lys(R);

A19: npencrasisier coboit Gln mnn Ala;
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A20: mpencrasisier coboii Aib, Gln, Arg wn Ala;

A21: nmpencrasmsier coboit Asp, Asn win Lys(R);

A24: npencrasisier coboii Asn, Gln wu Glu;

A29: npencrasmsier coboit Gln umm Lys(R)

A30: mpencrasisier coboit Arg, Lys, Ser, Gln wu Lys(R);

A31: npencrasmsier coboii Gly, Pro unn neneumnto;

A32: mpencrasisier coboii Ser, Lys, Pro, Gly wimu generuro;

A33: mpencrasmsier coboti Ser, Lys, Gly wiu genenuro;

A34: npencrasisier codoit Gly, Asn wnu nenenuro,

A35: mpencrasmsier coboii Ala, Asp, Ser, Asn wiu geneuuro;

A36: npexncrassier coboit Pro, Trp wnu nenenuto;,

A37: npencrasisier coboit Pro, Lys unu nenenuro;

A38: npencrasisier coboii Pro, His nnu nenermro;

A39: npencrasisier coboi Ser, Asn WK IeNeLHo;

A40: npexncrasinsier codotii [le wm nenenuro;

A41: npencrasnsier codoit Thr wmm nenenuro;

A42: npencrasisier codoit Gln nim penenyo.

rae B ocratke Lys(R) uacts (R) mpencrasnsier coboit X-L-, rne L nmpencrasnsier coboii
JMHKEp, U BbIOpaH u3 crienyomeid rpynmsl, cocrosmeil u3 20EGgEgE, OEGgEgE, 20EGgE,
30EGgEgE, G5gEgE, 20EGgEgEgE, 20EG u G5gEgE; u X npeacrasisier coOoi numun.

6. Ilenrua-aronuct peuentopa GIP, npencrasiennsiii popmynoii (IV):

P1-Tyr-Aib-Glu-Gly-Thr-Phe-Tle-Ser-Asp-Tyr-Ser-Tle-A13-A14-Asp-A16-A17-A18-
A19-A20-A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-
A38-A39-P? unu ero hapmManeBTUUECKH PUEMIIEMAST COJIb, THE:

P! mpencrasnsier coboit H unu C ¢ anku;,

P? npencrasisieT coboit -NH, wnun -OH,;

A13: mpencrasisier coboii Aib, Ala wnu Lys;

A14: npencrasnsier coboti Leu, Aib, Lys umu Lys(R);

A16: npencrasisier coboit Arg, Ser umm Lys;

A17: mpencrasnsier coboii Aib, Ala, Ile, Glu, Lys wmu Lys(R);

A18: mpencrasmsier coboii Ala, His, Glu, Lys wiu Lys(R);

A19: npencrasisier coboit Gln i Ala;

A20: nmpencrasisier coboli Aib, Ala, GIn, Arg umu Lys;

A21: npencrasnsier coboii Asp, Asn, Lys umu Lys(R);

A24: npencrasisier coboit Asn wu Glu;

A29: npencrasisier coboii Gln, Lys nu Lys(R);

A30: npencrasisier coboit Arg, Ser, Gln, Lys, Lys(Ac) umu Lys(R);

A31: npencrasmsier coboii Gly, Pro umm neneumto;

A32: mpencrasisier coboii Ser, Gly wnu nenenuro;

A33: mpencrasnsier coboii Ser, Gly wnu nenenuro;



A34:
A3S5:
A36:
A37:
A38:
A39:
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npexacrasisier codoit Gly mnm neneunto;
npencrasisier codoit Ala, Ser wiu genenuo;
npezacrasisier codol Pro mmu nenenuro;
npezacTasisier codol Pro wu nenenuro;
npencTasisier codoit Pro wim genenuro; u

npencrasisieT coOol Ser Wi Ienenuo;

rne B ocratke Lys(R) gacts (R) mpencrasnsier codoit X-L-, rne L nmpencrasnsier codoi
auHKep u BeIOpaH m3 rpymmbl, coctosmed u3 20EGgE, 20EGgEgE, G4gE, GGGGG, G5gE,
G5gEgE, G6, gEgEgE, OEGgEgE, OEGgEOEGgE, GGPAPAP u GGPAPAPgE, u X

npencrasisieT C;7-C,; 0AHOOCHOBHYIO KUCIOTY Win C17-Cyy ABYXOCHOBHYIO KHUCJIOTY.

7. Ilentun-aronuct pernenropa GIP mo . 6 wnu ero apmaneBTH4YeCKH MpUeMIIeMast COJlb,

rac:

AlT:
AlS:
A21:
A29:

npexncrasisier codoit Aib, Ala, Ile, Glu nmu Lys(R);
npezacrasJsier coboii Ala, His, Glu umu Lys(R);
npezcrasisier codoii Asp, Asn uiu Lys(R); u
npezacrasJsier coboii Gln unu Lys(R).

8. [entun-aronuct peuentopa GIP no m. 6 uimu ero ¢papmMaLeBTHUECKU TPHEMJIEMast COJb,

rae:

Al3:
Al4:
Al6:
AlT:
AlS:
A20:
A29:
A30:
A31:
A33:
A3S5:

npencrasisier coboit Aib mnu Ala;
npexacrasisier codboii Leu, Lys wim Lys(R);
npeacTasysier cobon Arg;

npencTasisier codoit Aib, Lys umu Lys(R);
npenctasisier codoit Ala, Lys wnu Lys(R);
npezacrasisier codol Aib;

npencrasisier codoit Gln;

npencTasisier codoit Arg, Ser wiu Lys;
npexacrasysier codoii Gly wnu Pro;
npenacTaBisier coboit Ser Wi nenenuo; u

npezacrasisier codo Ala unm genenuro;

rne L BeiOpan w3 rpymmbl, cocrosimedn w3 20EGgE, 20EGgEgE, OEGgEgE,
OEGgEOEGgE, G5, GGPAPAP u GGPAPAPgE.

9. Ilentun-aronuct peuenropa GIP mo . 8 umu ero gpapmaneBTUYECKH MpUEMIIEMast COJb,

rae:

Al4:
AlT:
AlS:
A21:

npexacrasisier coboit Leu mmm Lys(R);
npexacrasisietT coboit Aib i Lys(R);
npexacrasisier codoi Ala umm Lys(R); u

npencrasisier codoit Asp, Asn mwiu Lys(R).

10. Ientua-aronuct GIPR mo mo6omy u3 mim. 5-9 wiu ero apmManeBTHYECKH pUueMyieMast

comb, rae jumun X mpencraBisier coboit C7-C,y omHoocHOBHYH kuciory wmin C7-Cyg

IBYXOCHOBHYIO KUCJIOTY.
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11. Ientun-aroanct GIPR mo n. 10 nnm ero ¢apmaueBTHdecku mpuemiemMasi Coilb, TAe
aunun X npenctasisier codoit C g IBYXOCHOBHYHO KUCTIOTY

12. Tenrup-aronuct GIPR mo mrobomy w3 mm. 5-11 wim ero (dapmaneBTHYECKH
npuemiiemMas cojib, rae quakep L npencrasisier codoit 20EGgEgE nnmu GGGGG.

13. TMentup-aronuct GIPR mo mrobomy w3 mm. 5-12 wim ero (apmaneBTHYECKH
npuemiiemMasi conb, rre (R) npencrasmsier coboii 20EGgEgE-C g N1ByXOCHOBHYIO KHUCJIOTY WU
GGGGG-Cg IBYXOCHOBHYIO KHUCIIOTY.

14. Tlenrup-aromuct GIPR mo mrobomy w3 mm. 5-13 wim ero (dapmaneBTHYECKH
npuemiieMasl Cojib, MPUYeM NENTHA UMeET aMUHOKHMCIOTHBIM octatok Lys(R) B monoxenun
amuHOKucnoTsl A14 u (R) npencrasisier coboit GGGGG-C g ABYXOCHOBHYO KHCIIOTY.

15. Ientup-aronuct GIPR mo mrobomy w3 mm. 5-13 wim ero (apmaneBTHYECKH
npuemiieMasl Cojib, MPUYeM NENTHA UMeeT aMUHOKHMCIOTHBIM octatok Lys(R) B mosjoxenun
amuHokucyioTel A18 wmm A21 u (R) mpencrasmsier codoit 20EGgEgE-C18 nByXOCHOBHYIO
KHUCJIOTY

16. IMenrun-aronuct GIPR mo n. 5 wiu n. 6, npencrasieHHbid popmyioit (V):

Me-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Ile-A13-A14-Asp-Arg-A17-Ala-
Gln-Aib-A21-Phe-Val-Asn-Trp-Leu-Leu-Ala-Gln-A30-A31-A32-A33-A34-A35-A36-A37-A38-
A39-P2, uiu ero (apManeBTHUECKH [IPHEMIIEMast COJTb, T

P? npencrasisieT coboit -NH, wnu -OH,;

A13: npencrasisier coboii Aib mnu Ala;

A14: npencrasisier coboii Leu, Lys mnu Lys(R);

A17: npencrasisier coboii Aib, Lys unu Lys(R);

A21: npencrasisier coboii Asp, Asn, Lys mnu Lys(R);

A30: npencrasisier coboii Arg, Ser, Lys niu Lys(R);

A31: npencrasisier coboii Gly wnu Pro;

A32: npencrasisier coboii Ser, Gly wnu nenenuro;

A33: npexncrasisier cobol Ser wiu Aenenuro;

A34: npencrasisier coboit Gly i neneuuto;

A35: mpencrasisier coboit Ala mm nenenmro;

A36: npexncrasisier coboii Pro mu nenenuro;

A37: npencrasisier coboii Pro wimu nenenuro;

A38: mpencrasusier coboli Pro win nenennto; u

A39: npexncrasisier coboi Ser win nenaenuro,

rne L mpencrasisier coboii 20EGgEgE nmn GGGGG; u X npexncrasnser codoit Cig
IBYXOCHOBHYIO KHCJIOTY.

17. Ilenrun-aroruct GIPR mo n. 16 mnu ero papmaueBTHuecky npuemsiemMasi Colb, TAe:

A14: npencrasnsier coboii Leu mmm Lys(R);

A17: npencrasisier coboit Aib mu Lys(R);

A21: npencrasisier coboit Asp, Asn mm Lys(R); u

A30: mpencrasmsier coboit Arg, Ser, Lys umu Lys(R).
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18. Ilentun-aronuct GIPR mo . 16 wnmm n. 17 wim ero ¢papmaneBTHUECKH TpUeMIieMast
COJIb, TIPEACTABIICHHBIN (HOPMYJION:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-
G-OH;

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-
S-S-G-A-P-P-P-S-OH;

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Km-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-
S-G-A-P-P-P-S-NH;;

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G-
OH;

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-

G-OH;

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-
P-S-S-G-A-P-P-P-S-NH,.

19. Ilentun-aronrict GIPR mo n. 18 wnm ero ¢apmaneBTuuecku mpuemieMasi COJib,
NpeACTaBICHHBIH (HOPMY IO

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-
G-OH; rne Km npenacrasisier coboii Lys-GGGGG-C g AByXOCHOBHYIO KHCIIOTY.

20. Ienrtun-aronuct GIPR mo m. 18 wim ero ¢apmaueBTHUECKH MpUeMIIeMasi COJb,
NPEeACTABICHHBIH (HOPMYJION:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-
S-S-G-A-P-P-P-S-OH; rne Km npeacrasnsiet coboit Lys-GGGGG-C g ABYyXOCHOBHYIO KUCJIOTY.

21. Tenrunp-aronuct GIPR mo m 18 wiu ero (apmManeBTHYECKH MpUEMIIEMAsi COJIb,
npenCTaBIeHHbIH (OPMy IOt

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Km-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-
S-G-A-P-P-P-S-NH,; rne Km npencrasnsier coboii Lys-GGGGG-C,g IBYXOCHOBHYIO KUCJIOTY.

22. Tlenrun-aronuct GIPR mo m 18 wiu ero (apmManeBTHYECKH MpUeMIIEMasi COJIb,
npeCTaBIeHHbIH (OpPMy IOt

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G-
OH, rne Km npencragnsier coboii Lys-20EGgEgE-C g IByXOCHOBHYIO KUCIIOTY.

23. Tlentun-aronuct GIPR mo m 18 wiu ero (apmManeBTHYECKH MpUeMIieMasi COJb,
NpeCTaBIeHHbIH (OPMyIIOit:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-
G-OH; roe Km npencrasisier coboii Lys-20EGgEgE-C g TByXOCHOBHYIO KHCIIOTY.

24. Tlentun-aronuct GIPR mo m 18 wmu ero (apmManeBTHYECKH MpUemiieMasi COJb,
MpeICTaBIeHHBIN (OPMyIIOit:

Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-
P-S-S-G-A-P-P-P-S-NH,; rne Km mnpencrasusier coboii Lys-20EGgEgE-C 3 nByXOCHOBHYO
KHCJIOTY.

25. Ilentup-aronuct peuentopa GIP nmo mobomy u3 nm. 1-24 wiu ero gpapMareBTHIECKH
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npuemiieMas Cojib, mnpuueM mnentup-aroHuct penentopa GIP  umeer koadduinmeHnt
CEJIEKTUBHOCTH, BbIpakeHHbIN Kak oTHowmenne (EC50 GLP1R/ECS50 GIPR) 6onee 10, unu Gonee
100, unu 6onee 1000, unu 6onee 100 000.

26. Ilentun-aronuct peuenrtopa GIP nmo mobomy u3 mm. 1-24 wnu ero gpapMareBTHIECKH
npuemiIeMas Cojib, MpuyeM nentua-aroHuct peuentopa GIP numeer Bpems nosyBbiBeneHust 11/2
IpY BHYTPUBEHHOMY BBEIIEHHUH Yy 4yesioBeka Oonee 50 4acoB.

27. Tentun-aronuct penenrtopa GIP mo mobomy w3 mm. 7 uw 9-15 wimm ero
dapMaLieBTHUECKH TIpUeMIIeMasl CONlb, MNpuU4deM mentua-aroHucT penentopa GIP umeer
PacTBOPUMOCTD 15 MI/miut miu BhILIE.

28. JlekapCTBEHHBIH Mpenapar, Coepskaluii nentua-aronuct perenropa GIP mo mobomy
u3 nmn. 1-27 unu ero ¢papManeBTHUECKH PUEMIIEMYIO COJIb.

29. ®apmaneBTUYECKash KOMIIO3ULMS, COAepsKallas nentua-aronuct peuenropa GIP no
nrobomy u3 nm. 1-27 unn ero papMarieBTUUECKH PUEMIIEMYO COJIb.

30. Ilentun-aronuct peuenropa GIP no mobomy u3 nm. 1-27 wnn ero papmManeBTHYECKH
npueMJIeMasi COJIb, HJTH JIEKAPCTBEHHBIH Mpemnapar o 1. 28, wiu papManeBTuIecKast KOMIO3HLIHS
1o 1. 29, KOTOpble BBOIAT AJIsA JIEUEHUs PBOTHI B BUJIE MOHOTEPAIIUU.

31. llentun-aronuct peuentopa GIP no mobomy u3 nmn. 1-27 unu ero papmaneBTu4ecKu
npueMJIeMasi COJIb, HJIH JIEKAPCTBEHHBIH Ipernapar 1o 1. 28, wiu ¢papManeBTuIecKast KOMIO3HLIMS
1o 1. 29, KOTOpbIE BBOAAT OAUH pa3 B HEJENO WU OJUH Pa3 B UEThIPE-CEMb JTHEH, WU OJIUH Pa3
B YETBIPE-TIATh JHEH, WM OJUH pa3 B YEThIpE AHSA, WJIN OAUH Pa3 B IATh AHEH, WU OAUH pa3 B
LIECTb JHEW, WIN OJIUH pa3 B CEMb JHEH, WM OJUH pa3 B BOCEMb AHEH, UM OAUH pa3 B AEBATH
JHeW, UJIK OJIMH Pa3 B AECATH HEH.

32. JlekapCTBEHHBIN mpemapar mo M. 28, KOTOpPbIA NpeAcTaBiIsieT COoOOM akKkTHBATOP
peuenTopa GIP.

33. JlekapCTBeHHbI mpenapar mo m.32, KOTOPBIA MPENCTaBJsIeT COOOW CPEACTBO,
MOJABJISIIOLIEE PBOTY WJIM TOLIHOTY.

34. Ilpumenenue nentupa-aronucra peuenropa GIP no mrobomy u3 nm. 1-27 mnu ero comy,
WK JIEKAPCTBEHHOIO Mpemnapata mo m. 28, win GapManeBTUYeCKON KOMIO3UIMU 1O 1. 29 st
MIPOU3BOACTBA CPENCTBA, MOAABIISIOLIErO PBOTY WU TOLIHOTY.

35. Ilentup-aronuct penentopa GIP mo mobGomy w3 mm. 1-27 wuiam ero cosb, WK
JIEKapCTBeHHBIN mpenapar mo m. 28, wim ¢apmaleBTHYecKass KOMMOo3ulus mo m. 29 mns
MIPUMEHEHUS B IOAABJIEHUN PBOTHI WU TOLUIHOTBHI.

36. Criocob mpenoTBpaleHnsT UITH JICYSHHST PBOTHI Y CYOBEKTa, BKIIOYAIOIIUIN BBECHHE
cyOBekTy 3(PQeKTHBHOrO KoiudecTsa nentuna no jgrodomy w3 mm. 1-27 wiam ero coniu, Wiu
JIEKapCTBEHHOT'O Tipernapara 1o . 28, win ¢papManeBTHIeCKON KOMITO3ULIUH 1O T1. 29.

37. Cniocob mo 1. 36, mpuyeM pBOTa MPEACTABIISIET COOOU TOIHOTY W/WJIH PBOTY.

38. JlekapcTBeHHBIN Ipenapar no . 33, NpuMeHeHHue MO M. 34, NeNTH, JIEKapCTBEHHbIN
npernapar wii gapmarneBTHIeckass KOMIO3uLus 1o 1. 35 wiu cnocod no n. 37, rae pBoTa Win
TOIIHOTA BBI3BAHBI OJHUM WJIM OOJie€ MATOJOTMYECKUMH COCTOSIHHUSIMH WM TPUYHHAMH,

BbIOpaHHbIMU U3 crienyromux (1) - (10):
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(1) 3aboneBaHusi, COMPOBOXKAAIOINNECS] PBOTOM HJIM TOIIHOTOM, TaKHE KaK racTporapes,
THITOMOTOPHKA YKEJy JOUYHO-KUIIEYHOTO TPAKTA, IEPUTOHHT, OMYyXOJIb OPIOLTHOMN IOJIOCTH, 3a110D,
JKEITy TOUYHO-KUIIeYHasi HEMPOXOANMOCTb, XPOHUYECKas ICEBIOHENPOXOIUMOCTh KUIICYHHKA,
(yHKIIMOHAIbHAST AVMCTIETNICHS, BBI3BaHHBIE XUMHUOTepanueil TomuoTta 1 pBota, (CINV - aHrn.:
chemotherapy-induced nausea and vomiting), xpoHudeckass HEOOBSICHUMAs TOLIHOTA H/WIIU
pBoTa, cuHApPOM nukiandeckoit pBotsl (CVS - anri.: cyclic vomiting syndrome), TomHoTa u/nnu
pPBOTA, CBSI3aHHBIE C racTPOIAPe3OM, OCTPBIA MAaHKPEATUT, XPOHUYECKHH MMAHKPEATHUT, IelaTurT,
THIEPKANEMHs, OT€K MO3ra, BHYTPHUUEPENHOE IOpaKeHHE, HapylLIeHHe OOMEHa BElIeCTB,
racTPUT, BBbI3BAHHBIN HH(QEKIHeH, IMocaeonepauuoHHoe 3aboneBaHue, HH(APKT MHOKapAa,
MHIPEHb, BHyTPUUEPEITHAS THIEPTEH3Us] U BHYTPHUYEPEIHAs TUIIOTEH3Us (HarpuMep, BbICOTHAsI
Oone3Hb),

(2) pBoTa M/MNM TOIIHOTA, BHI3BAHHBIE XUMHOTEPANEBTHYECKUMH TpernapaTaMu, TAKUMH
kak (1) ankuaupyromue areHThl (Hampumep, uukiodpochamMun, KapMyCTHH, JIOMYCTHH,
XJIOpaMOyILIMJ,  CTPeNnTO30LMH, pAakapOasus, wudochamun, Temozoigomun, Oycynbda,
OenmamMyCcTHH U MendanaH), LUTOTOKCHYECKHE AHTUOMOTHKH (HAampumep, DaKTUHOMHLIMH,
nokcopyourus, mutoMuiuH-C, OneomuiuH, >nupyOMIMH, akTMHOMUIMH D, ampyOurms,
unapyOuIyH, nayHOpyOMIMH M mMpapyOMIMH), aHTUMeTabOJNYeCKHe areHThl (Hampumep,
uTapabuH, METOTpekcaT, S-pTopyparmi, SHOUUTA0NH U KiodapaOuH), ankajouabl OapBHUHKA
(HampuMep, STONO3WA, BUHONACTHH M BUHKPHUCTHH), OPYTHe XMMHOTEPANIEeBTUUECKHE AreHTBHI,
TaKMe Kak LWCIUIATHH, NpoKapOasuH, TUAPOKCUMOUYEBUHA, Aa3alUTHINH, WPHUHOTEKAH,
uHTepdepoH anbda, UHTEPIEHKUH-2, OKCATUILIATHAH, KapOOTUIATHH, HEAATUIATHH U MUPHILJIATHH,
(i1) omrouaHbIe aHAJIBreTHKU (Hampumep, MopduH); (iil) aroHUCThl JOGAMHHOBOTO pPEeLenTopa
DID2 (wanpumep, amomopdusn); (iv) kaHHAOMC M KAHHAOMHOWIHBIE MPOAYKTHI, BKJIFOYAS
CHHIPOM KaHHAOMHOUTHOM TMITepEeMEe3HH,

(3) pBOTa WK TOIIHOTA, BHI3BAHHBIE JIyUEBOH OOJIE3HBIO WJIH JIy4eBOH Tepanueil rpy THOH
KJETKH, OpIOTHOW TOJOCTH H T.IL., MPHUMEHSEMOH /Uil JICYCHUs 3JIOKAUECTBEHHBIX
HOBOOOpA30BaHUI,

(4) pBOTa WJIH TOLIHOTA, BHI3BAHHBIE SAOBUTHIM BEIECTBOM MJIM TOKCHHOM;

(5) pBoTa M TOIIHOTA, BBI3BAaHHBIC OEPEMEHHOCTBIO, BKIIFOYAsi TUTIEpEME3NC OepeMEHHBIX;

(6) pBOTa U TOIIHOTA, BBI3BAHHBIC BECTHOYJISIPHBIM HAPYIIEHUEM, TAKUM KaK YKaUUBAHHE
WJIH TOJIOBOKPY KEHHE;

(7) oTMena onMoOHOB;

(8) OepeMeHHOCTb, BKITFOYAsI THIIEPEME3NC OEPEMEHHBIX;

(9) BecTuOyIApHOE HAPYLIEHNE, TAKOE KaK YKAYMBAHUE WU T'OJIOBOKPYKEHUE, WITH

(10) ¢msmueckas TpaBMa, BBI3BIBAIOINAS JIOKAJIBHYI, CHCTEMHYIO, OCTPYIO WIH
XPOHHUYECKYIO OOJIb.

39. Crocob mo 1. 36, mpuueM pBOTA SBJSIETCS PE3YJIBTATOM BBI3BAHHOW XUMHOTEpanuen
ToHOTEl U pBOTH (CINV), XpoHHUeCKoil HEOOBSICHUMOW TOLIHOTBI W/WUJIM PBOTHI, CHHAPOMA

mukindeckor pBoTsl (CVS) B TOITHOTHI W/WIIK PBOTHI, CBS3aHHBIX C FACTPOMAPE30M.



159

40. Crocob mo m. 36, mpuueM CyOBeKT MpeactaBisieT coboil cyObekTa C caxapHbIM
IrabeToM, OTJIMYHBIM OT caxapHoro nuadera 2 Turma.

41. Crnocob mo m. 36, mpudeM pBOTa MPEICTABISAET COOOH OTCPOYECHHYIO PBOTY HIIH
O’KUIAEMYIO PBOTY.

42. Cnoco0 no modomy u3 nm. 36-41, B KOTOPOM y cyOBEKTa JieuaT pBOTY, HE BbI3bIBAS Y
cyOBeKTa OECIIOKONCTBA WM CEAaTUBHOTO 3P deKTa.

43. Cnoco6 no mobomy u3 . 36-42, B KOTOPOM y CyOBEKTa JiedaT pBOTY, HE BBI3bIBAS
NOJABJIEHUS] CEKPEIMH TJIIOKAroHa, KOrZa YPOBHU TJIFOKO3bI B IUJIa3M€ IPEBBILAIOT YPOBHHU
HATOIIAK.

44. Cnoco0® mo mobomy u3 nm. 36-43, B KOTOPOM pBOTY JedaT y cyObekra Oe3
CylLeCTBEHHON akTuBauuu peuenropa GLP-1.

45. Criocob mo 1. 43 wiu 1. 44, B KOTOPOM PBOTY JiedaT y CyObekTa 0e3 OTHOBPEMEHHOTO,
MOCJIEAYIOLIEro UK NPEIBApUTENIbHOTO BBeIeHHs aroHucTa peuenropa GLP-1.

46. Crnoco6 mo mobomy u3 nm. 36-45, B KOTOPOM pPBOTY JieyaT y CyObekTa, He
NPUHUMAFOILETO JEKAPCTBEHHBIH Mpenapar IJisi KOHTPOJIsl MeTaboIMUeCKOro CHHAPOMA.

47. Cnocod mo mobomy u3 nm 36-45, B KOTOPOM pBOTY JiedaT y CyObekTa,
NPUHUMAFOILETO JEKaPCTBEHHbIH Mpenapar IJIsi KOHTPOJIs MeTaboIMUeCKOro CHHAPOMA.

48. Cniocod no 1. 47, npudem MeTabOoIMIeCKUi CHHAPOM MPECTABIAET COOOH caxapHbIi
auader 2 TUMa WITH OKUPEHHE.

49. Cnocob no mobomy u3 mm. 36-48, mpuuem pBOTa BbI3BAHA WJIHM BBI3BIBAET CHHAPOM
LUKJIMYECKON PBOTHI HJTH CBSI3AHHBIE C XUMHUOTEPAINEH TOIIHOTY WJIH PBOTY.

50. Cnoco0 mo 1. 38 wiu 1. 49, B KOTOPOM XUMHOTEPAIHS HJIH XUMUOTEPANEBTUIECKUI
areHT BKIOYaeT: (1) aJKWIMpPYIOIIME areHThl (HampuMmep, unukiodochamun, KapMyCTHH,
JIOMYCTHH, XJIOpaMOyLIWJI, CTPENTO30LMH, nakapba3uH, upochamua, teMoszonomun, Oycynbdat,
OeHmaMyCTHH W MendaniaH), LUTOTOKCUYECKHE AHTUOMOTHKH (HAmpumep, NaKTHHOMHUIIVH,
OOKCOPyOuIuH, MUTOMULMH-C, OJeOMUIMH, SMHUPYOUIIMH, AaKTUHOMHIMH D, ampyOwuLuH,
unapyONIMH, NAyHOPYOWIIMH W NUPapyOUIMH), aHTUMETaOOIMYeCKHe AareHThl (Hampumep,
uTapabuH, MeToTpeKkcaT, S-pTopypaipui, SHONUTAOMH U KiodapaOuH), ankaiouabl OapBUHKA
(HampuMep, STOMO3MUI, BUHOJACTUH M BUHKPUCTHH), APYTHE XUMHOTEPANEBTUYECKHE ArC€HTHI,
TaKMe KaK [UCIUIATHH, TMpoKapOasWH, THAPOKCUMOYEBHHA, a3alUTHIUH, WPUHOTEKaH,
uHTEepepoH anbda, HHTEPIECHKNH-2, OKCATHUILIATHH, KapOOIUIATHH, HEATUTATHH  MUPHILIATHH,
(1) onmMouaHbIe aHAIBreTHKHU (Hampumep, MopduH); (ii1) aroHUCTsl JOGAMHUHOBOTO PELEenTopa
DID2 (wanpumep, amnomopdusn);, (iv) kaHHaOMC W KaHHAOMHOWIHBIE MPOAYKTHI, BKJIFOYAS
CHHIPOM KaHHAOMHOUIHOM TMITepEeMe3nn

51. Cnocob 1o 1. 36, mpudeM CyOBeKT CTPaaeT caxapHbIM 1HadeTOM 2 TUIaA.

52. Cnocob no mobomy u3 nm. 36-51, B koropom nentua-aronucT perentopa GIP wmu
JIEKapCTBEHHbI  Mpemapar  BBOOSAT  MOOKOXKHO,  BHYTPHUBEHHO,  BHYTPHMBILIEYHO,
BHYTPHOPIOIINHHO, MEPOPATBEHO WM My TEM WHTaJSILHH.

53. Cnocob no mobomy u3 mm. 36-52, B koTopoM 3((HeKTUBHOE KOJIMYECTBO MENTHIA-

aronucTa perenropa GIP, BBomumoro cyowekty, cocrasinsieT ot okojio 0,01 o 0,5 Mr/kr/nens, ot
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0,1 no 5 mr/kr/nenn, ot 5 no 10 Mr/kr/nenn, ot 10 no 20 Mr/kr/nenb, ot 20 1o SO Mr/Kr/neHb, OT
10 mo 100 mr/kr/menb, ot 10 go 120 mr/kr/mens, ot 50 mo 100 mr/kr/menb, or 100 mo 200
Mr/kr/nenb, ot 200 no 300 mr/kr/aens, ot 300 no 400 mr/kr/nens, ot 400 no 500 Mr/kr/neHb, OT
500 mo 600 mr/kr/menb, ot 600 no 700 mr/kr/mens, ot 700 o 800 mr/kr/mens, ot 800 mo 900
Mr/kr/nens win ot 900 1o 1000 mMr/kr/neHsb.

54. Cniocob no mrobomy u3 . 36-53, npudeM CyObeKT SBISIETCS YETIOBEKOM.

55. Cnocob no mobomy u3 nm. 36-54, B koTropom nentua-aroHucT perenropa GIP wmu
JICKApCTBEHHBIN Tperapar BBOAAT CYOBEKTY 1O, BO BpeMsl WJIH TOCJEe Pa3BUTHs OOJE3HEHHOTO
COCTOSIHUSA Y CYOBEKTA.

56. Cnoco6 no mobomy u3 nm. 36-55, B koTropom nentua-aroHucT perenropa GIP wnu
JIEKapCTBEHHBIHN IMperapaT BBOAST CyOBEKTY OUH pa3 B HENENO, WIU OAUH pa3 B 5-7 nHeH, win
YeThIPE-1IeCTh Pa3 B MECSIII.

57. Cnocob no mobomy u3 nm. 36-56, B koTopoMm nenTtua-aroHucT perenropa GIP wnun
JIeKapCTBEHHBIH Mpenapar BBOIAT CyObeKkTy B TeueHue 1-5 Henens, 1-5 mecsues wnu 1-5 ner.

ITo noBepeHHoCTH



®opmyJia n3odpeTeHust
[IIynxT 1] Ilenrup-aronuct penenropa GIP, mpencrasnennsii popmyioit (I):
P'-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-A9-Tyr-Ser-Ile-A13-A14-Asp-A16-A17-A18-A19-A20-
A21-Phe-Val-A24-Trp-Leu-Leu-Ala-GIn-A30-A31-A32-A33-A34-A35-A36-A37-A38-A39-
A40-A41-A42-P? vin ero hapMaleBTAYECKH IPHEMIIEMAS COJIb;
rie
P! npencrasisier co6oii rpymily, mpecTaBieHHyIo GopMyIoi
_RAL
-CO-RAL,
-CO-ORA!,
-CO-CORAY,
-SO-RA,
-SO»-RAL
-SO,-ORAL
_CO-NRA2RA3,
-SO2-NRAR™,
-C(=NRAD-NRAR™3 pym
OTCYTCTBYET,
rze xkaxapii u3 RA, R*? 1 RA mezaBucuMo npejicrasisieT co6oii aToM BoJ0po/ia, Heo6sA3aTeIbHO
3aMelICHHYIO YIIIEBOJIOPOAHYIO IPYIILY MM HE0OA3aTeIbHO 3aMELICHHYIO T€TePOLUKINIECKY IO
Ipymniy;
P? mpexactasaser coboit -NH, umu -OH;
A2: npencrarnser coboit Aib, D-Ala, Ala, Gly wm Pro;
A9: mpencrasnset coboit Asp wim Leu;
A13: npeacrasisier coboit Aib mmm Ala;
Al4: npeacrasuset coboit Leu, Aib win le;
A16: npeacrasnsier coboit Arg, Ser unu Lys;
A17: mpencraenset coboit Aib, Ala wmu lle;
A18: mpencrasiset coboit Ala, His unu Lys;
A19: mpencrasiset coboii Gln umm Ala;
A20: mpeacrasnseT coboit Aib, Gln um Ala;
A21: npencrapnsier coboit Asp, Asn uimn Lys;
A24: npencrasiset coboit Asn, Gln wu Glu;
A30: mpencrasiseT coboit Arg, Ser, Gln mmu Lys;

A31: mpeacrasnset coboit Gly, Pro uma nenenuio;
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A32: nmpeacrasiset coboit Ser, Lys, Pro, Gly win generuro;

A33: nmpeacrasmusieT coboit Ser, Lys, Gly wu genenutio;

A34: npencrasiser coboit Gly, Asn wiu Aenenuio;

A35: npencrasiset coboit Ala, Asp, Ser, Asn wiu Jesenuio;

A36: npeacrassiet coboit Pro, Trp wium nenenuto;

A37: npeacrasmsier coboit Pro, Lys umm nenemnuro;

A38: npeacrasiser coboii Pro, His unm genenuio;

A39: npencrapisier coboii Ser, Asn WK JIeIIEIUIO;

A40: npeacrasisiet coboit Ile wmm nenenuto;

A41: nmpencrasuset coboit Thr wim genernuio; u

A42: npencraiset coboii Gln unm genenmro.

[ITynkT 2] [Tentua-aronuct penentopa GIP mo n. 1 wim ero ¢papmaneBTHYECKH IpHeMIIeMast
coib, te A31 mpenacrasnser coboit Gly, A32-A42 npencrasisieT coboit nenenuto; wim A32
npencrasiset coboit Gly, A33-A42 npeacrapisior coboit Tenenuro.

[IIynkT 3] [Tentua-aronuct penentopa GIP mo n. 1 wim ero dapmaneBTHIeCKH IpHEMIIEMAas
comb;, rae A31 mpencraBmsier coboit Pro, A32 mpeacraBnser coboit Gly, a A33-A42
IIPEICTaBIIAIOT COO0M JeIIeIHo.

[IIynxT 4] Ilentug-aronuct penentopa GIP no mobomy w3 mm. 1-3 wm  ero
dbapmaneBTHYECKH IpEeMIIeMas collb, rae P? nmpeacrasmser co6oit OH.

[IIynkT 5] [Tentua-aronuct penentopa GIP, npencraBnennsiit popmyoit (I1):
P!-Tyr-A2-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Ile-A13-A14-Asp-A16-A17-A18-A19-A20-
A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-A38-A39-
A40-A41-A42-P? wym ero hapManeBTAIECKH IPHEMIIEMAs COIIb, TJIE:

P! mpencrapnser co6oit rpymny, IpeacTaRIeHAYI0 HOpMYIIoH

_RAL

-CO-RAL,

-CO-ORA!,

-CO-CORA!,

-SO-RAL,

-SO»-RAL,

-S0,-ORAL,

-CO-NRAZRA3,

-SO,-NRA?R*? yym

_C(=NRA1)-NRA2RA3

rzie Kaxpii m3 R4 RA2 u RA mezaBucuMo npecTapigeT co6oii aToM BOIOPO/Ia, HEOOA3aTENHHO



3aMENICHHYIO YIIIEBOJIOPOIHYIO TPYIILY MM HE0OS3aTeIbHO 3aMEIMICHHYIO T€TEPOIUKINTIECKY O
Ipymniry;

P? npexcrasisier co6oit -NH; mmm -OH;

A2: npencrapisiet co6oii Aib, D-Ala unu Gly;

A13: npeacrasisier coboit Aib wm Ala;

Al4: npeacrasisier coboit Leu, Aib, Ile mmu Lys(R);

A16: npencrapisier coboii Arg, Ser win Lys;

A17: npeacrasiset coboii Aib, Ala, Ile wm Lys(R);

A18: nmpeacrasnset coboit Ala, His mnm Lys(R);

A19: npeacrasiser coboit Gln wmm Ala;

A20: nmpeacrasiset coboit Aib, Gln, Arg nimu Ala;

A21: npencrapisiet coboit Asp, Asn umm Lys(R);

A24: npencrasmuset coboit Asn, Gln wu Glu;

A29: npeacrasister coboit Gln wmm Lys(R)

A30: mpeacrasiser coboit Arg, Lys, Ser, Gln uimu Lys(R);

A31: mpencraenset coboit Gly, Pro uma nenenuro;

A32: nmpeacrasmsiet coboit Ser, Lys, Pro, Gly wim aenerurio;

A33: mpeacrasmusieT coboit Ser, Lys, Gly wiu genenuio ;

A34: npexncrasiser coboit Gly, Asn wiu aenenuio;

A35: npeacrasnseT coboit Ala, Asp, Ser, Asn wiu JeNeuIo;

A36: nmpencrasiset coboit Pro, Trp wim nenermio;

A37: npencrasuset coboit Pro, Lys umm nenenuio,

A38: mpencrasnsget coboit Pro, His uim nenenuro;

A39: mpencrasiseT coboit Ser, Asn WK ACNEIUIO;

A40: npeacrasisiet coboit Ile wm penenuio ;

A41: npeacrasiser coboii Thr wiu genenuro;

A42: npeacrasmnser coboit Gln wm nenenuro.

riae B octatke Lys(R) gacts (R) npencraBmser coboii X-L-, rae L npencrapiser coboii TMHKED, U
BEIOpaH w3 cienyromeit rpynmsl, coctosmeit u3 20EGgEgE, OEGgEgE, 20EGgE, 30EGgEgE
G5gEgE, 20EGgEgEgE, 20EG u G5gEgE; u X npencrasnser co6oit Tanu.

[IIyakT 6] [lenrua-aronuct penenropa GIP, npencrasnennsti Gopmymoit (IV):
P'-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Ile-A13-A14-Asp-A16-A17-A18-A19-A20-
A21-Phe-Val-A24-Trp-Leu-Leu-Ala-A29-A30-A31-A32-A33-A34-A35-A36-A37-A38-A39-P?
WM €T0 (papManeBTUIECKU IprueMiieMast colib TIe:

P! nmpencrasuser co6oit H mm Ci. anxm;



P? mpexacrasiser co6oit -NH, mmm -OH;

A13: nmpeacrasiseT coboit Aib, Ala mmu Lys;

Al4: npencrasisier coboit Leu, Aib, Lys umu Lys(R);

A16: npencrapnser coboit Arg, Ser umu Lys;

A17: npeacrasusiet coboit Aib, Ala, Ile, Glu, Lys umu Lys(R);

A18: npeacrasmsier coboit Ala, His, Glu, Lys wau Lys(R);

A19: npeacrasiser coboii Gln wm Ala;

A20: npeacrasiset coboii Aib, Ala, Gln, Arg wiu Lys;

A21: npeacrasisier coboit Asp, Asn, Lys mm Lys(R);

A24: npeacrasisiet coboit Asn unu Glu;

A29: npencrasiset coboii Gln, Lys umu Lys(R);

A30: mpeacrasiset coboit Arg, Ser, Gln, Lys, Lys(Ac) wm Lys(R);

A31: mpeacrasuset coboit Gly, Pro um nenenuro;

A32: mpeacrasiset coboit Ser, Gly wum aenemnuio;

A33: nmpeacrasiser coboit Ser, Gly wu aenenuio;

A34: npencrasnset coboit Gly mm nenenuro;

A35: mpeacrasisieT coboit Ala, Ser unu genenuio;

A36: npeacrasisieT coboit Pro uim nenenuio;

A37: npeacrasisieT coboit Pro unu genenuro;

A38: npencrasisier coboii Pro wnu nenenuio; u

A39: nmpencrasiseT coboii Ser Wi eIenuIo;

riae B octatke Lys(R) gacts (R) npencrasnser coboit X-L-, riae L nmpeacraBnseT coboii TMHKEDP U
BeIOpaH u3 rpynmsl, cocrosmeit u3z 20EGgE, 20EGgEgE, G4gE, GGGGG, G5gE, G5gEgE, G6,
gEgEgE, OEGgEgE, OEGgEOEGgE, GGPAPAP u GGPAPAPgE; u X npexncrasnser Ci7-Cr
OJHOOCHOBHYIO KUCIOTY i C17-C22 IByXOCHOBHYIO KHCJIOTY.

[IIynkT 7] [lentua-aronuct perentopa GIP mo n. 6 unm ero gpapmaieBTHYECKH IpUeMIIeMast
COJIb, I1€:

A17: mpencraenset coboit Aib, Ala, Ile, Glu umm Lys(R);

A18: mpencrasiser coboii Ala, His, Glu unmu Lys(R);

A21: npencrapisier coboit Asp, Asn umu Lys(R); u

A29: npeacraenset coboit Gln uym Lys(R).

[IIyHkT 8] [Tentua-aronuct penentopa GIP mo 1. 6 wim ero ¢hapmManeBTHYECKH IpUEMIIEMast
COJIb, IJIE:

A13: mpencrasiset coboit Aib wm Ala;

A14: npeacrasiser coboit Leu, Lys mum Lys(R);



A16: npeacrasiseT coboit Arg;

A17: npeacrasusiet coboit Aib, Lys uma Lys(R);

A18: mpeacrasnser coboit Ala, Lys mmm Lys(R);

A20: npencrapisieT coboit Aib;

A29: npeacrasmnset coboit Gln;

A30: npeacrassiet coboit Arg, Ser wiu Lys;

A31: npeacrasiser coboii Gly wim Pro;

A33: npencrapisier coboii Ser Wi JACICIHIO; U

A35: npeacrasisieT coboit Ala wm genenuro;

riae L BeiOpan u3 rpymmsl, coctosimeit u3z 20EGgE, 20EGgEgE, OEGgEgE, OEGgEOEGgE, G5,
GGPAPAP u GGPAPAPgE.

[IIynkT 9] [lentua-aronuct penentopa GIP mo n. 8 wim ero dhapmaneBTHYECKH IpreMiIeMas
COJIb; TAE:

Al4: mpeacrasuset coboit Leu unm Lys(R);

A17: mpencrasiser coboit Aib mwmm Lys(R);

A18: npeacrasiser coboit Ala mwm Lys(R); u

A21: npeacrasmusieT coboit Asp, Asn umu Lys(R).

[[Iynxt 10] Ilentuap-aromuct GIPR mo mobomy w3 mm. 5-9 wmm ero ¢apmaneBTHYECKH
npuemieMasi cojib, rae unuja X npeacrasisier coboi Ci7-Cro 04HOOCHOBHYIO KuciaoTy Wik Ci7-
C20 ABYXOCHOBHYIO KHCIIOTY.

[[Tynxt 11] Ilentma-aronuct GIPR mo . 10 umu ero papmarneBTrdeckn mpueMiemas collb, Iie
mumaa X npezctasisieT coboit Cig IByXOCHOBHYIO KMCIIOTY.

[[Tynxt 12] Ilentuap-aronuct GIPR mo mroGoMy w3 mm. 5-11 wimm ero ¢apManeBTHYECKH
mpuemMiiemMas coJb, rae guakep L npencrasnser co6oit 20EGgEgE wm GGGGG.

[[Iynxt 13] Ilentuap-aromuct GIPR mo mrobomy w3 mm. 5-12 wimm ero ¢apMmaieBTHIECKH
npuemiieMas cojs, rae (R) npeacrasinser coboit 20EGgEE-Cig IByXOCHOBHYIO KUCIIOTY MU
GGGGG-Cig IByXOCHOBHYIO KHCTIOTY.

[[Iynxt 14] Ilentuap-aromuct GIPR mo mrobomy w3 mm. 5-13 wmm ero ¢apManeBTHYECKH
IpueMiieMasi Colib, OTIUYAIOINUICS TEM, UTO IENTH/] UMEET aMUHOKHUCIOTHEIH ocTtaTok Lys(R) B
amuHOKHCIOTHOM monoxennn Al4 u (R) mpeacraBiser coboit GGGGG-Cis IBYXOCHOBHYIO
KHCJIOTY.

[[Iynxt 15] Ilentua-aromuct GIPR no mo6Gomy u3 mm. 5-13 wim ero ¢apmaneBTHYECKH
mpueMiieMasl Ccojib, IpUYEM IENTH MMEET aMHUHOKHUCIOTHBIA ocTaTok Lys(R) B monoxenun
amuHOKHCIOTEI Al8 mmu A21 u (R) mpeacraBmser coboit 20EGgEgE-C18 aByxocHOBHYIO

KUCJIOTY .



[ITynxt 16] Ilentua-aronuct GIPR no 1. 5 wm 1. 6, npeacrasienHsni Gpopmynoit (V):
Me-Tyr-Aib-Glu-Gly-Thr-Phe-Ile-Ser-Asp-Tyr-Ser-Ile-A13-A14-Asp-Arg-A17-Ala-Gln-Aib-
A21-Phe-Val-Asn-Trp-Leu-Leu-Ala-Gln-A30-A31-A32-A33-A34-A35-A36-A37-A38-A39-P?,
WK ero (papMaleBTUIECKH IprueMiieMast Collb, I/1e:

P? mpexacrasisier co6oit -NH, mmm -OH;

A13: npencrasisieT coboit Aib mmm Ala;

A14: npencrapisiet coboii Leu, Lys uimu Lys(R);

A17: npeacrasiset coboii Aib, Lys umu Lys(R);

A21: npeacrasisier coboit Asp, Asn, Lys mm Lys(R);

A30: mpencrasusiet coboit Arg, Ser, Lys um Lys(R);

A31: mpeacrasiser coboii Gly mwmm Pro;

A32: nmpeacrasiset coboii Ser, Gly wiu aenenuio;

A33: mpencraBiseT coboit Ser WK €U0,

A34: npeacrasmuset coboit Gly mm enenuro;

A35: mpeacrasiser coboii Ala wu aenenuio;

A36: npeacrasiser coboit Pro uma nenenuro;

A37: npeacrasisieT coboit Pro um nenenuio;

A38: nmpeacrasmuseT coboit Pro wim nenenuio; u

A39: npencrapinsier coboi Ser WM AeNeLuIo,

rae L npencraBnser coboit 20EGEEgE mwmum GGGGG; m X npencraeimsier coboir Cis
JIBYXOCHOBHYIO KHCIIOTY.

[[lynxt 17] Ilentua-aroruct GIPR mo mm. 16 wim ero dapmaneBTH4eCKy IpreMieMas CoJlb IJIe:
Al4: nmpencrasnset coboit Leu mnmm Lys(R);

A17: npencrasmiset coboit Aib wm Lys(R);

A21: npencrasuset coboit Asp, Asn wu Lys(R); u

A30: mpeacrasuseT coboit Arg, Ser, Lys mwimu Lys(R).

[[Tynxt 18] Ilentua-aronuct GIPR mo 1. 16 wmm 1. 17 wnm ero dhapManeBTHYECKA pUeMIiIeMast
COJIb, IPEJICTAaBICHHBIN (HOpMYIIOi:
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-G-OH;
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-S-S-G-
A-P-P-P-S-OH;
Me-Y-Aib-E-G-T-F-1-S-D-Y-S-I-A-L-D-R-Km-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-S-G-A-
P-P-P-S-NHj;
Me-Y-Aib-E-G-T-F-1-S-D-Y-S-I-A-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G-OH;
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-G-OH;



Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-P-S-S-
G-A-P-P-P-S-NHa.

[[Iynkt 19] Ilentua-aronuct GIPR mo m. 18 unm ero dapmaneBTHYECKH MpHEMIIEMasi COJb
IpeACTaBICHHBIH HOpPMYIION:
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-G-OH;
rae Km npexacrasnser co6oit Lys-GGGGG-Cig AByXOCHOBHYIO KHUCIIOTY.

[[Tynxt 20] Ilentua-aromuct GIPR mo m. 18 wim ero dapmaneBTHYECKH NpHeMIIEMas COJIb
IIpe/ICTaBJICHHBIA (HOpMYJIOi:
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-A-Km-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-S-P-S-S-G-
A-P-P-P-S-OH; roe Km npeacrapnset coboit Lys-GGGGG-Cis ABYXOCHOBHYIO KUCIIOTY.
[[Tynxt 21] Ilentma-aronuct GIPR mo n. 18 wim ero ¢apmaneBTHYeCKH mpuemiieMas COJb
IIpe/ICTaBICHHBIN (hOpMYJIOii:
Me-Y-Aib-E-G-T-F-1-S-D-Y-S-I-A-L-D-R-Km-A-Q-Aib-D-F-V-N-W-L-L-A-Q-S-P-S-S-G-A-
P-P-P-S-NH>; rae Km npezacrainset coboit Lys-GGGGG-Cis ABYyXOCHOBHYIO KUCIOTY.

[[Tynxt 22] Ilentua-aronuct GIPR mo n. 18 wim ero ¢apmaneBTHYeCKH mpuemiieMas COJIb
IpEJICTaBICHHBIN (HOpMyJIOii:
Me-Y-Aib-E-G-T-F-1-S-D-Y-S-I-A-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-K-G-OH; rze
Km npeacraemsier coboii Lys-20EGgEgE-Ci3 AByXOCHOBHYIO KHCIIOTY.

[[Tynxt 23] Ilentua-aronuct GIPR mo n. 18 wnm ero ¢gapmaneBTHyYecKd mpuemiieMasi COJib,
IIpe/ICTaBICHHbBIN (HOpPMYJIOii:
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-Km-F-V-N-W-L-L-A-Q-R-G-OH;
rne Km npexncrasnser coboii Lys-20EGgEgE-Cis IByXOCHOBHYIO KHCIIOTY.

[[Tynxr 24] Ilentua-aronuct GIPR mo m. 18 wim ero ¢apmaneBTHYECKH IpUeMiIeMas COJTh
IIPEJICTABJICHHEIN (OpPMYJIOif;
Me-Y-Aib-E-G-T-F-I-S-D-Y-S-I-Aib-L-D-R-Aib-A-Q-Aib-N-F-V-N-W-L-L-A-Q-Km-P-S-S-
G-A-P-P-P-S-NH»; rae Km npexncrasnser coboit Lys-20EGgEgE-Cis 1ByXOCHOBHYIO KHACIIOTY.
[I[Iynkt 25] Ilentmap-aromuct penentopa GIP nmo mobomy u3 mm. 1-24 wm  ero
(dapMalleBTUYECKH TpUEMIIEMAas COJIb, IpUYeM mnentug-aroHucT penenrtopa GIP umeer
K02 HUIIHEHT CEeJICKTUBHOCTH, BhIpaxeHHEIH Kak otHOmeHue (EC50 GLP1R/EC50 GIPR) 6omee
10, mm 6omnee 100, umu 6osree 1000, um 6omee 100 000.

[IIynxt 26] Illemrtup-aromuct penenropa GIP mo mobomy w3 mm. 1-24 wm ero
tbapmaneBTHYECKH IIpHEMIIEMasi COJb, IpUYeM Hentua-aroHuct penentopa GIP mmeer Bpems
oty BeIBesieHus T1/2 mpy BHYTpUBEHHOMY BBEJICHHH Y deioBeka 6oiree 50 qacos.

[IIyaxt 27] Ilentuxp-aronumct perenrtopa GIP mo mobomy m3 mm. 7 m 9-15 mmm ero

(bapMalIeBTH“IeCKI/I opueMiieMasi COJib, IIpUYCM IICHTHUA-arOHUCT PpCHEITOpA GIP wumeer
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PacTBOPUMOCTH 15 MI/MJI WM BEHIIIE.

[IIynxT 28] JlexkapcTBeHHBINM Npenapar, cojepkamuii nentun-arouct penenrtopa GIP mo
mobomy u3 . 1-27 uimm ero papmaneBTHYECKH IPUEMIIEMYIO COJIb.

[IIynkt 29] ®apmaneBTUyecKkas KOMIIO3HMIM, CoJiepxalnas nentua-arosuct penenropa GIP
110 J1I000My 13 1. 1-27 uim ero ¢papMareBTUYECKH IPHEMIIEMYIO COJIb.

[IIynxt 30] Ilentug-aronuct penentopa GIP mo mobomy u3 mm. 1-27 wmm  ero
dapManeBTHYECKH IpUeMiieMas COJjb, WM JICKAPCTBEHHBIA npenapar no m. 28, wim
tdapmaneBTHYeCKass KOMIIO3MLUA IO I. 29, KOTOpbhIe BBOJMT JUI JICYCHHS PBOTHI B BHUJE
MOHOTEPAIHH.

[[Ilynxt 31] Ilemrtup-aromuct penenropa GIP mo mobomy w3 nmm. 1-27 wm  ero
dapManeBTHYECKH IpUeMIleMas CoOjb, WM JICKAapCTBEHHBIM npenapar no m. 28, wim
tbapmaneBTHYECKass KOMITO3UIMS 110 1. 29, KOTOpBIE BBOAAT OJUH Pa3 B HEJENIO MM OJUH pa3 B
YeThIpe-CEMb JTHEH, UM OJUH pa3 B YETHIPE-ISTh AHEH, WM OAWH pa3 B YETHIPE JHS WIHM OJUH
pa3 B IISITh JHEH, UM OJIMH pa3 B IIECTh JHEH, UM OJIMH pa3 B CEMb JHEH, UM OJIMH pa3 B BOCEMb
JHEH, WA OJIAH Pa3 B JEBATh JHEH, WM OJMH Pa3 B JIeCATh JHEH.

[[IynxT 32] JlekapcTBEHHBIM IpenapaT mo I. 28, KOTOpHIM IpeacTaBiser coboit akTUBATOP
penenrtopa GIP.

[[IynxT 33] JlekapcTBEHHBII IIpenapar o 1. 32, KOTOpEIi IpeAcTaBIseT cob0i cynpecCHBHOE
CPEJICTBO IPOTHUB PBOTHI MJIA TOLIHOTHI.

[IIynkt 34] IIpumenenue nentuaa-aronucra penentopa GIP no mobomy u3 nm. 1-27 wnu ero
COJIY, WJIM JICKAPCTBEHHOTO IIpernapara 1o I1. 28, wim (papManeBTHIecKOi KOMIIO3UIMH 110 1I. 29
JUISL IPOM3BOJICTBA CPEJICTBA, IOJIABIISIONIETO PBOTY MM TOLIHOTY.

[[Tynxt 35] Ilentuap-aromuct penentopa GIP mo mobGomy w3 mm. 1-27, ero coibs, Wid
JICKapCTBEHHBIM mIpemapar mo 1. 28, wim ¢dapManeBTHUecKas KOMIO3MIMs no m. 29 ans
IIPUMEHCHHUS B IIOJABJICHUH PBOTHI UK TOITHOTEI.

[[Iynxt 36] Cnooco6 npemoTBpamieHUs WIM JICYEHHS PBOTHI y CyOBEKTa, BKIIOYAIOIIMIMA
BBejIeHHE CyOBeKTy 3¢ (eKTHBHOIO KOJIMYECTBA IENTH 1A 110 H00oMy U3 Iml. 1-27, ero comm, Hin
JIEKapCTBEHHOT'O Ipernapara 1o 1. 28, mim ¢apMaleBTUYeCKOi KOMITO3UIIMH 10 1. 29.

[I[Iyaxt 37] Cooco6 mo m. 36, oTMYaroImuics TeM, 9TO PBOTA IPEACTABISIET CO00# TOITHOTY
W/WJIHA PBOTY.

[IIynxt 38] JlekapcTBeHHBIM IipenapaT no I. 33, NpUMEHEHHE IO 1. 34, NEnTHA,
JICKapCTBEHHBIH Ipenapar win (papmarneBTHYecCKass KOMIIO3HUIMA 110 I1. 35 wim crmocob mo 1. 37,
OTIMYAIOMUKACA TEM, YTO PBOTA WM TOIIHOTA BHI3BAHHI OJHMM WM O0jee MaToIOrMIeCKHMMU
COCTOSTHUSIMH WJIM IPUYMHAMM, BEIOpaHHbIMHE U3 cneayromux (1) — (10);

(1) 3aboseBanus, COMPOBOXIAIOIMUECS PBOTOM MIIM TOIIHOTOM, TaKWE KaK IacTpoIapes,

11



THIIOMOTOPHKA XKEITyIOYHO-KHAIIICYHOTO TPaKTa, ICPUTOHHT, OITyXO0JIh OPIOITHOM ITOJIOCTH, 3a110p,
KEJTyJOUYHO-KHUIIECYHAS HEIPOXOJIAMOCTh, XPOHUIECKAS IICEBIOHEIPOXOAMMOCTh KHUINECYHUKA,
(GyHKIHOHANbHAS UCIENCUs, BI3BAHHbIE XUMHOTepanuei TomHora U pBora, (CINV — anrmn.:
chemotherapy-induced nausea and vomiting), xpoHudyeckas HeOObSCHHUMAs TOLIHOTAa H/HIA
pBOTa, cUHApOM ITKimaeckoit potsl (CVS — anri.: cyclic vomiting syndrome), TolmHoTa W/MIH
PBOTa, CBSI3aHHBIC C racTPOIIape30M, OCTPHIN IAHKPEATHT, XPOHUICCKUN NaHKPEATHT, T€IaTHT,
THIIEPKAJIMEMHs, OTEK MO3ra, BHYTPHYEPEIHOE MOpaKeHHE, HapylIeHHe OOMEHa BellecCTB,
racTpUT, BBI3BaHHBIA WHQEKUHel, IocieonepanuonHoe 3aboneBanne, WHGAPKT MHOKapja,
MUTPEHb, BHYTPHUCPEITHAS THIICPTCH3US U BHYTPHUCPEITHAS TMIIOTCH3Us (HAIIpUMEp, BBICOTHAS
6051e3HB);

(2) pBOoTa W/WM TOIIHOTA, BHI3BAHHBIE XUMHOTEPANIEBTUIECCKAMHY IIPENIapaTaMy, TAKMMH Kak
(1) ankunupyromuye areHTsl (HanpuMep, nukiaodochaMui, KapMyCTHH, JIOMYCTHH, XJIOpaMOyIIi,
CTpPEIITO301IMH, Jlakapba3uH, udpochamun, TeMo3zonoMus, Oycyibgpan, OeHIaMyCTUH U MeT(aiaH),
IIATOTOKCHYICCKUC AHTHOMOTHKY (HalpuMep, JAaKTHHOMHUIIMH, JIOKCOPYOWIIMH, MUTOMHUITMH-C,
OjleoMHUIMH, 3MUPYOMIMH, aKTHHOMMOMH D, ampyOuuumH, wuaapyOunuH, AayHOPYOMIMH H
IUpapyOUIIMH), aHTUMETabOJIMYeCKUEe areHThl (HanmpuMep, IUTapabuH, METOTpeKcaT, S-
¢Topypanui, SHoOmMTaOMH M Kiodapabun), ankaiouasl OapBHHKA (HAIpUMeEp, OSTOIO3U/,
BUHOJIACTMH M BHHKPHUCTHH), APYTHE€ XMMHUOTEPAICBTUICCKAE arcHTHI, TAKUE KakK ITUCILIATHH,
npokap6a3uH, ’iIPOKCUMOYEBHHA, a3a[UTH/IMH, HPHHOTEKaH, UHTepGhEPOH anbda, HHTEPICHKHH--
2, OKCaJIMIUIaTHH, KapOOIUIaTHH, HEJAIUIATHH M MHUpPHUIUIaTHH, (ii) OMMOWAHBIE aHAIBIE€THKU
(mapumep, mopdun); (iii) aronucTs! godamuHoBOrO penentopa D1D2 (Hanpumep, anoMophum);
(iv) xaHHabuc ¥ KaHHAOWHOWMJHBIE IIPOAYKTHI, BKJIIOYAs CHHJIPOM KaHHAOWHOHIHOM
THIIEPEME3HH;

(3) pBOTa WJIM TOIIHOTA, BRI3BAHHBIC JIyIE€BOM OOJIC3HBIO MITM JIyueBOM Tepamuei rpymaHOM
KJICTKM, OpIOIMHOM TOJOCTM ¥ T.I., IPUMEHACMOM IS JICYCHUS 3JI0KaYCCTBEHHBIX
HOBOOOpa30BaHU;

(4) pBOTa WK TOIHOTA, BBI3BAHHBIE A0BUTHIM BEIIECTBOM HJIM TOKCHHOM;

(5) pBoTa ¥ TOIMHOTA, BEI3BAHHEIC OEPEMEHHOCTEIO, BKITIOYasi THIIEPEME3UC OEPEMEHHBIX; U

(6) pBOTa ¥ TOIHOTA, BRI3BAHHBIE BECTUOYISIPHBEIM HAapyIIEHHEM, TAKUM KaK yKauWBaHHE
VI TOJIOBOKPYI)XKEHHE

(7) oTMEHa OITMOUAOB;

(8) 6epeMeHHOCTB, BKIIIOYAs IHIepeMe3nc OepeMEHHBIX;

(9) BecTubyIsipHOE HapylIEHUE, TAKOE KaK YKauMBaHUE WM TOJIOBOKPYIKEHHUE; WU

(10) ¢wusuyeckas TpaBMa, BBI3BIBAIOIMIAS JIOKAILHYIO, CHCTEMHYIO, OCTPYIO WM

XPOHMYECKYIO O0JIb.
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[[Iynxt 39] Cooco6 mo n. 36, oTinuuaromuiicss TeM, YTO PBOTA SBISIETCS PE3yIbTaTOM
BEI3BaHHOM xuMuoTepanueit TomHoTH ¥ pBOTH (CINV), XxpoHnmdeckoii He0OBACHUMON TOIMHOTHI
W/WIA PBOTHI, CHHApoMa Iukiam4eckoid pBoThl (CVS) H TOIIHOTHI W/WIH PBOTHI, CBA3aHHEBIX C
racTpornape3om.

[IIynxt 40] Coocob o 1. 36, oTiMyaronuiics TeM, 9To CyObEeKT IpeCcTaBisieT co0oi cyOnekTa
C caxapHBIM AMabeToOM, OTIIMYHBIM OT caxapHoro guabera 2 TUma.

[[Iyaktr 41] Cpooco6 mo m. 36, oTiIMYarOmMiiCS TeM, 4YTO PBOTa MPEACTABIAET CoOOM
OTCPOYEHHYIO PBOTY MJIM 0XKH/JAEMYIO PBOTY.

[[TynxTt 42] Cooco6 mo mobomy u3 mm. 36-41, oTiMuaromuifics TeM, 9TO0 y CyOBeKTa jedar
PBOTY, HE BEI3BIBas Y CyOBekTa O€CIIOKOMCTBA T celaTUBHOTO 3 dekTa.

[I[Iyakt 43] Cnoocob no mobomy u3 mi. 36-42, oTauyaroluics TeM, 9To y cyObeKTa jedar
PBOTY, HE BbI3bIBasi IO/ABIIEHUS CEKpEL[MH [IIIOKaroHa, KOrja ypOBHH IIIIOKO3bl B ILIa3Me
IIPEBBINIAIOT YPOBHU HATOIIAK.

[[Iynxt 44] Cooco6 no mobomy w3 mm. 36-43, oTIMUAONMiCS Te€M, Y4TO PBOTY JIeHaT y
cybnexTa 6e3 cymecTBeHHOH akTuBanuu penentopa GLP-1,

[[IynxT 45] Crnoco6 no 1. 43 wm 1. 44, oTIHyaroIuiics TeM, 4To y cyOBheKTa jeuaT proTy Oe3
OJITHOBPEMEHHOTO, IIOCIICAYIONIET0 WM NIpeIBapUTEIHHOTIO BBeIeHU aroHrcTa penenropa GLP-
1.

[IIynkt 46] Cpooco6 mo mobGomy u3 nm. 36-45, oTiuyaromuiics TeM, 4yTo y cyObekra,
IIPUHHUMAIOIIEr0 JIEKAPCTBEHHBIA IIpenapar JUisl KOHTPOJIsI MeTaboIMYecKOro CHHApPOMa, JieyaT
pBOTY.

[[Tynxt 47] Cooco6 mo mobGomy w3 nm. 36-45, orTnuuarommiicss Tem, 4TOo y cyObekra,
IPUHUMAIOIIETO JIEKAPCTBEHHBIN Mpenapar JIs KOHTPOJIS MeTaboIMYecKoro CHHAPOMa, Jiedar
PBOTY.

[[IynxT 48] Cooco6 mo m. 47, OTIMYAIOIIMICA TEeM, YTO METabOIMYEeCKUid CHHIPOM
peJicTaBIseT coboit caxapHbIi 1uabeT 2 TUIIa UK OXUPEHHE,

[[Iyakt 49] Cnoocob no mobomy u3 mm. 36-48, oTiMyaromuicss TeM, 9YTO PBOTA BbI3BaHA WJIH
BEI3BIBACT CHHPOM IIMKJIMYECKOM PBOTHI MIIM CBS3aHHBIC C XUMUOTEpAUEH TOITHOTY WITH,
[I[Iyakt 50] Cooco6 mo n. 38 wmm . 49, oTIMYarOmMMKCS TAE€ TEM, YTO XUMHOTEPAITHS WA
XUMHOTEPAIICBTHUECKA areHT BKIodaeT: (i) aIKWiIUpyIolWMe areHTel (HampuMmep,
mukiopochaMus, KapMyCTHH, JIOMYCTHH, XJI0paMOynui, CTpPEeNTO30LMH, JakapOas3uH,
ubochamua, temoszonomuz, Oycynbdan, OeHgamycTH u MeindaiaH), IUTOTOKCHISCKHE
aHTHOMOTHKA (HampuMep, JaKTHHOMHIIMH, JOKCOpyOuimH, MHUTOMHIMH-C, OJICOMHUIIHH,
anupyOunuH, akTMHOMHUIIMH D, ampyOunun, unapyOunuH, JayHOPYOMIIMH M MHpapyOHIIMH),

aHTHMeTaboIMIeCKUe areHThI (HalpuMep, IUTapabuH, METOTpEKCaT, S-GTopypanui, SHonuTabuH
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u Wiodapabun), ankajiougsl OapBUHKA (HAIpUMEp, STOMO3UI, BUHOJACTUH M BUHKPUCTHH),
JIpyTHe€  XHMHOTEPAIICBTUYCCKAE  arcHTBl, TakWe KaK  IMCIUIATHH, IpoKapOas3wH,
T'HIPOKCUMOYCBHHA, a3al[ATHNH, HPHHOTEKaH, HUHTEPHEPOH-0., UHTEPICHKUH-2, OKCAIUILIATHH,
KapOoIUIaTHH, HEJAIUIATAHH ¥ MUPHILIATHH; (ii) OMMOKJHbIC aHAILI€TUKY (HampuMmep, MOphuH);
(iii) aronucTel nodamuHOBOro penentopa D1D2 (mampumep, anmomopdusn); (iv) kaHHAOHC H
KaHHAOMHOMIHEBIE IPOAYKTHI, BKIOYAs CHHAPOM KaHHAOMHOUIHOM IHIIEPEME3UY.

[[Iyakr 51] Cnocob mo 1. 36, oTiIuJaronuics TeM, 9To CyOBeKT CTpajaeT caxapHbiM AuabeToM
2 THmna.

[[Iynxt 52] Cpoocob6 mo mobGomy u3 mm. 36-51, oTiMgaromuiics TeM, 9TO HENTUI-arOHUCT
penentopa GIP wiM JeKapCTBEHHBIM Mpemapar BBOAAT IMOJKOXHO BHYTPHBEHHO,
BHY TPHMBIIIEYHO, BHY TPHOPIOMMHHO, IEPOPATIBHO WIIA Iy TEM WHIAJSIAH.

[[Iynxt 53] Cooco6 no mobGomy u3 mm. 36-52, orTamuaromuiics TeM, 4ro 3ddexTuBHOE
KOJIMYECTBO IenThAa-aronucTa penenropa GIP, BBogumoro cy6nekTy, coctaBiseT oT 0koso 0,01
1o 0,5 mr/kr/nens, ot 0,1 o 5 Mr/kr/nens, ot 5 1o 10 mr/kr/nens, ot 10 go 20 mr/xr/neus, ot 20
10 50 mr/kr/nens, ot 10 1o 100 mr/kr/nens, ot 10 go 120 mr/kr/mens, ot 50 go 100 Mr/kr/aeHs,
ot 100 go 200 Mr/kr/nens, ot 200 mo 300 mr/kxr/mens, ot 300 go 400 Mr/kr/nens, ot 400 no 500
mr/kr/gens, ot 500 mo 600 Mr/kr/nens, ot 600 mo 700 mr/xr/gens, ot 700 mo 800 Mr/kr/meHs, ot
800 no 900 mr/kr/nens wmm ot 900 g0 1000 Mr/Kr/A€Hb.

[IIynkt 54] Cnoco6 no mo6omy u3 m. 36-53, oTIMYaIOIIMIACS TEM, YTO CYOBEKT MPEICTABIIAET
co0oii yenoseka.

[[Tynxt 55] Cooco6 mo mobomy u3 mm. 36-54, oTnuvaromuiics TeM, 9TO IENTH]-arOHUCT
penentopa GIP uimu nekapcTBEHHBIA IpenapaT BBOAAT CyOBEKTY J10, BO BpeMsl WM IIOCIE TOTO,
KaK y CyOBEKTa pa30BheTCS O0JIE3HEHHOE COCTOSTHUE,

[[Iynxt 56] Cnooco6 mo mobGomy u3 mm. 36-55, oTiMHaromuiics T€M, 9TO HENTUI-arOHUCT
penrenrtopa GIP umm JiekapcTBEHHEBIN TIpenapar BBOAAT CyOBEKTY OJMH pa3 B HEACIIO, WA OJIUH
pa3 B 5—7 qHel, WM YEThIpe-IIECTh pa3 B MECHIL.

[IIyakt 57] Cnocob mo mmobomy u3 m. 36-56, B kotopoM nentug-aronuct penenropa GIP wim

JIEKapCTBEHHEIN Mpenapar BBOAAT cyOhekTy B TeueHue 1-5 Henenb, 1-5 MecsiieB uimm 1-5 jer.
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