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2420-562293EA/011
NEIITUOHOE COEIMHEHUE

[OBslacTe TexHUKHA]

[0001] Hacrosdmee m300peTeHUEe OTHOCUTCH K HOBOMY IIelTUIHOMY
coenuHeHuo, obJamapmeMy aKTHBUPYINUM OeMCTBMEeM Ha pPelLelTOPH
GLP-1 u peuentops GIP, M K OPpMMEeHEHM IO IIEeNTUMOHOTO COeOMHEeHMS B
KauecTBe JIEKAPCTBEHHOTO CpencTBa.

[0002] [YpOBEeHE TEXHMUKH ]

Kax 1mJmokaroH-NOTOOHEM mHentui-1 (GLP-1), Tak M BaBUCHUMBEM OT
TJIOKO3E MHCYJMHOTPOIIHEM noJunentun (GIP), OpedcTaBJIgRT cobon
IIEeNTUOH, Ha3bBBaeMbHe MHKkpeTuMHaMu. GLP-1 m GIP cekpeTHpPYIRTCHS U3
L-xJjeTork M K-KJIETOK TOHKOTO KMUIIeUHMKa, COOTBETCTBEHHO.

[0003] GLP-1 meNcrByeT uUepe3 pelenTopsl GLP-1 M uM3BeCTHO,
yTO OH ofJjladaeT BaBUCUMBEIM OT TUIOKO3BE MHCYJIMHOTPOIIHHM IeliCTBUEM
¥ OeVCTBMEeM IIOHaBJIEHMS IMIUIEeBOM akKTMBHOCTM. C IOPYTOM CTOPOHH,
M3BEeCTHO, uUuTOo GIP objlamaeT 3aBUCHMMEIM OT IJIOKO3E MHCYJIMHOTPOIIHBEM
oelicTBMeM Uepe3 pelenToph GIP, XO0TsS ero BJIMAHME Ha IIMIIEeBYO
AKTUBHOCTEL ABJIAETCHA HEACHEBIM.

[0004] Brulo oIoMCaHO, UYUTO COBMECTHOe BBReIeHMe aTlOHMCTa
peuenTopa GLP-1 muparjyTuUma M al'oOHMCTa pelenrtopa GIP N-Ac-GIP B
BoJibliey CTeleHM YCUJIMBaeT IelCTBUe IIOBHIEeHUS TOJIEPaHTHOCTU K

TJIIOKO3e U HOelCTBME CHMXEeHUS MaCCH TeJjla, dYeM BBelleHVe TOJIBKO

JUparyTuna (HelaTeHTHHM »JokyMeHT 1). Takxe OBJIO OIIMCAHO, UTO
NernTum, SIBJISIOMMUNC S COBMECTHHM aTOHUCTOM peLlenropa GLP-
1/penenTopa GIP, OeMOHCTPUPYEeT BoJiee BEIPAXEHHOE

TUIOTJIMKEMMUECKOEe MHOeMCTBME U HOeMCTBMEe CHWXKeHMS MacCH Tejla, uYeM
aroHuUcT pelenrTtopa GLP-1 oTmejibHO (IIAaTeHTHHM OOKYMeHT 1).

[0005] Takxe OBUIM IIPEOIPMHATHE IICOIBTKM I[IOMCKa IIeIlITUIOB,
obJjlamanmMx aKTUMBHOCTBIO KOATOHMCTa pelenrtopa GLP-1/peunentopa GIP
W AKTUBHOCTEIO TPOMHOTO aTroHMUCTAa TJIOKaTOH/PelenTop GLP-
1/peuenTop GIP, n prazpaboTKM DTUX [IenTUIOE B KauecTBe
JIEKAPCTBEHHEX CPEenCTB I[IPOTHMB OXMPEHMA WM TepaleBTUUEeCKUX
JIeKapCTBEeHHEIX CPEenCTB oT onmnatdera, ncxond "3 CTPYKTYPEL
IPMPOIOHOTO IJIoKaroHa, GIP wmiam GLP-1 (maTeHTHHEe IOOKYMEeHTH C 1 110
8). OOHaAKO HM B OINHOM M3 IOOKYMEHTOB He OIMCaHO [IeNTUIHOE

COeIVMHEeHMe II0 HacTodlleMy M300peTeHUD.



[Crimcok CCHUIOK]

[[laTeHTHEIM OOKYMEHT ]

[0006] [IlaTeHTHHI OOKyMeHT 1] W02010/011439

[[laTeHTHEM OOKYyMeHT 2] W02010/148089

[[laTeHTHEM OOoKyMeHT 3] W02011/119657

[[laTeHTHHE IOokyMeHT 4] W02012/088379

[[laTeHTHEM OOKyMeHT 5] W02012/167744

[[IaTeHTHEM OOKYyMeHT 6] W02013/164483

[[laTeHTHEM OOoKyMeHT 7] W02013/192129

[[laTeHTHEM OOoKyMeHT 8] W02013/192130

[HemmaTeHTHRI OOKYMEHT ] [0007] [HemaTeHTHEM OOKyMeHT 1]
Clinical Science 121, 107-117 (2011)

[CymHOCTE MBOOpPeTeHMs ]

[Texuuueckas Banauyal

[0008] HacrTosmee wm300peTeHMe  HalpaBJIEHO Ha  IoJIydyeHue
HOBOTO IMeNTUIOHOTO COelMHeHMs, o6Jjamarlero BHCOKOWM aKTMBHOCTLIO
KoaToOHMCTa pellentopa GLP-1/peuentopa GIP, n IOPpUTOOHOTO B
KayeCTBe CpelCcTBa IJIS HPOOUIIaKTUKM MU JIeUeHUS OXUPEHUS U T.II.

[Pellenre Bamaun]

[0009] ABTOpPH HaACTOAWMEI'O MN300peTeHMA IIPOBeJIM TIaTeJbHbe
MCCJIeHOBaHUA, Kacawmmecsd HOBOTO IeNITUOHOTO CoenVHeHUH,
oBJyanpanmero 0oJiee BEHCOKOM aKTHMBHOCTLI KOaTOHMUCTa pellenTopa GLP-
1/peuentopa GIP M ABJAKIMETOCS NPUTOOHLHM B KaueCTBe CpelcTBa IJIS
OPOOUIIaAKTUKY WM JIeueHUS OXUPeHUS U T.0O., U OOHaApyXuJIM, UTO
IIeNTUOHOe COeIMHeHMe, CcolepxXallee UYaCTHUUHYK II10CJeNOBAaTEeJIbHOCTE,
COOTBETCTBYKIYD (opMyJie (1), opencTaBJIeHHOM  HUXe, M T.II.
oblamaeT 0OoJiee BHCOKOM aKTMBHOCTBI KoaT'OHMCTa pellenTopa GLP-
1/penentopa GIP, UTO IIPUBEJIO K OCYyIeCTBIIEHUID HacToAamero
n300peTeHud.

[0010] TakmMm oOpa30M, HaCTOAMee WM300peTeHMe OTHOCUTCH K
cJlenypimeMy :

[1] [enTun, comepxamui YJaCTUUHYO [IOCJIEOOBATEJIBHOCTE,
COOTRBeTCTByKIYKL QopMyJe (I):

PI-Tyr-Aib-Glu-Gly-Thr-oaMePhe-Thr-Ser-Asp-Tyr-Al11-A12-A13-
Leu-Asp-Al6-Al7-Ala-Gln-A20-Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys—-A29



(SEQ ID NO: 1)

roe

Pl nmpencraryigseT coBoM I'PYIIILY,

—RAL,
~CO-RAL,
-CO-0RAL,
-CO-CORAL,
-SO-RAL,
-502-RAL,
-S02-0RAL,
~CO-NRA2RA3,
—-S02-NRAZRAS,  1JIU
—C (=NRAL) —-NRA2RA3
IIe KaxIell m3 RAL,

aToM BOIJOpPOIOa,

RA2

" RA3

COOTBETCTBYIIYID (QopMyJie:

He3aBMCHMMO IIpenacCcTaBJIideT cobomn

HeoO43aTesIbHO 3BaMelleHHYD YIVIEBOOOPOIHYID I'PYIINY

WY HeoOA3aTeJIbHO 3aMelleHHY I'eTePOLIMKIIMYECKY T'PYIIITY ,

All mpencrabBJIgeT

Al2 mpencrabBJIgeT

Al3 mpencraBJIgeT
Al6
Al7
A20

A29

NpencTaBsieT
NIpencTaBJsaeT
NIpencTaBJsaeT
IpencTaBJsgeT
MY eT0  COJib
(L))

I[lernnTug CoOIDJIACHO

CoeIOUHeHUe
[2]
cobo¥ aToM BOIOPOIA;
[3] IlenTmn coOTJIACHO
cobom Aib;
[4]

cobBom Ile;

[5]

I[lenTmo coIrJlaCHO

IlennTmo CoOIJIacCHO
coBom Aib;
(0]

cobom Lys;

IlernnTun CcoOIJIacHO

cobom
cobomr
cobomr
cobomn
cobomn
cobomn

cofBom

[1]

Aib mmm Ala;

Ala, Ile, Lys, Phe wmmu Pya(4);
Aib, Cha, Leu, oMePhe wmiau a-MeTyr;
Lys mnm Ser;

Gln mim Ile;

Ala wiu Ser; u

Gln mmm Gly,

(majiee wmHOTHA COKpalleHHO ofo3HauaeMHl Kak

WM eTro CoJib, The Pl mpencramisgeT
WM €70 COoJb, I'me All npencraBJISeT
WM €70 COJb, I'Ime Al2 npencraBJISeT
WM €70 COJb, I'Ime Al3 mnpencraBJISeT
WM €70 COJb, I'Ime Al6 mnpencraBJIsgeT



[7] TlenTmn corjacHo [1] miam ero coJb, I'me Al7 npencraBJISeT
coBom Gln;

[8] TlenTun corjiacHo [1] miam ero coJb, e A20 npencraBlisgeT
coBbom Ala;

[9] IlenTmn corJjiacHo [1l] mam ero cojib, I'me A29 mOpencTaBJIgeT
cobom Gly;

[10] IMlenTumn COTJIaCHO [1] WJIN ero COJIb, MMenmme
AMMHOKMCJIOTHY I[IOCJIeODOBATEJIbBHOCTL, COOTBEeTCTByKRmyl Gly-Pro-Ser-
Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-, Ha C-KOHIIeBOW CTOpOHe A29;

[11] HenTun coryacHo [l] mimm ero cojb, I'Ie

Pl mpemcTaBJysgeT cobo¥ aToM BOIOPONA;

All mpencrTaBiageT cobou Aib;

Al2 mpencrTaByageT cobou Ile;

Al3 mpencraBigeT cobou Aib;

Al6 mpencrTaByageT cobou Lys;

Al7 mpencraBJygeT cobonm Gln;

A20 mpencrarBysgeT cobou Ala;

A29 mpencraByageT cobom Gly; m

NenTun, ofjlamammyMii ~ aMMHOKMCJIOTHOM  IIOCJIefOBAaTeJIbHOCTEI,
COOTBETCTBYKILEN Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—,
Ha C-KOHILIeBOM CTOpoHe A29;

[12] H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-
Tyr-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-Leu-
Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NHz; wmiam ero
COJIb ;

[13] H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-Ile-
Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-Leu-
Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NHz wmiam ero
COJIb ;

[14] H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-
Tyr-Leu-Asp-Lys-Gln-Ala-Gln-Gln-Glu-Phe-Val-Lys-Trp-Leu-Leu-
Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NHz: wmiam ero
COJIb ;

[15] H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-
Tyr-Leu-Asp-Lys-Gln-Ala-Gln-Gln-Glu-Phe-Val-Lys-Trp-Leu-Leu-



Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser—-NHz I ero
COJIb ;

[16] JlexkapCcTBeHHOe CpPeIOCTRBO, coIepXallee IIelTUO COTJIaCHO
[1] miam ero CoJb;

[17] JlekapcTBeHHOE CPeICTEO COTJIacHO [16], KOToOpoe
IpencTaBjisgeT coBoM akTuBaTop pelenrtopa GLP-1 u peunenrtopa GIP;

[18] JlekapcTBEHHOE CpeICcTRBO COTJIacHO [16], KOToOpoe
opencraBJygeT coboM CpPpencTBO IJA OPpOOMIIaKTUKM MM JIeUeHUS
OXUpEeHUa Wiv nuadera;

[19] Cnoco® nNpodMIIakKTHUKM WJIM JIeUeHUS OXUPpeHUS WM auabeTa
Yy MIIeKOoIMuTawIero, BRJUAKMNMM BBeleHUe 520PeKTHMBHOIO KOJIMUECTBA
nenTuga corJiacHo [l] MM ero CcOoJM MIeKONUTAaklIeMy ;

[20] Cnoco6 akTumpauum pelenropa GLP-1 u peunentopa GIP y
MJIIEKOIMTAKMeTro, BKJIOUAIMUNM BBeleHMe 20OeKTUMBHOTO KOJMUUECTBA
nenTuia corJiacHo [l] MM ero COJM MIeKONMUTAaKlIeMy ;

[21] TIlpMMeHeHMe @enTMia corjacHo [1] wmiIm ero coJaM oJsa
M3TOTOBJIEHUA CPenOCcTBa OJ4 NPOOMIIAKTHUKMY MM JIeUeHUS OXUPEHUS WU
ouabera;

[22] TlenTun corJjiacHo [1] MM ero coJib OJIS IIPUMEeHeHUS OJId
OpOdUIIaAKTUKM WMJIM JIeUEeHUS OXMPEeHMA WM IouadeTa.

[IpeMmymecTBeHHEEe 50beKTH MB0O6peTeHMs ]

[0011] CoengMHeHue (1) oBJjglajaeT YIJYUINEeHHOM aKTMBHOCTBIO
KoaTroHMUCTa pelLenTopa GLP-1/pelnentopa GIP u OEMOHCTPHUPYET
3HAUUTEJIbHEE 5SOOeKTH [IoIaBJIEHUS IMIMIEeBOM aKTUBHOCTU U SOOEeKTH
CHMXXEeHMS MaccCeH Tejla 1in vivo. Kpome Toro, coemuHeHue (I)
obJjlagjaeT HU3KMM PUCKOM TUIEPIJIMKEMUUYECKOTO HeMCTBUS U Takxe
ABJISEeTCA MNPUTOIHHM IJIA JeUeHUMsS OXMPEeHMUSI, acCCOUMMPOBAHHOTO C
nvateToM M T.II., BCJEeOCTBME €TI0 HM3KOM akKTMBHOCTM aTOHMCTA
pelenTopa IUIKKaroHa. bojiee ToTO, coeIuMHeHUe (I) ABJIAeTCH
IPEeBOCXOIHEIM B OTHONEHMM PacTBOPMMOCTM, a TakKxe obJjlagjaeT TeM
IpeuMymecTBOM, UTO CcoeIMHeHMe MOXHO ©0e3 Tpylda COCTaBJATL B
KauecTBe JIeKapCTBEHHOT'O CpelcTBa.

[0012] [HompobuHoe ommcanme mnsobpeTeHUsI]

OmnpenejieHre KaXIOoT'O 3aMeCTUTEeJId, MCIOJbL3YyeMOTO B HacTOAleM
ONMCaHuM, NOOPOOHO ONMCAHO HMWXe. ECIM HeT MHHEX yKa3aHuM, KaXIbM

3aMeCTUTeJIb VIMeeT CJcjleliyiee oOollpeleJIeHNe.



B HacToOdmeM oONMCaHMM MOpUMeps "aToma TIajioreHa" BKJIKOUAKT
bTop, xJjop, OpoM M ¥oI.

[0013] B HacTosfmeM oONMCaHUM HOpUMepH "Ci-¢ aAJIKMJIBLHOW IpPYyIIH"
BKJIOUAKT MeTWJI, STWUJI, NOPpOIWJl, HW30Npolmi, OyTWMi, WU300yTUII, Sec-—
OyTui, TpeT-0OyTWJ, [OEeHTWUJI, WM30IeHTWUJI, HeOIeHTWJ, 1-32TWUJINIPONWJI,
TeKCcuI, M30TEeKCUJI, 1, 1-ogumMeTUIOYTUII, 2, 2-0VMe THUJIOY T, 3,3-
OVUMEeTUIJIOYTUII M 2—-3TUJI0YTUII.

[0014] B HaCTOAleM OTINCaHUN [IPUMEPHL "HeoOsa3aTeJIbHO
TaJloTeHupoBaHHOM Ci-¢ AJKMIIbHOM TpyHre" BrJboUanT Ci-g aJKUILHYIO
Tpynny, Heo®sa3aTeJIbHO MMeKnmyln 1-7, OpPeOlodTUuTesSJbHO 1-5, aToMOB
rajjoreHa. Ee KOHKpPEeTHHE IIPMMEPH BRJIOYAKLT MeTWJI, XJIOPMeTUJ,
IMdTOPME TUII, TPUXJIOPME TUJI, TpudTOPME TUII, DTUII, 2-BpOMBTHUII,
2,2, 2-TpUOTOP2TUII, TeTpadTop>TWUJI, IIeHTaAQTOp>TWJI, NOponui, 2,2-
OUQTOPIPONINII, 3,3, 3-TpudTOPIPONINI, M30IIPONINII, Oy THUII, 4,4,4-
TpUudTOPOY T, N300y TUJI, BTOP—-OyTWUII, TpeT-0y TN, IIeHTWUJI,
M3O0IIeHTUJI, HeOoIleHTWJI, 5,5, 5-TpudTOpPIEHTII, Texkcuyg M 6,6, 06—
TPUOTOPTEKCUII.

[0015] B HacToAmeM OIMcCaHMM HOpuMeph "Cz-¢ aJIKEHUJILHOM
TpyHOe"  BRJKUYAKT STeHWJI, 1-I[POIEeHWUJI, Z2-IPOIeHWuJI, 2-MeTuJji—1-
OporeHmsi, 1-0yTeHWJI, 2-0yTeHWJI, 3-0yTeHWJI, 3-MeTuJI-2-0yTeHWJI,
l-meHTeHWU, 2-TIeHTEeHWJI, 3-TIeHTeHu, 4-TIeHTeHWUI, 4d-mMeTmJI-3-
[IeHTeHnJI, l-TekceHMJI, 3-TeKCeHMJI M 5-TeKCeHWMJI.

[0016] B HacToOsAmeM OIMCaHMM HOpuMephl "C2-¢ aAJIKUMHUIILHOM
TpynnH" BRJIOYAKLT STUHWII, l1-OPONMHMII, 2-HOPONWUHWII, 1-O0yTMHWII, 2-
Oy TUHWII, 3-0yTUHWUI, l-neHTUMHWII, 2-TIeHTUHWI, 3-MIeHTUHWJI, 4-
IIeHTUHMII, 1-TeKCUMHWMII, 2-TeKCUHWMJI, 3-TeKCUHWJI, 4-TeKCUHWJ, 5-
TeKCUHMUJI M 4-MeTUJI-2-TIeHTUHNUII.

[0017] B HacToAmeM oOOMCaHUM OpuMepb "Csz 10 LIMKJIOAJIKWIILHOM
TPy nmns" BKJIIOUAIOT LIMKJIOTIPOIINII, HUMKIJIODY T, HUMKJIOTIEHTWII,
LIMKJIOTeKCWUJII, LIUKJIOT eIITWII, LIUKJIOOKTWII, OMUMKIIO [2.2.1] TennTui,

OUUUKIIO[2.2.2]0KTWUJI, OMUIMKIIO[3.2.1l]0KTHMJI M aZaMaHTWUII.

[0018] B HacToAlleM OonMcaHumn IpUMEPH "HeoBga3aTeJIbHO
TaJIoOTeHUPOBaHHOM Cz-10 LMKJIOAJIKMIJILHOM TPy Irs" BKJIIOUAOT Ca-
10LIMKJIO AJIKMJIIb HYIO TPYIIY, HeoBda3aTeJILHO VIMEIOIYI0 1-7,

InNpenliouTrnTeJIEHO 1—5, aToOMOB T'aJIoT'eHa. Ee KOHKPETHEIE I[IPVIMEPEL

BKJIOUAT UMKJIOIIPOIINII, 2, 2=INOTOPLUUKIIONPOIINII, 2,3-



OUQTOPLUKIIONPONNII, UUKJIODYTWUII, IUOTOPUUKIIODYTWUII, ULUUKJIOIEeHTWI,
LUMKJIOTEKCUJI, UMKJIIOTENTMII ¥ LIMKIIOOKTHJII.

[0019] B HacToOsmeM onMcCaHuM OpuMeph "Csz-10 LIMKJIIOAJKEHWUJILHOM
TPYHIIE"  BKJIKUAKT LUKJIONPOIIEHWII, ULUMKJIIOOYTEHWUJI, LUMKJIOIEHTEeHWU,
UMKJIIOTEKCEHUJI, UMKJIOTEITEeHWII U LUMKIIOOKTEHNUJI.

[0020] B HacTodmeM onucaHuu npuMepdl "Ce 14 apMIJILHOM TPYMIIHE"
BkJIOUaT GeHwus, l-HadTwmia, 2-HadTwi, 1-aHTPWJ, 2-aHTpUJI U 9-
AHTPWUII.

B HacTodmeM onMcaHuM npuMepH "C7-o1¢ apajJKMIILHOM TPYMIIs"
BKJIOUAKT OeH3UJ, OGeHDTUI, HadTUIMeTWUJI UM QeHUIINIPOIINII.

[0021] B HacTosameM onoucaHum npumepsl "Ci¢ aJIKOKCUTPYINHE"

BKRJIDY AT MeTOKCH, STOKCH, IIPOIIOKCH, M3O0IIPOIIOKCH, OyTokKCH,

U300y TOKCH, BTOpP-OYTOKCH, TpeT-0yTOKCH, [IeHTUJIOKCH u
TeKCUJIOKCH .
[0022] B HacToAlleM OInMCcaHuM IpUMEPH "HeoBa3aTeJIbHO

TaJlJoTeHUupoBaHHOM Ci-¢ aJIKOKCUTPYINHE" BRJ0UALT Ci¢ aJKOKCUTPYIIY,
HeoO4d3aTeJIbHO MMemyrw oT 1 »o 7, »OpennouTruresibHO oT 1 mo 5,
aToOMOB TaJlIol'eHa. FEe KOHKPETHHE IPUMEPH  BKJUYAKT METOKCH,
INOTOPMETOKCH, TPUdTOPMETOKCH, STOKCH, 2,2,2-TpUdTOPITOKCH,
IPOIIOKCH, M3O0IIPOIIOKCH, OYTOKCH, 4,4,4-1pUdTOPOYTOKCH,
N300y TOKCHU, BTOP-OYTOKCH, I[IEHTUIJIOKCU U TEeKCUIJIOKCHU.

[0023] B HacTodAleM O CaHUM [IPMMEPEL "C3-10

HMKHO&HKMHOKCMPpyHHH" BRJIOUWAKRT LIUKJIIOIIPOIIMIIOKCH, HMKHO@YTMHOKCM,

LMKJIOIIEHTUIIOKCH, LMKJIOTeKCUIIOKCH, LIMKJIOTeIITUIIOKCH u
LMKJIOOKTUIIOKCH .

[0024] [0025] B HacTosleM OnMcaHuM [IPUMEPEL "Ci-6
AJKMITUOTPY IR " BKJIIOUAOT MeTUJITHO, DTUJITHO, IPONIMJITHO,

M3O0IIPpOoIInJITHMO, OYTUIITHUO, BTOp—GyTMHTMO, TpeT—GyTMHTMO, IIeHTWJITHO

n T'eKCWMJITHO.

[0026] B HacToAlleM OonMcaHuM IpUMEPH "HeoBa3aTeJIbHO
TaJJoOTeHUPOBaHHOM Ci6 AJKMITUOTPY IIIIH" BKJIIOUAT Ci6
AJKMITUOTPYIIIY, HeoOA3aTeJIbHO VIMEIITY 0 oT 1 oo 7,

OpennouTmTesJbHO oOoT 1 mo 5, aToMOB TajloreHa. Ee KOHKpPETHHE
[IPMMEPH  BKJIOUYAKT METUIITUO, OUOTOPMETUIITHO, TPUOTOPME TUIITHO,
STUJITHUO, NIPONUJITHO, M3O0IPOIMUIITHO, Oy TUIITHO, 4,4,4-

TpM@TOp@yTMHTMO, IIEeHTWJITNO ¥V T'eKCHIITHO.



[0027] B HacTodAmeM OINMCAaHMM NOpUMepH "Ci-¢ aJKMJIKAPOOHUIILHOM
TPpyHOIH" BRJKOUAKLT alleTu]l, IpollaHoWJI, OyTaHOWJI, 2-MeTWUJIIPOIIaHOWII,
[IeHTaHOWMJI, 3-MeTuJI0yTaHOWMII, 2-MeTUJI0OYyTaHOWJI, 2,2-
OUME TUJIIIPOIIaHOMII, T'eKCaHOUJI M T'ellTaHOWUJII.

[0028] B HacToAleM O CaHUM [IPMMEPEL "Heob6sa3aTeJIbHO
TaJloTeHUpoBaHHOM Ci-¢ aJKWMIKapOOHMIIBEHOM TIpynnuH" BrimodyainT Ci-e
AJKMIIKapOOHMIIbHYID TpPYyINny, Heobd3aTeJIbHO uMeomylo oT 1 »mo 7,
OpennouTmuTeJJbHO OoT 1 @mo 5, aToMOB TajioreHa. Ee KOHKpPETHHE
[IPVMME PH BKJIOUAT alneTuI, xJiopale T, TpudTOPAaLIe T,

TpUXJIOpaleTnJI, IIPOIIaHOWMII, OyTaHOWJI, T[EeHTaHOWJI UM TeKCaHOWJI.

[0029] B HacToAleM ONnMCcaHuM IIPUMEPEL "Ci-6
aJIKOKCUKAPOOHUIILHOM TPy IH" BKJIIOUAOT MeTOKCHUKapOOHWII,
DTOKCUKapPOOHWII, IPOINIOKCUKaAPOOHMII, M30NPOINIOKCUKapOOHWII,
OYyTOKCUKAPOOHWUII, N300y TOKCUKAPOOHWMII, BTOP—-OYTOKCUKAPOOHWII,

TpeT-0yTOKCUKAPOOHMII, MNeHTUJIOKCUKAPOOHUII M TeKCUJIIOKCUKapPOOHMII.
[0030] B HacTosmeM onucaHuyu OpuMepH "Ces 14 apUIkKapOOHUIILHOM

Tpynne" BRJIOUAKRT OeH30MII, 1-HadToWJ M 2-HadTOoWJI.

[0031] B HaCcToOAlleM OnMcCaHuM IpUMEPEL "C7-16
apaNKUIKapOOHMUIIEHOM Tpynns" BKJIOUAT beHutan e TUII 7
GeHMIINTPOIIMOHNMIT .

[0032] B HacTodleM ONMCaHMN [IPUMEPEL "5-14-uyjeHoM
apoMaTUUeCKOM TeTEePOUUKINIKAPOOHWIIE HOM Tpynns" BKJIIOYAT

HUKOTMHOWMII, MBOHUKOTUHOWMII, TEHOWJ U QPypouJ.

[0033] B HacToAlIeM ONMCaHUM [IpPUMEPEL "3-14-4yJjIeHHOM
HeapoMaTHUUueCcKoOM TeTepPOUUKIMIIKAPOOHMIILEHOM TPy " BKJIOUYAT
MOPOQOIMHUIKAPOOHWII, IUIEPUOMHMUIKAPOOHMII M IUPPOJIUIVHUIKaPOOHWII.

[0034] B HacToOAmEeM OIOMCaAHMM OpuMeps "MOHO- wM 1OU-Ci-g
AJIKMIIKap0aMoOUJIbLHOM TPy IH" BKJIOUAT MeTMJIKapBOaMoniI,
STUIKaApPBaMOnII, OUMeTHUIIKapOaMouil, IusTUIKapBamMoms u N-s3Tuja-N-
MeTUJIKapOaMOonI.

[0035] B HacTOdmeM ONOMCaHMKM OpUMMepH "MoHO- MM 1In-C7-16
apaJIKMJIKapOaMonJIbLHOM TPy " BKJIIOUAT OeH3nIKapBaMomiI "
beHsTUIIKapOaMOnII.

[0036] B HacToOAleM ONnMcaHuM IpUMEPEL "Ci-6
AJIKUIICYJIb QOHUIILHOM TPy Irs" BKJIOU AT MeTMJICYJIEQOHWUII,

STUJICYJIbLQOHWMII, IPONUJICYJIEGOHMII, UBOIPONNIICYJIEDOHMII,



Oy TUIICYJILEOOHUII, BTOP—-OYTUIICYJNEQOHUII U TPeT-0OyTUJICYJIEOOHMII.
[0037] B HacToOAlleM OnMcaHuM IpUMEPEL "HeoBga3aTeJIbHO

TajloreHupoBaHHOM Ci-¢ aJKMICYJIbOOHMIIBHOM TpyHone" BrJoUalT Ci-é

QJKMIICYJIEQOHUIIBHY TPYIINy, Heobsda3aTeJIbHO wMMepmyo oT 1 »no 7,

IIpenliouyTrnTEeJIEHO OT 1 1o 5, aToMOEB T'aJiIor'eHa. Ee KOHKpeTHEHEe

[IpPUMEPEL BKJIIOUAIOT MeTUJICYJIE QOHWMIT, oubdTopMEe TUIICYJIbQOHIII,
TpUudTOPME TUIICYJIEDOHMII, DTUIICYJIE QOHWII, [IPONIUJICYJIEQOHWII,
M3OIPONIMIICYJIEOOHWII, Oy TUIICYJIEDOHWII, 4,4,4-

TPUOTOPOYTUIICYJIEDOHWMII, TIEeHTUJICYJIEQOHUII U TeKCUJICYJIbEOOHMII.

[0038] B HaCTOAlleM OTIMCAaHUN IPUMEPEL "Ce-14
apuIICyJib QOHUIIL HOM TPy IH" BKJIOUAT beHnICYJIEQOHMII, 1-
HaTUMJICYJIbQOHMII M 2-HadTUIICYJIbOOHMII.

HacTodlleM ONMCAHMM IIPMMEPH "3aMeCcTUTe A" BKJIOYAKT
[0039] B " "

aToM TajioreHa, LIMAaHOTPYIIITY, HUTPOTPYIIITY, HeoB®g3aTeJIbHO
3aMemeHHYD YIUIEBOIOPOOHYID  I'PYIITY, HeoBg3aTeJILHO  3BaMelleHHY
TeTePOLUKIINYECKYIO TPYINY, allMJILHYIO TPYINnY, HeoBsS3aTeJILHO

3aMemeHHY aMMHOTPYINY, HeoOS3aTeJIbHO 3aMelleHHYn Kap®aMOMJIbHYIO
TPYIIY, HeoBga3aTeJIbHO 3aMeNeHHyln  THoKap®aMOMJILHYD  TPYIIIY,
HeoOg3aTeJIbHO 3SaMelleHHYD CYJIbLOaMOMJIBHYID TPYINY, HeofOS3aTeJIbHO
3aMelleHHYI TUIPOKCUTPYIIIY, HeobGAa3aTeJILHO 3aMelleHHY

cyabbaHMIbHYI (SH) TI'pynny M Heo0A3aTelIbHO 3aMelleHHYI CUJIMIIBHYI

TPYIIY .

[0040] B HacToOgdmeM  ONMCaHuUM  IIPVMEPEH "y IJIeBONOPOOHOM
Tpynns" (BrJIIOUA S "y TJIEBOOOPOIOHYO rpynny" "HeoBa3aTeJIbHO
3aMemleHHoOY  YIJIEBOIOPOOHOM  I'PYIINHE") BKJIIOUAOT Ci-6 AQJIKMJIBHYIO

rpynmny, Cz6 aAJKEHWJILHYID TPYINY, Cz2¢ aAJKMHMIBHYIO TpPynmay, Cs 1o
UUKJIOAJKMIILHYID  I'PYIITY, C3 10 LMKJICAJKEHWJILHYID  TI'PYIIY, Ce-14

apuibHy® Tpynny M C7-1e apalIKMJIbHYKD TPYINY.

[0041] B HacToAleM OnMcaHuMn IpUMEPH "HeoBa3aTeJIbHO
3aMelleHHOM YTJIEBOOOPOIHOM TPy IH" BKJIIOUAT YTUIEBOOOPOOHYIO
Tpynamny, HeoBA3aTeJIbHO MMEeKIyn 3aMecTUTeJIb (1), BHIOPAHHE U3

cJlenyKmen TPYIOH 3aMecTUuTeJen A.
[Tpynna zaMecTuTesier A] (1) aToM TajloTeHa,
(2) HUTpOTIpPYIIA,
(3) umaHOTpyIIa,

(4) oxcorpyruna,
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(5) TMOpokcuIpyIIa,

(6) HeoOd3aTeJIbLHO TajioreHMpoBaHHasa Ci-s aJIKOKCUTPYIIIA,

(7) Ce-14 apuJIOKCUTpPYIIIa (HaIpuMep, oGeHOKCH, HadToOKCHU),

(8) C7-16 apalIKMJIOKCHUIpyIINa (HanopuMep, OEeH3WMIJIOKCH),

(9) 5-14-yjeHHasd apoMaTuueckas TeTePOUUKIIMIIOKCUTPYIIa
(HanpuMep, IUPUIMUIIOKCHU) ,

(10) 3-14-ujyleHHasd HeapoMaTHuecKkas TI'eTepOolUUMKIMIOKCUTPYIINa
(HanmpuMep, MOPOOJIMHUIIOKCHK, MOUIEPUAMHUIIOKCHU) ,

(11) Ci-6 AJIKMIKAPOOHUIIOKCUTPYIIIa (HanpuMep, alleToOKCH,
[IPOIIaHOUJIOKCH) ,

(12) Ce-14 apUIKapOOHMIIOKCUTPYINa (HaopuMmep, ©OeH30MJIOKCH,
l-HadTOoMIIOKCH, 2-HadTOMJIOKCH) ,

(13) Ci-6 AJIKOKCHUKaAPOOHMIIOKCUTPYTIINa (HampumMmep,
METOKCUKaAPOOHMIIOKCH, D3TOKCHUKAPOOHMIIOKCH, IIPOMNOKCUKAPOOHUIIOKCH,
OYTOKCUKapPOOHMIIOKCH) ,

(14) wmoHO- MM 11M-Ci¢ aJKMIKaApOaAMOMJIOKCUTPYIINa (HaIpUMep,
MeTMJIKapBaMOUIIOKCH, DTUIIKapBaMOUIIOKCH, OVME TUIIKapOaMOMIIOKCH,
O3 TUIKapOaMOUIIOKCH) ,

(15) Ce-14 apmIIKapBaMOUIJIOKCUTPYIIAa (HanpuMep,
beHMIIKapOaMOUJIOKCH, HadTUIKapOaMOUJIOKCHU) ,

(16) 5-14-ujieHHasd apoMaTuuyeckKas
TeTEPOUUKIMIKAPOOHMUIIOKCUTPYIIIAa (HaOpuMep, HUKOTHMHOWIIOKCH) ,

(17) 3-14-uJjeHeHasa HeapoMaTuueckKasd
TeTepPOUMKINIKAPOOHUIIOKCUTPYIIa (Hampumep,
MOPQONIMHUIKAPOOHUIIOKCH, IUIEPUIOMHUIIKAPOOHMUIIOKCH) ,

(18) HeoB43aTeJIbHO raJloTeHVpOBaHHAa A Ci-6
AJIKMIICYJIE QOHUIIOKCUTPYIIIIa (HanpuMep, MeTUJICYJIEQOHUIIOKCH,
TPUOTOPME TUIICYJIE QOHMUIIOKCH ) ,

(19) Ce-14 APUIICYJIEOQOHMIIOKCUTPYIINE, HeoBsg3aTeJIbHO
3amemeHHas Ci-¢ aJKMIILHOM TPYINIOM (Hamopumep, OQeHWUJICYJIbOOHUIIOKCH,
TOJIYOJICYJIEQOHMIIOKCH) ,

(20) HeobBa3aTesJIbHO TajloTeHMpoBaHHasa Ci-e¢ AJKWUITHOTPYIIIA,

(21) b-1l4-uyeHHad apoMaTHUeCcKasd T'eTepPOLMKIMUYeCcKas Ipyla,

(22) 3-14-4yjeHHad HeapoMaTuueckas TeTepOoUUKIINUeCcKasa

(23) odopMmIibHad TpyIla,
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(24) wrapbokcurpylia,

(25) Heobga3aTesJIbHO TaJjioTeHUpoBaHHadA Ci-g aAJKUIKAPOOHUIIBHAS
Tpylna,

(26) Ce-14 apuikapOOHWMUIIbLHaA TpYyIla,

(27) 5-1l4d-ujeHHad apoMaTHUecCKasd TIeTepPOLUUKIMIKAPOOHUIIbHASL
rpylna,

(28) 3-14-ujyleHHasd HeapoMaTHUecKas TeTepOlUUMKIMIKAPOOHMIIBHASL
TpyIna,

(29) Ci-6 aIKOKCUKAPOOHMJIBHAaA TpPYyIIa,

(30) Ce-11 APMIIOKCHUKAPOOHUIIEHA I TpyIina (HanpuMep,
beHMIoKCcukapOoHMII, l-HadTUIOKCHUKAPOOHWMII, 2-HadTMIJIOKCUKapOOHWMI) ,

(31) C7-16 APaJIKMIIOKCUKAPOOHMUIIEHA I TpyIina (HampumMmep,
OeH3UIIOKCUKAPOOHWII, (QeH®TUJIOKCUKaApOOHWII) ,

(32) xapbaMomJIbHad TpylIa,

(33) TuokapbamowuJIibHad TpPYIa,

(34) moHO- MM Ou-Ci-e¢ aJIKMJIKapbaMOMJIBHad TpYyIlla,

(35) Ce-11 apuiakapbaMouJibHa g TpyIna (HanpuMep,
beHMIIKapbaMouiI) ,

(36) bL-1l4-ujleHHasd apoMaTHUecKas TI'eTepOolUUKIMIKapOaMouiIbHAaSsA
Tpyllla (HalpuMep, IUPUIOWIIKaApOaMOouJl, TUeHWUJIKapOaMOoWiI),

(37) 3-14-ujeHHasd HeapoMaTuuecKasd
TreTepOUUKINIIKapOaMoniibHa A Tpylmna (Hanpumep,
MOPQOIMHUIIKAPOaMOMJI, NUIePUIVHUIKap®aMou) ,

(38) Heob4azaTeJIbHO TaJloTeHMpOBaHHaA Ci-e AJKMICYJIbBQOHMIIBHASL
TpyIna,

(39) Cs-14 apuICyJibQOHMIIBEHAA TpPYyIIa,

(40) bL-14-ujeHHasd apoMaTHUecKas TeTepOUUKIMIICYJIbEOOHUIIBEHASA
Tpylna (HalpyuMep, IUPUIOMIICYJIBOOHWII, TUEeHWUJICYJILEQOHWII) ,

(41) HeobOga3aTeJIbHO TaJioTeHMpOBaHHasd Cie AJKMICYJIbOUMHUIIBHAS
Tpymnna,

(42) Ce-11 APWIICYJIbEOMHUIIEHA I TpyIna (HampuMep,
beHMIICYIbOMHMII, 1-HaQTUICYIbLQUHNMII, 2-Ha@TWUJICYJIbOUMHWII) ,

(43) b5-14-ujeHHasd apoMaTHUecKas TIeTePOUUKIMIICYJbEOUHUIIBHASA
Tpyllia (HalpuMep, IUPUIOWIICYJbEOUHWUII, TUEeHWUJICYJIEQUHWII) ,

(44) amMmHOTpYIIIA,

(45) MOHO-— WMJIn on—-Ci-e aJIKMJIaMMHOTPyIIa (HanpuMep,
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MeTWMJIaMMHO, OSTWMJIaMMHO, IIPOIIMJIIaMMHO, WM3OIIPOIIMIIaMVHO, Oy TUIIaMVHO,
OVIMETVIJIaMVMHO, IOIMSTWIIaMVHO, IUITPOIIMIJIaMMHO, OMOYTUJIaMUHO, N-3THJI—

N-MeTmJIaMMHO) ,

(40) MOHO— ZNRZN or—Ce-14 apwiaMMHOTpYIIla (HanpuMep,
beHMIaMMHO) ,
(47) 5-14-uyjleHHad apoMaTUUecKas TeTepOUUKIMIaM/MHOTPYIINA

(HanpuMep, OUPUIOWUIIaAMUHO) ,

(48) C7-16 apalKMJIaMMHOTPYyIINa (HamopuMmep, OeH3MJIaMMHO),

(49) odopMMIIaMMHOTPYIIIA,

(50) Ci6 anxkmIKapOOHMJIAMMHOTPYIINNAa (HaOpUMMep, alleTUJIaMMUHO,
[IPOIIaHOUJIaMUHO, OyTaHOWMJIaMMHO) ,

(51) (Ci-¢ ajyrwmi) (Ci-¢ alKMIKapOOHWII) aMMHOTPYIIIa (HalpuMep,
N-aueTmi-N-MeTHUJIaM/HO) ,

(52) Ce-11 APMIIKAPOOHUIIAMUHOTPYIINA (HampuMmep,

beHMIIKapOOHMIIaMMHO, Ha(TUIKapOOHMIIAMUHO) ,

(53) Ci-6 AJKOKCUKAPOOHUIIaMUHOTPYIIIA (HampumMmep,
MEeTOKCHUKAPOOHUIIAMHO, STOKCUKAPOOHUIIAMIHO,
[IPOIIOKCUKAPOOHMUIIAMIHO, OYTOKCUKAPOOHMIIaMUHO, TpeT-

Oy TOKCUKaAPOOHMIIaM1HO) ,

(54) Cr-16 APAJIKMIIOKCUKAPOOHWUIIaMUHOTPYIIA (HanpuMep,
BeH3MIJIOKCUKAPOOHMIIaM/HO) ,

(55) Ci-6 AJIKUJIICYJIE QOHMIIaMUHOTPYIIA (Hanpumep,
MeTUMJICYJIEQOHUIIAMMHO, 2TUJICYJIEQOHUIIAMMHO) ,

(56) Ce-14 ApPUIICYJIEOOHMIIaMUHOTPYIINA, HeoBg3aTeJIbHO
3aMeleHHasa Ci-s aJIKMJILHOM TPYIIIon (HanpuMep,
beHMIICYJIbQOHMIIAMMHO, TOJIYOJICYJIEQOHMIIAMUHO) ,

(57) HeoBa3aTelIbHO TajloTeHMpoBaHHasa Ci-e¢ aJKMIJIbHag TpyIIa,

(58) C2-6 alIkeHMJIBHadg TpyIIa,

(59) C26 alKMHMIIBHag TpyIIa,

(60) Cz 10 LUMKJIJIOCAJKWMIIBHAaA TpPYyIIa,

(61) Csz 10 UMKJIJICAJKEeHWJIBHAad TpYyIIla U

(62) Ce-14 apuJibHasdg TpyIIa.

[0042] KosmmuecTBO YIIOMAHY TEIX BHIIIE 3aMecTHUTeJIen B
"Heo6sa3aTeJIbHO 3aMelleHHOW YIJIeBOOOPOIOHOM Tpynmne" cocTaBJfgeT,
HanpuMep, oT 1 @mo 5, mOpemnourtuTessHo oT 1 mo 3. Korzma

KOJIMYeCTBO 3aMeCcTUTeJIeN cocTraBjJjigaeT IBa 2NNy toJiee,
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COOTBETCTBYKIME 3aMecCTUTeJ M MOI'yT OBTbL OIOMHAKOBEIMM WMJIM MOTYT
pasindyaTbCsH.

[0043] B HacToAmeM OIMCAaHUM T[IpPpUMMEepPH "TeTepOolUKINUEeCKOM
Tpynrs" (BrJIIOUA S "TeTepOUUKIIMUECKYD  Ipynny" "HeoBa3aTeJIbHO
3aMeleHHOM TeTepOUUKIINUECKOM Tpynns" ) BKJIOUAOT (1)
apoMaTUUEeCKYK TeTepPOUUKIJIUUEeCKYyn TPYIIY, (ii) HeapoMaTHUECKYIO
TeTEPOLUUKIINUECKYIO TPYINY U (ii1) 7-10-4uJIeHHYID MOCTHUKOBYI
TeTepOLUMKINUYECKYID TPYIIY, KakXIas M3 KOTOPEX COOEPXMT B KaudeCTBEe
COCTaBJIAKMMX  KOJIbIO aTOMOB, [IOMMMO aToOMOB yIJlepona, 1-4

reTepoaToMOB, BHGpaHHHX ns aToMa as30Ta, aToMa CepeEH M aToMa

KMCJIopona.

[0044] B HacTodleM ONIUCaHUM [IPUMEPEL "apoMaTUUeCKOM
TeTepolMKIMYeckoM TpynnH" (Brimouada "5-14-4JleHHYID apoMaTHUUeCcKYIo
TeTEPOUUKIINUECKYIO rpynny") BKJIDUAKT 5-14-ujleHHYID

(mpenmnouTuTeJIbHO 5-10-UJIeHHYK) apoOMaTUUECKYyK TIeTepOoLMKIINUeCKY
TPpyIly, COIOepXalyl B KaudueCTBe COCTAaBJAKMIKMX KOJBIIO aTOMOE,
[IOMMMO aTOMOB yIJlepoma, 1-4 TeTepoaToMa, BHOpPaHHHX M3 aToMa
asoTa, aToMa CEpPH M aToMa KUCIopola.

[0045] [MpennouTuTesibHEE [IPMMEDEL "apoMaTUUeCKON
TeTEepPOLUUKINUIECKON TPy Is" BKJIIOUAIOT 5- W ©—UJIeHHHE
MOHOLUMKIIMUECKME apoMaTUUeCKMe TIeTepOLUUKIIMUeCKUe TPYIIH, Takue
KakK THeHWJ, Ooypwuil, IUPPOJIMII, WMMUIA30JIMII, OIUPa3O0oJIuil, THMa30JIuUI,
M30THa30JIMJI, OKCa30JInII, M30KCas0JIMI, OUPUONII, IUpasuHWII,
IUPUMUOVHWII, nIUpUoasmuHWII, 1,2, 4-oxcaignas3osni, 1,3,4-

okcamuazoygwi, 1,2,4-tumaguaszsonui, 1,3,4-Tuaivasz3oJinil, TpPMa30JIni,

TEeTpasoJinijl, TpMasVMHMII M T.II.; U

8-14-4JjieHHEIE KOHIOEHCHMPOBaHHEE IIOJIMIIMKIIMU e CKIMEe
(HpennhoMTeano ou- MJin TpMHMKHquCKMe) apoMaTrnuueCKHre
IreTepPOUMKIIMYeCKHME T'PYyIIIIE, TakKNre Kakr GeHSOTMO@eHMH,

OeH300ypaHniIl, OeH3MMUIOA30JNII, OeH30KCa30JnJI, OeH3M30KCa30Jn,

OeH30THa 30U, OeH3130TH1a30JINI, GeHBOTpMaBOHMH,
MM IOa30IIMPpMIOVHNMII, TUEHOIIMPMIOIVHWII, @ypOHMpMHMHMH,
IIMPPOJIOCIIMPVMIOVHWII, IIMpasoJIOIIMPMIOVHIIIL, OKRCasOJIOIIMPUMIOVMHWII,
TMa3sOoJIOIIMPMIONMHWMII, MM IoasollinMpasrMHMII, MMM IOa30IIMPVMYIOVIHWIIIL,
THMEeHOIIMPVMIOVMHWMII, @ypOHMpMMMHMHMH, IIMPPOJICIIMPVMM OVMHWMIIL,

IIMPasoJICIIMPVMM IONMHWIIT, ORCasOoJIOIIMPVMM IOVHIII, TMas3OJIOIIMPVIMYIOVHVIIIL,
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IMpas3o0JIOTPMa3uHuII, HadTo[2,3-b]THeHmnsi, OQ(eHOKCaATUMHWII, WHIOJIWJI,
M30VHIOOJINII, 1H-MHOa30JmJI, Y PUHWII, M30OXMHOJINII, XMHOJIWII,
bTanasmMHNII, HaQTUPUIOMHNAI, XMHOKCAaJIMHWII, XMHAa30JIMHNII,
UVMHHOJIVHUII, Kapbaszoini, P-kKapOoauumi, (eHaHTPUIMHWII, aKPUIWMHWII,

beHasvHWII, QeHOTHMAa3UHUII, (eHOKCAa3MHWMII U T.II.

[0046] B HacTofmeM ONMCaHUM TIIpUMEepH  "HeapoMaTUUueCKOM
TeTepOLUKINUECKOMN Tpynns" (BKIIIOUA S "3-14-4JyIeHHYIO
HeapoMaTUUeCKYI TEeTEPOLUUKIINUECKYIO rpynony") BRJIOUAKT 3-14-
YJIEHHYIO (MpednouyTnuTeILHO 4-10-uJIeHHVYID) HeapoMaTUUeCKYI

TETEPOLUKIIMUECKYD TPYIIly, CcoIepXallyld B KadeCTBe COCTaBJIAKIUX
KOJIB1IO aTOMOB, TIOMMMO aToMa yIJjepona, 1-4 TeTepaToOMOB,
BEIOPAHHEIX M3 aToMa a30Ta, aToOMa CeEPH M aToMa KUCIIopoIa.

[0047] [MpennouTuTesIbHEE [IPUMEDEL "HeapoMaTHUUEeCKOM
TETEePOLUKINUECKOY TPYHNNe" BKIOYUAKT 3-8-UJIeHHEE MOHOUMKINUECKUE
HeapoMaTUUeCKMe IeTePOUMKIMNUYeCKMe TIPYIIE, TakKKe KaK a3upUIOIUHWII,
OKCUPaHWU, TUUPaHWII, a3eTUONHNII, OKCeTaHW, TUDTaHWII,

TeTpalMopOTVMeHWMII, TeTpaPMHpo@ypaHMﬂ, IIMPPOJIMHWII, IIMPPOJIMIOVHWII,

VMM a30JIMHAIL, VMM a30JIMOVHWII, OKCa30JIMHWII, OKCa30JIMIOVHNII,
nIUpa30JIMHUII, NIUpas30JIMONHNIIL, THMa30JIMHNII, THMa30JIMOVHWII,
TeTpaluogponu30THUa30JINII, TeTpal'uopooKCa30JInI,
TeTpal'uopOnU300KCa30JIMII, IUIIEPUONHNIT, nurepas3uHuII,
TeTpal'UOIPOIUPUIONHIAI, OUTUOPONIMPUIOVHIAIL, OUTUOPOTUOINPaHUII,
TeTparuIpOolIMPUMUIVHIAI, TeTpalruoponMpurIa3vMHAI, OIUTUOPOIMPaHNII,
TeTparuopolIMpaHn, TeTpalruopoTUONIMPaAHWII, MOPQOJIMHWII,
THMOMOPOOJIMHNAII, asernaHmi, OMazernaHmni, as3enmMHuII, OKCEeINaHWI,
a30KaHWJI, IMa30KaHWJI M T.I.; W 9-14-ujleHHHEe KOHIEHCHUPOBAHHEE
MIOJIMLIUKIIMUECKUE (MpennouyTnuTebHO Br— W TPULUKIINUECKHUE )
HeapoMaTUUeCKHre TeTepOLUKINUECKHUE TPYIIIIH, Takue Kak
OUTUOPODEeH300YPaHnI, OUTUOPODEH3UMU A ZOJINII,
INTMOpoBeH30KCa30JInI, INTUIPOoOeH30THUa30JINII,
OUTUOPOOEH3U30TUASOJINII, ourunpoHadTo [2, 3—-b] TMeHMI,
TeTParmIpoOn30XHOJINII, TeTParnapoOXmMHOJINI, 4H-XMHOJIM3WHNII,
MHIOOJIMHNII, M3OMHIOJIMHWII, TeTPparMopoTUEHO [ 2, 3—C] IUPUIOVHNII,
TeTparugpobeH3a3elnHNII, TeTPalruIpOXMHOKCAaJIMHUII,

TeTpaPMHpo@eHaHTpMHMHMH, PeKcaPMHpo@eHOTMaBMHMH,
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TekcaruapobeHOKCa3UHNII, TeTparulpobTala3uHNI,
TeTPaIMIPOHAOTUPUINHNIII, TeTPaTIMIPOXMHABOJIMHWII,
TeTPaTUIPOUMHHOJIMHWII, TeTparulporapbasosni, TeTparunpo-B-
KapOOJIMHWII, TeTparuIpPOakKpPUIOMHNII, TeTparuipophenazmHm,

TeTParuIPOTUOKCAHTEHWII, OKTATUIPOUBOXMHOIMUII M T.II.

[0048] B HacToAmeM OIMCAHUM IIPellloUTUTeJIbHEEe IpuMepH "7-
10-ujeHHOM MOCTMKOBOM TreTepOoLUKIINUEeCKOM Tpynne" BKJIIOUAIOT
KBUHYKIJIIMOMHMII M 7-az3abuumkiio[2.2.1]renTadmi.

[0049] B HacTodAmeM OINMCaHUM  IIPUMEPEH "TasoTCcomepxamen
TeTePOUUKIMUECKOM TPYINE" BRJLUALT "TeTepoUMKIMUeCKYD Ipyrny",
comepxalmyio IO MeHbllel Mepe OOMH aToOM a30Ta B KauecTBe
COCTaBJIALMETO KOJBIIO aToMa.

[0050] B HaCTOAleM OTIVCAHUN IpUMEPH "HeoOsa3aTeJBHO
3aMeleHHON TeTepOlUUKINUeCKOV TPYHIIE" BKJINUALT I'eTepPOlLUKINUECKYIO
Tpyamny, HeoBg3aTeJIbHO MMeKIyln 3aMecTUTeJlb (1), BHIOPAHHEI U3
YIIOMSAHYTOV BHIIEe TPYIIH 3aMecTUTeJiel A.

[0051] KogmuecTBO 3BaMecTUTeJleM B "HeoOg3aTeJIbHO 3aMelleHHOM
TeTepOLUKIMUEeCKOM Tpynne" cocTaBJageT, Halopumep, oT 1 #mo 3.
Korma  KOJIMUeCTBO 3BaMeCTUTeJIeM COoCTaBRJIgeT IOBa wuiau  OoJee,
COOTBETCTRYKIME 3aMeCTUTEeJM MOTyT OBTE OIMHAKOBHMM WJIM MOTYT
pasinyaTbCA.

[0052] B HacTOsAmeM ONMCAHMM IpUMepH "alUuJIbHOM TpPyIne"
BRJIIOUAIOT bopPMUIIL HYIO TpyImny, KapBOoKCUTPYIIILY, KapB®aMOoUJIbHYIO
TPYIIY, THUOKaApOaMOMJILHYID TIPVIIY, CYJILOUMHOTPYIILY, CYJILOOTPYIIY,
CYJIbaMOMIIbHYIO TpyImny, bocdoonoTpynmy, Kaxmnas us KOTOPEIX
HeoOsa3aTebHO uMeeT "1 wim 2 3aMecTUTels, BHOpaHHEX U3 Ci-g
AJIKMIILHOM TPy, C2e aJKEHWMJILHOW TPYINE, C3 10 UIUMKIOAJKUILHOM

Tpynne, Ci 10 LUMKJIOAJKEHUJILHOM TpPyNnh, Ce-14 apMJbHOM TpyHnel, C7-ie

apaJikKUJIbLHOM TPYIIIIH, 5-14-ujeHHON apoMaTHUUeCKOM
TeTepOUUKINUECKOM TPYTIIIH u 3-14-yJjeHHOM HeapoMaTHUUeCKOM
TeTepOUUKINUECKON TPYIIOH, Kaxomas ns3 KOTOPEIX VMeeT 1-3
3aMeCcTUTels, BHIOPaHHHX nus3 aToma rajioreHa, HeoB®a3aTeJIbHO
TaJIoOTeHUPOBaHHOM Ci-6 AJIKOKCUTPYIIIIH, TUOPOKCUTPYIIIH,

HUTPOTPYIINH, LUMAaHOTPYIINL, aMUHOTPYINH UM KapOaMOUJILHOM TPYIHIIH".

[0053] [TprMepr "auMJIEHON Tpynns" TaKxe BKJIOYAOT
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YTJIEBOOOPON- CYJIbQOHUIIEHYIO Tpynny, TeTepOUUKIMIICYJIEOOHMIIELHYIO
Tpynmny, YTUIEBOOOPOI— CYJIbOMHUIILHYIO TPYIITY u
TeTepPOUUKIIMIICYJbLOUHUIILEHYD TPYIIY .

[0054] B HacTodmeM ONMCaAHUM YIJIEBOIOOPOL-CYJIbLOOHUIIEHASA
Tpylna Oo3HauaeT CBA3aHHYI c YTJIEBOOOPOOHOM TPYIIIION
CYJIBOOHMIIBHY TPYINY, IeTepOUUKIMICYJbEOOHMIIEHAA IpYyIlla O3HadaerT

CBABSAHHYID C TEeTepPOLUKIMUECKON TPYINOM CYIbOOHMILHYID TPYIIIY,

YIJIEBOOOPON—CYJIbOMHMUIILHA S TpyImna o3HauvaeT CBSA3aHHY c
YITJIEBOOOPOOHOM TPYIINON CYJIbOMHUIIEHYIO TPYIIILY "
TeTePOLUUKINIICYJIE QUHNIILEHA I TpyImna o3HauvaeT CBA3aHHY c

TeTePOUUKINYECKON TPYIION CYJIbLOMHMIILHYID TPYIIY.

[0055] IMIpennouTuUTeJIbHEE OPMMepH "aluMJIbHOM TpPYyHIH" BKJIIOUYAT
bOopPMUIIE HYIO TPpYIIy, KapBOKCUTPYIIIY, Cie AJIKMJIKapOOHMIIbE HYIO
rpynny, Cze alKeHMJIKAPOOHMIIBHYK TPyNny (HalopuMep, KPOTOHOWII),
Cs-10 UMKJIOAJKUIKAPOOHUIILHYO TPYIIny (HampumMep,
IMKJIODOYyTaHKapOOHWII, LIMKJIOTIEHTaHKapOOHWII, HMKJIOTeKCaHKapOOHWII,
LIUKJIOTEeNTaHKapOOHWII) , Cs-10 LIMKJIOAJIKEHUIIKAPOOHUIIBHYO TPYIITY
(HanpuMep, 2-UUKJIOTEKCeHKapOOHWII) , Ce-11 APUIIKaAPOOHUIILE HYIO
TPYyImny, C7-16 aApasIKMIKapBOHUIIE HYID TpyIHmny, 5-14-4yJjleHHYIO
apoMaTUUEeCKYIO TeTEePOLUUKIINIIKAPOOHUIILHYIO TpyIamny, 3-14-4JjIeHHYD
HeapoMaTHUUeCKYI TeTePOUUKIINIIKAPOOHUIIE HYIO Tpynmny, Ci-6
AQJIKOKCUKAPOOHMIIBHYK TpPyHny, Ce-14 apPUIOKCUKAPOOHUIIBEHY TPYIILY
(HanpuMep, beHMIJIOKCUKapPOOHWII, HapTUIOKCUKaAPOOHWMI) , C7-16
ApPaJIKMIJIOKCUKAPOOHMIIbHYID TPRYINY (HaopuMep, OeH3MJIOKCUKapOOHWMII,
beHsTUIIOKCUKAPOOHWII) , KapbaMOMJIBbHYK TPYIINY, MOHO- WM Onu-Ci g
aJIKMIIKapOaMOMIIbLHYO TPYIny, MOHO— VI om—-Co-6

aJIKeHMJIKapOaMOMJILHYD TPYINy (HadpuMep, IUaJlIMIKap®aMouil), MOHO-

WJIIN o—Cs-10 LUKJIOAJKUIIKapOaMOUIIEHY TPYIILY (HampumMmep,
LUMKJIOIpONIMIIKapOaMonI) , MOHO- MM  OUu-Ce-14 APUIIKapOaMOMIIbLHYIO
TPYIIY (HanpuMmep, beHukapbaMom) , MOHO— W om—-Co-16
apajIKMIKapaMOMUIIEHYIO TPYIny, 5-14-4yJjleHHYIO apoMaTHUUEeCKYI

TeTEepPOUUKIMIIKAPOaMOMIIBHY TpPYyINy (HalpuMep, IUPUMOMIKapOaMOW),
THMOKapPOaMOMJIBHYD TPYIIIY, MOHO- WM OU-Ci-¢ AJKUITHUOKAPOAMOUIIEHYIO
TPYHny (HanmpuMep, MeTUIITHOKapOaMoOmJ, N-sTMmiI-N-
MeTUIITHMOKaApOaMOWII) , MOHO- WK IN-Co-¢ AaAJKEeHUJIITUOKAPOaMOUIIEHYI

Tpynny  (HanopuMmep, OUaJlIMJITHOKap®aMomsi), MOHO-  wmiau  Ou—Cs-1o
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LIUKJIOAJIKMITHOKapPOaMOMJIIbHYIO TPYIny (HanpuMep,
LUUKJIOTIPONUIITMOKapBaMonil, LMKJIOTEeKCUIITUMOKapBaMoOnil), MOHO—  WJIMU
o1—Ce-14 apUIITHOKaPOaMOUIIE HYIO TPYyIIny (HanpuMep,
beHunTMOKaPBaMOMII) , MOHO— WM IOU-C7-16 apaJIKMJITHMOKapOaMOMIIEHYIO
Tpynny (HanopuMmep, ©OeH3MJITHMOKapbOamonsi, GeHsTuJITMOKapbamomi), 5-
14-uyJjleHHYID AapOMaTUUECKYID TEeTEePOLUUKIMITUOKAPOaAMOMIIBHYD TPYIILY
(HanpumMep, IUPUOMJITHMOKapOaMonI) , CYJIbEQUHOTPYIINY, Ci-s
AJIKMIICYJIE QMHMIIBE HYTO TPYINnY (HanpuMep, MeTUJICYJIbQUHWII,
STUIICYJIEQUHWII) , CYJIbOOTpyNIly, Ci-e AIKWUICYJIbQOHUIIBHYI Ipynny, Ce-
14 APWIICYJIEQOHMJIEHYIRD TpPyNny, OOCPOHOTPYIINY M MOHO- WM 1ou-Ci s
AJIKUIIGOCOOHOTPYIIILY (HanpuMep, omMe TuJIhoCchHoHO, o> TUIJIGOCPOHO,

OIMM30NIPONUIPOCOOHO, IUOYTUIPOCHOHO) .

[0056] B HacToAleM OonMcaHuMn IpUMEPH "HeoBa3aTeJIbHO
3aMemeHHOY aMMHOTPYINHE" BKJIOUAT aMMHOTPYIIILY, HeoBg3aTeJIBHO
uMenmyio "1 wWIM 2 3aMecTuTeJisg, BHOpaHHHX U3 Cig aJKMUILHOM

Tpynne, Cz-s QJIKeHMJIBHOM TPYHHOH, C3-10 UMKICAJKMIBHOM TPYHNH, Ce-14
APUIILHOM TPyMIe, C7 16 APAaJKUILHOM TpPyIme, Ci ¢ aJKMIKaAPOOHWMIILEHOM

Tpynne, Ce-14 apUIKaApOOHWUIILHOM TPYIHINH, Cr7-16 apaljKMIKapOOHUJIEHON

TPYIIIEL, 5-14-4jleHHOV  apoMaTHUUEeCKOM  TI'eTepPOUUKIMIKAPOOHUIIEHON
Tpynne, 3-14-4JjleHHOM HeapoMaTHMUeCKOM TI'eTepPOLUUKIUIKAPOOHUIIEHON
TPYIIEL, Ci-6 AJIKOKCUKAPBOHUIILHOM TPYIIIIH, 5-14-ujieHHOMN

aApOMaTUUECKON TeTepPOLUKIIMUECKON TPpYIIH, KapBaMOWJIEHOM ITPYIIH,
MOHO- wMJIM IU-Ci e aJKUIKAPOaMOMJILHOM TPYINE, MOHO- WM Iu-C7-16
apalkuIkapbaMOMJILHOM TPYHNE, Cie aJKUICYJIbOOHMUIILHOM Tpynne U Ce-
14 aApWUICYJbOOHMIILHOV TPYIINHE, KaxIOad M3 KOTOPHX HeoBg3aTeJIbHO
MeeT OT 1 mo 3 3aMecTuUTesieM, BHOPaHHHX M3 TPYINH 3aMeCTUTeJIeN
A",

[0057] TlpeAnoOUTUTEJILHEE IIPUMEPH HeoDA3aTeJIbHO 3aMeleHHOM
aAMVUHOTPYIIIE BKJIOUAKLT aMUHOTPYIILY, MOHO— WM OU- (HeoDA3aTeJIbHO
TaJIOTeHUPOBaHHEM (16 aJIKWUII) aMUMHOTPYINY (HalpuMep, MeTWUJIaMMHO,
TPUOTOPME TUIIaMIHO, IOVIMe TUIIaMUHO, BTUIIaMUHO, OUBTUIIaMUHO,
IPONWJIAaMUHO, OUOYTUIIaMMHO), MOHO- WM OU-Cr-¢ AJIKEHWUJIaMVUHOTPYIILY
(HanpuMmep, OVaJIJINIIaM/HO) , MOHO- VI om—Cs-10
LUVKJIOAJIKMUIIAaM/HO T PYIIITY (HanpuMep, LUVKJIOIPONINIIaMUHO,
IMKJIOTEeKCUJIaM/HO ) , MOHO- MM OU-Ce-14 apUIIAMMHOTPYNIY (HAIPMUMED,

beHMIIaMMHO) , MOHO- WM OU-C7-16 apaJKUJIaMMHOTPYIINY (HaIpuMep,
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OeH3UIIaM/HO, OImMOeH3MJIaM1HO ) , MOHO— VI ov— (HeoBg3aTeJIbHO
TaJIoOTeHUPOBaHHHM Ci-6 aJIKIJI) KapOOHUIIaMUHO T RYIIILY (HanpuMep,
aleTUJIaMUHO, NIPOIMOHMUIIAMUHO) , MOHO— NI ou—Ce-14
APUIIKaApPpOOHUIIaMUHOTPYIIILY (HalpuMep, OEeH30MJIaMMHO), MOHO— WJIM OU-
C7-16 apalIKMIKapOOHMIIaMUHO T PYIIITY (HampumMmep,
OeH3MIKapBOHUIIaMMHO ) , MOHO-— WM IM—-5-14-UJIeHHYI apoMaTHUUeCKYI
TeTepPOUMKINIKAPOOHUIIaMUHO T PYIIITY (HanpuMep, HUKOTHHOMJIIAMUHO,
V30HUKOTUMHOMJIAMMHO) , MOHO- WJIM IU-3-14-UJleHHYI HeapoMaTUUeCKYI
TeTepPOUMKINIKAPOOHUIIaM/HO ITPYIIITY (HanpuMep,
IUIIEPUOVHUIKAPOOHWIIAM/HO ) , MOHO— VI om—Ci-e
aJIKOKCUKaPOOHMIIaMHOTRYIIITY (HanpuMep, TpeT-—
By ToOKCHUKapOOHMIIaM1HO ) , 5-14-4JIeHHHYO apoMaTHUUeCKYI
TeTepOUMKINIIaMHOTPYTIITY (HanpuMep, NIUPUONIIAMVHO ) ,
KapbaMoOMJIaMMHOTPYIIY, (MOHO— M on—-Ci-
sJIKMIIKapOaMOWII) aMUHOTRYIIITY (HanpuMep, MeTUJIKapBOaMOUIIaM/HO ) ,
(MmoHo- wmym  On-C7-16 apaJIkmikapbaMonJI) aMMHOTRYIIITY (HanmpuMep,
BeH3MIKapbaMomiaMMHO) , Ci-e¢ AJKWUICYJIEQOHUJIAMUHOTPYIINY (HAIPUMeED,
MeTUJICYJIEQOHMUIIaMUHO, DTUIICYJIEQOHMIIAMUHO) , Ceé-14
apPUIICYJIb QOHMIIaMUHOTPYIINNY (HanpuMmep, OQeHMJICYJIbOOoHMUIIaMMHO), (Ci-¢
aJikmil) (Ci-s AJIKMJIIKAPOOHWII) aMUHOTPYIIILY (HanpuMep, N-auneTmjii—-N-
MeTWJIaMUHO ) u (Ci-6 askm) (Ce-14 APUIIKAPOOHMII) aMUHOTPYTIILY
(HanpuMep, N-O6eH30MI-N-MeTUIIaMMHO) .

[0058] B HaCTOAleM O CaHUMU [IPUMEPHL "HeoOsa3aTeJIbHO
3aMemleHHOM Kap®aMOMJILHOM I'PYINHE" BRJOUAT KapbaMOMJILHYID ITPYIIIlY,
HeobdgazaTeJibHO UMenmy®n "1 wmaImM 2 3aMecTUuTelisa, BHEHOpaHHEX U3 Cie

AJIKMIJILHOM TPy, Cze aJKEHUJILHOM TPYINE, Ci-10 LIMKIOAJKUIILHOM

Tpynne, Ce-14 apuibHOM Tpynne, Cr-16 apajJKMJIbHOM Tpynmne, Ci-e
AJTKMIIKAPOOHUIIBHOM TpPyNnH, Ce-14 apMIKapOOHMIIBHOM TIpyHne, C7-16
apaJIKMIKapOOHMIILHOM TPYIIIH, 5-14-ujenHomn apoMaTHuueCcKoOM

TeTEePOIUKIMIKAPOOHUIILHOY TPYyIMe, 3-14-ujleHHOW HeapoMaTUUeCKOM

TeTepOUUKIMIKAPOOHUIILHOM TPYIIIIH, Ci-s AJIKOKCUKaAPOOHMIILHOM
Tpynne, 5-14-ujleHOM apoMaTHMUEeCKOM TeTepOoLUMKJIMUYEeCKOMW  TPYIIIH,
KapbaMOMJIBHOM  TPYINHE, MOHO- MM IM—-Cie¢ aJIKMIKapOaMOMJILHOM

TPYMNIIEL ¥ MOHO- MM IOU-Cr-16aPalIKMIIKapOaMOMJIBHOM TPYIIIE, KaxOas
13 KOTOPHIX HeoBg3aTelIbHO uMeeT 1-3 BaMecTUTesid, BHOPAaHHBIX K3

TPYHIIHE 3aMecTuUTejenm A".
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[0059] IlpeAnOUTUTEJILHEE IIPUMEPH HeoOA3aTeJIbHO 3aMelleHHOU
KapbaMOMJIBHOM TPYINH BKIOYAKT KapOaMOWJILHYK TpPyINly, MOHO- WM
o1—Ci-e AJIKMIIK P OaMOUIIbEHYIO Tpyniy, MOHO- W ou—Co-
caJIKEHUIIKapOaMOMIILE HYIO TpyHnmny (HanpuMmep, OMaJIInIKapOaMoni) ,

MOHO— WM 1Ou-Cz-10 ULUUKJIOAJKMUIKapBaMOMJIBHYI TPYIINy (HaopuMep,

HUKJIONIPONMIIKAPpBaMomiI, UIUKJIOTEeKCUIIKap®aMomil), MOHO- MM IOu—Ce-14
apMIIKapOaMOMJILHYD TPYIIY (HaopuMmep, OGOeHMIIKap®aMoOMJI), MOHO—- WJINU
m—C7-16aPalIKMIIKapBaMOUIIL HYO TPYIILY, MOHO— NI ou—Ci-e

AJNKUIIKapOOHMIIKaApOaMOMJIBHYI TPYyINIly (HaldpuMep, aleTuIKapOaMowuil,
IIPONMOHWIIKapOaMoOuI) , MOHO-— W ov—Ce-14
ApUIIKapOOHMIIKApOaMOMJIBHYK TPYIIY (HanopuMmep, OeH30MJIKapOaMoOWJl) U
5-14-ujyenyn apoMaTUUYeCKYy reTepOLUUKIMIIKapOaMOMIIE HY TPYIILy
(HallpuMep, IUPpUIOWIIKApOaMOWu) .

[0060] B HaCTOAleM OTINCAHUN IpUMEPH "HeoOsAa3aTeJBHO
3aMelleHHOM THMOKapO®aMOMJIBHOW TPYHOIH" BKIOUYAKT THUOKaApOaMOUJIEHYIO
TpyNnny, HeoBd3aTelJIbHO uMenmyrn "1 uMiIM 2 3aMecTUTeJIsd, BHOPaHHEX
n3 Cie aQJIKWJIBHOWM  TPYIIIH, Co-¢  AJKEeHWJILHOW  TpPYyIIH, Cs-10
UUKJIOAJKWUIIBHOY TIpyHNme, Ce-14 apWbHOM TIpynne, C7-16 apaJIKUIIBEHON
Tpynne, Ci-e¢ aJIKUIKAPOOHUJILHOM TpPyNnH, Ce14 apMIKapOOHUIILHOM
TPYIIIIHL, Cr-16 apaIKMIKapBOHUIIEHOM TPYIIIEL, 5-14-ujeHHON
aApOMaTUUECKON  TeTepPOLUUKIMIKaAPOOHUIIEHOM  DPYIIIH, 3-14-ujieHHOM
HeapoMaTUUueCKOM TeTEePOUUKINIKAPOOHNIIE HOM TPYIIIH, Ci-6
AJIKOKCUKaPOOHMUIILHOM TPYIIIIH, 5-14-ujyeHHOM apoMaTHuueCcKoOm
TeTEepPOLUKINUECKON TPYINH, KapOaMOMJBLHOM TPYINHE, MOHO- MM OU-Ci-
6 AJIKMJIKapOaMOMIILHOM TP YTIIE u MOHO- W or-C7-16
apalkuIKkapbaMOMJILHOM TPYINHE, KaxOasd M3 KOTOPHX HeoBg3aTeJIbHO
uMeeT 1-3 3aMeCTUTelNd, BHOPAaHHHX M3 TPYIIH 3aMecTuTesen A".

[0061] TlpeAnOUTUTEJILHEE IIPUMEPH HeoDA3aTeJIbHO 3aMeleHHOM

TMOKapéaMOMHBHOﬁ T'PYIIIIEI BRJIOYAKT TMOKapéaMOMﬂbHyIO TI'pyIirly, MOHO-—

W n—-Ci-¢ AJKMIITHMOKaP0aMOUIIBHYIO TPYIny (HampuMep,
MeTUJITHUOKAPOaMONUII, STUIITHUOKaAPOaMOWnI, OUMe TUJIITUOKapOaMonmI,
O TUITHOKapOaMomyl, N-sTuiI-N-MeTuiITHMOokap®aMouJl), MOHO- WM IU-—
C2-6 AJIKEHWJITMOKapOaMOMIIEHY TPYIny (HanpuMep,
OUaJIIUIITUOKapBaMouiI) , MOHO- VI om—Cs-10
LUMKJIOAJIKMIITUOKapOaMOMJIIbHYIO TPYyIny (HanpuMep,

UVKJIONPONMIITHMOKaApOaMoOMJl, ULUMKJIOTEeKCUJITMOKapOaMouil), MOHO-— WJIM
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o1—Ce-14 apuIITHMOKapOaMOMIIE HYO TPYIny (HanmpuMep,
beHunITHMOKaPBaMOMII) , MOHO— WM IOU-C7-16 apaJIKMJITUOKapOaMOMIIEHYI
TPYIILy (HanpuMep, OeH3UIITHOKapOaMoOnI, beHsTHUIITHMOKaAPOaMOWMII) ,
MOHO-— MJIn omu-Ci-6 AJIKMJIKAPOOHMIITMOKaAPBaMOMIIE HYIO TpyHIny
(HanpuMep, aneTmJITHMoOKap®aMomyl, HNPONMOHMJITMOKapOaMomiI), MOHO-—
mwin Ou-Ce-14 apUIKaAPOOHUIITUOKAPOAMOMIIBEHYD  IPYIIY (HampumMmep,
OeH30MITHOKaAPOaMOMJI) u 5-14-uJjIeHHVYIO apoMaTHUUeCKYIO
TeTepOLUKINITMOKAPDaMOUIIEHYO TPpYyIny (HanpuMep,
IVPUONIITUOKAPOaMOMII) .

[0062] B HaCTOAleM OTINCAaHUN IpUMEPH "HeoOsa3aTeJBHO
3aMemeHHOM CyJIbdaMOMIILHOM i eNanini BKJIOU AT CyJIbGaMOUJIILHYIO
Tpynny, Heobd3aTelJIbHO uMenmywn "1 WMiIM 2 3aMecTUTeJisd, BHOPaHHEX
nus3 Ci-6 aJIKMJILHOM TPYIIIIH, Co6 aJIKeHUJILHOM TPYIIIIH, C3z-10
HUVKJIOANKUIILHOM TpPYHNe, Ce 14 apWIJIbLHOM TpPVYINE, Cr7-16 apaJIKMILHOM
Tpynne, Cie aJIKUIKAPOOHUIILHOM TPYNNH, Ce 14 apMIKaAPOOHUIILHOM
TPYIIIIH, Cr-16 apalKkMIKapBOHUIIEHON TPYIIIIEL, 5-14-uneHHON
aApoOMaTHUUECKOM  TeTePOUUKIIMIKAPOOHUIIBHOM  TPYIIIH, 3-14-uneHHON
HeapoMaTUueCcKoOM TeTepPOUUKIMIKAPOOHUIILHOM TPYIIIIH, Ci-6
AJIKOKCUKaAPOOHMIIEHOM T'PYIIIIHL, 5-14-uneHHoM apoMaTrUUeCKOM
TeTEPOLUUKINUECKOM TPYINH, KapOaMOWJIEHOW TPYIIH, MOHO- MM IM—Ci-
6 AJIKMJIKapOaMOUIILHOM TPYIIIIE n MOHO— NI om—Cr-16
apalkuikapbaMOMJILHOM TPYIINHE, Kaxdasd M3 KOTOPHX HeoBa3aTesIbHO
uMeeT 1-3 3aMeCcTUTeJid, BHOPAaHHHX M3 TPYINH 3aMecTuTesen A".

[0063] IIpeanouTUTEJILHEE IIPUMEPH HeoO43aTeJIbHO 3aMelleHHOM
CYJIbLOaMOMIILHOM T'PYIINE BKJIOYUAT CYJILOAMOMIILHYI I'PYIIITY, MOHO-— WJIM
oIn—-Ci¢ aJKWUICYJIbQaMOMIIBHYK TpPyNny (HaopuMmMep, MeTWUJICYJbOaMowuJi,

STUIICYJILOaMOWJI, IUMETUJICYJIbLOaMOMII, OUSTUICYJbdamMoui, N-3TmujI-N-

MeTWJICYJIEGaMoMJI) , MOHO— MM IU—-Cz ¢ aJIKEHWUJICYJbOaMOUJIEHYID TPYIITY
(HallpuMep, OVaJIJIUIICYJIEQaMOWnI) , MOHO-— W ou—Cs-10
LIUKIIO AJIKUIICYJIEPaMOMIIE HYIO TPYIIy (HampuMep,
LUMKJIOIPONIMIICYJIE aMOWII, LUMKJIOTEeKCUJICYJIEGaMOnil), MOHO— WM OUu—-Ceg-

14 ApPWJICYJIbOaMOMJIEHYK TPYINY (HalpuMep, OGeHMJICYJbEGaMOMII), MOHO-—
WJIN o—-C7-16 APaJIKMUIICYJIbLOaMOUIILHYO TPYIILy (HanpuMep,
OeH3UIICYJIbdaMonI, beH>TUIICYJIEPaMoOnJI) , MOHO-— WJIN on—Ci-6
AJIKMJIKapOOHMIICYJIEQaMOMJIIbHYK TPRYIIY (HalpuMep, aleTUJICYJikdaMon,

HpOHMOHMHCV.Hbq)aMOM.H) ’ MOHO— mJinm on—Ce-14
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ApPUIIKaApPOOHMIICYJILGaMOMIILHY TPYINY (HalpuMmep, ©OeH30MJICYJIbOaMomI)
u 5-14-4JIeHHYID apOMaATHMUECKYKD TIeTepOlUKIMIICYJbLQaMOUJILHYD TPYIIY
(HanpuMep, IUPUIOWUIICYJIEQaMOWII) .

[0064] B HaCTOAlleM O CaHUU IpUMEePEL "HeoOsA3aTeJIbHO
3aMelleHHOM TUOPOKCUTPYIIIE" BKJIIOUAIOT TUOPOKCUJIBHYID  TPYIIY,
HeoBsa3aTeJIbHO MMekllyl "3aMecTUuTeslb, BHOpaHHHM U3 Cis aAJKUILHOM
Tpynmne, Cz 6 AJIKEHUJIBHOM TPYIHNH, C3 10 UMKJICAJKMIBLHOM TPYIHNH, Ce 14
ApPUIILHOM TPymme, C7-16 apajKUJIbLbHOM TIpyIns, Ci-¢ aJKMIKAPOOHUIILHOM

Tpynns, Ce-14 apPUIKApPOOHUIILHOW TPYINH, C7-1s apalKUIKapOOHUIILEHOM

TPYIIIEL, 5-14-4ujleHHOV  apoOMaTHUUECKOM  TeTepOlUUKIMUIKAPOOHUIILEHON
Tpynne, 3-14-4UJIeHHOW HeapoMaTHMUeCKOM TeTepOolUKIUIKAapOOHUIIEHON
TPYIIEL, Ci-s6 AJIKOKCUKAPOOHMIIE HOM TPYIIHL, 5-14-ujyieHHOMN

apoOMaTUUECKOW TEeTepOLUKINUIECKON TPYINH, KapOaMOWUJILHOM TPYIIIH,
MOHO- WM IU-Ci 6 aJKUIKAPOaMOWJILHOW TPYNNH, MOHO- WM Iu-C7-16
apalkuiIkapbaMOMJIbHOM TPYHNe, Ci-s aJKUICYJIEOOHMIILHOM Tpynne M Ce-
14 apWICYJbOOHWMIILHOM TPYIMNH, KaxOasd M3 KOTOPHX HeoOA3aTeJIbHO
uMeeT 1-3 3aMeCTUTeJNd, BHOPAaHHEX M3 ITPYNIH 3aMecTuTesen A".
[0065] IlpeOnoOUTUTEJILHEE IIPUMEPH HeoDA3aTeJIbHO 3aMelleHHOM

TUOPOKCUTPYIIIE BKJIOYAT I'MIPOKCUTPYINY, Ci ¢ aJKOKCUTIPVYIINY, C26

AJIKEHUJIOKCUTPYIIILY (HanpuMep, aJIJIMIIOKCH, 2-0yTeHUJIOKCH, 2-
[IeHTEeHUIJIOKCH, 3-T'eKCeHMJIOKCHU) , Cs-10 LUMKJIOAJKUIJIOKCUTPYIIITY
(HanpuMmep, LUMKJIOTeKCUIJIOKCH) , Ceé-14 aAPUIIOKCUTPYNIYy (Hanpumep,
beHoOkKCH, HadTUMIIOKCHU) , C7-16 APAJIKMIIOKCUTPYIIITY (HanpuMep,
OeH3UIIOKCH, beH>TUIJIOKCH) , Ci-6 AJIKMJIKAPOOHUIIOKCUTPYIIITY
(HanpuMep, aleTUJIOKCH, IPOIIMOHUIIOKCH, Oy TUPUIIOKCH,
N300y TUPUIIOKCH, IIMBAaJIOUJIOKCH) , Ce-14 APUIIKAPOOHUIIOKCUTPYIIITY
(HanpuMep, OeH30UIJIOKCH) , Cr-16 ApPaJIKMIKapOOHUIIOKCUTPYIIITY
(HanipuMmep, ODeH3MIIKapPOOHUIIOKCH) , 5-14-uyjleHHYO apoMaTUUYECKYIO

TeTEePOUUKIMIIKAPOOHMUIIOKCUTPYIIILY  (HaIpUMep, HUKOTHMHOWMIIOKCH), 3-
l4-ujyeHHYDO HeapoMaTHUUEeCKYIo TeTEPOUUKITMITIKAPOOHUIIOKCUTPYIIITY
(HanpuMep, IIUIIEPUOVHUIIKAPOOHMIIOKCH) , Ci-6

AJIKOKCUKAPOOHMIIOKCUTPYIIY (HalpuMep, TpeT-8yTOKCUKapOOHWUIIOKCH) ,

5-14-4JIeHHYK AapoOMaTUUECKYK TI'eTepPOLMKINIIOKCUTPYIIITY (HanpuMep,
OIUPUONIIOKCH) , KapBOaMOMJIOKCUTPYINNY, Ci-g¢ aJIKMIKapOaMOMIIOKCUTPYIIITY
(HanpuMep, MeTuJIKapOaMoMJIOKCH) , C7-16 apalIKMIKapBaMOUJIOKCUIPYIIITY

(HanpuMmep, OeH3WIKapBaMOUJIOKCK), Cis AJKUICYJIbOOHMUIIOKCUTPYIIIY
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(HanpuMep, MeTUJICYJIE DOHUIIOKCH, DTUIICYJIE QOHUIIOKCH) " Ce-14
APUIICYJIE QOHMIIOKCUTPYIY (HalpuMep, OeHWUJICYJIbQOHUIIOKCH) .

[0066] B HaCTOAlleM OV CaHUU IpUMEPEL "HeoOsa3aTeJIbHO
3aMelleHHOM CyJIbGaHMIJIBHOM TPYHONHE" BKJIOUAIT CyJIbOaHWIILHYKD ITPYIILY,
HeoBsa3aTeJIbHO MMeKllyl "3aMecTUTeslb, BHOPaHHHM U3 Cis aAJIKUIJILHOM
Tpynnel, C2-¢ AJKEHMJIBHOM TPyNNH, C3-10 LUMKJIOAJKMUIIBHOM TIpyHne, Ces-14
APUIILHOM TPyIme, C7-16 apaljKUJIbLHOM TIpyIns, Ci-¢ aJKMIKAPOOHMUIILHOM
TPYIIIIH, Ce-14 APUIIKAPOOHUIILHOM TPYIIIE n 5-14-uneHHOM
apoMaTHUUECKOM TeTepOUUKIJIMUECKON TPYIINHE, KaXOasd M3 KOTOPHX MMeeT
1-3 zamMecTHUTeJIH, BHIOpPAHHHX M3 TPYOIE 3aMecTuTesen A" u
TaJIOTeHUPOBAHHYK CYJIbQaHWUILHYD TPYIIIY.

[0067] TlpeAnOoUTUTEJILHEE IIPUMEPH HeoOA3aTeJIbHO 3aMeleHHOM
CyJlbbaHUIBLHOM TPYMNE BKJIOUYALT CyJdbdaHuUIbHYB (-SH) rpynmy, Cis

AJIKVMIJITUOTPVYIIILY , Cz2-6 AJIREHWJITUOTPYIIITY (HaanMep, aJIJIMJITNO , 2-

OYTEeHWIITHO, 2-IIeHTeHUJITHO, 3-TeKCeHWUJITHO) , Cz-10
HUUKJIOAJKMITUOTPYIIITY (HanpuMep, LIMKJIOTeKCUIITHO) , Ceé-14
APUIITUOTPYIIILY (HanpuMep, beHmITHO, Ha@TUJITHO) , C7-16
APaJIKMITUOTPYIIITY (HanpuMep, OeH3UJITHO, beH>TUITHO) , Ci-6
AJIKMJIKaPOOHUIITUO TP YIIITY (HanpuMep, alueTuJITHO, [IPOIIMOHWUIITHO,
Oy TUPUIITHO, U300y TUPUIITHO, IMBaJIOUJITHO) , Ce-14
APUIIKaAPOOHUIITUOTPYIIILY (HanpuMep, HeH30MIITHO) , 5-14-ujyieHHVYIO

apoMaTmMdUeCKyrn TI'eTepPOUUMKIIMIITUOTPYIIITY (HaanMep, HMpM,HMJ'ITMO) u

TaJIOTTeHVMPOBAHHYID TUOTPYIIILY (HaHpMMep, HeHTa@TOpTMO) .

[0068] B HacToAleM ONMCaHUM [IpPUMEPHL "HeoBa3aTeJIbHO
3aMeleHHOM CUJINJILHOM TPYIIIu" BKJIIOU AT CUJIMIJILHYIO TPYyIny,
HeoBgzaTeJibHO UMekomylon "1-3 saMecTUTeJId, BHOpaHHHX "3 Cie

AJIKMIJILHOM TPy, Cze¢ aJKEHUJILHOW TPYINE, C3 10 LIUMKIIOAJKUILHOM
Tpynne, Ce-14 apWUJIBHOM TpyHHIE M C7-1¢ APaJIKMIIBLHOM TPYIINH, KaxDIas
13 KOTOPHX HeoOA3aTeJIbHO ¥MMeeT 1-3 3BaMeCcTHUTeNsa, BHOPaHHEIX U3
TPYNIIHE 3aMecTuUTeJenm A",

[0069] IlpeAnOUTUTEJILHEE IIPUMEPH HeoDA3aTeJIbHO 3aMeleHHOM
CUIIVIIBHOM TPYNINE  BKJIOUAKT TpUu—-Ci-6 AJIKMJICUIIUIIE HYTO TPYIny
(HanpuMep, TPUMETWIICUIIWII, TPpeT-0yTWJ (OIMMEeTWJI) CUJINII) .

[0070] OmnpeneseHre KaXIor'o CHMMBOJa B ¢opmyJsie (I) nompo6GHO
OINMCAaHO HUXE.

Pl mpemcrTaBjsgeT cobol T'pPyINy, COOTBEeTCTBYWIYWD (QopMmyJie:
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~RAL,

—~CO-RAL,

-CO-0RA1,

-CO-CORAL,

-SO-RAL,

-S02-RAL,

-S02-0RAL,

—~CO-NRA2RA3,

—-S02-NRAZRA3, 111K

—C (=NRAL) —NRA2RA3

TIoe KaxOeli m3 RAL, RA2 p RA3 He3aBUCHMO IIpeIcTaBJIgeT cofon
aTOM BOINOpPOHa, HeoO0A3aTeJIJbHO 3BaMelleHHYKD YIJIeBOOOPOIHYK IPYIy
MM HeoOsa3aTeJIbHO 3BaMelleHHYK I'eTePOUUKINYeCKYD TPYIILY .

[0071] p! OIPEenIoOUTUTEJILHO IpencTaBjigeT cobomr aToM
BOIOPOILA .

[0072] All mopexncraBJjsgeT cobor Alb wmiam Ala.

[IpepnouTuTenabHO All npencrasjsgeT cobom Ailb.

[0073] Al2 npexncraejasger cobom Ala, Ile, Lys, Phe winu
Pva(4).

[IpempnouTnuTesbHO Al2 mnpepncrasisgeT cobom Ile.

B aJIbTepHaTMBHOM BapMaHTe OCYUeCTBJIeHUA OPelloUuTUTeJIBHO
Al2 npencraBJjsgeT cobou Lys.

[0074] Al3 mnpencraBjasgerT cobom Aib, Cha, Leu, oMePhe wiau

oMeTyr.

[IpennouTuTelbHO Al3 npencrarjsgeT cobom Aib.
[0075] Al6 mpexncraBJjsgeT cobo¥ Lys uIM Ser.
[IpennouTuUTelbHO Al6 mpencTaBjsgeT cobom Lys.
[0076] Al7 mnpexncraBJjsgeT cobor Gln miau Ile.
[IpennouTuTenbHO Al7 mOpencrTaBiseT cobom Gln.
[0077] A20 mpezncrTaBJjsgeT cobor Ala miau Ser.
[IpennouTuTelbHO A20 HOpencTaBjsgeT cobom Ala.
[0078] A29 mpexncraBJjgeT cobort Gln miau Gly.
[IpenonouTuUTeNIbHO A29 mnpencrabjisgeT cobom Gly.
[0079] CoemmHeHMe (I) MOXeT MMETH HOOIOJIHMUTEJILHYK IeITHUIHVYIO

I1oCJIenoBaATEeJIbHOCTD CcoO CTOPOHH C-KOHIIa (C—-xoHLeBad
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IocJegOoBaTeJILHOCTE) oT A29 B  UYacCTHMUHOM IIOCJeOoBaTeJIbHOCTH,
COOTBeTCTBRyIIeN dopMmysie (I).

B 2TOM ciaydae OJIMHa C-KOHILIEBOM IOCJIeIOBAaTEJILHOCTHU
KOHKPETHO He OoTI'paHM4YeHa M OPedlouTHUTeJIbHO cocTaBjsger 1-11
AMMHOKMCJIO THEIX OCTAaTKORB, BoJee IpPenrnoYTUTEJILHO 6-11

AMMHOKMCIIOTHEIX OCTaTKOB.

[0080] [MpuMepH C-KOHlIeBON rlocJjlefoBaTeJIbHOCTU MOT'YT
BKJIOUATH
(1) AaMMHOKMCJIOTHYID  IIOCJIeIOoBaTeJIbHOCTL, COOTBETCTRBYIOIYIO

Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys (SEQ ID NO: 2),

(1i) aMMHOKMCJIOTHYK IIOCJEeNOBATEJIbLHOCTL, [IPOMCXOILANY U3
IOCJIENOBATENBHOCTM COTJIACHO YIOMSAHYTOMY BHIe (1) HDOCpelCTBOM
oejiellM, 3aMeHH (OpelloUuTUTeJIbHO, KOHCepBaTMBHOM 3aMeHH) WU
BCTaBku 1-11, NOpedanodTUTENEHO 1-5 aMMHOKMUCIIOT, U

(iii) yvacTHMUHYI IIOCJelNOBaTeJIbHOCTL, CoIepXallyl 10 MeHbIen
Mepe 1 aMMHOKMUCJIOTHHIM OCTATOK ([IOCJIeNOoBaTeJIbHO pPacCIIOJIOXeHHEE) ,
OPEenIouTUTEJIEHO 6 I[IOCJIeNOBaTEJIEHO PacCIIOJIOKEHHEX aMVUHOKMUCJIIOTHEIX
OCTaTKOB, CO CTOPOHE N-KOHIIa OT IIOCJeOOBaTeJILHOCTU COTIJIacHO
YIIOMAHYTHEM BrRIe (i) mim (ii) .

[0081] B kauecTBe C-KOHIEBOM IIOCJIeIOBATEJILHOCTM MCIIOJIL3YIOT
KOHKPETHO

(1) Gly-,

(2) Gly-Pro-,

(3) Gly-Pro-Ser-—,

(4) Gly-Pro-Ser-Ser- (SEQ ID NO: 3),

(5) Gly-Pro-Ser-Ser-Gly- (SEQ ID NO: 4),

(6) Gly-Pro-Ser-Ser-Gly-Ala- (SEQ ID NO: 5),

(7) Gly-Pro-Ser-Ser-Gly-Ala-Pro- (SEQ ID NO: ©6),

(8) Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro- (SEQ ID NO: 7),

(9) Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro- (SEQ ID NO: 8),

(10) Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser- (SEQ ID NO:
9),

(11) Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—- (SEQ 1ID
NO: 2),

M T.I.

[0082] C—-KOHIIeBa4a rIoCJIefORaTeJIbHOCTE OpenrnouTUTEeNILHO
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nopencTaBjysgeT cobor Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser- wiu
Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-.

[0083] OcoBeHHO NpenrIouTUTEeJIbHO C—-KOHILIeBa4d
IIOCJIENOBATEJILHOCTEL IpeAcTaBligeT cobon Gly-Pro-Ser-Ser-Gly-Ala-
Pro-Pro-Pro-Ser-Lys-.

[0084] CoemmuHeHMe (I), HMeklee YIOMAHYTYIO BhIle C—-KOHIEBYIO
[IOCJIeNOBATEJIbHOCTE, MMEET BHCOKYI PaCTBOPMMOCTE.

Takxe coenuHeHMe (1), uMeKmee VIOMAHYTYK Bhlle C-KOHIIEBYIO
[IOCJIenOBATEJIEHOCTE, obJjiamaeT BEICOKUM nercTBUEM aKTUBALIUU
peuenTopa GLP-1 u peuentopa GIP in vivo.

[0085] IlpenmnourTuTeJIbHEE [IPUMEPH coenuHeHUsa (1) BRIOYAT
clenyomue IelTUI WU €TI0 COJib.

[CoemmHeHnMe A]

CoemmHenue (1), Tme

Pl nmpencraByisgeT coBo¥ aToM BOIOpOHA;

All mpencraBygeT cobou Aib;

Al2 mpencraBysgeT cobou Ile;

Al3 mpencraBysgeT cobou Aib;

Al6 mpencrarBysgeT cobou Lys;

Al7 mpencraBJygeT cobom Gln;

A20 npencraBJjsgeT cobom Ala;

A29 mpencrTaByigeT cobon Gly; u

enTus, VIMemni AMUHOKMCJIO THYIO [IOCJIeNOBATEJILHOCTE,
COOTBETCTBYIIYIO Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—,
co cTopoHH C-KOHIIa OT A29.

[0086] CoemmHeHMe (I) MOXHO IIOJIyYaTh IIO CYIECTBY M3BEeCTHHM
criocoboM CHMHTe3sa nentunoe. Crnoco CuMHTe3a I[NeldTHIOB MOXeT
OpencTaBJIATE cobon JmwboM M3, HalpuMmep, TBepmodal3Horo crocobda
CUHTe3a u KUOKOGAZHOTO criocoba CUHTEe3a. CllenoBaTeJIBHO,
paccMaTpMBaeMBEM IIeNTHI MOXHO IIOJIydaThk IIYyTeM [IOBTOPAKMEeNCH
KOHIOeHCAalUMM UYaCTHUUHOTO TeNTHIa WIM aMMHOKMCIIOTH, KOTOPHEE MOTYT
COCTaBJIATEL coelIuHeHue (I), ¥ OCTaJIbHOM YacTu (KOoTopasd MOXeT
COCTOATE M3 IOBYX WK 0OoJjiee aMMHOKUCIIOT) B COOTBETCTBUU C
XKeJjlaeMOoM IIOCJIeIOBaTeJIbHOCThEID. Kora MHOPpoOyKT, MMEKNUN XeJlaeMylo
[I0CJIeDOBaTEJILHOCTE, MMeeT BalMTHYyKD TpPYyHIny, paccMaTpUBaeME

IeliTvao MOXHO IIOoJIydaThb IIyTeM YCTPaHeHMA 3alTHOM T'POYIIIIEL . HpI/IMepr
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crnocoBa KOHIOeHcauuMu U crnocoba YCTpaHeHMs  3allMTHOM  TPYIINH
M3BECTHH M BKJIIOUAIT CIIOCODB, OIMCAaHHHe B cJjepyiommx (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 Izumivya, et al.: Peptide Gosei-no-Kiso to Jikken
(Basics and experiments of peptide synthesis), onydiukoBaHHAaL
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, ony6imukoraHHas Hirokawa Shoten

[0087] MMocyie peakUuuy CoOeOMHeHUue (1) MOXHO OUMIlaTh U
BHOEJIATL C MCIOJIbL30BaHMEeM OOMENPUHATHX CIIOCOD0OB OUMCTKM, TaKUX
Kak SKCTPaKlUus PacTBOPUTEJIEM, OUCTUIIIIAUUSA, KOJIOHOYHASA
XpoMaToTrpadmsa, XUOIKOCTHaSA XpoMaTorpadud, IIepeKpUcTalliM3almusa U
T.O0., UM X kKoMOMHauuu. Korga nenTun, IOOJIyUYeHHHM YIOMSHYTHM BHIIE
criocoBoM, HaxXOIMUTCH B CBOOOIHOM dopMe, eT0 MOXHO KOHBEPTHUPOBATH
B IOOXOIAMYK COJIb WM3BeCTHHM oO0pas3oM; HalpOTUB, KoI'Da IIeNTHUR
noJiydeH B OGopMe COJM, COJIb MOXHO KOHBEPTHMPOBATL B CBOOOIOHYIO
bopMy MM IPpYyI'yl0 COJIb M3BECTHHM CIIOCOOOM.

[0088] HlcxomHoe coeIMHEHME TakKXxe MOXeT IpelcTaBJIATh codou
coJib. IlpuMepH TaKOM COJIM BKJIOUAKLT COJM, NIPOUJIJIIOCTPUMPOBAHHHE B
KauecTBe coJleM coeluHeHMS (I), VYIOMAHYTHX HIMXE.

[0089] I8 KOHIOEHCaALMM 3allMIEeHHOM aMMHOKMCJIOTH MJIM IIeITUIa
MOXHO MCIIOJIL30BATL pal3JIMuHble pPealeHTH aKTHMBalWM, IIPUIOIHHE IJIA
CMHTes3sa IMelNTHIOB, KOTOpHEe OCOOeHHO MNPeAlNOoUYTUTEJILHO NIPelCTaBJIST

cobom coau TpuchdocdoHMA, COJIU TeTpPpaMeTUIYPOHUS, KapOOOUMMUIL U

T.I. [TprMe Pl CoJun TpuchochoHM I BKJIIOUAT BeH30TPMa30JI-1—
MJIOKCUTPHUC (IUPPOJIM3KHO ) bochoHmMTekcadTopdochaT (PyBOP) ,
BpoMTpHUC (MMPPOJINU3UHO) bochboHUMTekcadpTopdochaT (PyBroP), 7=

azabeH30TPraz0JI~1~—

MJIOKCUTPUC (IUPPOJIM3KHO ) bochoHumTrekcadpTopdpochar (PyAOP), NOpUMEPEH
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coJn TeTpaMe TUIIYPOHU S BKJIOUAT 2-(1H-BenszoTpMmaszoyn—1-mi) —
1,1,3,3-rekcadpropdochar (HBTU) , 2-(7-azabeHsz0oTpMaszoyn—1-mi) -
1,1,3,3-rekcadpropdochar (HATU) , 2-(1H-benszoTpMaszoy—1-mi) —

1,1,3,3-TeTpaMeTmylypoHUNTeTpadTOopbopar (TBTU), 2- (5-HopOOpHaH-—
2, 3-nukapbokcummun) -1, 1, 3, 3-TeTpaMeTUIypoHUNTEe TpapTopdopaT

(TNTU), O- (N-cyxkummMmmami)-1,1,3,3-TeTpaMeTullypoHumTeTpabpTopdopaT
(TSTU), u IIPUMEPEL KapbooumuMmuoa BKJIIOUAIOT DCC, N,N" -

OUVBONIPONIMIIKAP OO UMM (DIPCDI), N-sTmja-N"- (3-

OVIMe TUJIaMUHOIIPONWII) kapbonuuMmun ruipoxJjopmun (EDCI-HCl1) wm 7.1,
Ij1a KOHIOeHcauuM C WX MWMCIOJb30BaHMeEM SABJISETCH IPEeOlOoUTUTEIbHEM
nobaBJjieHMe MHIUOMUTOpa palleMuzaluuy (Hanopumep, HONB, HOBt, HOAt,
HOOBt u T.O.) . PacTBOpPDUTEJIb, noaJjiexammi [IpUMeHEeHUWIO o
KOHIOeHCcaluuu, MOXHO COOTBEeTCTBYIIMM obpaszoM BHIOUPATE ns
pacTBOpPUTENeV, O KOTOPHEX WM3BECTHO, UYTO OHU [IPVMEHMME IJIS
peakuMy KOHIOeHcaluWy [elTHUIOoB. HamopuMmep, MOXHO MCIOJNB30BaTh
aMMIOH KMKCJIOT, TaKue Kak ©0e3BOIHHM UM cCcoIepXxamu¥ BomOy N,N-
onuMeTuigopMavmns, N, N-ouMeTmianeTaMul, N-MeTUINIUPPOJIMIOOH M T.II.,
TaJIOTeHMPOBAaHHEE  yIUIEBOLOPOILEHL, Takue Kak MeTWJIeH XJIOpuIn,
XJopodopM ™M T.II., CIOUPTHE, Takue Kak TpudTOpmTaHOJ, OGeHOoN u
T.I., CyJIEQOKCHUIEL, Takue KakKk  IOVMMeTWJICYJIbQOKCUL U T.I.,
TpeTUUHEe aMMHBE, TakKMe KakK OUPUIOIMH M T.I., [OIPOCTHE 5S0MPH, TakKue
Kak IOMOKCaH, TeTparuopodypad M T.IO., HUTPWUIEH, TakMe Kak
AUeTOHUTPUII, MNPOIMOHUTPMII M T.II., CJOXHEEe D0QUPH, TaKMe Kak
MeTuJjaueTaT, STUjlaleTarT UM T.II., MX COOTBETCTBYKIYH CMeCb M T.II.
TeMmnepaTypy peaxkumnmu COOTBETCTRYIIMM oBpasoM BHOMpAT nu3
orarnasoHa, O KOTOPOM M3BEeCTHO, UYTO OH ABJSAETCH IIPUTOOHEM IJIA

peaKuMﬁ CBSA3HBAHMUSA IIENTUIOB, M €& OBOHYHO BH@MpaDT M3 IMariasOHa

OpUOIU3UTEJIEHO oT -20°C pmo 50°C. AKTUMBMPOBaHHOE IIPOMU3BOIHOE
OOBUHO MCIIOJIB3YIT B WM30BTKE, COCTABJIAKIEM IPUOIM3UTEJIEHO 1,5-6
pas. B da30BOM CHMHTEe3e, KOI'Ja TE&CT C MCIOJb30BaHMEM pPeakKUuM C
HUHTUIPVMHOM BHABJISAET, UTO KOHIeHCallMa ABJIAeTCS HeOOoCTaTOouHOM,
OOCTATOUHYK  KOHIEeHCAalMK  MOXHO [IPOBOINTE IyTeM IIOBTOPEHUHA
peakuuy KOHIOeHcauum 0e3 yCTpaHeHMSs  3BallMTHEX  TPYyIIl. Ecinmu
KOHIOeHCcaluud BCe eme ABJISETCSH HeIOCTaTOUHOM maxe rnocJe

IIOBTOPEHNMA PpeakKllMM, He BCTYIIMBIME B PpPeaKRKIMI aMMHOKMCIIOTEI MOXHO
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alMJIMPOBaTE YKCYCHBM aHTMIPUIOOM, aleTUJIVMMMIA30JIOM UM T.II. BO
n3bexaHue BIMAHUSA Ha IIOCJEeNyKIME peakKLuu.

[0090] IIpuMepH BalMTHHX TPYIN IJS aMUHOTPYIII MCXOIOHOM
aMVHOKMCJIO TEL BKJIOU AT Z, Boc, TPEeT-IIEeHTUJIOKCUKaPOOHWII,
U3000pPHUIIOKCUKapOOHMII, 4-MeTokcubeH3MIOKCcukapbonuin, Cl-Z, Br-Z,
amaMaHTUIIOKCUKapOOHWMII, TpudTOPaLEe T, dTason, bopmmit, 2-
HUTPOQEHWUIICYJIEQeHWII, IUOeHUIGOCPMHOTHUOMII, Fmoc, TPUTUII U T.II.

[0091] TIIlpuMepH KapOOKCUJI-3aMUTHOM TPYNNH OJS MCXOOHOM
AMMHOKMCJIOTH BKJIOUAKLT aJIJIni, 2-agaMaHTui, 4-"HuTtpobeHzwui, 4-
MEeTOKCHUDEeH3MII, 4-xJj0P0B6eH3UI, beHaLMII "
DeH3UIIOKCUKAPOOHWUIITUOPA3UL, TPeT-0YTOKCUKAPOOHWUIITUIPA3UL,
TEPUTUITUOPa3uI ¥ T.II., B OOIOJIHEHMEe K YIOMAHYTOM Bome Ci-e
aJIKMUIbHOM Tpynmne, Ci 19 LUUKIJIOAJKMUILHOM Tpyine, C7-14 apajJKUJIbLHOM
TpyIre.

[0092] TuMOpOKCHJIbHaA Ipylllla CepUuHa WM TPpeOHMHa MOXeT OHTh
3amuieHa, HalpUMMep, I[IOCPEeNCTBOM 3CTepUIMKALUY MM DTepUOMKALINUA .
IIpuMepH TPYIN, OPUITOOHOM IJA 3CTepudMKalMy, BKIOUaAT HM3mMMe (Co-
4) AJIKAHOWJIbHHIE TPYIIINE, TakMe KaK alleTuJbHad TIpylla M T.II.,
apoMJIbHEIE TPYIIIE, TaKue KakK OeH30uJIbHas Ipylla M T.I0., U T.I.,
M TPYINY, OPOUCXOOAMYKD M3 OPIaHMUeCKOM KUCJIOTH M T.Io. Kpowme
TOTO, MPMMEpPH TPYIIL, IPUTOOHOM IJ4 STepudukaumy, BRJIIOUAT
BeH3WJI, TeTparuMaponupaHui, TpeT-0yTui (But), Tputuia (Trt) m T.mo.

[0093] IlpuMephl 3amMTHOM TIPYMNNH OJ9 GeHOJLHOM THUIPOKCUJIILHOM
TPYINH TUPO3MHa BkJILUaT Bzl, 2,6-IuxjopOeH3uJI, 2-HUTPOOEeH3UJ,
Br-7Z, TpeT-0yTWMJII U T.II.

[0094] TlpuMepH 3alUTHOM TPYNNHE OJS MWMMIAas0Ja TUCTUIMHA
BrJouanT Tos, 4d-MeTOKCU-2, 3, 6-TPpUMe TUIIOEH30JICYJIEQOHMII (Mtr),
DNP, Bom, Bum, Boc, Trt, Fmoc m T.II.

[0095] [TprMepE 3aMUTHON TPYIIIEL ojs TYaHUIOUHOT'PYIIIIEL
apTMHMHA BKJIDUAKT Tos, %y d-MeTOKCHU—-2, 3, 6—
TPUMETUIIOEeH30JICYJIbQOoHMII (Mtr), mn-MeTokcuBeH30JCYJbQOHMII (MBS),
2,2,5,7,8-TIeHTaMe TUJIIXPOMaH- 6—CyJIbQQOHNII (Pmc) , Me3UTUIIeH— 2~
CyJIbOOHNMII (Mts), 2,2,4,6, 1-IeHTaMeTUIIOINTUIPOOEH30bypaH—5-
cynsponms (Pbf), Boc, Z, NO2 m T.1.

[0096] IlpuMepH 3allMTHOM TPYINNH OIS aMMHOTPYINIH OOKOBOM

nenu JM3MHa BRJwdYawT Z, Cl-7Z, Tpudropauerus, Boc, Fmoc, Trt,
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Mtr, 4,4-guMeTnIi-2, 6-OMOKCOLUMKJIOTeKCcuImMoeHnus (Dde) m T.1m.

[0097] IlpMMepH 3alMTHOM TPYHNOHE -OJIS MWHIOJIWJIa TpulTodaHa
BrJIOUawT Qopmmi (For), Z, Boc, Mts, Mtr m 7T.1.

[0098] IlpuMepH 3BamMTHOW TPYINNH OJ4 aclapalMHa ¥ TJIyTaMMHa
BrJOUanT Trt, xcaHTun (Xan), 4,4 -mouMeTokcubeHzrumpui (Mbh),
2,4, 6-rpuMeTokCcHbeH3MI (Tmob) m T.1I.

[0099] [IprMepH  aKTUBUPOBAaHHEIX KapOOKCUIJIBHEIX  TPYIIl B

MCXOIOHOM MaTepHrajle BRJIIKYaKT COOTBeTCTByDMMﬁ aHTVIopnno KMCIIOTH,

asuno, aKTUBHEE CJIOXHEIE 2QUPEL [ CIJIOXHEM 20mp co CIOUPTOM
(HanpuMep, neHTaxJiopbeHo, 2,4, 5-rpuxjopdeHotI, 2,4-
OMHUTPOOEHOJ, LMaHOMETUIICIIUPT, napaHuTpodeHoOJI, HONB, N-

TUOPOKCUCYKUMHVMULI, l-TunpokcubeHzorpraszos (HOBt), l-rumpokcu-
7T-azabeHn3zoTpmraszo (HOAL) ) ] u T.II. [IpuMepH aKTUBUPOBAaHHOM
AMMHOTPYINH B MCXOOHOM MaTepHMalJle BKIDUAKT COOTBETCTBYKIMM aMu
dpochopa.

[0100] TIlpmMmepH crnocoba yoOaJleHud (AIVMMMHALMM)  3alITHOM
TPYIIIH BKJIOUAKT KaTaJUTUUeCKOe BOCCTAHOBJIEHMe B IIOTOKe BOLOpOLa

B IIPUCYTCTBUM KaTajM3aTopa, TakoT'o Kak Pd-uepHHM UM Pd-yToJb;

obpaboTKy KMCJIOTOM c MCIIOJIE 30BaHMEM fe3BOIHOM
dTOPMCTOBONOPOOHOM KUCJIOTEL, MeTaHCYJIbOOHOBOM KMCJIOTEL,
TpUdTOPMETaHCYJIEOOHOBOM KMCJIOTHL, TpudTOpPaLeTaTa,
TPUME TUJICUIIMIIOpOMU I A (TMSBr) ,

TPUME TUJICUJIMIITPUOTOPMETaHCYJIbOOHATA, TeTpadTOPBOPHOM  KMUCJIOTH,
Tpuc (TpudTOopP) OOPHOM  KUCIJIOTH, TpubpoMmoa 6Hopa MM CMECU UX
PacTBOPOR; o0paboTKy OCHOBaHMEM c VCIIOJIE 30BaHUEM
OUVBONPONMIID TUIIaM/Ha, TPUSTUIIaMMHa, [IUIIepUOVHa, OUlepasrHa U
T.II.; M BOCCTAHORJIEHME HaTpUeM B XMIKOM aMMMake M T.II. PeakKIUo
SIVMUHALIMM [IOCPeICTBOM O0pab®oTKM OIMCAaHHOM BHIIE KUCJIOTOM OBOBUHO
NPOBOOAT NpM TeMrIepaType oT -20°C nmo 40°C; o06pa®oTKy KUCIIOTOM
50PeKTUBHO IMIPOBOOAT OyTeM HobaBJIeHUMS JIOBYMKM KaTMOHOB, TaKoMu
Kak aHM30JI, beno, THOAHM3OJ, MeTaKpe30JI u nmapakKpeso;
OVMMeTUJICYJbQuI, 1,4-0yTaHOIMUTMOJ, 1,2-2TaHOUTHMOJ M T.Io. Takxe
2, 4-oVHUTPOOEeHUIILHYID TPYIINY, MWCIOJIbL3YyeMyld B KauecTBe 3allTHOM
TPYINE MMMIOAa30Jla IUCTUIVHAE, yoansaoT o6paboTko  THMOOEeHOJIOM;

@OpMMHBHyD I'pyIIty, MCIIOJIE 3y eMYIO B KauecTBe 3alMTHOM T'PYIIIIEL



30

MHOOJa TpumnTodaHa, YIOAJLdOT IOCPEeICTBOM yIaJIeHMS BalMTHOW TPYIIIH
obpaboTkom KMCJIOTOM B OPpUCYTCTBUN 1, 2-»TanouTmnodia, 1,4-
OyTaHOUTMOJIa M T.II., a TakXe MeJIOUHOM obOpaboTkoM pa30aBJIEHHEM
TUOPOKCUIOOM HaTpusd, pas3baBJIeHHEIM aMMMakKa M T.II.

BamuTa OYHKUMOHAJBLHOM TPYIIIH, KOoTopas He »OoJkHa OHTH
BOBJIeUEHa B pPeaklMi MCXOOHOTO MaTepualja UM 3allMTHOW TPYIIIH,
SIIMMUHALIMIO  3BallMTHOM TPYINHE, aKTUBaLUMD O(YHKIMOHAJILHOM TPYIIIH,
BOBJIEUEHHYK® B peakluown ¥ T.II., MOXeT OBTE COOTBEeTCTBYIIIMM
oBbpa3oM BHOpaHa W3 M3BECTHHEX 3allMTHHX TPYIID ¥  M3BECTHHX
CpeInCcTB.

[0101] B cmnocobe TMoJydyeHMS aMmMmoa IeldTHuIa, eTI'o II0oJIydalT

TBepHO®a3HHM CHMHTE30M C MCIIOJIESOBaHMeEM CMOJIEL IoJId aAMVIHOTI'O

CHHTE3a, WIM O-KapOOKCUJIbHYID IpyHrny C-KOHIEBOW aMMHOKMCJIIOTH
AMUOIVPYOT ¥ IIeNTUOHYD Lelb YIJMHAT OO XeJlaeMOM IJIMHE Lenor B

HallpaBJIEHVNM aMVMHOTI'PYIIIIEI, IIOCJIe YeI'O IIoJIydalT IIellTVIO, B KOTOPOM

yIoajleHa TOJIbKO 3BamllMTHasg Tpylda »OJa N-KOHILeBOM Ol—aMMHOTPYIIIIH
NenTUIHOM Lienu, W IIelTHuld, B KOTOPOM yIaJieHa TOJIbKO 3amlMTHad
rpynna C-KOHLEBOM KapOOKCMJILHOM TPYINE DeNTUIHOM lenu, u oba
[IeNTMOa KOHIOEHCUPYIT B CMEINaHHOM pacTBOpUTeJle, OIMCAaHHOM BHIIE.
i mDoOopoBOHOTO ONMCaHMA peaKUMM KOHIOeHcaluM IIPMMEeHMMO TO Xe,
uTo ONIMCaHO BHILE . [Tocye OUMCTKMA 3alUIeHHOT'O nenrtuna,
[IOJIYUYEHHOTO IIOCPEOCTBOM KOHIOEeHCalMM, BCe 3allMTHEE TPYIIE MOXHO
yIaJaTh ONMCAaHHEIM  BHIIE crnocobom c [IOJIYUYEeHMEM  XeJjlaeMOoT'O
HEOUMIEeHHOT'O MIOJIMIIENTHUIA . [lTocpencTBOM OUUCTKU 2TOTO
HEOUMIIEeHHOTO IenNTula C MCIOJb30BAHMEM Pas3JIMUHEIX OOMeMr3BeCTHHX
CIIOCOBOB OUMCTKU U JMOOMIMBALMM OCHOBHOM (QpaKlMM MOXHO II0JIyYUaTh
XeJlaeMBEl aMMI [IenNTuna.

[0102] Korma  coeigmHeHMe (I) IPpUCYTCTBYET B KauecTBe
KOHQUTYPALUMOHHOTO WM30Mepa, TaKoI'O KaK 3ZHaHTHMOMED, IMaCTepeoMep
M T.O., KoOoHQoOpMepa M T.I., OHM TakXe OXBaTHBaKTCH COeIVMHEeHMEM
(I) M KaxOel M3 HMX MOXHO BHIOeJATh clIocodaMmu, II0 CYIEeCTBY
V3BECTHEIMU WJIM OIMCaHHBEIMM BHIIE CcrocofamMu pas3leJIeHUS ¥ OUMCTKHU
IpM HeoOXOIMMOCTH. KpoMe TOT'O, KOI'la COoelMHeHMre (1) mmMeeT dopmy
paueMaTa, e€ero MOXHO pasnesyiaTbk Ha S— U R-popMbl OOmEeNIpPMHATEMA

criocobamMm OITUUECKOTO pasfelieHUud.
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Korma coenmHeHMe (I) BRJKUAET CTEPEOU3OMEPH, KakK M30MEPE

OoTIOeJIbHO, TaK M CMeCHM KaXIOoI'O M3OoMepa OXBATEBAKTCA COeIdVMHeHNMEM

(I).

[0103] CoenmHeHMe (I) MOXHO  XMMMUYECKM MOIOIMPUMUMPOBATH
criocoBowm, 1o CymeCcTBY M3BECTHEM, n C MCIIOJIb 30BaHMEM
IOJIMB TUIIEHTUIMKOJIA . Hanpuwmep, XVIMUUECKU MOOUOMUMPOBAHHOE
coenuHeHMe (I) MOYXHO [IoJIy4YaTh IyTeM KOHBIOTallUM

INOJIMATUJIEHTJIMKOJIA C ocTaTkoM Cys, ocTaTkoM Asp, ocTraTkoM Glu,
ocraTkoM Lys M T.IO. coeOuMHeHusa (I1).

[0104] CoenmmHenue (I), MOIOMOUUMPOBAHHOE IIOJIMDTUIIEHIJIMKOJIEM
(PEG), BH3HBaeT, HalpuMep, 5300eKTH CTUMYJISUMM OUOJIOTHUUECKOMN
AKTMBHOCTHM, [IPONJIEHUSA BPEMEeHM LUPKYJALUNM B KPOBU, CHWKEHUA
VMMMYyHOT'€HHOCTH, [IOBHIIEHM I PacTBOPUMOCTH n [IOBHILEHMU I
YCTOMUMBOCTU K MeTaboJIM3My TepaleBTHUUEeCKM ¥ IMaTHOCTUUECKU
BaXHOT'O IenTuna.

[0105] MoxekyndapHad Macca PEG KOHKpPeTHO He OT'paHMYeHa WU

OOBIUHO COCTaBJIAET oT OPUOIIN3UTEIJIEHO 1 KMUJIOOAJIb TOH oo
OPpUOIIN3UTEJIEHO 1000 KMJIOOAaJIb TOH, NpenrIouTUTEJIbLHO oT
NIPUOIIU3UTEJIEHO 10 KMUJIOOAJIE TOH oo NPpUOIIM3UTEJIEHO 100
KMJIOOaJIb TOH, BoJiee NpenrIouTUTeJIbHO oT OPUOIIN3UTEJIEHO 20

KMJIOOAJIbTOH OO HNPpUOIM3UTeJBEHO 60 KMJIOmallbTOH.

[0106] Crmoco®, XxXOopomo WM3BECTHHY B »TaHHOM 00JacTM, MOXHO
MCIIOJIL30BATE B KauecTBe crnocoba MomouMpMKaUMM coeamHeHusa (1)
rnocpencreoMm PEG, ", HalpuMep, MOXHO  MCIIOJIE30OBATH CIIoCcoO0HI,
ONIMCAaHHHE HMXE .

(1) PeareHT nOJ4a OeTWJIMPOBaHMA, UMeMUM aKTUBHBM CJIOXHBI
>0up (Hampumep, SUNBRIGHT MEGC-30TS (Toproroe Ha3BaHue), NOF
Corp.), CBA3HBAT C aMMHOTPYIIIOW coenuHeHusa (I).

(2) PeareHT IJA HNeTWJIMPOBAaHMA, MMEMUY aJlbIeTun (HaIpuMmep,
SUNBRIGHT ME-300AL (Toproeoe HazpaHMe), NOF Corp.) CBA3HBaLT C
aMMHOTPYIINION coenuHeHusa (I).

(3) IBYxXBaJIeHTHEI CIIMB alomuia peareHT (HanmpnMep, GMBS
(Dojindo Laboratories), EMCS (Dojindo Laboratories), KMUS
(Dojindo Laboratories), SMCC (Pierce)) CBA3HBALT C COeIMHEHNEM
(I), C KOTOPEIM 3aTeM CBA3HBaKT peal'eHT OJd Iel'UJIUpOBaHusd,

VIMemn TUOJIBHYIO TPYIILY (HarpumMmep, SUNBRIGHT ME-300-SH
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(Toproeoe Ha3BaHue), NOF Corp.).

(4) TwmoJgpHY® TPYIIY BHOCAT B CcoelMHeHMe (1) I[OCpemCcTBOM
CpeICcTBa IOJid BHeceHMa SH (HanopuMmep, ocTaTkKa D-LMCTeMHa, oOCTaTkKa
L-uucrenHa, peareHTa TpoTa), ¥ 5TY THUOJBHYKD TpPYyINy IIOOBeprawnT
peakLMy C peareHTOM MOJd IeTMJIMPOBaHUAg, MVMEKIVM MaJIeMHVMUIHYIO
rpynny (HanpuMep, SUNBRIGHT ME-300MA (ToproBoe HaszBaHue), NOF
Corp.) .

(5) TuoJsbHYKL TpPYNNYy BHOCAT B coelIMHeHre (I) C IIOMOUBLIO
areHTa mOoJg BHeceHuda SH (Hanpumep, ocTaTok D-umcrenHa, OCTaATOK
L-uucrenHa, peare”HT TpoTa), ¥ 3TY THUOJBHYK TpPyIlly IIOOBepranT
peaxkuuMM C peareHTOM IJId IIeTUMJIMPOBaHMA, MMEKMMM Modalle TaMUIOHYO
rpynny (HanpuMep, SUNBRIGHT ME-300IA (Toproeoe HazBaHue), NOF
Corp.) .

(6) O-aMMHOKaApPOOHOBYK KMCJIOTY WMIM O—-aMWMHOKMCIIOTY BHOCHT B
KayeCTBe JIMHKepa C N-KOHIIeBOM aMMHOTPYIIOM coenuHeHusa (1), wu
aMVHOTPYIIY, I[IPOUCXOOAMYK W3 BTOT0 JMHKepa, [IOoLBepralT peaKLNo
C peareHTOM IJ4 NeTMJIMPOBaHMSA, VMEKIMM aKTUBHEM CJIOXHEM 50UpP

(HanpuMep, SUNBRIGHT MEGC-30TS (Toprosoe HazpaHue), NOF Corp.).

(7) ®O-aMMHOKaApPOOHOBYI KUCJIOTY WM O—aMMHOKMCIIOTY BHOCHT B
KauecTBe JMHKepa C N-KOHIIEBOM AaMUHOTPYIIOM coemmHeHus (1), wu
aAMUHOTPYIIILY, IIPOUCXOOANYI M3 2TOTO JIMHKepa, [IOOBepralT peaKLUUM
C peareHToOM NerMInupoOBaHma, VIMEIVIM albIeTUIHYIO TPYIILY
(HanpuMep, SUNBRIGHT ME-300AL (ToprorBoe Haz3BaHue), NOF Corp.).

[0107] Kpome TOTrO, coelMHeHMe (I) MOXeT IPeOCTaBJISTL coOou
CoJIbBAT (HamopuMmep, TI'MIOIpaT) WJIM HecoJbBaT (HalpuMep, HeruaparT) .

[0108] CoenMHeHMe (I) MOXeT OBITH MeueHO M30TOIIOM
(HanpuMmep, °3H, 4C, 355, 12°1) m 7.1,

[01092] BoJjee Toro, coeluHeHMe (I) MOXeT IPeOCTaBJIATL cobou
KOHBEPTUMPOBAHHYI IerTepueM ¢opmy, I'Ie H xoHBepTHMpoBaH B 2H (D).

[0110] CoemuHeHMe (1), MeuUueHHOe WIM 3aMelleHHOE M30TOIIOM,

MOXHO MCIIOJIBE30BATE, HanpuMmep, B KavyecTBe  pPalvMoaKTUBHOTO
MHOVMKaTOpa (uugukaTop  PET) oJig T[OpUMMeHeHVS B TIO3UTPOHHO-—
SMUCCHUOHHOM ToMoTpadum (PET), ¥ OHO HABJAeTCd IMIPUTONHEM B

oBJlacTyU MeOMIIMHCKOM OMATHOCTUKM M T.II.

[0111] [HOing m[nenTtumoBR, YIOMAHYTHEX B 2 HacTOAlleM OIMCaHUM,
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JIEBHM KOHell IpenacTaBjigeT cobor N-KoHell (aMMHO-KOHEell) ¥ IIpaBhM
KOHell IpencTaBJISgeT cobomr C-kxoHel] (kapboKCH-KOHell) B
COOTBETCTBUM C OOmMEeNpMHATEM OOO3HaueHMeM IIenNTuioB. C-KOHell
nenTuia MOXeT MOpedcTaBJIATE cobom Jmwobom wu3 ammma (—-CONHz),
kapboxkcuabHOM Tpynne (-COOH), kapborcujara (-CO07), aJlxkulaMuOa
(-CONHR?) wm cJjoxHoro 2dupa (-COOR2). B uactTHOCTHM, amun (—-CONH2)
ABRJISETCHA MNPenIoUTUTeJIbLHBIM.

[0112] CoemmHeHme (I) w™MoxeT OBTL B QopMe COJM. [IpMMepH
TakoM COJIM BRJIOUAT COJIM MeTaJlJIOB, COJIM aMMOHMS, COJIU C
OpTraHMUYeCKMM OCHOBAaHMEM, COJIM C HeopTlaHUMUeCKOM KUCIJIOTOM, COJIU C
opraHnuyecKoM KMCJIOTOM, CoJmn C OCHOBHOM WM KIMCJIOTHOM
AMUHOKMCJIOTOM M T.II.

[0113] IIpennouyTuTeJIbHEE [NIPUMEPH COJIM MeTajljla BKJIOYalT COJIU
mMeJIOUHEIX MeTaJlJIOB, Takue KakK CoJIb HaTpuA, COJIb KaJlusg UM T.I.;
COJIM MeJIOUHO3eMeJILHEIX MeTaJlJIOB, TaKMe KakK CoJib KaJbLUMg, COJIb
MarHMsa, COJIb Dapusda M T.I.; COJb AJIIOMUMHMA M T.II.

[0114] [MpennouTuTeJIbHEE  I[IPUMEPE. COJIM  C OpraHMueCKUM
OCHOBaHMEM BKJOUAIT COJM C TPUMETHUJIaMMHOM, TPUB TUIJIaM/HOM,
IVPUOMHOM, IMKOJIMHOM, 2, 6=JIy TUOMHOM, STaHOJIaMVHOM,
OV TaHOJIaM/HOM, TPUSTaHOJIaMVHOM, LIMKJIOTeKCUJIaM/HOM,
OVUMKJIIOTeKCHUJIaM/HOM, N, N-OIuMOeH3UISTUIIEHOAMAaMUMHOM M T.II.

[0115] IIpeXONOUTHUTEJILHEE I[IPUMEPH COJIM C HeOpTaHUUeCKOU
KUCJIOTOM BKJIIOUAIOT CoJIn c XJIOPUCTOBOIOPOIHOM KMCJIOTOM,
BPOMUCTOBONOPOOHOY KMCJIOTOM, a30THOM KMUCJIOTOWM, CEepPHOM KUCJIOTOM,
bochopHOM KMCIJIOTOM M T.II.

[0116] [MpennouTuTeJsIbHEE  [IPUMEPE. COoJin  C OpTaHNUeCKOM
KMCJIOTOM BKJIOUAIOT CcoJIn c MypaBbUHOM KMCJIOTOM, YVKCYCHOM
KMCJIOTOM, TPUOTOPYKCYCHOM KMCJIOTOM, braseBon KMCJIOTOM,
byMapoBO¥ KMCJIOTOM, MaBeJIeBOM KMCJIOTOM, BMHHOKaAMEHHOM KMCJIOTOM,
MaJIEeMHOBOM  KMCJIOTOM, JIMMOHHOM KMCJIOTOM, AHTAPHOM  KUCJIOTOM,
A0JIOUHOM KMCJIOTOM, MeTaHCYJIBEQOHOBOM KUCJIOTOM, OeH30JICYJILQPOHOBOM
KMCJIOTOM, II-TOJYOJCYJIbLOOHOBOW KMCJIOTOM U T.II.

[0117] [MpennouTuTesibHEE [IPUME DB CcoJm c OCHOBHOM
AMMHOKMCJIOTOM BKJIOUAIT COJM C apTMHMHOM, JIM3MHOM, OPHUTHUHOM U
T.M0. I[IpednouTUTEeNIbHEE [IPUMMEPH COJIM C KUCJIOTHOM aMMHOKMCJIOTOM

BKJIOUAKT COJIM C acClHapalMHOBOW KMCJIOTOM, IJIYTaMMHOBOM KMCJIOTOM U
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T.I.

[0118] Cpenu YIIOMAHY TEIX BHIIIE coJien IpennouyTUTeJILHOM
ABJIAeTCd  QdapMaleBTUUECKM IpueMyieMasd  COJib. Hanpumep, KoT'Ima
CoenMHEeHNUEe uMeeT KMCJIOTHYIO OYHKLIMOHAJBHYIO TPpYyIIly,

NPenlouTUTEeSIbHOM ABJISEeTCsS HeopTlaHMUecKas COJIb, TakKas KaK CoJib
MeJIOUHOT'O MeTajijla (HalpuMep, COJIb HaTpMsa, COJb Kajluda U T.I.),
COJIbL IMEJIOUHO3EeMEJIbHOTO MeTalljla (HalpuMep, COJIb KaJlbLMsia, COJIb
MarHusg, coJib Oapusgda u T.O.) WM T.IO., COJb aMMOHMSA UM T.O., WU,
KoTna COeIOMHEHNE uMeeT OCHOBHYIO OYHKIIMOHAJIEHYIO TPyImny,
OpennouTUTeJILHOM ABJIAeTCSd, HalpuMep, COJIb C HeopTraHUMUeCKOMU
KMCJIOTOM, TaKou Kak XJIOPUCTOBOOOPOOHA A KUCJIOTa,
OpOMUCTOBONOPOOHAS KMCJIOTa, as0THas KUCJIoTa, CcepHas KUCJoTa,
bochopHas xKucjgOoTa M T.IO., WIM COJIb C OPTaAaHUUYECKOM KUCJIOTOM,
TakKoM KakKk VYKCyCHad KMCJIOoTa, dTasieBad KMCJIOoTa, bymMaporasda
KMCJIOTa, WaBejieBasd KMUCJOTa, BMHHOKaMeHHad KMUCJOTa, MaJleMHOBAad
KMCJIOTa, JMMOHHAad KMCJOTa, fAHTapHad KUCJoTa, MeTaHCYJbOoHOBAaMA
KMCJIOTa, [I-TOJIyOJICYJIbEQOHOBAA KMCJIOTa M T.II.

[0119] CoenmHeHMe (I) MOXeT OBTE B QOPMEe IIPOJIEKAPCTRBA.

[IpoJjlekapCTBO O3HadvaeT COeIMHEHMe, KOTOpOe KOHBEPTUPYeTCHd B
coemuHeHre (I) BCJIeICTBMe PpeaKUumM C (epMeHTOM, XeJIyIOUHOM
KMCJIOTOM M T.IO. B OUBMOJOTUUECKUX YCJOBUAX B XUBOM OpITaHU3ME,
T.E. CoenMHeHNe, KOTOpOe KOHBEepTUPYEeTCHA B COeIMHEeHUEe (I)
[IOCPEeIOCTBOM OKMCJIEHMSA, BOCCTAHOBJIEHMA, TITHUIPOJIM3a ¥ T.O. B
3aBUCUMOCTM OT (QepMeHTa; COelMHEHMe, KOTOpOe KOHBEPTHUPYETCd B
CoeIOUHeHUEe (I) [IoCpelCcTBOM I'MOpOJM3a U T.Q. IIOCPpelCTBOM
XKeJIYOOUHOM KMCJIOTH, M T.I.

[0120] [IprMepH  OpoOJIeKapcTBa COeOMHEHNd (I) BKJIOUYAOT
COeIVHEHNE, roe aMUHOTPYIIIla COeIMHEHUS (1) alnJINPOBaHa,

aJIKMJIMpOBaHa WM OQochopMIMpoBaHa (HaopuMep, CoeIMHeHMue, TOe

aMMHOTPYINa CcoeIuHeHUsa (I) BUKO3aHOMIMPOBRaHAa, allaHUIMpPOBaHa,
[IEHTUJIaMMHOKAPOOHUIIMPOBaHa, (5-MeTmI-2-0kCco-1, 3—-OMOKCOJIeH—4 -
WJI) METOKCUKaAPOOHUIINPOBAaHA, TeTpaluopodypaHuInpoBaHa,
NIVPPOJIMOUIIME TUJIMPOBaHa, VB AJIOMJIOKCUME TUJIMPOBaHa W TpeT-

Oy THUIMPOBaHa M T.II.); COeOMHEeHMe, T'Ie TUIPOKCUTIPYIla COeOVMHEeHMUS
(I) aumIMpoBaHa, aJIKUIMPOBaHa, dochopuiarpoBaHa WM OoOpUPOBaHAa

(HampuMep, coeIMHeHUe, TIe TUIPOKCUIPYINNa COeIMHEeHUS (I)
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alleTUIMPOBaHa, naJbMUTOUIIMPOBAaHAa, [IPOIIaHOUIIMPOBaHa,
NIMBaJIOMJIMPOBaHa, CYKUMHWIMPOBaHa, OGyMapulMpoBaHa, alJlaHMJIMpOBaHa
NI OVIME TUJIaMUHOME TUJIKaPOOHUIIMPOBaHA ) ; COenVHEHNE, roe
KapBOOoKCUTpYIIla CcoeluMHeHrda (1) sCcTepuduUMpoBaHa WIM aMUOIUPOBaHa
(HanpuMep, COoenuHeHue, roe KapOoKCUTpYIIla COeOUHEHU I (1)
BSCTepudnIMpoaHa Ci-6 aJIKMJIIOM, DCTepUPULIMPpOBaHa beHMIIOM,
DCTepUPULIMPOBaAHA KapBoKCHUMe TUJIOM, DCTepUIULIMPOBaAHA
OVME TUJIaMUHOME THUJIOM, DCTEPUPULINPOBAHA IMBAaJIOMJIOKCHUME TUJIOM,
SCTepUudnIIMpPOBaHa DTOKCUKAPOOHMIIOKCUD TMJIIOM, SCTepudrIMpoBaHa
dTagmMomIIoOM, DCTepUPULIMPOBaAHA (b-MeTMII-2-0KCO-1, 3—OMOKCOJIeH—-4-
WJI) METUJIOM, B3CTEePUIUIIMPOBaHa LIUMKJIIOTEKCUIIOKCUKAPOOHMIIZTUIIOM WJIN
MeTUJIaM/UIOIVMPOBaHa ) u T.II. Cpenu IpoYMx, IpennoudTUTEeJIbHO
VCIIOJIL3YIT COelMHeHMe, I'Ie KapOOKCUTpPyIla COeldVMHEHMS COelVHeHNEe
(I) mcrepuonumpoBaHa Cie¢ aJIKMJIIOM, TaKMM KakK MeTWJI, D2TWUI, TpeT-—
OyTMJI M T.IO. 3TM COeIMHEHMSA MOXHO IIoJIydaTbk M3 coenmHeHusa (1)
criocofoM, IO CYMeCTBY M3BECTHBM.

[0121] [IpoJjiekapcTBO COenOMHEeHnH (I) TaKxe MOXeET
IpencTaBJIATE coboy IMIpoJIeKapcTBO, KOTOpOEe KOHBEPTUPYETCH B
COeMHEHNE (1) B OUBUOJIOTUUECKUX YCJIOBUAX, TakKoe Kak
npoJiekapcTBa, onmucaHHele B IYAKUHIN no KAIHATSU (Development of
Pharmaceuticals), Vol.7, Design of Molecules, p.163-198,
onyd®JukoBaHHas HIROKAWA SHOTEN (1990).

[0122] B HaCTOAleM O CaHUN [IpoJIeKapCTRBO MOXeT
0Bpa30BHBATH COJIb . [TprMepH Taxkom coJu BKJIOUAT coJu,
NIPOMJIJIDCTPUMPOBAHHEE B KauecTBe COJIM coemuHeHusa (1) .

[0123] CoemuHeHMre (I) MOXeT IIPEeOCTaBJATL CoOOOM KpUCTAJLI.
Kpucraiiel, wuMenmye GopMy MOHOKPMCTAaJJla WMJIM CMEeCHM MHOXeCTBa
KPUCTaJIJINYe CKUX dopmMm, TaKxe BKJIOUEHH B COenMHEHNVE (1) .
KpucTaljlel  MOXHO IoJIyyaThb KpUCTaJlIn3alumen COEeNMHEHUS (1)
criocofoM KpUCTaJJIM3allMy, I10 CYINEeCTBY M3BECTHEBM.

[0124] Kpome TOTO, coelMHeHMe (I) MOXeT IPeOCTaBJIATL cobou
bapMalleBTUUECKNM IIPpUEMIIEMBEN COKPUCTAJJI WMIM COJIb COKpucTaljla. B
HaCTOAMEM OIMCAaHUM COKPUCTAJIJI WM COJIb COKpMCTallJla O3Hadaer
KpUCTaJIJIMUECKOE BEIECTBO, cocTodmue n3 OBYX VI BoJiee
KOHKPETHEX BelecTB, KOTOpHEe ABJIATCHA TBEPOEMM IIPM KOMHATHOMU

TeMIlepaType, KaXngoe M3 KOTOPHEX IMMeeT OoTJIMdarimeecCA @MBVIquKVIe
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CBOMCTBa (HampuMep, CTPYKTypa, TeMIeparTypa ILJIaBJIeHMs, TeIljioTa
IJIaBJIeHU S, TUTPOCKOINUHOCTE, PACTBOPUMOCTE, CTabUJILHOCTE U
T.0.). COKPUCTAJJI MM COJIb COKPMTAJIJIa MOXHO IIOJIydyaThb CIIOCOOOM
COKPUCTAIM3AalNKY, II0 CYMEeCTBY M3BECTHBM.

[0125] KpucTajgn coenuHeHMa (I) ¥MMeeT YyJydlleHHHEe QU3UKO-—

XVMHUUEeCKHue CBOMICTBa (HanpuMep, TeMIlepaTypa IJjlaBJIeHU S,
PacTBOPUMOCTE, CcTabUIILHOCTD ) " BroJioTuUecKue CBOMCTBA
(HanpuMep, bapMakOKMHETUKA (RCcacHBaHME, pacrpenejieHue,

MeTaboJIM3M, BKCKpeuus), >00eKTMBHOCTE BKCIpeccuu), ¥, TakKuMm
oBpasoM, OH ABJIAETCA UpesBHYANHO [10JIE 3HEIM B KauecTBe
JIEKAPCTBEHHOTO CpencTBa.

[0126] CoemmHeHuve (I) M eTro TMOpoOJeKapCTBO (HDajlee MHOTIAa
COKpallleHHO obo3HauvaeMue Kak coeIVHeHMe 1o HaCTOAmeMy
n300peTeHNn) UMelT aKTHBUpyKIee IOeMCTBMe Ha pelenTops GLP-1 u
penenTops GIP.

[0127] CoengmMHeHMe  IIO HacToAmeMy M300peTeHMI obJjlamaeT
BHICOKMM aKTUBUPYKIMM »OeMCcTBMeM Ha pelenToph GLP-1 M pelelTopH
GIP, B uyacTHOCTHM, I1In Vvivo.

[0128] GLP-1 m GIP mpeZncTaBJAT CcoOOM TOPMOHH KMIIEUHMKA,
Ha3HBaeMbele MHKpeTMHaMMy, M OHM 006JamgalT »OeMCTBMEM CTUMYJISLUN
CeKpelLuuM MHCYJIMHa M3 IIOMXKeJIyIOOUHOM XeJie3b. IIOCKOJBKY MHKPETUH
TeCHO CBfA3aH C MeTaboJM3MOM IJIKKO3H, COelMHeHMe, obJjaljawlee
AKTUBMPYIOIYM OeMCcTBMEeM Ha pelenTtopel GLP-1 u peunentops GIP,
ABJIAEeTCA MNPUTOOHHEM OJS NOPOOMIAKTUKM MM JIeueHMS CHUMIITOMOR,
ACCOLMMPOBAHHEIX C HapymeHMeM MeTaboJu3Ma  IJIOKO3H, BKJIOUA A
OXUPEHUE .

TakuMm  obpa3oM, cCoeIVHeHMe o HaCcToOAlleMy  M300peTeHU
obJjlamjaeT OeMCTBMEeM IIoIaBJIeHUS TIIMIeBOV aKTMBHOCTHM, IOeMCTBUEeM
VHTUOUPOBaAHUSA yYBeJIMUeHMSa MaCCH TeJla M T.II.

[0129] Kpome TOTO, COeIMHEeHMEe IO HaACTOANeMy M300pEeTEeHU
obJlamjaeT YBeJIMUeHHOM pPacTBOPMMOCTLI. PacTBOPMMOCTE COeIMHEHUM
[I0 HacTOAmeMYy M300pPEeTEeHMI B BOIE IMIPEellIoUuTUMTEJIBHO CcocTaBJgeT 1
MT/MJI MM BhIIe, OoJiee MNPEeINOoUuTUTeNIbHO 10 MID/MJI MJIM BHIIE.

[0130] CoenMHeHMe igfe) HacTodleMy M300peTeHND MOXHO
MCIIOJIE30BaATE B KaueCTBe aKTMBaTopa pelentopa GLP-1 u peuentopa

GIP (xoaroHmucT pelenTopa GLP-1/penentopa GIP).
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[0131] B pamMKax HacToOAmMeI'o M300peTeHMS aKTMBaATOP pelernTopa
GLP-1 m peuentopa GIP (xoaroHucT peuentopa GLP-1/peunentopa GIP)
O3HauvaeT CpeACTBO, objamawilee Kak OeMCTBMEM aKTUBalMM pelelTopa
GLP-1 (memcTBHMe aKTHMBaUMM pelenTopa GLP-1), Tak ¥ »OelCTBUEM
akTHUBalLuM pelienTopa GIP (melcTBMe aroHMcTa pelentopa GIP). B
YaCTHOCTHM, aKTHMBATOp peluenTtopa GLP-1 u peuentopa GIP (KOaAaT'OHMUCT
penenTopa GLP-1/peuentopa GIP) o3HauaeT cpelcTBo, Ime ECso B
OTHoOWeHUn pelenTopa GLP-1 m ECsp B OTHOmMEeHMM pelenTopa GIP
cocrasydgeT oT 1:20 mo 20:1, npennouTuTelibHO oT 1:5 mo 5:1.

[0132] CoenMHeHMe IIO HacTodameMy M300peTeHMID  objamaeT
HU3KUM  IeVCTBUEM aKTUBaLWN peLenropa TJIIOKaroHa (aToHUCT
pelenTopa IJIOKaroHa), u, TakuM 0oB6pasoM, obJjlamjaeT  HU3KUM
TUIEePTJIMKEMUUECKM OeMCTBUEM, IpUCYyIMM eMy. ECso COeOVMHeHMS II0
HaCcToAlleMy n300peTeHUD B OTHOWEHWN pelenTopa TJIoKaroHa
cocTaBjygeT 1/1000 wMiaM HMXe, OpPeINOUTUTeLHO 1/10000 mamM HmXe,
10 cCcpabHeHU© ¢ ECsg coemMHeHMA I[I0 HACTOAleMy M300PEeTEeHUI B
OTHOWeHUM pelenropa GLP-1 wmim peunenropa GIP.

[0133] CoenmMHeHMe IIO HaCTOAMeMYy W300peTeHMK MMEeeT HU3KY

TOKCMUYHOCTE (Hanpmviep, oCTpad TOKCMYHOCTE, XPOHNUYEeCKaA
TOKCMYHOCTE, I'eHeTrn4dYeCKaAd TOKCMYHOCTE, PEeIlIPpOOyKTMBHYIO
TOKCMYHOCTE, cepedHyo TOKCUMYHOCTE, KaHIepPOI'eHHOCTb ) 7

OEMOHCTPUPYET MaJiO IIOOOUHHX 5HSOOeKTOBR M MOXeT OHBTL 0Oe30llaCHHM
obpas3zoM BBENEeHO MJIeKOIMTaKIeMy (HalIpuMep, YeJIOBeK, XMBOTHOE
ceMeMcTBa OHUBLMX, Jomandk, cobaka, Komka, ofe3bgHa, MHIL, KpPHCA)
B KaueCTBe CpeIcTBa IJ4 OpOodMIaKTUKM WJIM JedeHUS pPas3JIMUdHBEIX
3aboJieBaHMUM, YIIOMAHYTHX HMXe, U T.II.

[0134] CoenMHeHMe 10 HacTodleMy MN300peTeHND MOXHO
VCIIOJIE30BATE B KaudeCTBe CpencTBa IOJIA JEeUeHUS WIM OIpoduiIaKTUKMU
pPa3JINUYHEIX 3aboJIeBaHUN, BKJIOUA A OXUpeHue, [IOCPelCTBOM
YIIOMSAHYTOTO BHIIEe AaKTUBUPYKIETO IeMCcTBMA Ha pelelTope GLP-1 u
peuentopr GIP. CoenMHeHMe I[IO0 HACTOLAlleMy M300peTeHMI0 MOXHO
VICIIOJIE30BATE B KaudueCTBe CpPpenOcTBa IJIA NPOOMIIaKTUKM WM JIeUeHUd,
HalpuMep, CUMIITOMaTUUECKOTO OXUPEHMS, OXMPEeHUsa Ha  OCHOBe
IPOCTOTO OXUPEeHWsa, OOJIe3HEHHOI'O COCTOAHMA WM 3abojieBaHud,
OBOYCJIOBJIEHHOTO OXMPEHMEM, HapylleHMa IUTaHusa, OmadeTa (HallpUMEpR,

onabter 1 Tuna, pmuadbeT 2 TUMa, TIeCTalMOHHEM ImabeTa, IuabeT IIpu
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OXUPEHUN) , TUIEPIIUITUTEMUN (HampumMmep, TUNIEPTPUTIIUIEPUTEMA S,

I'mMIiepXoJieCTepmMHeMd, XOJIeCTepPrMHeMMA C BECOKVMM COIOEepXaHMeEM LDL,

XOoJIeCTepuHeMUss C HUBKMM comepxaHmem HDL, mocCTIpaHOMalbHas
TUNIEPJIUIIEMIA) , TUTIEPTEeH3UN, cepnedHoM HeIOCTaTOUYHOCTH,
OCJIOXHEHUM mmuabeTa [Hanpumep, HeBpOIlaTUAg, HebpomaTusg,
peTHHOIaATUSL, mmabeTryecKas KapOMOMUOIIATHSA, KaTapakTa,
MaKpoaHTHOoIaTusd, OCTeOolleHusd, TUIIEPOCMOJISpHad  OrabeTuueckas
KOMa, MHbEeKIMOHHOE zabojieBaHme (Hampumep, pecnupaTopHas
uHbekLuVsa, MHOEeKIMS MOUEBHBOOAMMX I[IyTel, KeJYIOUHO-KUIeUuHas

MHOEeKUNWS, VHOEeKLUMM  MATKMX  TKaHel  KOXM, MHOEKUMS  HVKHUX

KOHeqHOCTeﬂ), oradeTnyeckKasa I'aHI'peHa, KcepoCcToMMmMA, TUIIOaKy3MA,

1epeOpOBaCKYJISAPHOE HapylleHue, HapylleHue nepmudepmuuecKoro
KpoBoOOOpameHusg], MeTaboJIMUeCKOTO CHMHIpOMAa (BoJIe3HEHHEE
COCTOSHMUA, uMepmMe 3 wuaIm  ©OoJjiee  CHMMIITOMOB, BHIOPaHHHX U3
runepTpurmiepun (TG) emnn, xoJiecTepuH (HDL-C) emun c HUBKVM
ConepXaHVeM HDL, TUIIEPTEH3UN, abooMMHAaJIEHOT O OXUPEHU A u
CHMXXEHHOM TOJIEPaHTHOCTM K TJIIOKO3e), CaApKOIeHVM M T.II.

[0135] MpuMepH CHMIITOMATHUUECKOT'O OXUPEHU A BKJIOUAKT

SHIOKPMHHOE OXUMPEeHNe (Hanpmmep, CHMHIPOM KymmHra, I'MIIoTmMpEeos,
MHCYJIMHOMa, IomaberT Turna 11 1P OXMpeHNrM, IICeBIOOI'MIIOIIapaTrpeos,

TUIIOTOHAOU3M) , LeHTpaJIbHOEe OXHMPpeHNMe (Hanpmmep, TrUrioTaslaMmMdeCroe

OXUpEHUE, CUHIOPOM JIOBHOM noJ, CUHIOPOM KieliHe-JleBUHa) ,
HacCJIeOICTBeHHOe OXMpeHMe (HanpuMep, CHMHIOPOM [Mpanepa-Buim,
CHUHIOPOM JlopeHca-MyHa-Bunmus) , VMHIYLUPpYeMoe JleKapCTBEHHBEMU
CcpencTBaMu OXVpEeHMEe (HanlpuMep, OXUpeHUe, VMHIOYLMPpYyeMoe
cTepouIaMu, beHOTHMABMHOM, VHCYJIMHOM, CpencTBOM Ha  OCHOBe
CyJibGOHMIIMOUEeBMHE (SU), P-6jokaTopoM) M T.II.

[0136] IlpuMepH ©OOJI€e3HEHHOT'O COCTOSHMA WIM 3aboJieBaHUA,
OOYCJIOBJIEHHHX OXMPEHMEM, BKJIOUAKT HaPYMeHMS TOJIEPAaHTHOCTU K
TJIOKO3€e, onaber (B dYacTHOCTM IOHMaber 2 TMIIa, omabeT 1Ipu
OXVUPEHUN) , HapyleHMe MeTaboJMaMa JUIUIOBR (ABJIAeTCHS CUHOHVMMOM
YIIOMSAHY TOM BEIIIE TUNIEPRJIUINTEMAN ) , TUIIEPTEH3MD, CepOeuHyn
HENOCTATOUHOCTL, IMUIEPYPUKEMHUID, IIOoOarpy, XUPOBYK MHOWUJIILTPALND
[IEUEHU (BrIIIOUA A HeaJIKOT'OJIbLHEM cTenTorenaTuT) , KOPOHapHYK

BoJie3HL cCcepila (MHOapkT MMOKapha, CTeHOKapnusa), LlepebpaJlibHBEM
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MHOapKT (TpoMOO3 TOJOBHOI'O MO3I'a, TpPaH3UTOpHasa LepebOpalibHasd
umeMmyUueckasa aTaka), 3aboJileBaHMEe KOCTel/COCTaBOB (OCTeoapTpPHUT
KOJIeHa, OoCTeoapTpuT ©Oempa, IedopMUPYRMNMM CIOHOAMJIUT, JioMbaro),
CHMHIPOM allHO® BO CHe/CUMHIOIPpOM I[IMKBMKA, MeHCTPYaJlbHOE HapylleHMre
(HapylleHre MeHCTPYaJIbHOT'O LMKJa, HapyleHMe MeHCTpyaluu M LMKJIa,
aMeHopes, aHoMaJIbHHEe MeHCTpYaJbHEE CUMITOME), MeTaboJiMueCKUn
CUHIOPOM M T.II.

[0137] HoBHEe IOIMaTHOCTUUECKME KpUTepuu OBJIM coobmeHs The
Japan Diabetes Society B 1999 r1omy Ha TeMy OIMATHOCTHUUECKUX
KpuTepuep nuabera.

[0138] B COOTBETCTBMM C 2TMM COoOOmMeHMeM, 1uadeT OTHOCHUTCSH
K COCTOSHMI, KOTOpOEe YIOOBJIeTBOPAeT JIOOMy W3 YPOBHS IJIOKO3H B
KPOBM HaTomak (KOHIEeHTpalMrsa IJIOKO3H B ILJJa3Me BEeHO3HOM KpPOBMU)
126 Mr/mn win ©oJiee, 2-Y4acoBOTO 3HaueHMd (KOHIEHTpalLMWda TJUIOKOSH
B ILJla3Me BeHO3HOM kpoBu) 200 wMr/mnn wim ©6oJilee B IIepopalibHOM
TecTe TOJIEPAaHTHOCTM K TUIKKO3e C /5 1 1iawko3e (75 1 OGTT) wm
HEPETYJAPHOTO YPOBHSA IUIKKOB3H B KPOBM (KOHIEHTpalMsa TJIIOKO3H B
jIasMe BeHO3HOM Kposu) 200 MmMr/mn uimmu Oojee. TakXke COCTOSHUE,
KOTOpOE He IPMMEHMMO K VYIIOMAHYTOMY BHIIEe I1abeTy, U He HGBJIAeTCH
COCTOSHMEM, NpodABJgIMM  "YpOBeHbL IJIIOKO3H B  KPOBM  HaTOollak
(KOHIIeHTpauysd TJIOKO3E B ILJJa3Me BeEHOB3HOM KpoBM) MeHee 110 Mr/mi
WM 2-4YacoBOe 3HaueHMe (KOHIeHTpallMsa IJIOKO3H B ILJlasMe BeHO3HOU
KpOoBM) MeHee 140 MIr/mjg B IIepopaJIbHOM TecTe TOJIEPAHTHOCTHU K
TJoko3e ¢ 75 1 mumoko3H (75 v OGTT)" (HOPMAaJBLHHEM THII) Ha3HBBalT
"IIOTpaHWUHEM THUIIOM" .

[0139] BoJjiee TOI'O, HOBHE IOUATHOCTUUECKME KPUTepPUM OBUINL
coofmeHs American Diabetes Association (ADA) B 1997 romy m BO3
(WHO) B 1998 romy Ha TeMy IMATlHOCTUUYECKUX KpUTepuerR amadbeTa.

[0140] B COOTBETCTBMM C BTHUMM COOBmMeHMAMM OMabeT OTHOCUTCSH
K COCTOSHMIO, KOTOpOe VYIOOBJIETBOPSAET YPOBHIKD IJIOKO3E B KPOBU
HaTomak (KOHIEeHTpalMsa TJIOKO3E B ILJJa3Me BeHO3HOM KpoBHu) 126
MT/ 0y uam 6oJiee M 2-YaCOBOMY B3HaueHMI0 (KOHIEHTpalMsa TJIOKO3H B
JjiasMe BEeHO3HOM KpoBu) 200 Mr/nia wmiay ©OoJjlee B IIepOpajibHOM TecTe
TOJIEPAHTHOCTHM K IJIOKO3e C 75 IJIIOKO3H.

[0141] B cooTBeTCcTBMM C YIOMAHYTHMM BHIIE COOOUEHUAMA

HapylleHHaAa TOJIEPAaHTHOCTEB K TJIIOKO3¢e OTHOCHUTCHA K COCTOAHMIO,
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KOTOpOe YIOBJIETBOPSAET YPOBHIO TJIIOKO 3EI B KpPOBU HaTomak
(KOHLIEHTpalUMsa TJIOKO3H B IJIa3Me BEHO3HOM KPOBU) MeHee 126 MI/mi
M 2-4aCOBOMY 3HaueHMI (KOHIEeHTpalMsa TJUIOKOS3HE B ILJla3Me BeHOS3HOU
kpoBu) 140 wmr/mn wiam ©GoJjlee UM MeHee 200 MI/mi B IHepopalibHOM
TecTe TOJIEPAHTHOCTM K IJIOKO3e C 75 I IJIOKO3H. B COOTBETCTBUM C
coofmeHmreM ADA, COCTOAHMEe, IIPOABRIIAKIEE YPOBEHL IJIOKO3H B KPOBU
HaTomak (KOHLEeHTpaluMs IJIOKOSH B IIJJa3Me BeHO3HOM kpoBu) 110
MI'/0y1 uiIu OoJiee ¥ MeHee 126 wMr/nj HaswBaoT IFG  (HapylleHHBI
YPOBEeHEb TIUIIOKO3E HaTomak). C IpyIroM CTOPOHH, B COOTBETCTBUU C
coobmeHueM BO3, cocTodgHMe IFG (HapymeHHHM YPOBEHb  IJIIOKO3H
HaTOmMAaK) , MNPOABJAKIMM 2-UacoBoe 3HaueHMe (KOHLEeHTpalMs IJIOKOS3H
B ILJla3Me BEHO3HOM KpOBU) MeHee 140 MI/Oj B IIepopalJibHOM TecTe
TOJIEPAHTHOCTM K IJIOKO3e C 75 I IUIKKO3H Hasz3wBawT 1FG (HapylleHHas
TJIMKEMM S HAaTOMaK) .

[0142] CoenMHeHMe igfe) HacTodleMy N300peTeHND TaKxe
VCIIOJIE3YIT B KadyecTBE CpPelCcTBa JA OIPOOMIIaKTUKM WM JIEYEeHUS
onadteTa, OIPENEeJIEHHOT'O B COOTBETCTBMM C YIIOMSAHYTHEMM BHIIE HOBBEMMU
OMaTHOCTUYE CKYMU KPUTEPUAMA, omnaberTa [IOTPaHUYHOT'O THUIIA,
HaApPymMeHHOM TOJIepaHTHOCTM K TJIko3e, IFG (HapylmeHHBEM YPOBEHDb
TJIIOKO3E HaTowak) u IFG (HapylleHHasa IUIMKeMUda HaTomak). Bojee
TOT'O, COeIOMHEHMe II0 HacToAlleMy M300peTeHMI MOTYT IIPeldTCTBOBAaTH
IPOTPEeCCUPOBAHMI0 TIOTPAHMUHOTO TUIIA, HAPYMEeHHOM TOJIEPaHTHOCTU K
TJIIOKO3e, IFG (HapylmeHHHY VYPOBeHbL IJIOKO3H HaTOollak) mwim IFG
(HapymeHHasa TUIMKeMMS HaTomlak) B OuaderT.

[0143] CoengMHeHMe IIO HacTodmeMy M300peTeHMID  objlamaeT
oecTBMeM MHITUOUPOBAHUS YBeJMUEeHMS MacCH Tejla, M II0 CYIecTBY
ero MOXHO MCIIOJIb30BAaTh B KauecTBe MHIMOMTOpa YBeJIMUeHUS MacCCH
TeJia OJIs MJIEKONUTAKRINX . MiexkonmTaKmee, KOTOpoEe ABJISETCSA
CyDBEKTOM TIIPUMEHEHMS COeIMHEeHMSa IO HaCTodAmeMy M300peTeHND,
MOXeT TIPeIOCTaBJIATL coboM MIeKonMUTawimee, Y KOTOPOTO XeJjlaTeJIbHO
n36exaThb YBEJINYEHU A MaCCEH TeJa. MilexkonuTaKmee MOXET
OpencTaBJIATE cobol MIeKoIMTaKlee, MMeKlee TeHeTUUeCKUM PUCK
yBeJIMUeHMsa MacCH TeJla, WJIM OHO MOXeT IMIpelcTaBJIATE cobon
MJIEKOIMTawlee, CcTpagapimee 3abfojieBaHMeM, CBA3aHHEM C 00pasoM
XMB3HM, TaKuMM Kak »guadeT, TUIEPTeH3US U/WIKM TUIePJIUINIEMNAS.

YBeJIMUueHue MaCCH Tejia MOXeT OBITE OBBACHEHO Ype3MEPHEM
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YHOTpeéJ'[eHMeM IIMmr  ¥VJIn HeCGaHaHCMpOBaHHBIM pauroHOM, WJIM MOXeT

IpencTaBJaTh cobon yBeJIMUeHue MaCCH TeJa BCJIEICTBUE
COIIYTCTBYIIETO npuemMa JIEKAapPCTBEHHOTO cpeICcTBa (HampumMmep,
CEeHCUBUIIM3AaTOPE MHCYJIMHA, obBJlamanume nelcTBUEM, 100 OHEM

OelcTBMI aTroHMcCTa PPARY, TakoTo KkKak TPOIJIMTA30H, PO3UTJIMTA30H,
SHIJIMTA30H, LUIJIMTAa30H, OUOITJIMTA30H U T.IO.). AJbBTEepPHATUBHO
yBeJIMUeHMe MAacCCH MOXeT IpelcTaBJISTh Cco0o0M YyBeJIMUeHMe MAacCCH IO
OOCTVXKEHUSI OXUPEHUS WM MOXeT IMIpelcTaBJIATL CcoboM YyBeJIMUeHUe
MacCH VY IDallMeHTOB C OXMpeHMeM. B HacTOodlleM ONUMCaHUM OXUPpeHUe

olnpenejysaercd Kak MHIEKC MaCCH Tejia (BMTI: Macca Tejia

(xkm) +[pocT (M) ]12) 25 wmiam Oojyiee (B COOTBETCTBUM C KPUTEPUAMU
Japan Society for the Study of Obesity) mnaa 4noHueB M Kak BMI
30 miam ©OoJjiee (B COOTBETCTBUM C KpuTepuaMm BO3) 1mjd 3alalIHBX
Jonen.

[0144] CoemmHeHMEe II0 HaCTOAMEMYy M300peTeHMI TakKXe HGBJISETCSH
IPUTOIOHEIM B KauecTBe CpelcTBa IJ4 OPOOMJIaKTUKKY WM JIeUeHUM
MeTaboJIMUeCKOTO CHMHIOPpOMa. BCTpedYaeMOCTb CepIeudHO—COCYIMUCTOTO
3aboJieBaHMUA aBJIAeTCH OOCTAaTOUHO BHICOKOM Yy IaluMeHTOB c
MeTaboJMUeCKM CHUHIPOMOM IIO CpPaBHeHMI C [DalMeHTaM C OIHUM
CBA3aHHEM c ofpasoM  XKUBHU 3ab0JIeBaHNEeM. Taxum obpasoM,
npodmiiakTUKa WM JiledueHre MeTaboJMUueCcKOoT0 CUHIOPOMa UYpesBHUAWHO
BaXHa IJIS HOPOOMIIaKTUKM CepIeuHO—-COCYIOMCTOTO 3aboJjileBaHuAd.

IrarHOCTUUECKME KPUTepuM MeTaboJIMuecKoTO CHMHOpoOMa  OBUIM
obwaBJIeHH BO3 B 1999 romy m NCEP B 2001 romy. B COOTBeTCTBUM C
OIVaTHOCTUYECKUMA KPUTEePUAMA BO3 MHIVBUOYYMA, VIMeMeTo
TUIIEPUHCYJIMHEMMIO WMJIM  HapylleHMe  TOJIePaHTHOCTM K  IJIDKO3e B
KaueCcTBe B KauecTBe HeOoOXOOMMOTO YCJOBMSA UM IOBa WIM 0OoJjiee U3
BUCLEPaJlbHOTO OXMPEeHMUI, IUCIUINIeMMM (BEHICOKUM YypoBeHb TG WU
HU3KUM YypoBeHb HDL) ¥ TUIEPTEeH3UM IUATHOCTUPYIOT Kak MMeKlIeTo
MeTabomueckun cuHOpoM (World Health Organization: Definition,
Diagnosis and Classification of Diabetes Mellitus and Its
Complications. Part I: Diagnosis m Classification of Diabetes
Mellitus, World Health Organization, Geneva, 1999) . B
COOTBETCTBUM C IOUMATHOCTUUEeCKMMM kKpuTepuamu Adult Treatment

Panel IIT oT National Cholesterol Education Program
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(PYKOBOICTBO IO MIeMMuecKoM ©GoJie3Hu cepnaua) B CIA, MHOMBUIYyYMA,
MMeKmeTo TpU NI BoJiee ns3 BMCLIepaJIbLHOT'O OXUpPEeHU4d,
TUNIEPTPUTIIMLEPUIEMUY,  XOJIeCTepUuHeMUu C HU3KUM ypoBHeM HDL,
TUIMIEPTEH3UM U HapylleHMS TOJIEPaHTHOCTM K TJIOKO3e IMaTlHOCTUPYIOT
Kak uMenmero MetTaboJmuueckuyd cuHgpoM  (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).

[0145] CoenmHeHMe TIIO HacToAmEeMY W300peTeHMI TaKxXe MOXHO

MCIIOJIE30RBaTE B KadueCTBe CpeICTBa IOJIA HpO(l)I/IJ'IaKTMKI/I mJjim JiedeHMA,

HaopuMmep, oCTeoInoposa, KaxeKCuUM (HampumMmep, KaxeKkcusd opu
3JI0KaYeCTBEHHON Oy XOJIU, KaxekKcusd pu TyBepKyiese,
nmaterTmdeckasa Kaxekcusd, Kaxekcusd, acCoLUMMpOBaHHag c

safoJjlIeBaHMeM KPOBM, KaxeKCMs, AaCCOLUMMPOBAHHAS C DSHIOKPMHHEM
zaBojieBaHMEM, Kaxercus, ACCOLUMMPOBAHHASA c MHOEKIVOHHEM
3aboJieBaHMeM, WJIM KaxeKCMs, BHSB3BaHHAS CHUHIPOMOM IIPMOBPETEeHHOTO
VMMYHOOebuumTa) , XUPOBOM VHOUIIL TpalnM reyeHu, CUHOpPOMA

[MOJIMKUCTO3a AMUYHMKOB, 3aboJieBaHMA IIOUeK (Hanpmmep, XPOHNUYEeCKaA

rnoyevHas HEeOOCTAaTOUHOCTE, nrabeTryeckas HebpomnaTus,
TJIOMepYyJIOHebpUT, TJIOMEPYJIOCKJIIEPO 3, HedpOTHUUECKNUN CHHIPOM,
TUMIEPTOHNYECKNI  HedpOoCKIepos, saboJjieBaHMne [IoYeK  KOHEeUHOM

cTamuyu), MBIIEYHOM IUCTpoduMu, wmHbapKTa MMUOKapla, CTeHOKapIuu,
11epedbpoBaCKyYJISPHOTO HapylleHUd (HanpuMep, LepebpallbHEM WHOaApPKT,
VMHCYJIBET) , OoJie3HM AJpLTelVMepa, OoJie3HM I[lapKMHCOHa, TPEBOXHOCTH,
oeMeHIIUN, CUHOpOMa YCTOMUMBOCTM K  MHCYJMHY, cuHOopoMa X,
TUIEPUHCYJIVHEMUN, nmapecTesuu, BEISHIBAEMOM  TUIEPUHCYJMHEMUEN,
OCTPOM MJIM XPOHUYUECKOM IMapeM, BOCHaJIMTeJIJbHOTO 3abojieBaHud
(HamipuMep, XPOHUUECKUN  PEeBMaTOMOHHIN  apTpuUT, nebopMUpP YU
CHOHOWJIUT, DedopMUPYRIINM apTpuUT, JoMbaro, nomarpa,
IIOCJIeOlepallMOHHOE WJIM [NOCTTpaBMaTHUUeCKOe BOCIaJIeHMe, B3OYyTHUEe
XMBOTA, HeBpallusa, JapUHTOQapMHIMUT, ULUUCTUT, TeldaTUuT (BKJIOUASA
HeaJIKOTOJILHEI CTeaToTelaTUT), I[IHEeBMOHWUSA, IIaHKpeaTUT, DSHTEPUT,
BOCIlaJIMTeJIbHOe 3aboJieBaHMe KUIIeUHMKA (BKJIOYasd BOCIAJMTEJIBHOE

saboJjieBaHue TOJICTOM KUIIKM) , S3BEHHBI KOJIUT, IOBpEeXIeHre
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CIIM3UCTOM  OOOJIOUKM KeJIyIOKa (BrJIIOUAS  IIOBPEeXIEeHMVe  CIAM3UCTOM
0BO0JIOUKM XeJlyIKa, BH3HBaeMOe acCIMPMHOM) ), IOBPEeXIEeHUS CJAIU3UCTOMN
ODOJIOUKM TOHKOTO KMIIeUHMKa, Majadbcopdumuu, OUCOYHKUUNM AdUUeK,
CHMHIOPOMAa BUCLIEPAJIbHOT'O OXMPEHMS U CapKOIIEHUM.

[0146] BoJjiee TOT'O, COeIOMHEeHMe I[I0 HacCTodlmeMy M300peTeHN0
TakKXe MOXHO MCIIOJIB30BaTh B KauecTBe CpelcTBa OIS IpodUIIaKTUKU
WM JIeUeHMS PasJIMUHHX 3JI0KAaUeCTBEHHHX OIlyXoJel (B uYacTHOCTH,
pPakK MOJIOUHOM XeJle3H (HalpuMep, MHBA3MBHHM pPak IPOTOKOB MOJIOUHOM
XeJIesH, HeVHBa3MBHBIM pak IIPOTOKOB MOJIOUHOM KeJIe3H,
BOCHAJUTEJILHEM pPakK MOJIOUHOM XeJie3W M T.O.), Ppak IOpedcTaTeJIbHOMU
xeJle3n  (HalpuMep, TOPMOH-3aBUCHUMEM pakK IOIpedcTaTelIbHOW XeJle3H,

POpMOH—HGSaBMCMNEﬁ& Prakr HpeHCTaTeﬂbHOﬁ KeJle3H u T-H-)/ Pakr

NOIKEJIYyOOUHOM  XeJle3H  (HalopuMep, pakK I[OIpOTOKOB IMOIXeJIyIOUHOM
KeJie3H u T.0.), pax KeJlyora (HanpuMmep, nanmjigpHas
aleHOKaplMHOMa, CImM3ucTad aleHOoKaplLMHOMA, KeJIe3UCTO—
[JIOCKOKJIETOUHAad KapUMHOMa ¥ T.I.), PpakK JerkKoro (HalpuMmep,
HEeMeJIKOKJIETOUHEM pPakK JIeTKOT'O, MEeJIKOKJIETOUHEM pak JIeTKoTo,
3JI0Kau4eCTBEeHHad Me30TejiMoMa ¥ T.I.), PpakK TOJICTOTO KUIEUHMKA
(HanpuMep, XeJIyOOUHO-KMIleUuHad CTpoMaJilbHafd OINYyXOoJib M T.I.), pPak

OpsaIMOM KMIIKM (HaAIpUMep, XeJlyOOoUHO-KMIIeuHas CTpoMaJibHas OIIyXOJib
M T.O0.), pak OBOIOUHOM M MNPAMOM KMIKMK (HAIPUMEpP, CeMeMHHM pak

oBOmOUHOM ¥ TIPAMOV  KMUIIKU, HacJIeNCTBEHHHM HEMOJMIIO3HEM pak

oBomouHOM 17 HpHMOﬁ KUMKW, KeJIYIOJOUHO-~KUIIeWHa A cCTpoOMaJilbHa4d
OITYyXOJIb n T.H.), 3JIOKadYeCTBeHHasA OITYyXOJIb TOHKOTI'O KUIIeYHVKAa
(HaanMep, HeXOIXKMHCKaA ﬂMM@OMa, KeJIlYDOUHO~KHMIIeUHaAd
CTpoOMaJIEHaAa OITYyXOJIb u T.H.), Pakr InmmeBona, Par

IBeHaOlaTUIIePCTHOW KMIKY, pak S3BKa, pak TJIOTKK (HaopuMmep, pak
HOCOTJIOTKM, PakK POTOTJIOTKM, THUIObapMHTeasJIbHHY pak M T.O.), Pak
CJIIOHHOM XeJle3H, OIIyXOJIb I'OJIOBHOTO MO3Ta (HalpuMmep, acTpoLMTOMa
MUK O BUITHOM xeJie3H, MMHOLIMTapHAa A acTpoumToOMa, ubdbysHasa
acTpoUMTOMa, aHalJlacTHMuecKas acTpoLMToMa M T.IO.), HEeBPUJIEeMMOMa,
pak ImedeHM (HalpuMep, IIE€PBUUHHN pak IIeueHM, BHEleUeHOUHHM pak
KeJIUHBEIX ~ TIPOTOKOB ¥ T.I.), Pak TIIOYKM (HamopuMmep, IIOUYeYHO-
KJIETOUHHIN pak, pPakK IepexOIHHX KJIeTOK I[IOUeUHOM JIOXaHKM U YypPeTpPH
M T.O.), Pak XeJJUHHX [IPOTOKOB, pPak SHIOMETPMs, pak mMelky MaTKWU,

Pakr AVUHMEKa (Hanpmmep, Prakr SIINTEeJINA AVNYHIMEKa, BHEeT'OHallHa#Ad
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TepMMHOMAa, TepMMHOMAa KJIETOK AMUHMKA, ONYXOJb AWUYHMKA C HU3KUM
3JIOKaUYeCTBEHHEM I[IOTEeHLUMaJIoOM M T.O.), PakK MOUeBOI'O Iy3HpPSA, pak
YPEeTpH, Ppak KOXM (HaopuMep, BHYTpMIJIa3Had (TJla3Had) MeJaHoMa,
KapluMHOMa ns3 KJIETOK Mepkesda u T.O.), TeMaHT'1oMa,
3JI0OKauyeCTBEHHAad JmMdoMa , 3JI0KauyeCTBEeHHasa MeJlaHOMa, pak
MUTOBUIHOM XeJie3H (HalpuMmep, MeOYJIJIAPHHNM pak MUTOBUIHOW XeJie3H
“ T.O.), Pak [DapalMTOBUIOHOM XeJle3h, pakK HOCOBOM IIOJIOCTH, Pak
CUHYCa, OIYXOJIb KOCTM (HalpuMep, OCTeocapkKoMa, OIyxoJb IOuHra,
capkoMa MaTKM, CcapkKoMa MATKMX TKaHeM M T.O.), aHrmuodmudpoma,
capkoMma ceTuaTKHU, pax IIOJIOBOTO uJieHa, pak CEeMeHHUKOB,
negMaTpruueckas cCcoJuOHasd OINyXoJib (HalpuMmep, OIIyxXoJib BujbMca,
oeTckasd OIyXOJb IIOUKM M T.O.), capkoMmMa Kanomm, capkomMa Kamomwu,
BEI3BAHHAa4d CIimn, OIIYXOJIb CHHYyCa BEepPXHEUeJIIOCTHOTO CHUHYCa,
dubposHas I'MCTHOLMTOMA, JelMoMMocapKoMa, pabioMuocapkoMa, JEeMKOo3
(HanmpuMep, OCTPHM MUEJIOMIHHM JIeWKo3, OCTPHM  JIMMOPOOJIaC THHIMA
JemKo3 M T.O.), M T.O.).

[01477] CoenmMHeHMe TIIO HACTOAMEMY W300pPeTeHMK TaKXe MOXHO
MCIIOJIL30BAThH OJId BTOPUUHOM IpodUIaK TUKM WM IoOaBJIeHU A
IpoTpecCUpoBaHmsa pPas3JIMUYHEIX YIIOMSAHY THIX BHIIE 3aboJieBaHUM
(HanpuMep, CepIeuHO-COCYIOMCTHE  SABJIEHUSA, Takue Kak MHOapKT
MMUokKapma M @ T.I.). Kpome  TOTO, COeIMHEHME II0 HaCTOAlEeEMY
n300pEeTEeHNI TaKXe MABJISEeTCH [IPUIOOHEIM B KadeCTBe CpelcTBa MOJ4g
IomaBJIeHUS IIMIEeBOM aKTUBHOCTM ¥ MHIMOMTOPpAa YBEeJMUEHUS MacCChH
TeJia. CoenmHeHN e 1o HacToAmeMy  M300peTeHM o Takxe  MOXHO
MCIIOJIL30BATh B KoMOMHAaUUU c oreToTepanuen (HampumMmep,
oveToTepanrel nuadeTa) U JeuedHOM OUBKYJILTYPOM.

[0148] JlexapCTBEHHOE CPEeIOCTBO, CoIepXxallee COeIVMHeHMEe IO
HacToAmeMy M300peTeHMIo, OeMOHCTPUPYEeT HM3KYID TOKCHMUHOCTL M eTo
IoJIydalnT C MCIOJbL30BaHMEeM COoeldMHeHMSI IO HacTodmeMy W300peTeHU’o
OTHeJIbHO MJIM B CMecU C (apMakKoJIOTMUEeCKM I[IpUeMIIeMbEM HOCUTeJIEM B
COOTBETCTBUM C IO CYmMecTBY M3BeCTHHM cHoocodoM  (HaopuMmep,
crioco®, OIIMCAaHHEMN B Japanese Pharmacopoeia), OBBIUHO
MCIOJIE3YEMEIM B KauecTBe CIOCOBO0B TMoJiydeHUMA OdapMalleBTUUeCKUX
openapaToB, ¥ ©0e30IacHO BBOIAT IIepopallbHO WM IIepaHeTepaJlbHO
(HanpuMep, BBOIOAT MECTHO, PeKTallbHO, BHYTPMBEHHO) B KauecCTBe

bapMalleBTUUECKOTO npenapara, HanpuMep, TadJeTKU (BrJIIOUA S
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[IOKPHITHE caxapoMm TabJIeTKN, [TOKPHITHE [IJIEHKOM TabJIeTKN,
CyOJIMHT BaJIbHEIe TabJIETKM, IIepopallbHO Ie3MHTeTlpUupyrlre TabJIeTKU),
[IOPOIUIKHA, TPaHyJIH, KallCyJIBL (BrJIOUA A MATKKE KallCyJibl,
MUKPOKAIICYJIBL) , XUOKOCTH, JIEIEellKM, CHPOIIH, 5SMYJILCUM, CYCIEeH3UH,
VHBEKLUVOHHEE npernapaTh (HanpuMmep, IIOOKOXHEIE VHBEKLUUNA,
BHYTPMBEHHHE MHBEKLMM, BHYTPUMBIIEUHHE MHBEKLUNMYM, BHYTPUOPKIMHHEE
VHBEKIMM ¥ T.O.), HapyXHHe IOIpelapaTH (HaOlpuMep, TPaHCHa3aJIbHHE
npernapaTH, OepMalJlbHHE IIpelapaTh, MasWu), CYIIO3UTopuM (HalpuMep,
PeKTaJIbHEE CYIINO3UTOPUM, BaTMHAaJIbHEE CYNNO3UTOPUM), TPAaHYJIH,
Ha3aJlbHEE npernapaTH], JIETOUHHE npernapaTH (MHT aJIMpyeMHEe
npernapaTH), TPaHCPY3MOHHEE IIpelapaTH M T.II.

3TM nOpenapaTH @ MOTYT [PeICTaBJATH coboM mnOpenapaTH @ C
KOHTPOJVPYEMEIM BHCBOOOXIEHMEM, TaKMe KaK I[IpenapaTH C OHCTPHM
BHICBOOOXIeHMEM, IperapaTH C 3aMelJIEHHHEM BHCBOOOXIEHVMEM W T.II.
(HanmprMep, MHUKpPOKAaIICyJla C 3aMeJJIEHHHM BHCBOOOXIEHUMEM) .

ConepxaHue COEenMHEHUSA 1o HaCcTOAlMeMy n300peTeHU B
bapMalleBTMUECKOM IpelapaTe CcoCTaBJgeT npubjusurejsHo 0,01 -
npmbim3uTesabHo 100 Macc.$ OT BCero IIpellaparTa.

[0149] VYHNOMSHYTHM BHIIE QapMalleBTHUUECKM IIpMeMJIEMEIM HOCUTEJb
MOXeT OBITH NPOMJUIRCTPUPOBAH  Pa3JIMUHBEIMKY  OPpTaHUUEeCKMMM  WJIU
HeopTraHUYeCKMMA MaTepuraliaMu HOCHUTeJ e, KOTOPHE OBBIUHO
VCIOJIE3YIT B KaduecTBe MaTepuaJioB IOJA IIOJIYUeHUusa, TaKuMMM Kak
SKCLUUIIMEHT, CMas3BEBaKIee BeMeCcTBO, CcBA3YyIee BemeCcTBO u
Oe3MHTeTrpupyniee CpeICcTRBRO oJis TBEepPIOHX IpernapaToB; VI
PacTBOPUTEIE, CONIOUIIM3UPYKIIE e CpencTEo, CyCIeHIMpyKIee
BeMeCcTBO, obecrnieunBawiee M30TOHUYHOCTD CpeIncTEoO, dybepHOe
CpeICTBO, YCIOKaMBaKlee CPelICTBO M T.II. IJA XUIOIKMX IIpelapaToB.
Kpome ToTro, eciaM HeoOXOOMMO, TaKXe MOXHO MCIOJIE30BaTE oOmme
no6aBKU, TakKye Kak KOHCEpPBAaHT, AHTMOKCUIAHT, KpacuTelb,
[IoNCJIacTUTEeJIb, alcopbupyKlee BelNeCTBO, CMadMBaKllee BeMeCTBO U
T.II. COOTBETCTBYKIMM O0Opa30M B IIOOXOOANEM KOJMUECTEE.

[0150] IlpMMepH »KCLUIIMEHTa BKJIOYAKLT JIAaKTO3y, Ccaxapo3y, D-
MaHHUT, Kpaxmall, KYKYPY3HHM KpaxmalJl, KPpUCTaJIIMUeCKyl LeJlJIojIo3y,
JeTKyn 0e3BOIOHYK KPEMHUMEBYK KMUCJIOTY M T.II.

[0151] TIlpmMMepH CMas3HBaAKIEI'0 BelleCTBa BKJKUAKT CcTeapaT

MaT'H1A, cTeapaT KaJlbLUMA, TaJlbK, KOJIJIOMIOHEM OUOKCHUI KpeMHUA U
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T.I.

[0152] [TprMe s CBA3YKIET O BelleCTBa BKJIOUYAOT
KPpUCTaJIIINYE CKYIO LeJJI0JIOsY , caxaposy, D-MaHHUT, OEKCTPUH,
TUOPOKCUIIPONIUIILETIIOIIOSY , TUOPOKCUIIPONUIIME TUJILLeJIIIIIIO3Y ,
IOJIMBUHWIIIINPPOJIMIOOH, KpaxmaJg, caxaposy, KeJlaTUH,

MeTHMJILeJIJII0JIO3Y , HanT/HZ KapBOKCHUME TUJILEJIJIIIIO3Y M T.II.

[0153] [MpuMepH Oe3VMHTEeTPUPYIIIETO cpencTrea BRJIOUAIT
KpaxmMmall, KapOOKCHUME THUIILEJIIIIO3Y, KaJbLUum
KapOOKCUME TUIILEJIJIIIIO3Y, HaTpuUM KapBokCcHMe TUIIKPpaxmall, L-

TUOPOKCUIIPONIUIILEJIIIO3Y M T.II.
[0154] TlpuMepH PacTBOPUTENA BKILUAT BOOY IOJIS WHBEKLNUN,
CIVPT, [IPOHMJIEHIUJIMKOJE, MaKpOI'OJI, KyHXyTHOE MacJio, KyKypy3HOe

MacJIo, OJIMBROBOE MacJIO M T.II.

[0155] [TprMepE COJIIOUIIUB3UPYRIIETO CpencTrea BKJIOUYAOT
[IOJIMATUIIEHIUIMKOJIE,  [IPONWMJIEHIJIMKOJEL, D-MaHHMT, OeH3MJI0eH30aT,
5TaHOJI, TpPpUCaMMHOMETAH, XOJIeCTePUH, TpMATaHOJIaM/H, KapOOHAT

HaTpud, LUUTpaT HaTPpMAd M T.I.

[0156] [TprMepE CYCIEeHINPYKRIIero BelleCcTBa BKJIOUYAOT
[IOBEPXHOCTHO—AKTHBHEE BelleCTBa, TaKMe KaK CTeapUITpUSTaHOJIaMUH,
JaypuicyabdaT HaTpMA, JaypWUJIaMMHOIIPOIMOHOBaA KUCJIOTa, JELUWUTUH,
XJopnn OeH3aJIKkOHMA, XJIopMI OeH3eTOHUd, IJIMLUEePpMH MOHOCTeapaT U
T.II.; TUIPOGMIIBLHEE I[OJIMMEPH, TakMe KaK I[IOJMBUHMUIIOBHI CIUPT,
NOJIMBUHWIINIVPPOJIUIOOH, HaTpPUM KapBoKCcHUMe TUIILeJIInJIo3a,
MeTUMJILEJIUIIIO3a, IUIOPOKCUMETUIILEJIIoo3a, IMIPOKCUSTUIILEIIInIIO3a,
TUOPOKCUIIPONIUIILEJJIJIO3a M T.II.; W T.II.

[0157] [IpuMeps  ofecHneunBawlerld M30TOHMUHOCTL  CpencTBa
BKJIOUAKT IJIOKO3Yy, D-copbur, XJopuI HaTpUd, IJIMLUEePMH, D-MaHHUT U
T.II.

[0158] [MpuMeps  OybepHOTO CpencrBa BRJIOUAT OydbepHEe
PacTBOPH, Takue Kak ¢ocodaTh, alLeTaTH, KapOOHATH, LUMUTpaTE M T.II.

[0159] IIpuMepH yCHOKaMBaKMeT'o CPeOCTBa BKJIOUALT OeH3WUJIOBHM
CIUPT M T.I.

[0160] [TprMe s KOHCepBaHTa BKJIOYAT CJIOXHEIE 5QUPEL
naparMopoKCUOeH30MHOM KMUCJIOTH, XJOpOyTaHoJ, OeH3WMJIOBHI CIOUPT,
GEeHsTUIIOBEM CIOMPT, OEeTUOPOYKCYCHYK KUCJOTY, COPOMHOBYK KUCIOTY

nm T.II.
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[0161] MpuMepH AHTHMOKCHUIaHTa BKJIIOUAOT CYJIBQUTEL,
ACKOPOMHOBYK KMUCJIOTY, O~TOKOQepOoJ M T.II.

[0162] IlpuMepH KpacCHUTeJIa BKJOUAT pacTBOPMMEE B  BOIOe
OMIMEeBEEe KpPpacCUTENIM M3 KaMeHHOYTOJIBHOM CMOJIE (HalpMMep, IUIeBHE
KpacuTeu, Takue kak Food Red No. 2 m No. 3, Food Yellow No. 4
n No. 5, Food Blue No. 1 m No. 2, u T.I.), HEpacTBOPMMEE B BOIe
Jakoobpasyomye KpacuTesu (HalpuMep, COJM aJIlOMMHUMSA YIIOMSHY TEIX

BHIIEe PaCTBOPUMMEIX B BOIOe IIMIIEBEIX KpaCMTeﬂeﬁ ns KaMeHHoyPOHbHOﬁ

CMOJIH) , TIPUPOMOHEE KpacUTeJu (HanprMmep, B-KapoTuH, XJIOPOOMILI,
okcun xejieza (IIl)) m T.II.

[0163] IlpuMMepH NOOCJIACTUTEIS BKJIOUAT CcaxapuHaT HaTpubg,
IVUKAJIUATIIMIVPPU3MHAT, aclapTaM, CTEeBUID M T.II.

[0164] IIpuMepH alcoplUpyRIMX CPEeOCTE BKILUYAKT [IOPUCTHMN
Kpaxmall, CUJIMKaAT KaJblKMsa (TOpTOoBOe Ha3BaHuMe: Florite RE),
aJloMOMETaCUJIMKAT MaTHMA (ToproBoe HazBaHMe: Neusilin) u JeTrKyo
0e3BOOHYI KPEMHMEBYK KUCJIOTY (TOproBOe HasBaHMe: Sylysia).

[0165] [TprMe s cCMauMBaKIero BelleCcTBa BKJIOYAOT
IPONUJIEHTJIMKOJIb MOHOCTeaparT, copbuTaH MOHOOJIeaT,
OVUBTUJIEHTJIMKOJIE MOHOJIaypaT U IOJIMOKCUDTUIIEHJIaYPUJIOBEM 20Up.

[01l66] B mpolLecce IOJIydeHMA IIepOopalibHOT'O IIpelapaTa IIpH
HeOoOXOOMMOCTM  MOXHO MCIOJIE30BaTh I[IOKPETHE OJA MacCKUPOBaHMUA
BKyCa, CBOMCTBa pacTBOPEHMSA B KHUIEUHUKE WMIM IIPOJOHTMPOBAHHOTO
OeViCTBUA.

[0167] IlpuMephl OCHOBH IIOKPHTUSA OJIS [NIPUMEHEeHMS OJIS [IOKPHTUA
BKJIOUAT OCHOBY IJIS IIOKPHEITUSA M3 Caxapa, OCHOBY IIOKPHTUSA B QopMe
BOIOHOM TILJIEHKM, OCHOBY IIOKPHTMUA B QOpMe KHIeUHOPaCTBOPUMOM
ILJIEHKM W  OCHOBY IOKPHTMA B (QOpMe ILJIEHKM C  3aMelJIEeHHBEM
BEHICBOOOXIEHVEM.

[0168] B KauecTBe OCHOBH IIOKPHTMA M3 Ccaxapa MWCIOJb3YyKT
caxaposy. Bojee TOTO, OOMH WIM HECKOJBKO THUIIOB, BHEHOPAHHEX U3
TaJbKa, NPeUUINTUPOBaAHHOTO rkapboHaTa KaJbLUKnd, xeJjlaTuHa,
rymMmmvmapabuka, — IIyJulyJiaHa, KapHayOCKOTO BOCKa M T.II. MOXHO
MCIIOJIb30BaTh B KOMOMHALIUN.

[0169] IIlpuMMepH OCHOBaHMA TIIOKPHTHA B (QOpMe BOIOHOMW IILJIEHKU

BRJIOYAKT IIOJIMMEPE LEJUJIKJIOSEH, TaKMe KaK TI'MOIPOKCUIIPOIIMIILIEJIJIInIIO34a,
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TUOPOKCUIIPONIUIIME TUJILLEJIIIIIIO 38, TUOPOKCUS TUJILLEJIIIIII0 34,
METUITUIPOKCUSTUIILLEJIJIINIIO3a WM T.I0.; CUHTEeTHUUYECKNE  IIOJIMMEPH,
Takue Kak NIOJIMBUHWIIALLE TaJIb IoMsTUJIIaMMHOAaleTaT,
AMMHOAJIKMJIMETAKPUIIATHEM  COIOJIMMep E [Eudragit E (Toproeoe
HasBaHUe) ], OOJIUBUHUIINIMPPOJMOOH U T.H.; W I[IOJMCaAxXapMUOH, TakKue
Kak IyJulyJlaH M T.I.

[0170] IpuMepH OCHOBH IIOKPHTHSA B QopMe KUIIeUHOPaCTBOPUMOM

IIJIEHKU BKJIOUAIT [IOJIVIME DL L1eJIJTI0JIO 3HL, Taxkue Kak
TUIPOKCUIIPOIINIIME TUJIILEJIITIOJIO BE bramnar,
TUOPOKCUITPOIMUIIME TUITLEJIITIOJO 3H alerar CYKIMHaT,

KapOOKCUMETUIID TUJILEJIJIJIO3a, LeJJIJIO3E  alleTaT oTajlaT M T.O.;
AKPUJIOBHE IIOJIMMEPH, Takue KaK COTOJIMMEP MeTaKPUIIOBOM KUCJIOTH L
[Eudragit L (TOproBoe  Ha3BaHUe) |, COIOJIMMEP  MeTaKpMUJIOBOM
kucygoTel LD [Eudragit L-30D55 (ToproBoe HalBaHMe) ], COIOJUMED
MeTaKpUJIOBOM kKMCJIOTH S [FEudragit S (ToproBoe Ha3BaHMe)] M T.O.;
¥ BCTpedawlyrecs B OPpUpPOIe BemecTBa, Takue KakK meJiJjlak M T.X.

[0171] [TprMe s OCHOBE! [IOKPBEITU A B bopme [IJIEHKU C
3aMenJIEHHEM BECBOOOXIEHMEM BKJIUAKT I[IOJMMEPH LeJUJIJIO3E, TaKue
Kak DTUWILeJUIJio3a M T.O.; W aKpPWUJIOBHE IIOJIMMEPH, TaKKe Kak
COIloJIMMEP  aMMHOaJIKMIJIMeTakpuiaTa RS [Eudragit RS (Toproeoe
HasBaHMe) ], CyCIeH3ud COIOoJIMMepa 5STujakpuilaT-MeTUJIMeTakKpuiaT
[Eudragit NE (ToproBOe Ha3BaHMe)] M T.I.

[0172] VYHnoMsaHYTHE BHIIE OCHOBH IIOKPHTMSA MOXHO MCIIOJIB30BATH
IocJjie CMemeHMsa »OBYX uiIM 0oJiee MX TUIIOB B COOTBETCTBYIIMX
COOTHOIMEHNSAX . IO  TIOKPHTHUA, HalpuMep, MOXHO  MCIIOJIb30BAaThH
SKpaHrpyKllee OT CbkBeTa CpelCcTBO, TaKoe Kak OKCHUI TUTaHa, OKCUIL
xejieza (III1) m T.m.

[0173] HO3UPOBKY COEeOMHEeHMS TI[I0 HacTofdlleMy M300peTeHUo
COOTBETCTByKIMM 0O0pa3oM BHOMpPaRT B 3aBUCHMMOCTM OT CyOBeKTa
BBeOeHUsd, CHMITOMa, cHocoBa BBegeHMa M T.II. Hanopumep, KoTzna
CoenMHEeHMe II0 HacCTodAmeMy M300peTeHMK BBONAT IepOopalJibHO MHalMeHTYy
C OXupeHMeM wIM ouabeTomM (Macca Teyna 60 KI'), CyTO4YHasa Jo3a
COeIMHEHNA II0 HacTodlleMy WM300pPeTeHUI COCTaBJigeT NIPUOIU3UTEJILEHO
or 0,1 mo 100 Mr', MNPemIOUTUTEJIEHO Ipubiam3uTessHO oT 1,0 mo 50
MI', OoJlee MNPenloUTUTEeJILHO NOpubiamsuTesbHo oT 1,0 mo 20 Mr. Korma

COoelIMHEeHNEe I10 HacCToAlleMy MSO@peTeHMIO BBOIOAT ITapeHTepaJIbHO
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nalumMeHTy C OXMpeHMeM WM nouadbeTom (Macca Teja 60 KI'), CyToOuHasd
nosa COEeNVHEHU S 1o HaCcTOAIeMy n300peTeHun COCTaBJISET
npudansnuresbHO oT 0,01 mo 30 MI, HOPenlIouTUTEJIEHO NPUOIIM3UTEJIBHO
or 0,1 mo 20 mMmr, OoJiee MNPEOIOUTUTEJIEHO NpUbOIM3uTesJbHO oT 0,5 mo
10 Mpr. STM KOJIMUEeCTBa MOXHO BBOIUTL I[IOCPEICTBOM MNPUOIIM3UTEIBHO
oT 1 IO HEeCKOJIbKMX UYacTeM B CYTKHU.

CoenuHeHUe 1o HacToAmeMy  M300peTeHMI - MOXHO BBOIUTE,
HalopuMep, Kaxnele CyTku (OoOMH pa3 B CYTKM, OBa pa3a B CYTKHM, 3
paza B CyTku, 4 paza B CYTKM, b pa3 B CYTKM, 6 pas B CyTKHU),
pas B 2 CyTOK, pas B 3 CyTOK, pa3 B 4 CyToOK, paz B 5 cyTok, pas3
B 6 CYTOK, pas3 B HeleJlb, OBa pPpa3a B HeOeJin, pa3 B IOBe HemeJu,
pas B 3 HemeJu, pas B Mecsdl, pas3 B 2 Mecsdlla, pas3 B 3 MecHdla,
pasz B 4 mMmecHdla, pa3s B 5 MecsdleB MIM pas3 B © MeCHAIEB.

[0174] CoemmHeHMEe 1o HacToAmeMy N300peTEeHUD MOXHO
VCIIOJIE30BaATE B KOMOMHALMKM C OPYTMM JIEKAPCTBEHHEIM CPEICTBOM,
KOTOpOE He OKa3HBaeT HeOJIaToONpUMATHOTC BJIMSAHUA Ha COeIMHEeHME IIO
HacToAmeMy M300peTeHMIo, IOJ4 LeJHu, HalpuMep, YCKOpeHMS IelCTBUI
(JleueHue sdderkTa OXMPEHUS, ouabera M T.I.) COeIMHEHMSI IIO
HacToAmleMy M300peTeHUrw, CHWXEHMS IOO3H COeOMHEHMUS I[10 HacCTOodlleMy
n300peTeHnio U T.II.

[IprMe Pl JIEKapCTBEHHOTO cpencTea, KOTOpoOe MOXHO
MCIIOJIL30BaTh B KOMOMHAaLUN c COenOMHEHNEM 1o HacTodleMy
n300peTeHnD (maJjiee VHOT'Oa COKpalleHHO oB6o3HaUaeMoIro Kak
CONIyTCTByKIee JeKapCTBEHHOE CPEeICTRBO) BKJWOUAT CpelCcTBa IIPOTHUB
OXUPEHMa, JIeKapCTBeHHEE CcpencTBa oT 1mabeTa, JeKapCTBEHHHE
cpeIncTBa OT OCJOXHeHUV 1OuadeTa, JeKapCTBEHHEE CpeIcTBa OT
TUTIE PN EMAMA , AHTUTUIIEPTEH3VBHEE CcpencTrea, ONypeTUKH,
XUMHUOTEpPAalleBTUUYECKME CpencTBa, MMMYyHOTepalleBTHUUeCKUe CpelcTBa,
[IPOTMBOBOCHAJIUTEJIbHEE JIeKapCTBEHHEE cpencTeBa,
AHTUTPOMOOTUUECKNE cpencrea, JIeKapCTBEHHEE CpencTBa oT
OCTeOolopo3a, BUTaMMHE, JEeKapCTBEHHEE CPeNCTBa [IPOTUR IeMeHINHU,
JIeKapCTBEHHEE cpencTea [IPOTUB SPEKTUIILHOM OMCOYHKLINUMI,
TepalleBTUYECKUE JIeKapCTBEHHEE CpeIncTea oT YyacToTo
MOUEMCIIYCKaHMsd WJIM HelepXaHUsa MOuM, JeKapCTBeHHEE CpelcTBa OT
OU3ypumM U T.II. KOHKpPEeTHBE IIPUMMEPH CONYTCTBYKIEI'O JIEKAapPCTBEHHOT'O

CpellCTBa BKJIOUAKT CcCpelCTBa, YIIOMAHYTEIE HIMXE.
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[0175] IlpuMeps CPEenCTB IPOTUB OXUPEHMSA BRKIIOUAT MHIMOUTOPH
o0paTHOTO 3axeaTa MOHOAMMHOB (HampuMmep, OGeHTepMMH, CUOyTaMMH,
Mas3MHIOOJ, biryokceTHUH, Te300eH3MH) , AT OHUCTEL peLlenTopa
CepoTOHMHa 2C (HamopuMmep, JOopKasepMuH), aHTaTOHUCTH pelelTopa
CepOTOHMHa 6, MOOYJATOP pelelTopa I'McTaMuMHa H3, wMomyJsTop GABA
(HanopuMep, ToIMpaMaT), aHTal'OHMCTH HeMpolenTuna Y (HalpuUMep,
BeJIHEIIEPUT), aHTaTOHMCTH KaHHaAOMHOMIOHHIX PELENTOPOR (HalpuMep,
puMoHabaHT, TapaHab®aHT) , AHTATOHMUCTE  I'pPeJiMHa, AHTaT OHMUCTE
pelenTopa I'peJivHa, MHIMOMTOpa OGepMeHTa  I'pelIMHaAUUIVNPOBaHUA,
QHTATOHUCTEL  ONMOMIOHEX PELEelTOPOR (HanpuMmep, GSK-1521498),

AHTaT'OHVMCTEI penelriTopa OPEeKCHHa, aT'OHMCTEL pelneliTopa

MeJIaHOKOPTUHA 4, WHIUOUTOPH IeTunporeHass 11B-TMIOIpPOKCUTEepOUIOB

(HammpuMep, AZD-4017), WUHTUOUTOPH JIMIA3H [IOIKEJYIOUHOM KeJle3H

(HampuMep, opJucTaT, LeTUIucTaT), P3-arouHmMcTH (HanpuMmep, N-
5984), VHIVOUTOPH  IMauWJIIUIMLIepUHaluuITpaHcdpepas3u 1 (DGAT1),
VMHIUOUTOPH aleTuii-CoA-kapbokcuiase (ACC), MHIUOMUTOPHE OGpeMeHTa
cTeapousi-CoOA-mecaTypastl, VHTUOUTOPH OeJIka-TIepeHOoCUrKa
MUKPOCOMAJIBHEIX TPUIJIMLEPMIOOB (HamnpuMmep, R-256918), MHIMOMTOPEH

KOTpaHCcIoprepa Na-1JIoKo 35 (HanpuMep, JNJ-28431754,

peMOTIIMQIIO3MH) , MHITUOMTOPE NFk (Hanpumep, HE-3286), ar'OHMCTH

PPAR (HanpuMep, GFT-505, DRF-11605), VMHIMOUTOPH  dochaTassl

bochoTUPO3UHA (HanpuMmep, BaHamaT HaTpuA, TPOOYCKBEMUH) ,
AT'OHMCTEHL GPR119 (HanpuMep, PSN-821, MBX-2982, APD597),
AKTUBATOPH TJIKOKMHA 3E (HanpuMep, AZD-1656), JIeIITUH,

IPOM3BOOHEE JIENTMHa (HalopuMep, MeTpoJenTuH), CNTF (uUmMiIMapHBEMN
HeVpoTpoduueckut daxTop), BDNF (OpoMcXOoOamMi M3 TOJOBHOTO MO3Ta
HeVpoTpoduueckut ©GaKTop), aTrOHUCTH XOJMMUMCTOKMHMHA, I[IpelapaTH
aMMJIMHa (HaopuMep, OpaMIuTuaun, AC-2307), aroHUCTH HeUpolelTuIa
Y (Hampumep, PYY3-36, npomsBonHele PYY3-36, obmHenTnn, TM-30339,
TM-30335), npernapaTs OKCHMHTOMOLYJIMHA : npernapaTsl FGF21
(HanpuMmep, npenapaTel FGF21  XMBOTHHX, BSKCTPalMpOBaHHEE U3
IOIXKEJIy DIOUHOM KeJle 35 KOpPOB Wi CBUHeN; npernapatTk FGF21
JeJIoBekKa, TeHEeTUUEeCKHA CUHTE3UPOBaHHEE C MCIIOJIb 30BaHMEM
Escherichia colil wWin IOpoxxel; bpalMeHTH WM IPOM3BOIOHHEe FGEF21),

AHOPEeKCUTeHHEM al'eHT cpencTea (Hanopumep, P-57) m T.1m.
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[0176] B paMrKax HacToAmeIro n300peTeHnd B KauecTBe
JIEKapCTBEHHOTO CcpencTBa oT muabeTa MOTYT OBTB  YIIOMSAHYTH,
HalpuMep, [pelapaTe MHCYJMHAa (HanpuMep, IpeHapaTe MHCYJIMHAa
XMBOTHEIX, SKCTPparMpOBaHHHE U3 TIOMXKEJYIOOUHOM KeJIe3E KOPOB WU
CBUHEN; npernapaTh VHCYJIMHAa yeJioBeKa, TeHeTUUEeCKHU
CHMHTEe3UPOBAHHEE C MCIOJIbL30BaHuMeM Escherichia colli WiV OPOXXeN;
VHCYJIMH LMHK; T[IPOTaMMH MHCYJIMH LMHK; QparMeHT WM [IPOM3BOIHOE
MHCYJIMHa (HanpuMmep, INS-1), TIepopaJibHHM IOpenapaT MWHCYJMHA),
CeHCUOMIIM3AaTOPE MHCYJIMHa (HaopuMep, OUMOTJIMTA30H WMJIM €TI0 COJib
(MpelnouyTUTEeJIBHO, TUIPOXJIOPUI) , POBUIINIMTA30H WMJIM eTr'o  COJib
(MpelnouyTUTeJIbHO, MaJeaT), MeTarJmpmaceH, AMG-131, ©OajarjmMTas3o0H,
MBX-2044, pWMBOTUIMTa30H, aJlelJIMTaz3ap, uulJMTazap, JobelJiMTa30H,
PLX-204, PN-2034, GFT-505, THR-0921, coemmHeHMe, OIMCaHHOEe B
WO007/013694, WO02007/018314, WO2008/093639 mum WO2008/099794),

VHTUOUTOPH O~ TJIKO 31 a 3 (HanpuMep, BOTUINOO3, axkapbosa,
MUTJILTOJI, BMUTJIMTAT), OUTYyaHUOH (HaOopUMMep, MeTOopMMH, OybopMMH
WM ero CoJib (HanpuMep, TUOPOXJIOPHUL, dpymapar, CyKLMHAaT) ),
CTUMYJIATOPE CEeKpeLUuM MHCYJIMHAa (HanpuMmep, CYJIbQOHMIIMOUEBMHA
(HanpuMep, ToJbOyTammun, INIMOeHKJIaMUI, IUIMKJa3MI, XJIOPIpOollaMuI,
ToJIa3aMmuI, aleToreKcaMul, IJIMKOIMpaMun, IJIMMENVPUI, DJIMIW3UL,
TMOy30J1) , PpPelNalJIMHUI, HaTelJIMHUI, MATUIJIMHUL WIM U¥X IujgpatT
COJIM KaJbLUuAg), MHIUOMTOPE OUIENTUIWIIENTHIa3s IV (HaopuMep,
AJIOTJIUIITUH M ero COJIb (MpednouyTuUTeJILHO, BeHzoar),
BaAJIOATJIMIITMH, CHUTaIJIMITMH, cakKcalJmuioTuH, BI1356, GRC8200, MP-
513, PF-00734200, PHX1149, SK-0403, ALS2-0426, TA-6666, TS-021,
KRP-104, TpeJaTlyIMITMH WJIM €TI0 COJb ([NpeldlouTHUTeJIbHO CYKLUMHAaT) ),
arourcTel 33 (Hampumep, N-5984), arouHmcTeEl GPR40 (HanpumMmep,
Fasiglifam VI ero rmopaT, COeIVHEHNE, OIIMCaHHOEe B
W02004/04126¢, W02004/106276, W02005/063729, W02005/063725,
W02005/087710, W02005/095338, W0O2007/013689 wmiam W02008/001931),
MHIUOUTOPH SGLT2 (KOTPaHCIOPTep HaTpUA-IJIOKO3E 2) (HanpumMmep,
nenaramiio3nH, AVE2268, TS-033, YM543, TA-7284, pemMorJmMdIIO3UH,
ASP1941), MHIMOnTOPH  SGLTI, UHTUOUTOPE  OeTruIpoTreHaszel 11[3-
TUOPOKCUCTepounos (HanpuMmep, BVT-3498, INCB-13739), aIUIOHEKTUH

WY eTro aroHucT, wuHIuouTope IKK (HamnpuMmep, AS-2868), cpencrTsa,
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IIOBHIIAKINE YCTOMUMEBOCTE K JIENITUHY, ATOHUCTEH pelLenTopa
coMaToCTaTMHa, aKTUBATOPH IJIOKOKMHAZH (HalpuUMep, IUpalJMaTUH,
A7ZDl1650, AZD6370, TTP-355, COeIMHeHNe, OIIMCaHHOE B
W0006/112549, W0007/028135, wo008/047821, Wwo008/050821,
Wwo008/136428 wmiau WO008/156757), aroumcTn GPR119 (Hampumep,
PSN821, MBX-2982, APD597), FGF21, aHajor FGF, mHruOuTOopH ACC2 wu
T.II.

[0177] B kauecTBe JeKapCTBEHHOTO CpelcTBa OT OCJIOXHEeHUM
nabera MOTYT OHTH  YIOMAHYTH  MHTUOMTOP  albOOo30pelyKTa3HE
(HanmpuMep, ToJpecTaT, DlIajlpecTaT, 3oloJipecTar, oumapectar, CT-
112, panupecTaT (AS-3201), JIumopecTaT), HeUpoTpodUueckur GarKTOp
¥ CpenCcTBa, IOBHIIaAKIMe €TI0 YpPOBeHb (Hanpumep, NGF, NT-3, BDNF,
CPeICTBO, CTUMYyJIMpyKIee IPOOYKUMID/CeKpelrin HeNTpoTpodrnueckoro
baxTopa, ommMcaHHoe B WO001/14372 (Hanpumep, 4- (4-xjgopbeHn)-2-
(2-mMeTuii-1-MMmaas3oJinii) —5- [ 3— (2-MeTUIGEeHOKCH ) IIPONMJI] OKCa30JI) ,
coegmMHeHune, OIlMCaHHOe B W02004/039365), VHTUOUTOPH PKC
(HamipuMep, pyOOKCUCTaAypMH MesujaaT), UWHIuOuTopH AGE (Hanopumep,
ALTO946, Opommn N-dpeHaumaTmaozousa (ALT766), EX0-226, OUPUIOPUH,

OIVPMOOKCaMMH) , alOHMCTH pelelTopa GABA (HalnpuMmep, TraBaleHTHUH,

nperabajmH) , MHTUOUTOPH ofpaTHOTO 3axBaTa CepOTOHMHA u
HopalOpeHaJlMHa (HanpuMep, OYJIOKCEeTHUH) , VHIUOUTOPE  HaTPUEBHX
KaHaJIoB (HanpumMmep, Jako3ammn) , AKTUBHEE JIOBYWIKM  KUCJIOpOLa

(HanpuMep, TMOKTOBAaA KUCIJIOTa), LepebpallbHEHEe COCYyIOopaclMpsolye
cpencTBa (Haopumep, THUaANYPHUI, MeKCUJIETMH), AaTlOHMCTH pPelelTopOoB
coMaTocTaTuHa (Hanopumep, BIM23190), MHTUOUTOPH peTyIupylmen
CUTHaJI aronro3a KumHazw-1 (ASK-1) m T.1I.

[0178] B KauecTBe JIeKapCTBEHHOTO cpencTrea oT
TUTIEPIIUIINAEMYM, MOTYT OHTH YIIOMAHYTH WHIMOMTOPH peldyKTask HMG-
COA (HampumMep, npaBacTaTHH, CHMBacTaTUH, JoBacTaTUH,
aTopBacTaTuH, GQJIyBacTaTHH, pPO3yBacTaTWMH, IOMTaBacTaTWUH WJIM eTo
COJIb (HanpuMep, COJIb  HaTpuL, COJIb KaJablyM4g) ), VHTUOUTOPEL
CKBaJIeHCUHTAa3H (HaopuMep, CoeIMHeHMe, OIMcaHHoe B W097/10224,
HalpuMep, N-[[(3R,5S)-1-(3-aLeToKCU~-2, 2—OVME TUJIIIPOINII) — 7 —XJIOP—
5-(2, 3-oumMeTOoKCcUbeHMI) —2-0okco-1,2, 3, 5—terparmopo-4, 1-
OeH30KCa3elMH—3—WUJl] alleTUJI ] IUIIepUOUH-4-yKCYCHa 4 KmcJoTa) ,

coenuMHeHUA-OubpaTe (HamopuMmep, OezadpubpaT, kKIodubparT, cuMmoubpar,
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KIMHOOUOpAaT), aHMOHOOOMeHHasa CcMoJla (HallpuMep, KoJleCTHpaMUH),
npoByKOJI, JIEKAapCTBEeHHEE CpeIOCTBa Ha OCHOBE HUKOTMHOBOM KUCJIOTH

(Hanpmmep, HVKOMOJI, HMIepnTpoJl, HMaCHaH), STMIJIMKO3alleHTaT,

duTOCTEPUH (HanpuMmep, COEeBHM CTepuH, TaMMa—-0OpPU3aHOJI (y-
OpM3aHoJ) ), VHITUOUTOPH BCAaCHBaHUSA X0JIeCTepuHa (HampumMmep,
3exud), wuHTMOuTOope CETP (HanpuMmep, IOajueTpanm®, aHaleTpanuo),

npenapaTe ©-3 XUPHHX KKCJIOT (HaopuMmep, STUJIOBHE BOUPH ©—-3-—

XUPHBEIX KUCIJIOT 90 (5TUIIOBEE 50MPH O—-3-KMUCJIOTH 90)) u T.I.

[0179] [MTprMepH AHTUTUIIEPTEH3UBHOT'O CpencTrea BKJIOUYAOT
VMHITUOUTOPH aHTMOTEH3MHIIpeBpalamnero bepMeHTa (HanmpuMep,
KalToIpWII, BHaJIAlpWI, neJjlalenpuil n T.O.), AHTAT OHUCTEL

aHTMoTeH3MHa 11 (HanpuMep, KaHIecapTaH HMJIeKCeTuJI, KaHIgecapTaH,
JozapTaH, Jio3apTaH Kajgui, BSHIpocapTaH, BajicapTaH, TeJMMcapTaH,
npbecapTaH, TacocepTaH, oJIMecapTaH, oJIMecapTaH MeIOKCOMMII,
asuijicapTaH, a3ujcapTaH MeNOKCOMMJI M T.H.), AaHTaTlOHUCTH KaJblIWA
(HammpuMep, MaHUOWIINH, HMOeIUINH, AMJIOOMIIUH, SOOHVIUIINH,
HUKAPOUIIMH, HUMJTHUIIVOMH u T.IO.), f-6yioxaTopu (Hampumep,
MeTOIpPOJIO, aTeHOJIOJN, MHIPONIPaHOJIOJ, KapBeOouJIoJ, I[IMHOOJOJN WU

T.O0.), KJIOHMOMH UM T.II.

[0180] B KauecTBe ouypeTmuKa MOTYT OBITH YIIOMSAHY THI,
HalpuMep, [NOIPOMU3BOIOHEE KCaHTHHA (HanlpuMep, TeoOpOMMH HaTpUM
canuumuiaT, Teod®poMMH KaJbUUM caauumiaT M T.IO.), THUaBUIHHE

openapaTe (HaopuMep, STHa3MI, ULIMKIIONaHTMa3UI, TPUXJIOPMETHA3NU,
TUOPOXJIOPTHUABUL, ITMOPOQIIYMETHA B, OeH3UMITUAPOXJIOPTHA UL,
neHOJIYyTHAa3UT, noJimMTHuasunm, METHKJIIOTHA 3L n T.II.),
aHTHAaJbIOCTEPOHOBHE npernapatTel (HanpuMep, CIIMPOHOJIAKTOH,
TpMaMTepeH U T.II.), VHIMOMTOPH  KapOoaHTuUOpas3H (HanpumMmep,
alleTaszojlaMun u T.II.), XJIOPBOEH30JICYJIEQOHAMVIHEE cpelcTea
(HallpuMep, XJOopTajiMOooH, Medpy3ML, MHOalaMun M T.II.), asoceMun,
N30COPOUT, BTaKpMHOBaA KUCJOTa, IMpeTaHul, OyMeTaHuUI, bypoceMmn
N T.I.

[0181] IlpMMepH XMMMOTepalleBTUUYeCKOI'0 CpelcTBa BKJIOYAT
AJIKUJIMPyIMe CpencTiBa (HanpuMep, LOukJopochammm, wmbpochammn),
aHTUMe TaOOJINTEL (HanmpuMep, MeToTpeKcarT, 5-bTopypauni) ,

AaHTUOUMOTUKMA IIPOTUB 3JIOKAUYEeCTBEHHOM OITy XOJIN (HaHpMMep,
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MUTOMMILIMH, aIpMaMMULMH), CpelcTBa OIPOTMB 3JI0OKaUYeCTBEHHOM OIIYyXOJIM
PaCTUTEJIBHOTO IPOUCXOXIeHUA (HalpMMEepP, BMHKPUCTMH, BUHIE3UH,
TaKCOJI) , UMCIJIaTMH, KapOoIlJlaTWuH, DTONOo3MI M T.I. Cpeau IpOoUuMX,
[IPEenlIouTUTEeJIbHEIMMY  ABJIAITCH I[IPOUMBBOOHOEe Lb-dTopypauuia OQypTYJIOH
WV HeOQYypPTYJIOH M T.II.

[0182] IlpMMepH MMMYyHOTEPAaleBTUUeCKOI'O CpeICTBa BKJIOUAT
MUKPOOHEE WMIM ©OaKTepHualJibHHE KOMIIOHEHTH (HaOpuMmep, IPOM3BOIHOEe
MypaMUJIOUIIEeI T, omMuudaHm) , noJiMcaxapmiH, obJlamammme
AKTHUBHOCTBLID YCUIJIEHMS MMMYHHOM CUCTeMbl (Halopumep, JeHTMHAaH,
cuszodupaH, KPEeCcTUH), UUMTOKMHE, IIoJydaeMble crnocobaMy TeHHOM
VHXeHepUn (HanpuMep, MHTepdepoH, VMHTepPJIeNKNH (IL)),
KOJIOHVECTUMYJINP YK e baKTOPEH (HanpuMep, TPaHyJIOUUTapHEM
KOJIOHMECTUMYJIUPYIIUM (QaKTop, DPUTPOIOSTHH) M T.IO. Cpelu OPOUMUX
OPennouTUTEJILHEIMY ABJIARTCS MHTepJIeMKMHE, Takue kak IL-1, IL-2,
IL-12 u T.1m.

[0183] [TprMe s IPOTUBOBOCIAJIUTEJIEHOTO JIEKAPCTBEHHOT'O
cpencTea BKJIOYAT HECTEPOUIHHE [IPOTMBOBOCIAJIUTEJIbHEE
JIeKapCTBEHHEE cpencrea, TakKue Kak acCIiMpWH, aleTaMMHOQEH,
VHIOOMETAalUMH M T.II.

[0184] B kauecTBe aHTUTPOMOOTMUECKOI'O CpencTBa MOI'YT OHTH
YIIOMSAHYTH, HalpuMep, TelapMH (HadpuMmep, TelapuH HaTpull, IellapuH
KaJblLMM, SHOKCcAallapMH HaTpu¥, IJajJdbTelapuH HaTpuM), BapbapuH
(HanpuMep, BapdapmH KaJjui) , AHTUTPOMOMHOBHE JleKapCTBeHHEe

cpencTtBa (Hanopumep, aparartpobaH, pmaburaTpaH), MHIMOMTOPH FXa

(HanpuMep, puBapokcabaH, anukcabaH, snokcabaH, YM150,
coeInMHeHNe, ommMcaHHOe B WO002/06234, W02004/048363,
W02005/030740, W02005/058823 NI W02005/113504),
TPOMOOJIMTUUECKMEe CpeICcTBa (HaIpUMep, YPOKMHaza, TU30KMHA3RA,

ajbTelljiasa, HaTeljasa, MOHTeIlJlaza, [aMuTeliasa), MUHIMOUTOPH
arperaumm TPOMOOLUTOB (HanpuMep, TUKJIONIUIOVH TUOPOXJIOPUL,
KJIONIUOOT'pe, opacypres, E5555, SHC530348, LIMJIOCTAas0J,
STUIMKO3aleHTaT, OepalpOoCT HaTPUM, CcaplpoTpellaT TUIOPOXJIOPUIL) U
T.I.

[0185] IlpMMepH JIEKaApPCTBEHHOI'O CPencTBa OT OCTeollopos3a
BKJIOUAKT aJibdakaJibUMOOJ, KaJbLUUTPUOJI, DSJbKATOHUH, KaJlbLUVUTOHWH

JIOCOCH, DBCTPMOJI, UIPUOJIABOH, IaMMOPOHAT IMHATPUM, aJIeHOPOHAT
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HaTpu¥ TUAOpPAT, MHKaIpOHAT IOWMHATPUM, PU3elIpoHAT AOVHATPUM M T.II.

[0186] IlpuMepH BUTaMMHa BKJKUYAKT BUTaMMH Bi, BUTaMMH Biz2 u

[0187] IlpuMepH JIEKAPCTBEHHOTO CpelcTBa [IPOTUB IOeMeHLUU
BKJIOUAKT TaKpPMH, LOOHEIEe3WJI, PUBACTUIMMH, TajlaHTaMVMH M T.II.

[0188] IlpuMepH JIeKAPCTBEHHHX CPeNCTB IIPOTUE BPEeKTUJILHOU
OIVMCOYHKLUMM BKJIOUAT aloMOpdMH, CUIIeHaduJ LUTpaT U T.I.

[0189] IIpuMepH TepaleBTUUECKOT'O JIEKAPCTBEHHOT'O CPenCTBa OT
YacTor'0 MOUEMCIIyCKaHMsA WM HelepXaHMsa MOUM BRJKUYAKRT (QJIaBoKCaT
TUOPOXJIOPUL, OKCUOYTUPHUH I'UIPOXJIOPUIL, I[IPOIMBEBPUH I'MIPOXJIOPUL U
T.I.

[0190] IlpuMepr JIEKAPCTBEHHOI'O CpelCTBa OT IU3YPUU BRIIOUAT
VHIVOUTOPH aleTWUJIXOJIMHBCTepas3s (HalpuMep, IUCTUIMMH) M T.II.

[019]1] BoJjiee TOTO, TakXxe B KoMOMHaALIMM C COeIMHEeHMeM IIO
HacToAlleMy n300peTeHUD MOXHO MCIIOJIE30BaTh JIeKapCTBEeHHOe
CpPenCcTBO, IJS KOTOPOTO MNOATBEPXIEHO, UTO OHO OOjladaeT IOelCTBUEM

CMATUEHNSI KaXeKCUM JIMOO B MOINEJIAX Ha XMBOTHEX, JIMOO KJIMHUUECKMN,

T.E. UHTUOUTOP IMKJIOOKCUT €Ha 35 (HampyMep, MHIOMETAallNH) ,
[IPOMU3BOLOHOE IpoTecTepoHa (Hampumep, MarecTpoJI aluerar) ,
TJIOKOKOPTUKOUI (HanpuMep, InexcaMeTasoH) , JleKapCTBEeHHOEe
CPeIlCTBO-MeTOKJIOIPaMUI, JleKapCTBEeHHOe CpenCTBO-

TeTpalUOPOKaHHAOMHOJ, CPeOCTBO OJ4 YJYydlleHUI MeTaboJiM3Ma XUPOB
(HanpuMep, bSHKOo3alleHTaeHOBas KMCJIoTa), TOpPMOH pocTa, IGF-1 wmium
AHTUTEJIO MNPOTHMB MHOYLMPpYKIEeTro Kaxekcuwn ¢fakTopa TNF-o, LIF, IL-6
WM OHKOCTaTMHa M m T.II.

[0192] AJIE TEPHATUBHO B KOMOMHaLMM c coeIMHeHMeM  IIO

HacTodlleMy M300peTEeHND MOXHO MCIIOJIE30BAaTh VHIUOUTOP
TIIMKUPOBAHU A (HanpuMep, ALT-711), JIEKapCTBEHHOE CpPenCTEO,
CTUMYJIMPpYIlee  pereHepaluio HepBOB (HanpuMep, Y-128, VX853,

OpocanTul), aHTHUIeNpeCCaHT (HaopuMep, Oe3UlIpaMMH, aMUTPUITUIVH,
VIMUTIPpaMHUH) , AHTUSIIMJIEIITUYECKOE JleKapCcTBEeHHOe CpellCTBO
(HanmpuMep, JaMOTPUIVH, TPWJIeNTall, KeIlpa, B30HeIpaH, OperadajmH,
XapKoepum, kapbaMaszenuH) , AHTUAPUTMUUECKOEe JleKapCTBEeHHOE
CpencTBO (HampuMep, MeKCWUJIETMH), JMITaHO pelenTopa alleTUJIXOJIMHA

(HanpuMep, ABT-594), aHTaAT'OHMCT pelelTopa SHIOOTeJIMHa (HallpuMep,
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ABT-627), wmHIMOMTOpP 3axBaTa MOHOaMWMHOB (HalpMMep, TpaMamnoJl),
HApPKOTUUECKUNM aHaJlbTeTHuK (HalpuMep, MOpOMH), aTroOHMCT pellelTopa

GABA (Hamnpumep, rabamneHTmH, MR-npenapaT rabaleHTHHa), alOHUCT

peLenTopa oz (Hanpumep, KJIOHUOUH) , MeC THHM aHaJIbTeTUK
(HanpuMep, KalCaulMH), I[OPOTUEROTPEBOXHOE JEKAapCTBEeHHOE CPeICTEO
(HanpuMep, OeH30THMazeluH), MHIUOuUTOop docdommscTepassl (HaIpUMED,
cuneHadwuyl) , arOHMCT PelelTopoBR modpaMmHa (HaOpumep, aloMopdmuH),
MMIOaz30JlaM, KeTOKOHAa30JI M T.II.

[0193] Bpemsa BBeleHMA COeIMHEeHMSA 10 HaCTOoAmMeMy M300peTeHU
M CONYyTCTBYKIETO JIEKAPCTBEHHOTO CPeICTBa He OTpaHUUYeHO, M UX
MOXHO BBOIMTE MHIOMBUIOYYMY OIHOBPEMEHHO WMJIM C IIE€PEPHEBOM.

[0194] IlpmMepH TakoT'o crnocoba BBeOeHUS BKJIOUAKLT CJEOYIMNE :

(1) BBeIeHMe OIOHOTO npenapatTa, [IOJIYYEHHOT'O Iy TeM
OOHOBpPEeMeHHOM o00paboTKM COeOMHeHMA II0 HacTodleMy M300peTeHUIo U
CONIy TCTBYKIETO JIEKapCTBEHHOTO cpencTrea, (2) OIOHOBPEMEHHOE
BBEeIEeHUe IBYX TUIIOB I[IpelapaToR COeIMHEeHMsa [0 HaCTOAMEeMY
N300pEeTEeHUI M COIYTCTBYKIET'O JEeKapCTBEHHOT'O CpPelCTBa, KOTOopoe
OBJIO IIOJIYYEHO OTHOEJIbHO, OIHMM M TeM Xe IIyTeM BRBeIeHMUSd,

(3) BBeIeHMe OBYX TUIIOB npernapaToB COeNMHEHUSH 1o
HacToAleMy n300peTeHND 7 COIIYTCTBYKIETO JIEKapCTBEHHOT'O
CpelCTRBa, KOTOPHE IIOJIYUYEHEH I[10 OTOEJILHOCTM, OIOHMM IIYTeM BBEIEeHUS
C ImnepepsHBOM, (4) ODHOBPEMEHHOE BBeleHMe IByX TUIIOB IIpelapaToB
cCoeIMHeHusd 1o HacToAmeMy n300peTeHno u CONIYyTCTBYKIETO
JIEKapCTBEHHOTO CpelCcTBa, KOTOPHEe OBJIM IIOJIYYEHHE IO OTIeJIbHOCTH,
PasJIMUHEIMM [IYTAMM BBeIeHMsA, (5) BBeIeHMe IOBYX TMIIOB IIPelapaToB
COeIMHEHUSd 1o HaCTOAmeMY n300peTeHnD u CONIYyTCTBYKIETO
JIEKapCTBEHHOTO CpelnCcTBa, KOTOPHEE TIIOJIyUYeHH II0 OTIeJIbHOCTH,
PasJIMUHEIMU IIYTAMM BBEIEHMSA C I[IE€PEepPHBOM (HalIpMMep, BBeIeHME B
IopAOKe COelIVMHeHMEe I[I0 HaCTOAMeMy M300peTeHMI M COINYyTCTBYIIEES
JIEKapCTBEeHHOEe CpPeICTBO, WM B OOpaTHOM IMOpPAOKe) M T.II.

[0195] o3y CONYTCTBYKIETO JIEKAPCTBEHHOTO CpPelCcTBa MOXHO
COOTBETCTBYKIMM oBpa3oM OTIPENEIATE, MCXOIOHa n3 IO3HI,
VCIOJIE3YEMOM B KJIMHMUECKUX CUTyaluuax. COOTHOUEeHMEe IIPpU CMelleHUU
COEeNMHEHUS 1o HacTOoAleMY n300peTeHnn n CONIYyTCTBYKIET'O

JIEKApPCTBEHHOTI'O cpelcTBa MOXHO COOTBETCTBYKIIMM obpasoM
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ompeneyiaTb B  3aBUCUMOCTM OT CyOLeKTa BBeIeHUuHd, CUMIITOMA,
criocoba BBeIeHMUd, LejleBoTo 3aboJjieBaHMA, KoMOMHaumm m T.0o. Korma
cyOBeKTOM BBeIeHMS ABJISeTCSa UYeJIOBEK, HalpuMep, COIyTCTByKIee
JIeKapCTBeHHOe CPpeIOCTBO MOXHO MCIOJBE30BaThk B kKoJjudecTBe 0,01-100
yacTeM II0 Macce OTHOCUTeJLFHO 1 YacTu IO Macce COelIMHEeHUS IIO
HacToAleMy M300peTeHM.

[0196] I[lyTeM KOMOMHUPOBaHUSA coeIMHeHMsS IO HacTodlmeMy
U300pPEeTeHNI0 ¥ COIIYTCTBYIIMEI'O JIEKAPCTBEHHOTO CPeICcTBa:

(1) o3y coenVHeHMnd infe) HacTogmeMy n300peTeHn MJIIN
COIYTCTBYIIIET O JIEKapCTBEeHHOTO cpeIncTBa MOXHO CHMXAaTh 10
CpaBHeHMIO C BBeIeHMeM COeOMHEeHMS IO HacToAleMy M300peTeHMI0 WM
COINYTCTBYKRIMETO JeKapCTBeHHOTO CpelcTBa,

(2) JlexkapCTBeHHOEe CpPenNCcTBO MOJIS I[IPMMEHeHMsa B KOMOMHaALUUM C
coeIMHeHMEM IO HacTodAmeMy  M300peTeHMI  MOXHO BHIOUPATH B
3aBUCUMMOCTM OT COCTOSAHMSA NalMeHTOB (MAT'Koe, TaXeJioe UM T.II.),

(3) mepuon JieueHMSa MoxeT OHTbL I[IpOoOJieH IOyTeM BuHOOpa
COINIyTCTBYKRIMETOo JIEKAPCTBEHHOTO CpelcTBa, obJjamanmero IeVICTBUEM U
MeXaHM3MOM, OTJIMUAMMMKCSI OT IeMCTBUA M MexXaHu3Ma COeOVMHEeHMUSI II0
HacToAmeMy Mu300peTeHuo,

(4) »0deKT HENPEPHBHOT'O JIeUeHUS MOXeT OHTb IOOCTUTHYT IIyTeM
BHOOpPa CONYTCTBYKIETO JIEKAPCTBEHHOI'O CPEencTBa, obBJajawnimero
OeViCTBMEeM ¥ MeXaHM3MOM, OTJMUaAlMYMUCS OT NelCTBMSA ¥ MexXaHM3Ma
COeIMHEeHMS II0 HacTodgmeMy M300peTeHMOo,

(5) MOXeT OHTbL OOCTUTHYT CHHepTUueckuy sd0bexkT nIyTeMm
KOMOUHUPOBAHHOTO IpUMeHeHM S COeIMHEHUS 1o HaCcTogleMy
N300peTeHNI0 ¥ COIYyTCTBYIIMEI'O JIEKAPCTBEHHOTO CPenOcTBa M T.II.

[[IpymMepEt]

[0197] CokpameHHEe OO0OO3HaAUeHUA, MCIIOJBb3YEMEE B HaCTOAMEM
ONIMCaHUM, O3HaualonT cJenyiomee (Tadbamua 1-1 m Tabmmua 1-2). Iedpuc
B TepMMHax, TaKMxXx Kak o-MePhe u T.I., KaK OIMCAHO B HaCTOAIEM

OIIMCaHMM, MOXeT OTCYyTCTBOBATL, U cnyqaﬁ OTCYTCTBMA VIMeeT TaKoe

XKe 3BHaUeHNte.
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[0198] [Tabmamua 1-1]

Aad 2—-aMMHOAOUIIMHOBAA KUCIIOTa
Abu 2—-aMMHOMAaCJIAHasaA KUCJOoTa
Abz (2) 2-aMMHOOEeH30MHasa KUCJIOoTa
Ac aleTn
Acp 6—-aMMHOKAIIPOHOBAaA KUCJIOTa
Acpc l-aMMHOUMKJIONPOIaHkapOoHOBas KUCIIOTa
Adc(12) 12-aMuMHODOOEeKaHORAS KUCIIOTa
Aib Ol—aMMHOMBOMAaCJIAHasa KMUCJIoTa
Aipe 3-aMMHOMAaCJIAHasa KUCIIOoTa
Ala (4Pip) 4 -TIMTNIepUOMHWIIAJIaHUH
Ala (cPr) LUUKJIOIPONUIIAJIaHUH
ANBOU33UNH 2-aMMHO-3-ypPeMuIOOoIPONIMOHOBA A
Ao KMCJIOTa
Ambz (4) 4-aMMHOME TUJIDEH30MII
Aoc (8) 8—aMMHOKAaIIPpUJIOBasa KMUCJIOTa
Arg (Me) No-MeTHIIapTMHUHE
Asn (Me) No-MeTHIacnaparmx
Aze (2) aseTuaMH-2-KapOOHOBad KMCJIOTa
Aze (3) aseTuauH-3-KapOOHOBad KMUCJIOTa
CC (Acp) 6-KapOOKCUIIEHTUIIKAPOaMOUII
CC(B-Ala) 2-KapboKCUBRTUIIKapOaMOmII
CC (GABA) 3-KapOOKCUIIPONIUIIKaAPOaMOUII
CC(Gly) KapBoKCHUMe TUIIKapOaMOouJI
CC (Leu) [(13)-1-xapbokcu—3-MeTUJIOY T ] kKapOaMOoWJI
CC (Ser) [(13)-1-xapBOKCU—2-TUIPOKCUBTUII] KapOaMOWJI
[(13)-1-xapbokcu—2- (4-
CC(Tyr)
TUIPOKCUOEHWII) 3TWUJI] Kap®aMOoWJI
Cha LUMKJIOTeKCUJlaJlaHVH
cisHyp UMC-4-TUIPOKCUIPOJINH
Cit UUTPYJIJINH
cPrCo LUMKJIOIPONAaHKapOOHUIT
Dab 2, 4-oumaMMHOMACJISAHasa KMCJIOTa
Dap 2, 3-OMaMMHOIIPONIMOHOBAA KUCJIOTAa
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GABA Yy-aMMHOMAacJIgHad KUCJOoTa
Gly (cPr) LUMKJIOIIPONMUIITJIULIUH
Gly- ceasp -CONH- wMexny Gly wm  Leu 3aMelleHa

[ (E) CH=CH] -Leu

aJikeHoM (E)-Tuna

Har TOMOAapPTMHUH

homoLeu TOMOJIEMIIMH

Hse T'OMOCEPUH

Hyp TPaHC-4-TUIPOKCUIIPOJIUH
Iva M30BaJIMH

Leu (Me) Y—Me TUJIJIEMLH

Lys (Ac) Ne-alle TUIIIUB3UH

Lys (I'exkcwut)

Ne-TeKCUIIIIM3MH

Lys (Me)

Ne—-MeTHUIIIIN3MH

Lys (Me2)

Ne, e—oImMMe TUIIJIU 3UH

[TaBmamiia 1-2]

Lys[T'ekcamexaHoWI

- (PEG2) ]

HN H H H
N N o N
_)/\/\/ \"/\ow \/(/\/ \)J\/\/ \n/(/ﬂ;CH]
0= (] o] 0

N(2-

TUOPOKCURTUI) Gly

N- (2-TMOPOKCUDTWII) TJINLIVUH

N (iBu)Gly N-1300y THUIITJIMLIMH
Nal (1) l-"HadTUIaTIaHMH
Nal (2) 2-Had@TuJlaJlaHMH
Nar NorapImMHUH
Nle HopJeniinu
NmeAla No-MeTuITalaHuHe
NmeSer No-MeTHUJICEPUH
NmePhe No-MeTuIQeHMIalaH e
Nva HopBajmnH
Orn OPHUTUH
Q 0
PEGZ NH/\w/mf‘o/\v%f\n’u\/o\¢j

Phe (2, 6-Me2) lat 2, 6-OouMe TuJIQeHMJIaJlaHUH
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Phe (2F) 2-bTopbeHMIIaIaHNH

Phe (2Me) 2-MeTuJIQeHMUIIaJlaHuH

Phe (3F) 3-pTopdeHUIIATIaAHUH

Phe (3Me) 3-MeTuJIbeHUIIaJlaHuH

Phe (4C1) 4d-xJ0opdeHnIIaJIaHH

Phe (4F) 4d-pTopdeHnIIaJIaHH

Phe (4Me) 4-MeTuJIQeHMIIaJlaHuH

Phe (4NH2) 4-amMmrHOpeHMIIaJIaHMH

Phg GeHUIITIINLIINH

Pic (2) 2-TIMNepuIMHKapOOHOBAasa KMCJIOTa
Pic (4) d-TiMriepUOMHKapBOOHOBASA KMCIIOTa
Pva (2) 2-TIMpuIniiaJiaHH

Pya (3) 3-mmMpuOnJIaJIaHuH

Pva (4) 4 -TiMpuUanJIaJIaHuH

4-PyCO 4 -TIMPUIMIIKapO0OHWII

Ser (Me) O-MeTuJICEPUH

Thp (4) TeTparnopo—-2H-nupan—4-wmi

Thr (Me) O—-MeTUIITPEOHUH

Tpeo—-PhSer

Tpeo—-3-QeHMJICEPUH

1,2,3,4-TeTpalMOIPOMU3OXMHOJIMH- 3~

Tic

kapOoHOBaA KUCJIOTa
Tyr (2F) 2-OTOPTHUPO3UH
Tyr (3F) 3-0TOPTUPO3UH
Tyr (Me) O—MeTUIITUPO3UH
Z BEeH3UIIOKCUKAPOOHUIT
o-MePhe o—MeTUJIheHUITalaHUH
o—MePro OL—Me TUIIIIPOJINH
B-Ala B-ananuu
B-HOAla B-TomMoanaumH

[0199] B omnomcaHUH,

KoI'ma OCHOBaHWMA, AMVMHOKMCJIOTEI M T.I.

O0D0O3HaAUEHEL IocpeaCTeoM MX KOIOOB, OHM OCHOBAHEH Ha O@IHerI/IHFITBIX

KoIlaXx B COOTBEeTCTBMM C

Nomenclature wmIM Ha WMB3BECTHHEX KOoDax B IaHHOM obiacTH,

IUPAC-IUB Commission on Biochemical

IpUMEPH

KOTOPEX TIpeOCTaBJIEHEl HIMXE. HJI4 aMMHOKMCJIIOT, KOTOPEIE MOI'YT MMETDH
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ONTUYECKUN MBOMEpP, OPpHMCYTCTBYeT L-dopMa, e€CIM HeT MHHX YyKa3aHun

(HanpuMep, "Ala" mnpezncraBjasgeT cobom L-dpopmy Ala). Kpome TOTO,
"D-" osHavaeT D-dpopmy (Hanpumep, "D-Ala" mnpencraByaseT cobonm D-
dopmy Ala), u "DL-" o3HauvaeT pauemaT D-dpopMel U L-OOopME

(HanpumMmep, "DL-Ala" npencraBJiseT coBor DL-pauemaT Ala).
TFA: :TpudTOPYKCYCHada KUCIIOTa
Gly mim G: :TDJIMLUMH

Ala mim A: :aJjlaHUuH

Val wim V: :BaJIMH

Leu i L: :JeWumH

Tle mau I: :U30JIeWUMH

Ser MM S: :CEepUH

Thr mim T: :TpeOHUH

Cys mnm C: :LUUCTeUH

Met wmam M: :MeTHMOHUH

Glu mim E: :TJIyTaMMHOBafa KMUCJIOTa
Asp minm D: :acHnaparlMHOBasa KUCIOTa
Lys wmnm K: :JIM3UH

Arg mnm R: :apI'MHUH

His wmam H: :TuCcTUONH

Phe mimu F: :deHmMIaIaHUH

Tyr miam Y: :TUPO3UH

Trp wiau W: :TpuntTodaH

Pro mnm P: :[0OpoJiMH

Asn mim N: :acrnapal'MH

Gln miam Q: :ITJIyTaMMH

pGlu: :mOuMpoOIJIyTaMMHOBAaS KUCJIOTAa

o—MeTyr: :0—MeTUIITUPO3IUH

[0200] HacTodmee wm300peTeHMe IIOOPOOHO IIOSACHEHO HUXe C
IIOMOIIBID  CJeOYyKRIMX  STAaJIOHHHX  [IPUMEepPOB, IPUMEPOB, [IPUMEPOB
VCIHTaHUAg ¥ I[IpUMepOoB COCTaBJIeHMS, KOTOPHEEe ABJIAKTCA TOJBKO
BapMaHTaMM OCYWEeCTBJIEHUS UM MX He CJeldyeT MCTOJIKOBHEBATL Kak
or'paHMuUMBawmMe. KpoMe TOIO, HaCToOdAllee M300peTeHre MOXeT OHTHb
MOIMOUUIMPOBAHO 0e3 OTKJIOHEHMA OT o0BbeMa M300peTeHud.

TepMuH  "KOMHaTHasa TeMlleparTypa" B I[IPeOCTaBJIEHHEIX  HUXE
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IIprmMepax YyKa3eBaeT Ha [OIMallasoH, Kak IIpaBMJIOo, OT HpM@HMBMTeﬂbHO

10°C oo NPUBIIUBUTEJILHO 35°C. UTo KacaeTcHd ", BHIXO]I
npencrTaBJIgeT cobonm BEIXOI B MOJIb . /MOJIb . %, PacTBOPUTEIE,

MCIIOJIb3YEMEI IJIS XpoMaTorpadumu, OpedcTaBjieH B 3% IO 00BEMY, U B
oIpyTroM cjyuae "$" npencraBiygeT coboM % 1o Macce.

[0201] THF: TerparuipodypaH

DMF: N, N-gumMeTmIbopMaMmI

W3C: 1- (3-OVMeTHUIIaMUHOIIPOINII) — 33 TUJIKapOO UMM
TUIOPOXJIOPUD

HOBt: 1-rMOpokCHMOEH30TPUAa30JI MOHOTHUIPAT

[0202] CrnpaBounrm npmuMep 1

CuHTESR H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-

Ser (tBu) -Lys (Boc) —aMuoHOM CMOJIEL Sieber (SEQ ID NO: 10)

AMunoHyio cMoJIy Sieber (0,69 MskB./T, 362 Mr) no®GaBJIAIM B
PeakLMOHHYK NpOoOMPKY, KOTOPYK 3aTeM 3alpyXajll B YCTPOMCTBO IJisI
CHMHTes3sa NeNTHUIOB. AMMHOKMCIIOTH [IOCJEeIOBATEJIbHO KOHIOEHCHUPORBAJIUCH
B COOTBETCTBUM C MNPOTOKOJIOM Fmoc/DCC/HOBt. Ha nocjenHel CTaIuM
N-xoHLeBYyW TI'pyHrny Fmoc ypandnu. Ilocsie 3aBeplleHMda KOHIeHCallUu
CMOJIy IHOpoMeBajgu MeOH u cymmiM OpM [HDOHMXEeHHOM »DaBJieHMM. B
pesyibTaTe OBJIO MoJiydyeHo 1025 Mmr (0,244 M2KB./T) NOpelcTaBiIgolel
VHTepeC 3alUIeHHOM NelTHUOHOM CMOJIH .

[0203] CrnpaBouHrmt npmuMmep 2

CuHTEe?s H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-

Ser (tBu) —aMMOoHOM CMOJIH Sieber (SEQ ID NO: 11)

AMUOHYIO CcMOJIy Sieber (0,69 MskB./T, 362 Mr) nofaBJdiM B
PeakLMOHHYK NpOOMPKY, KOTOPYK 3aTeM 3alpyXalll B YCTPOMCTBO IJISI
CHMHTes3sa MNelNTHUIOB. AMMHOKMCIOTHE MNOCJeIOBaTEJIbHO KOHIEeHCUPORBAJIUCH
B COOTBETCTBUM C IMIPOTOKOJIOM Fmoc/DCC/HOBt. Ha mnocjenHel CTaIuu
N-xoHLeBYyW© TI'pyHnrny Fmoc yoandau. Ilociie 3aBeplleHMAId KOHIEeHCALUU
CMOJIY IIpoMEBaJiM MeOH, u CynmauM IIpM IIOHMXEHHOM »IaBJIeHMM. B
pesyJbTaTe OBUIO HoJIyyeHo 1331 mr (0,188 M3KB./T) OpelcTaBJidolen
MHTEepeC 3allMIeHHOW NeNTHUIHOWM CMOJIH.

[0204] CropaBouHrM HOpuMep 3
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CuHTES H-Ala-GIln(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc) -
Trp (Boc) -Leu-Leu-Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-
Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMMaOHOM CMOJIH Sieber (SEQ ID
NO: 12)

AMUIOHYIDO CMOJIy Sieber (0,61 wMsxe./r, 410 Mr) pofaBijidiM B
PEaKUMOHHYD IMPOOMPKY, KOTOPYK 3aTeM 3arpyXalld B yYyCTPOMCTBO IJIA
CHUHTe3a INelTUIOB. AMMHOKMCIIOTH IIOCJIENOBATENIEHO KOHIEHCUPOBAJIUCH
B COOTBETCTBMM C IIPOTOKOJIOM Fmoc/DCC/HOBt. [IBOMHYI pPeaKLMio
codueTaHMsa TPOBOOMJIM IJIA BHeceHmMa Ala B 18 nojgoxeHuum u B 20
noJjioxeHur u Gln(Trt) B 19 nojgoxeHun. Ha TnociemHel cTaium N-
KOHLEeBYK Ipyllly Fmoc ynangaau. Ilocjie 3BaeBeplleHUS KOHIOEHCalUWU
CMOJIy IIpoOMEBajM MeOH u cymmiaM IIpM [DIOHMXEeHHOM »OaBJjieHuMr. B
pesyJgbTaTe OwUIO HoJiyyeHo 1110 mr (0,225 M3KB./T) OpelcTaBiidolen
MHTEepeC 3allMMeHHOW MNeNTUIHOWM CMOJIH.

[0205] MpmuMmep 1

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Ala-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH,

(SEQ ID NO: 13)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -

Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMmuoHylo cMoJy  Sieber (0,244 wmnxB./T, 41,0 w™Mm),
IIOJIYUEHHYK  COIJIaCcHO 3TAaJIOHHOMY  [IPUMEPY 1, OTBemMMBaJIM B
PEAKLUMOHHYK IIpOOMPKY M IIoIBepralM HabOyxaHuo C [Oomombi DME.
Ilocne ymajieHus DMF  QuiabTpaluyeM K = CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjagaam Fmoc-Ala-OH (31,1 wMr), 0,5 M OxymaPure B DMFE (200
MKJI) M  IOUU3O0NPONUIIKAPOOOUNMUL (15,9 w™MxI), a 3aTeM CMechb
BCTPAXUBAJINU B TeueHNe 1,5 YacoB. PeaKULMOHHHM pacTeop
OTOMIIBTPOBEBAJIM, a 3aTeM CMoJy 6 pas »npoMeBalvM DMF. ITlocioe
IOOTBEPXIEHMS HeTaTHMBHOCTM B TecTe Kalzepa nobaBjaaan 20%
pacTBOp INOMIepuIMHa B DMF ¥ CMeCck BCTpAXMBaJIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacTeOp oullepuaMHa B DMEF M CcMeCh BCTpAXMBaAJIU B TedeHue 20
MMHYT. PacTBOop OTOMIBTPOBHBaIM M cMoJly 10 pas npomeBajgu DME.

ITOT UMKJI KOHIEeHCalUMM aMMHOKMCJIIOTHL C Fmoc - yoaJjleHusA 3alUTHOM
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TPYIIIH Fmoc IOBTOPAJIN s IOCJIENOBATENbLHOM KOHIIeHCaluun
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*,
Ala, Tyr (tBu), Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peakluus B TeueHUE
HouM) . CmoJsiy mHOpoMeBain MeOH, a B3BaTeM CYIMIM TIIPY [IOHMKEHHOM
DaBJleHMM C I[oJydeHueM 83 M  H-Tyr (tBu)-Aib-Glu (0OtBu)-Gly-
Thr (tBu) —~-oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Ala-Ile-
Aib-Leu-Asp (OtBu) -Lys (Boc)-Gln (Trt)-Ala-Gln (Trt)-Ala-Glu (OtBu) -
Phe-Val-Lys (Boc)-Trp (Boc) -Leu-Leu-Lys (Boc)-Gly-Gly-Pro-

Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMuOHOM
CMOJIEL Sieber.

[0206] K 83 MI' IHOJIYUEHHOM CMOJH pnobamBjaim 1 my cMmMecu TFA:
M-KpPe30J: THOaHU3O0JI : STaHIUTHOJ H>O: TPUM3OIPOINIICUIIaH
(80:5:5:5:2,5:2,5) M cMeck IepeMemmBalIM B TeueHume 1,5 yacor. B
PeakKIMOHHEN pacTBOP IOOOARJAIM IUDTUIIOBHY »oup »Jid obecledeHUS
OpelunIuTaluy M OpelUMOIUTaT IPOMHBAaJIM [IYyTeM IIOBTOPEHMS TpPpM pasa
OeVICTBUA YyIOaJleHMsA CylIepHaTaHTa I[I0CJe LeHTpUdyTrMpoBaHMsa. OcCaIoK
sKCTparuMpoBanmu 50% BOIHEIM pPacTBOPOM YKCYCHOM KUCJIOTH M CMOJIY

yoanaan ouibTpaluel, I[IOCJe Yero NPOBOOWUIIM [IpelapaTUBHY BIXX c

MCIIOJIb30BaHMeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[pacTBOP A: 0,1% TFA-BOHma, pacTBOp B: alLUeTOHUTPWJ, COIEepXalun
0,1% TFA, CKOpPOCTbL IHOTOKa 8 MJI/MMH, A/B: 3J0OMPOBaHME JUHEWHOTO
TrpalMeHTa KOHIIeHTpalun 65/35-55/45 (60 MMH) ] . dpakuum,
comepxXaBmMe TpebyeMell OPOOYKT, cofupaly U JIUOOMIM3UPpOBAJIN C
nojiyuyeHuem 22,5 M 0ejioTro IIOpOolKa.

[0207] Macc—-CcrnekTpoMeTpus, (M+H) * 4267,4 (BEIUMCJIIEHO
4267,2)

Bpems osimompoBaHmsa BOXX: 7,1 muH

YCIJIOBMA SJIOMPOBAHNMA:

KoJIoHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpa
B: aleToHUTPpUJ, comepxamuit 0,1% TFA, A/B: s0MpPOBaHME JIMHEMHOTO
TpaIMeHTa KOHUeHTpaumm 95/5 - 35/65 (10 muH)

CKOPOCTL IOoTOKa: 3,0 mjI/MHUH
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[0208] Ipumep 2

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-NH,
(SEQ ID NO: 14)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMMIOHYO CMOJTY Sieber (0,244 M3KB. /T, 41,0 w™M1),
IIOJTYYeHHYI COIJIaCHO CIpaBO4YHOMY  LpuMepy 1, OTBEMMBaAJIM B
PeaklMOHHYD NOpoBupKy U I[OoABepTalM HabyxaHuMio C I[omombio DME,
Ilocne  ymajieHus DMF  QuiabTpaluMeM K CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjagaam Fmoc-Ala-OH (31,1 wMr), 0,5 M Oxymapure B DMFE (200
MKJI) M  IOUU3O0NPONUIIKAPOOOUNMUL (15,9 w™MxIm), a 3aTeM CMechb
BCTPAXUBAJIU B TeueHMe 1,5 JacoB. PeaKUMOHHHM pacTBOop
OTOMIIBLTPOBEBAJIM, a 3aTeM CMoJy 6 pas »npoMeBalvM DMF. ITlocie
IOOTBEPXIOEHMSA HeTaTHMBHOCTM B TecTe Kalzepa InobaBasaian 20%
pacTBOop IHuMOepuIMHa B DMF ¥ CMeChk BCTpPAXMBaJIM B TedeHue 1
MUHYTH. PacTBOp OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUIepuIvHa B DMF, u cMecCh BCTpAXMBaJM B TeueHMe 20
MMHYT. PacTBOop OTOMILTPOBHBaIM M cMoJily 10 pas npomeBaju DME.
STOT LMKJ KOHIEHCalUM aMMHOKMCJIOTHEL C Fmoc - yIoajleHusd 3allTHOM
TPYIIIE Fmoc IOBTOPAJIN nJisa IIocjiefoBaTeJILHOM KOHIeHCcaluumn
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile¥*,
Aib, Tyr (tBu), Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu) *, Gly, Glu(OtBu), Aib u Tyr (tBu) (*: peakllMus B TeueHUe
HoumM) . CMOJIy TIpoMEBaJM MeOH, a 3aTeM CymMIM OPM [TOHMXEHHOM
oaBJleHMM C OoJyueHueM 84,5 wMmr H-Tyr (tBu)-Aib-Glu (OtBu)-Gly-
Thr (tBu) ~oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) —Aib-Ile-
Aib-Leu-Asp (0OtBu) -Lys (Boc) -Gln (Trt)-Ala-Gln (Trt)-Ala-Glu (OtBu) -
Phe-Val-Lys (Boc)-Trp (Boc) -Leu-Leu-Lys (Boc)-Gly-Gly-Pro-
Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMuOHOM’
CMOJIEL Sieber.

[0209] K 84,5 MI' HOOJIydeHHOM CMOJIE HOOaBRJAIM 1 MJII CMecu
TFA: M-Kpes30JI: TMOaHM30JI: 5STaHIMTMoJ: Hz0: TPpUM3OIPOIMIICUIIaH

(80:5:5:5:2,5:2,5), M cMech IIepeMellMBaJlM B TeueHue 1,5 yacor. B
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PEeaklLMOHHEM PacTBOP INOoOaBJAIM OUSTUIIOBEM 50up IJd ofecrneueHUs
OpelUnIuTaluy M [OIPpelUunIuTaT [IPOMEBaIM IIyTeM IIOBTOPeHUS Tpu pas3a
OeCcTBUA YyHOaJleHUd CylepHaTaHTa I[ocje UeHTpubyIupoBaHusa. Ocalok
sKCcTparupoBaau 50% BOIHEIM pPacTBOPOM YKCYCHOM KMCJIOTH U CMOJY

yoajaaay OouibTpaliMel, IIOoCJie Yero MNPOBROIMUIIM IIpelapaTUBHYy BOXX c

MCIIOJIb30BaHeM KoOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mm I.D.)
[PacTBOp A: 0,1% TFA-BOmA, pPAacCTBOP B: alLeTOHUTPUII, COIepPXalmi
0,1% TFA, CKOPOCThL INOTOKa 8 MJI/MUH, A/B: s0MpPpOBaHME JIMHEMHOTO
TpalMeHTa KOHIIeHTpalun 65/35-55/45 (60 MMH) ] . dpakuum,
comepxXaBlMe TpebyeMell IOIPOOYKT, cCcofMpalu U JUOOMIM3UPpOBaJN C
nojiyuyeHuem 21,5 M 0ejioro MOpolKa.

[0210] Macc-crnekTpoMeTpus, (M+H) * 4281,5 (BEIUMCJIIEHO :
4281,2)

Bpems osimompoBaHmsa BOXX: 7,2 MuH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIoHka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpPa
B: aueToHUTPpUJ, comepxamuit 0,1% TFA, A/B: 30MpPOBaHME JIMHEMHOTO
TpaIMeHTa KOHUeHTpaumu 95/5-35/65 (10 muH)

CKOPOCTL IoToka: 3,0 miI/MuH

[0211] Mpmumep 3

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Ala-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ser-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NHz
(SEQ ID NO: 15)

H-G1lu (OtBu)-Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMMIHYO CMOJTY Sieber (0,244 M3KB. /T, 41,0 wM1),
IIOJIYYeHHYI COIJIAaCHO  CIpaBO4YHOMY  LIpuMepy 1, OTBeMMBaJIN B
pPeaklMOoHHYK OpolupKy U I[OOOBepTalM HabyxaHMio C »Oomombl DME,
Ilocnme  ymajienus DMF  QuiabTpauuey K  CMOJIe  IIOCJIeIOBaTeJIbHO
notasjaau Fmoc-Ser (tBu)-OH (38,3 wmr), 0,5 M Oxymapure B DMF
(200 MKJI) ™M gumMsoHponmiIkapbommumMmn (15,9 MkKI), a 3aTeM CMecCh

BCTPAXVEAJIN B TeUeHVe 1,5 JacoB. PeaKUMOHHLM pacTBOpP
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OTOMIIBETPOBEHBAJIM, a 3aTeM CMoJy 6 pas »npoMelBalvM DMF. Tlocie
IIOOTBEPXIEHUS HeTaTHMBHOCTM B TecTe Kalzepa Inobarjasaan 20%
pacTBop HOuUIepuIvHa B DMF ¥ CMeCbk BCTpAXMBaJIM B TedeHue 1
MUHYTH. PacTBOp OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBbL I00aBJIAIU
20% pacTBOp ouMIepunuHa B DMF, M cMechb BCTpAxXMBaJIM B TeueHue 20
MUHYT. PacTBOp OTOMIBTPOBHEBAJIM M cCMOJy 10 pasz npomeBasin DMF.
9TOT LMKJ KOHIEHCalMM aMMHOKMCJIOTEL C Fmoc - yIoajleHusd 3allUTHOM
TPYIIIH Fmoc TIOBTOP AJIN nJjisa nocjenoBaTeNbHOM KOHIeHCaluu
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile¥*,
Ala, Tyr (tBu), Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peakllus B TeueHUe
HoumM) . CMOJy TIpoMEBaM MeOH, a 3aTeM CymMIM OPU [TOHMXEHHOM
oaBJleHUMM C OoJyueHmeM 73,3 ™M H-Tyr (tBu)-Aib-Glu (OtBu)-Gly-
Thr (tBu) —~-oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Ala-Ile-
Aib-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt)-Ala-Gln(Trt)-Ser (tBu) -
Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc)-Leu-Leu-Lys (Boc) -Gly-Gly-
Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) -
aMMIOHOM CMOJIEL Sieber.

[0212] K 73,3 MI' HOJIyYEeHHOM CMOJIE HOOaBRJAIM 1 MJI CMecu
TFA: M-Kpes30JI: TMOaHM30JI: HSTaHIMTMoJ: Hx0: TpUM3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5), u cMmMech IepeMemMBalM B TeueHue 1,5 yacor. B
PeakLMOHHEM PacTBOP IOODAaBIAIM IOUSTUIIOBEM 50up IJd oOecleueHUS
OpeuunuTaumuy M OpeuunIuTaT IIPOMHBAJIM IIYyTeM IIOBTOPEeHMS TpKM pasa
OeViCTBUMA YyIOaJleHMd CylIepHaTaHTa II0cje LeHTpudyrupoBaHusa. OcaIok
sKCcTparupoBanau 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoajdsaay OuibTpaliMel, II0cJe Yel'o OPOBOIMIIM IIpelapaTuBHYID BOXKX c
MCIIOJIL30BaHMeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOp A: 0,1% TFA-water, PacTBop B: aleTOHUTPWI, COIepXalun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0MPOBaHME JIMHEMHOTO
TpaIreHTa KOHIIeHTpaluu 65/35-55/45 (60 MMH) ] . dpakunmM,
comepxaBmme TpeOyeMel OPOOYKT, cofupaly W JUOOUIM3UPpOBaM C
nojiyyenvem 17,1 M 0ejioro MOpPOIKaA.

[0213] Macc-crnexkTpoMeTpus, (M+H) * 4283, 6 (BruMcIIeHO :
4283,2)

Bpemsa simorpoBaHusa BOXX: 7,1 MuMH
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YCIJIOBMA SJIOMPOBAHWMA .

KoJIoHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

SJI0EHT: MCIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIa, pacTBOpa
B: aleToHUTpWJ, comepxamuir 0,1% TFA, A/B: 3J0MPOBaHME JIMHEMHOTO
TpaloueHTa KoOHUeHTpaumuu 95/5-35/65 (10 mMmH)

CKOPOCTE IOTOKa: 3,0 MiI/MUH

[0214] MpuMmep 4

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ser-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 16)

H-G1lu (OtBu)-Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMUIHYO CMOJTY Sieber (0,244 M3KB. /T, 41,0 wM1),
IIOJIYYeHHYI COIJIAaCHO  CIpPaBO4YHOMY  NIpuMepy 1, OTBelMBaJIN B
PeaklMOoHHYK NOpoBupKy, ¥ NoOBepralM HalOyxaHMK C TIIoMombil DMFE.,
Ilocnme  ymajeHus DMF  QuiabTpauMey K  CMOJIe  IIOCJIeIOBaTeJIBHO
notasjanu Fmoc-Ser (tBu)-OH (38,3 wmr), 0,5 M Oxymapure B DMF
(200 wMKJI) ™M gumMsoHponmikapbommuMmn (15,9 M), a 3aTeM CMecCh
BCTPAXUBAJIU B TedeHMe 1,5 YacoB. PeaKUMOHHEM pacTBop
OTOUJIL TPOBHRBAJM, a 3aTeM CMOJIly 6 pas3 »OpoMeBaau DMFE. Ilocie
IIOATBEePXIEeHMS HeTaTMBHOCTM B TecTe Kalzepa nobaBagian 20%
pacTBOop IOuIepuIMHa B DMF ¥ cMeCk BCTPAXMBaJIM B TeueHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HunepunvHa B DMF, u cMechb BCTpAxXMBaJiMd B TeueHue 20
MUHYT. PacTBOp OTOMJILTPOBHBaIM M cMoJly 10 pas npomeBaim DME.
STOoT UMKJI KOHIEHCAUMM aMUHOKMCIIOTE C Fmoc - yIalleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IoCJIeNOBaATENIbLHOM KOHIIeHCaluu
Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile¥*,
Aib, Tyr (tBu), Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peakllMs B TeueHUe
HouM) . CmMoJy TIpoMeBaM MeOH, a 3aTeM CymMIM OPU [TOHMXEHHOM

OaBJleHMM C TIoJydyeHueM 63 M H-Tyr (tBu)-Aib-Glu (OtBu)-Gly-

Thr (tBu) ~-aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Aib-Ile-
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Aib-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt) -Ala-Gln (Trt)-Ser (tBu) -
Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc)-Leu-Leu-Lys (Boc) -Gly-Gly-
Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) -
aMMIHOM CMOJIEL Sleber.

[0215] K 63 MI' HNOJYUYEeHHOM CcMOJIH nofaBjaanam 1 M cMmecu TFA:
M-Kpes0JI: TUOaHU3O0J BTAaHIUTHUO : H20: TPUMN3ONPONMUIICUIIaH
(80:5:5:5:2,5:2,5), u cMeck HepeMemlMBaJM B TeueHue 1,5 uyacor. B
PeakIlMOHHEN pacTBOP IOOOABJIANM IUDTUIIOBHY »oup nJad obecrnedeHUd
OpeluunuTaluy M OpeluunIuTaT IPOMHBAJIM IIYyTeM IIOBTOPEeHMS TpM pasa
OeViCTBUA YyIOaJleHMsd CylNepHaTaHTa II0cjJe LeHTpudyrupoBaHusa. OcaIok
sKCcTparupoBanmu 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoadsaay OuiIbTpallMel, II0cJe Yel'o IPOBOIMIIM IIpelapaTuBHYID BOXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOpP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUJ, COIepXallun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3JI0OMPOBaHME JIMHEMHOTO
TpalreHTa KOHIIeHTpalnuu 64/36-54/46 (60 MMH) ] . dpakunmu,
comepxaBlme TpebyeMel OPOOYKT, cofupalu W JUOOUIM3UPpOBaIM C
nojiyyeHvem 14,7 M 0ejioro IIOpPOIKa.

[0216] Macc-crnekTpoMe TP, (M+H) * 4297, 8 (BrumciieHo @
4297,2)

Bpemsa osimompoBaHMa BOXX: 7,2 MmH

YCIIOBMA SJIIOMPOBaHMA::

KoJIoHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT: MCIIOJIB30BaHMe pacTeBopa A: 0,1% TFA-BOIa, pacTBOpP
B: auLeToHUTPpUIJ, comepxamuii 0,1% TFA, A/B: soMpOBaHME JIMHEMHOTO
TpaIlMeHTa KOoHUeHTpaumm 95/5 - 35/65 (10 MuH)

CKOPOCTE IOTOKa: 3,0 MJI/MHUH

[0217] TNpmuMmep 5

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Ala-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NHz (SEQ 1ID
NO: 17)

H-G1lu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
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aMMIHVI0O CMOJIy Sieber (0,188 w™mxB./T, 53,2 MT'), DOJYYEeHHYIO
COTJIaCHO CIHIpPaBOYHOMY IHIpUMepy 2, OTBEelMBaJIM B PEaKUMOHHYI
ODpoOUpPKY M HoOBepraiM HaOyxaHMio c nomomebio DME. Ilocsie ynajieHud
DMF @QuibTpaluell K CMOJIe IIOCJelOoBaTeJIbHO nobarjaiau Fmoc-Ala-OH
(31,1 MT') , 0,5 M Oxymapure B DMF (200 MKJI) u
ouusonponuiakapdbonuuvmn (15,9 MKII), a 3aTeM CMeChb BCTPAXMBAJIMU B
TeueHre 1,5 yacoB. PeaKIMOHHHM PacCTBOP OTOUILTPOBHBAJM, a 3aTeM
CMOJIy 6 pa3 npoMeBaJIM DMFE. Ilocjie TMOOTBEPXOIEeHMS HEeTaTMBHOCTU B
TecTe Kamnzepa nobaBasaiau 20% pacTBOp IulepuamHa B DMF U CMech
BCTpAXMUBAJIM B TeueHMe 1 MMHYTH. PacTBOp OTOMILTPOBHBAINM, U
3aTeM K HeMy BHOBL noOaBjajm 20% pacTBOop NullepuiuHa B DMF, wu
CMeChb BCTpPAXMBaJIM B TedeHre 20 MMHYT. PacTBOp OTOMIILTPOBHBAIU U
cMvoJty 10 pasz npomelBajmM DMF. 3ToT LIMKJI KOHIEHCALUUM aMUMHOKMCJIIOTEH
c Fmoc - yHmajeHMsa  3alMTHOM  TpPyNNH Fmoc  HOBTOPSAIM  OJIA
IocjiefoBaTeJIbHOM KOoHIOeHcauuu Gln (Trt), Ala, Gln(Trt), Lys (Boc),
Asp (OtBu), Leu, Aib, Ile*, Ala, Tyr(tBu), Asp(OtBu), Ser (tBu),
Thr (tBu), oMePhe, Thr (tBu)*, Gly, Glu(OtBu), Aib m Tyr (tBu) (*:
peakuusa B TeueHMe Houu) . CMOJIy I[poMeEBaiM MeOH, a 3aTeM CylMiIn
IpY IIOHWXEeHHOM IaBJIEHMM C HoJydeHueM 97 wMr H-Tyr (tBu)-Aib-
Glu (OtBu) -Gly-Thr (tBu) -aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -

Tyr (tBu)-Ala-Ile-Aib-Leu-Asp (OtBu)-Lys (Boc)-Gln (Trt)-Ala-
Gln(Trt)-Ala-Glu (0OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-

Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-

Ser (tBu) —aMmOoHOM CMOJIEL Sieber.

[0218] K 97 MI' HOJIYUYEeHHOM CMOJH pnofaBjsaiam 1 mi cMmMecu TFA:
M-KpPe30JI: THOaHU3O0JI STaHIUTHOJ H>O: TPUM3OIPONIUIICUIIaH
(80:5:5:5:2,5:2,5) M cMeck HepeMelmMBalIM B TeueHume 1,5 yacor. B
PeaklMOHHEN pacTBOP IOOOARJAIM IUDTUIIOBHY »oup njad obecnedeHUd
OpelunIuTaluy M OpelUuOIUTaT IPOMHBAaJIM OYTeM IIOBTOPEHMS TpPpM pasa
OeVCTBUA YyIOaJleHMsd CyNepHaTaHTa II0CJie LeHTpUudyTrupoBaHMsa. OcaIokK
sKCTparupoBamu 50% BOIHEM pPacTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoanaan ouibTpaluel, I[IOCJe Yero NPOBOOMIIM MIpeldapaTUMBHYH BIXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOpP A: 0,1% TFA-water, PacTBop B: aleTOHUTPWJ, COIepXalll

0,1% TFA, CKOpPOCTBH IHOTOKa 8 MJI/MuH, A/B: 3J0OMPOBaHME JIMHEMHOTO
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TpalreHTa KOHIIeHTpalnuu 63/37-53/47 (60 MMH) ] . dpakuny,
comepxaBlue TpebyeMel OPOOYKT, cofupalu W JUOOUIM3MUpOBaIM C
nojiyyeHuem 25,2 MI' 0eJioT'o IIOpOollKa.

[0219] Macc-crnexkTpoMeTpu, (M+H) * 4139, 2 (BrumciieHo :
4139,1)

Bpemsa osimompoBaHMsa BOXX: 7,3 MmH

YCIJIOBMA SJIOMPOBaAHMA .

KoJIOHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT : MCIIOJIb30BaHUe pacTeopa A: 0,1% TFA-BOIa, pacTBOpa
B: auLeToOHUTPUJI, colepxammii 0,1% TFA, A/B: soMpOBaHME JIMHEMHOTO
TpaIlMeHTa KOHIeHTpaummu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MI/MHUH

[0220] TpmuMmep 6

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NHz (SEQ 1ID
NO: 18)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
aMUIOHYD CMoJly Sieber (0,188 wM»exe./T, 53,2 MID'), [IOJYYEHHYO
COIJIaCHO CIpaBOYHOMY HIpUMepy 2, OTBellMBaJIM B PEaKUMOHHYIO
NpoBUpPKY U HoaBepraiM HabyxXaHMo C [nomombion DME. Ilocie yhaljileHud
DMF ouiabTpalMey K CMOJIe I[OocCJeloBaTelIbHO nobaByidiau Fmoc-Ala-O0H
(31,1 MT) , 0,5 M Oxymapure B DMF (200 MKJI) n
oIMM3onponuiIkapbonumummn (15,9 MKJI), a 3aTeM CMeChb BCTPAXVBAJIM B
TeueHre 1,5 YacoB. PeaKIUMOHHHM pacTBOP OTOUILTPOBHBAJIM, a 3aTeM
CMOJIy 6 pa3 npoMeBaJvM DMFE. Ilocjie TOOTBEPXIEHUS HEeTaTMBHOCTU B
TecTe Kamnzepa »nobaraanu 20% pacTBOp IulepuamHa B DMF U CMecCh
BCTpAXMUBAJIM B TeueHMe 1 MMHYTH. PacTBOp OTOMILTPOBHRBAINM, WU
3aTeM K HeMy BHOBL nobOaBjuaju 20% pacTBop NIullepuinHa B DMF, wu
CMeChb BCTpPAXMBaJIM B TedeHre 20 MMHYT. PacTBOp OTOWIILTPORBHBAIU U
cMmoJty 10 pas npomelBajm DMF. 3T0T LIMKJI KOHIOEHCALUM aMUMHOKMCJIIOTEH
¢ Fmoc - ymajieHMsa  3alMTHOM  TpyNHnH Fmoc  HOBTOPSAAM  OJIA

IoCcjieIoBaTeJIbHOM KOoHIOeHcauum Gln (Trt), Ala, Gln(Trt), Lys(Boc),
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Asp (OtBu), Leu, Aib, Ile*, Aib, Tyr(tBu), Asp(OtBu), Ser (tBu),
Thr (tBu), oMePhe, Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*:
peakuusa B TeueHMe Houu) . CMOJIy IpoMeBalM MeOH, a 3aTeM CylWIM
OpM IIOHMXEHHOM HaBJIEHUMM C IoJydeHueMm 78,1 wMr H-Tyr (tBu)-Aib-
Glu (OtBu)-Gly-Thr (tBu) ~-aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -
Tyr (tBu) -Aib-Ile-Aib-Leu-Asp (OtBu)-Lys (Boc)-Gln (Trt)-Ala-
Gln(Trt)-Ala-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) —aMmuOoHOM CMOJIEL Sieber.

[0221] K 78,1 MI' IOJIYUEHHOM CMOJIE HOOaBRJAJIM 1 MJII CMecu
TFA: M-Kpes0JI: THMOaHM30JI: STaHIMTHoJI: Hx0: TPpUU3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5) M cMeckr NepeMelmMBalIM B TeueHume 1,5 yacor. B
PeakKklMOHHEY pacTBOP IOOOARJAIM IUDTUIIOBHY »oup nJd obecnedeHUS
OpelunIuTaluy M [OpelUMOIUTaT [IPOMHBAaJIM [IYyTeM IIOBTOPEHMS TpPpM pasa
OeVICTBUA YyIOaJleHMA CylIepHaTaHTa II0CJe LeHTpUudyrupoBaHMsa. OcaIokK
sKCTparupoBamn 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH M CMOJIY

yoandaan ouibTpaluel, [IOCJe Yero NPOBOOMIIM MIpelapaTUMBHYH BIXX c

MCIIOJIb30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOop B: alUeTOHUTPWJ, COIepXallun
0,1% TFA, CKOpPOCTBL IOTOKa 8 MI/MuH, A/B: 32JI0OMPOBAaHME JIMHEMHOTO
TpanqreHTa KOHILIeHTpalun 63/37-53/47 (60 MMH) ] . dparuum,
comepxaBmye TpeOyeMel MNPOAOYKT, cCoOupalyM U JMOOUIM3MPOBAIM C
nojiyueHuem 18,4 M 0eJjioTro IIOpOIKa.

[0222] Macc-CrIeKTpoMeTPus, (M+H) * 4152,9 (BEIUMCJIEHO :
4153,1)

Bpems osimompoBaHmsa BOXX: 7,4 muH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIOHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJIDEHT: MCIIOJIb30BaHMe pacTBopa A: 0,1% TFA-BoIa, pacTBOpa
B: aleToHUTPpUJ, comepxammii 0,1% TFA, A/B: s0MpPOBaHME JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MI/MHUH

[0223] Npumep 7

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Ala-
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Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ser-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NH, (SEQ ID
NO: 19)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
aMUIOHYD CMoOJIy Sieber (0,188 wMoxe./T, 53,2 MID'), I[IOJYYEHHYO
COIJIaCHO CIpaBOYHOMY IIpMMepy 2, OTBEINMBaJM B pPeakKUMOHHY
NpoBUPKY M HoOBepraM HabyxXaHMio C [nomombin DME. Ilocie yhalleHud
DMF  dunbTpaluen K CcMoJIe rocjyenoBaTeJIbHO nobaBiyanu Fmoc-
Ser (tBu)-OH (38,3 w™mr), 0,5 M Oxymapure B DMF (200 wMKJI) m©
oumz3onponuiakapbonumuvmn (15,9 wmxia, 0,1 MMOJB), a 3aTeM CMEChb
BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTeop
OTOMIIBTPOBEBAJIM, a 3aTeM CMoJy 6 pas »npoMeBajlivM DMF. ITlociae
IOATBEPXIEHMS HeTaTHMBHOCTM B TecTe Kalzepa nobaBaaian 20%
pacTBOp INOMOepuIMHa B DMF ¥ CMeCck BCTpAXMBaIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUIepuIvHa B DMFEF, u cMecChb BCTpAXMBaJXM B TeudeHMue 20
MMHYT. PacTBOop OTOMIBTPOBHBaIM M cMoJly 10 pas npomeBajgu DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTEL C Fmoc - yZajleHMSa 3alUTHOM
TPYIIIH Fmoc IIOBTOPAJIN s II0CJIENOBATENILHOM KOHIOeHCalun
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*,
Ala, Tyr (tBu), Asp (OtRu) , Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu) *, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peaklus B TeueHUe
HouM) . CMOJIy TMpoMeBaju MeOH, a 3aTeM CymMIM OPM [TOHMXEHHOM
oaBJleHUMM C TnoJgydeHuem 87 wmr  H-Tyr (tBu)-Aib-Glu (OtBu)-Gly-
Thr (tBu) —~-oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Ala-Ile-
Aib-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt) -Ala-Gln (Trt)-Ser (tBu) -

Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc)-Leu-Leu-Lys (Boc) -Gly-Gly-
Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) —ammuoHoOM
CMOJIEL Sieber.

[0224] K 87 MI' HOJIYUEHHOM CMOJH pnobamBjaim 1 my cMmecu TFA:
M—-Kpes30JI: TUOAHU3OJI: STAHIUTHUO H20: TPUMBOIPONNIICUIIaH
(80:5:5:5:2,5:2,5), M cMechk IepeMellMBaJllM B TeueHue 1,5 yacor. B
PeakKUMOHHEM pacTBOP IOOOARJAIM IUDTUIIOBHM 530up IJd obecledeHUS

InpeuurinTaumm ¥ IIpelUIIMTaT IIPOMEIBAJIM IIyTeM IIOBTOPEHMA TPpM pas3a
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IeMCcTBUA yIaJleHUd CcylepHaTaHTa I[ocje LeHTpubdyTrpoBaHua. Ocalok
skCcTparupoBaau 50% BOIHBEIM pPacTBOPOM YKCYCHOM KMCJOTH M CMOJY

yoanann ouibTpaluel, I[IOCJe Yero NPOBOOWUIIM I[IpelapaTUBHYH BIXX c

MCIIOJIb30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTtBOp A: 0,1% TFA-BOIa, pacTBOpP B: aleTOHUTPWUJ, COIepXallni
0,1% TFA, CKOpPOCTbL MHOTOKa 8 MJI/MMH, A/B: 3J0OMPOBaHME JUMHEWHOTO
TrpalMeHTa KOHIIeHTpalun 65/35-55/45 (60 MMH) ] . dpakuum,
comepXaBmMe TpebyeMell OPOOYKT, cofupalyM U JIUOOMIM3UPpOBaJIM C
nojiyuyeHueMm 17 MI' 0eJijoTo IIOpPOolKa.

[0225] Macc-CcrnekTpoMeTpus, (M+H) * 4154,8 (BEIUMCJIIEHO
4155,1)

Bpems osimompoBaHmsa BOXX: 7,3 MuH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIoHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

I.D.)
BIJI0EHT: C MCIOJIb30BaHMeM Pacteop A: 0,1% TFA-BOoma, PacTBop
B: Alle TOHUTPWII, comepXxammi 0,1% TFA, A/B: 95/5-35/65

SJOUPOBaHMe JIMHEMHOTO I'palMeHTa KoHIeHTpauuu (10 MMH)

CKOPOCTL IoToKa: 3,0 mI/MHUH

[0226] IpuMmep 8

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
ITle-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ser-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NH, (SEQ 1ID
NO: 20)

H-G1lu (OtBu)-Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
aMMIHYI0 CMOJIy Sieber (0,188 wMoxB./T, 53,2 MT'), IOJYYEeHHY
COTJIaCHO CIpPaBOYHOMY TIIpUMepy 2, OTRBElMBaJIM B PeaKUMOHHY
OpoBUPKY, M NOoOBepTaliM HadyxXaHUK C [OoMoumbiln DME. ITocie ynalleHud
DMF  dunbTpaluuen K CMoJIe rocJyienoBaTeJILHO nodtaBiyaiau Fmoc-
Ser (tBu)-OH (38,3 w™mr), 0,5 M Oxymapure B DMF (200 wMKJI) m®
ouu3onponmakapdbooumvmn (15,9 MKJI), a 3aTeM CMeChb BCTPAXMBAJIU B
TedeHre 1,5 yacoB. PeaKUMOHHHM pPacTBOP OTOUILTPOBHBAJM, a 3aTeM
CMOJIy 6 pa3 npoMeeaJi DME. Ilocjie TIOOTBEPXIOEHUS HEeT'aTMBHOCTU B

TecTe Kamzepa znobamasanu 20% pacTBOp IulepuAmMHa B DMF U CMech
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BCTpAXMUBAJIM B TedeHMe 1 MMHYTH. PacTBOp OTOMILTPOBHRBAINM, U
3aTeM K HeMy BHOBL noBaBjuaau 20% pacTBOop NOullepuOnHa B DMF, wu
CMeCb BCTpPAXMBaJIM B TedeHre 20 MMHYT. PacTBOp OTOQWIILTPORBRHBAIU U
cMolty 10 pas npomelBaji DMF. 3T0T UMKIJI KOHIOeHCalUUM aMUHOKMCJIIOTEL
c Fmoc - ymajleHMs = 3alMTHOM  TIpynne Fmoc  HOBTOPSAIM  OJIA
nocJjienoBaTeJbHOM KoOHIOeHcaumuu Gln (Trt), Ala, Gln(Trt), Lys(Boc),
Asp (OtBu), Leu, Aib, Ile*, Aib, Tyr (tBu), Asp(OtBu), Ser (tBu),
Thr (tBu), oMePhe, Thr (tBu)*, Gly, Glu(OtBu), Aib m Tyr (tBu) (*:
peakuusa B TeueHMe HoumM) . CMOJIyY NOpoMEBaM MeOH, a 3aTeM CymmIn
OpM IIOHMXEHHOM HaBJIEHUMM C IIoJiydeHueM 76,8 wMr H-Tyr (tBu)-Aib-
Glu (OtBu)-Gly-Thr (tBu) -oaMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -
Tyr (tBu) -Aib-Ile-Aib-Leu-Asp (OtBu)-Lys (Boc)-Gln (Trt)-Ala-
GIln(Trt)-Ser (tBu)-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) —aMmMOoHOM CMOJIEL Sieber.

[0227] K 76,8 MI' HOJIYUYEHHOM CMOJIE HOOAaBRJAIM 1 MJII CMecu
TFA: M-Kpes3s0Ji: TMOaHM30JI: 2TaHOouTMoJ: HxO: TpHUM3ONpOonMJIcuUiiaH
(80:5:5:5:2,5:2,5), M cMech IepeMellMBallM B TeueHue 1,5 yacor. B
PEeakKUMOHHEM pacTBOP IOOOARJAIM IUDTUIIOBHM 5»0up IJd obecledeHUS
OpelunInuTaluy M OpelUuOIuTaT IPOMHBAJIM IIYTeM IIOBTOPEHMS TpM pasa
OelCTBMSA YyHaJleHUsd CyllepHaTaHTa I[ocJe UeHTpubyrupoBaHusa. Ocalok
sKCcTparupoBagu 50% BOOHEM pPacTBOPOM YKCYCHOM KMCJIOTH U CMOJY
yoanaan OouibTpalmuel, I[I0CJe Yero IPOBOOMIIM IMIpelapaTUMBHYH BIXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOma, PacTBop B: aleTOHUTPWJ, COIepXalun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0MPOBaHME JIMHEMHOTO
TpaIueHTa KOHIIeHTpalun 63/37-53/47 (60 MMH) ] . dpakuum,
comepxaBlMe TpebyeMel OPOOYKT, cofupaly W JIUOOMIM3UPpOBaIM C
[IoJIydyeHueM 16, 6 MI' 0eJJoT'O IIOpOolKa.

[0228] Macc-crnexkTpoMeTpus, (M+H) * 4169, 2 (BEIUMCJIIEHO
4169,1)

Bpemsa zimompoBaHMsa BOXX: 7,4 MuH

YCIJIOBMA SJIOMPOBaAHWMA

KoJIoHKa: Merck Chromolith Performance RP-18e (100x4,6 MM
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BJIDEHT : MCIIOJIb30BaHMe pacTBopa A: 0,1% TFA-BOoIa, pacTBOpa
B: aleToHUTPpUJ, comepxamuit 0,1% TFA, A/B: 30MPOBaHME JIMHEMHOTO
TpaIMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOpPOCTL IoTokKa: 3,0 miI/MuH

[0229] Mpumep 9

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Lys—-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser—-Lys—-NH2
(SEQ ID NO: 21)

H-Ala-GIln(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHyl CcMOJIy Sieber (0,225 msxB./T, 44,4
MT') , IOJIYydeHHYK COTJIaCHO CIpPaBOYHOMY TIpUMepy 3, OTBENMBaIM B
PeaklMOHHYK NOpobupKy U [OABepTalM HabyxaHuMio C [Oomombi DME,
Ilocnme  ymajienus DMF  QuiabTpauueX K  CMOJIe  IIOCJIeIOBaTeJIbHO
notasjagaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMrJI) ™ gumsonponmiarkapbomnmumMmn (15,9 M), a 3aTeM CMecCh
BCTPAXUBAJIU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTBop
OTOMUIILTPOBEHBAJIM, a 3aTeM CcMoJy 6 pas »nopoMmeBaiuM DMF. ITlocie
IIOOTBEPXIEHUSA HeTaTHMBHOCTM B TecTe Kalzepa nobamjasaian 20%
pacTeop IouIepulIvHa B DMF ¥ CMeCb BCTpAXMBaJM B TedeHue 1
MUHYTE. PacTBOp OTOUILTPOBHBAJM, M 3aTeM K HeMy BHOBb I00aBJIAIU
20% pacTBOp nuIepunuHa B DMF, ¥ CcMech BCTPAXMBaJIM B TeueHue 20
MUHYT. PacTBOp OTOMJILTPOBHBaAIM M cCcMoJIy 10 pas npomeBajgmu DME.
SToT UIMKJI KOHIOEHCAlUMM aMUHOKMCIIOTE C Fmoc - yIalleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IocJIenoOBaTENIbLHOM KOHIIeHCaluu
Lys (Boc), Asp (OtBu), Leu, Aib, Lys (Boc), Aib, Tyr (tBu),
Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe, Thr (tBu) *, Gly,
Glu (OtBu), Aib m Tyr(tBu) (*: peakluusa B TeueHMe HouM). CMOJY
npoMmeiBasu MeOH, a 3aTeM CymIMJIM IPpM TIOHWXKEeHHOM HaBJIEHUM C
[1oJIy4deHreM 72,4 MI' H-Tyr (tBu) -Aib-Glu (OtBu)-Gly-Thr (tBu) -
oMePhe-Thr (tBu) -Ser (tBu) —Asp (OtBu) -Tyr (tBu) -Aib-Lys (Boc) -Aib-
Leu-Asp (OtBu) -Lys (Boc)-G1ln (Trt)-Ala-Gln (Trt)-Ala-Glu (OtBu)-Phe-
Val-Lys (Boc)-Trp (Boc) -Leu-Leu-Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -

Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMMUIHOM CMOJIEL
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Sieber.

[0230] K 72,4 MI' HOOJIyYeHHOM CMOJIE HOOaRJAJIM 1 M CMecu
TFA: M-Kpes30JI: TMOaHM30JI: HSTaHIMTroJ: Hz0: TpUM3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5), M cMech IIepeMellMBaJlM B TeueHue 1,5 yacor. B
PeakLUMOHHEM PacCTBOP INOOAaBIAIM IOUSTUIIOBEM 50up IJd oOecleueHUS
OpeuunImuTalumy M [OIpeuunomMTaT IIPOMEBaJIM [IYyTeM IIOBTOPEeHMA TpU pasa
OeViCTBUMA YyIOaJleHUd CylepHaTaHTa IIocje LeHTpudyrupoBauHusa. OcaIok
sKCcTparupoBaiau 50% BOIHHM PacCTBOPOM YKCYCHOM KUCJIOTH M CMOJIY
yoajdsaay OuibTpallMel, II0CJe Yel'o IIPOBOIMIIM IIpelapaTuBHYID BOXKX C
MCIIOJIL30BaHMeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUJ, COIepXalun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0OMPOBaHME JIMHEMHOTO
TpalreHTa KOHIIeHTpaluu 67/33-57/43 (60 MMH) ] . dpakunmu,
comepXaBmure TpebyeMel OIPOOYKT, CofUpaluM ¥ JUOOUIM3UPOBAJIU C
nojiyyeHvem 13,9 MI 0eJioTo IMOpOolKa.

[0231] Macc-cnekTpoMeTpus, (M+H) * 4295, 8 (BrIUMCIIEHO :
4296, 2)

Bpemsa simorpoBaHusa BOXX: 6,9 MuMH

YCIIOBMA SJIOMPOBAHWMA .

KoJIoHka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT: MCIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIa, pacTBOpa
B: aueToHUTpMII, colepxammii 0,1% TFA, A/B: sioMpoBaHMe JIMHEMHOTO
TpalMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MJI/MHUH

[0232] TNpmmep 10

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ala-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser—-Lys—-NH>
(SEQ ID NO: 22)

H-Ala-GIn(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHYyID CMOJIy Sieber (0,225 msxB./T, 44,4
MI') , IOJIYy4eHHYK COIJIaCHO DSTaJIOHHOMY IIpMMepy 3, OTBellMBaJM B

PeaklMOHHYID MNPOoBUMPKY M IoIOBepTralmM HabyxaHMio C IIomombio DME.
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Ilocnme  ymajienus DMF  QuiabTpauMe¥ K  CMOJIe  IIOCJIeIOBaTeJIbHO
notasjagaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMKJI) M gumMsoHponmiIkapbtommumMmn (15,9 MkKI), a 3aTeM CMecCh
BCTPAXUBAJIU B TedeHNe 1,5 YacoB. PeaKUMOHHHM pacTBop
OTOMIILETPOBEBAJIM, a 3aTeM CMoJy 6 pas »nopoMmeleaiu DMF. Ilocie
IIONTBEePXOeHNS HeTaTHMBHOCTM B TecTe Kalzsepa nobaraaiau 20%
pacTBOop IOuIepulIMHa B DMF ¥ cMeck BCTpPAXMBaJIM B TeueHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacTBOp HunepunmHa B DMF, u cMechk BCTpAxuBaJin B TeueHue 20
MUHYT. PacTBOp OTOMJILTPOBHBaAIM M cMoJly 10 pas npomeBaam DME.
STOoT UIMKJI KOHIEHCAUMM aMUHOKMCIIOTE C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IoCJIeNOBaATENbLHOM KOHIIeHCaluu
Lys (Boc), Asp(OtBu), Leu, Aib, Ala, Aib, Tyr(tBu), Asp(0tBu),
Ser (tBu), Thr(tBu), oMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib wu
Tyr (tBu) (*: peakumsa B TedeHMe HouM) . CMoOJy TInpoMueBaln MeOH, a
3aTeM CYmWUJIM [IPpM IIOHMXEeHHOM »OaBJIeHUM C IIoJydeHmeM 86,1 wMr H-
Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) ~aMePhe-Thr (tBu) —Ser (tBu) -
Asp (OtBu) -Tyr (tBu) ~Aib-Ala-Aib-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt) -
Ala-Gln (Trt)-Ala-Glu(OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMmunoHOM cMoJIH Sieber.

[0233] K 86,1 MI IOJYUYEHHOMV CMOJIH »OBaBRJAIM 1 MJI CMecHu
TFA: M-Kpes30JI: THOAaHM3O0JI: HSTaHguTuoJi: HxO0: TpUU3OIPONIMIICUIIaH
(80:5:5:5:2,5:2,5), u cMeck HnepeMemlMBaJlM B TeueHue 1,5 uyacor. B
PEeaklMOHHEM pacTBOP IOOOARBRJIAIM IUDTUIOBHY »oup nJad obecrnedeHUd
OpeluunuTaluy M OpelUMOIUTaT IPOMHBAJIM IYyTeM IIOBTOPEeHMSA TpPpM pasa
OeViCTBUA YyIOaJleHMd CylNepHaTaHTa II0cJie LeHTpUudyrupoBaHusa. OcaIokK
sKCTparupoBamu 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH U CMOJIY

yoanaan ouibTpaluel, I[I0CJIe YeTro NPOBROOMIIM MpelapaTUMBHYH BIXX c

MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)

[PacTBOpP A: 0,1% TFA-BOma, PacTBop B: aleTOHUTPWUJ, COIepXalluni

0,1% TFA, CKOPOCTBL IIoToKa 8 MII/ MIH, A/B: 66/34-56/44
DIIOUPOBaHUE JIMHEMHOTO rpalueHTa KOHIIEHTpalun (60 MMH) ] .
dparkunu, coepxaBlne TpebyeMu IPOOyKT, cobupalmn u

JIMOMIIM3MPOBAJIM C IIOJIydeHMeM 16,2 MI' DeJioT'O IIOpOollKa.
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[0234] Macc-crnexkTpoMeTpus, (M+H) * 4238, 6 (BEIUMCJIIEHO :
4239,2)
Bpemsa osumompoBaHma BOXX: 7,1 muH

YCIIOBMA SJIIOMPOBAHWMA L

KoJIOHKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT: MCIOJIB30BaHMe pacTseopa A: 0,1% TFA-BOma, pacTeopa
B: auLeToHUTPpMII, colepxammii 0,1% TFA, A/B: soMpoBaHMe JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MJI/MHUH

[0235] MpmMmep 11

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Phe-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 23)

H-Ala-GIln(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHyl CcMoJIy Sieber (0,225 msxB./T, 44,4
MI') , IOJIydeHHYK COIJIaCHO CIPaBOYHOMY IIPUMepPY 3, OTBelMBa M B
pPeaklMOHHYD NpoBUMPKY M HOOBepTalM HabyxaHMi C »$omombio DME,
Ilocnne  ynajeHusa DMF  duiabTpauMel K  CMOJIe  IIOCJeHOBaTeJIbHO
nobamyagaau Fmoc-Gln(Trt)-OH (61,1 wMmr), 0,5 M Oxymapure B DMF
(200 wMKJ) M gumsoHpomnmaxkapbommummn (15,9 M), a 3aTeM CMech
BCTPAXUBAJINU B TeueHMre 1,5 YacoB. PeaKlMOHHHM pacTBOp
OTOMIILTPOBEBAJM, a 3aTeM CMoJy 6 pas »nOpoMeBajluM DMF. Ilocie
IOOTBEPXIEeHUS HeTaTHMBHOCTM B TecTe Kalzepa nobaBaaian 20%
pacTBoOp InOuIepuIvHa B DMF ¥ CMeCk BCTpAXMBaIM B TeudeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HulepuivHa B DMF, u cMechb BCTpAxXMBaJiL B TeudeHue 20
MMHYT. PacTBOp OTOMJIbBTPOBHBaIM M cMoJly 10 pas npomeBaamu DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTEL C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc IOBTOPAJIN s IOCJIeNOBATENbLHOM KOHIIeHCalun
Lys (Boc), Asp(OtBu), Leu, Aib, Phe, Aib, Tyr(tBu), Asp(0tBRu),
Ser (tBu), Thr(tBu), oMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib wu

Tyr (tBu) (*: peakumsa B TeueHMe HouM) . CMoOJy IpoMeBaJin MeOH, a
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3aTeM CYMWUJIM [IPM IIOHMWXEHHOM »OaBJIeHUM C IIoJydeHmeM 76,4 wmMr H-
Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) ~aMePhe-Thr (tBu) -Ser (tBu) -
Asp (OtBu) -Tyr (tBu) —~Aib-Phe-Aib-Leu-Asp (OtBu) -Lys (Boc) -G1ln (Trt) -
Ala-Gln(Trt)-Ala-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMunoHOM cMoJIH Sieber.

[0236] K 76,4 MI' HOJIYUYEHHOM CMOJIE HOOaBRJAJIM 1 MJI CMecu
TFA: M-Kpes0JI: THOaHM30JI: HSTaHguTuoJi: HxO0: TpUU3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5), u cMeck IepeMemMBaJM B TeueHue 1,5 uyacor. B
PeaklMOHHEN pacTBOP IOOOARJIAIM IUDTUIIOBHY »oup 14 obecnedeHUd
OpeluunuTaluy U OpelUMOIUTaT OIPOMHBAaJIM OYyTeM IIOBTOPEeHMS TpPpM pasa
IeViCTBUA YyIOaJleHMd CylNepHaTaHTa II0CJie LeHTpUudyrupoBaHMsa. Ocalok
sKCTparupoBamu 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoanaan ouibTpaluel, I[I0CJe YeTro NPOBROOMIIM MpelapaTUMBHYH BIXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUJ, COIepXallni
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0OMPOBaHME JIMHEMHOTO
TpalreHTa KOHIIeHTpaluu 65/35-55/45 (60 MMH) ] . dpakuunmu,
comepxaBliMe TpeOyeMel OPOOYKT, cofupalM W JUOOUIM3MpOBaIM C
nojiyyeHvem 4,7 M OeJioro IIOPOUKaA .

[0237] Macc—-CrIeKTpoOMeTPUA, (M+H) * 4315,1 (BHIUMCJIIEHO :
4315, 2)

Bpemsa simompoBaHmMsa BOXX: 7,2 MmH

YCJIOBMSA BJIOMPOBAHUA

KoJIOHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT: MCIOJIb30BaHMe pacTBopa A: 0,1% TFA-BOoIa, pacTBOpa
B: auleToOHUTPUJ, comepxammii 0,1% TFA, A/B: s0MpOBaHME JIMHEMHOTO
TpaIlMeHTa KOHIeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTE IOTOKa: 3,0 MJI/MHUH

[0238] MpmuMmep 12

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Pya(4)-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH,
(SEQ ID NO: 24)
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H-Ala-GIln(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHyl CcMoJIy Sieber (0,225 msxB./T, 44,4
MT') , I[OJIyYeHHYK COIJIACHO CIpPpaBOYHOMY IpMMepy 3, OTBellMBaJiM B
PeakLMOHHYK [NpoOMPKYy WM I[oIbBeprajiM HabyxaHuio C [$oMombio DME.
Ilocnne  ynmajieHusa DMF  duiabTpaluMel K  CMOJIe  IIOCJIeHOoBaTeJIbHO
nodasagaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMKJ) M gumsonpomnmiaxkapbommummn (15,9 M), a 3aTeM CMech
BCTPAXUBAJINU B TeueHMre 1,5 YacoB. PeaKUMOHHEI pacTBOp
OTOMIILTPOBEBAJM, a 3aTeM CcMoJy 6 pas »nOpoMeBajluM DMF. Ilocie
IOOTBEPXIEHMS HeTaTHMBHOCTM B TecTe Kalzepa nobaBaaian 20%
pacTBOp INOuUIepuIvHa B DMF ¥ CMeCk BCTpPAXMBaAIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUlIepuivHa B DMF, u cMechb BCTpAxXuBaJiL B TeudeHue 20
MUHYT. PacTBOp OTOMJIBTPOBHBaIM M cMoJly 10 pas npomeBaim DME.
STOT LMKJ KOHIEHCalMM aMMHOKMCJIOTEL C Fmoc - yhoajleHusa 3alUTHOM
TPYIIIH Fmoc IOBTOPAJIN s II0CJIeNOBAaTEJIEHOM KOHIIeHCaluuu
Lys (Boc), Asp (OtBu), Leu, Aib, Pyva (4)*, Aib, Tyr (tBu),
Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe, Thr (tBu) **, Gly,
Glu(OtBu), Aib wum Tyr(tBu) (*: 17,4 w~ra DIPEA po®aBigayM B
Ipoliecce KOHIOeHcaluuu; **: peakKuud B TeudueHMe Houu). CMOJY
npomeleasgu MeOH, a 3aTeM CyIWJM IPU I[IOHMXEHHOM HOaBJIEHUU C
[IoJIydeHreM 78,4 MI H-Tyr (tBu) -Aib-Glu (OtBu)-Gly-Thr (tBu) -
oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) ~Aib-Pya (4) ~Aib-Leu-
Asp (OtBu) -Lys (Boc) -Gln (Trt) -Ala-Gln (Trt) -Ala-Glu (OtBu) -Phe-Val-
Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -

Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) ~aMmMaoHOM1 CMOJIEL
Sieber.

[0239] K 78,4 MI' IHOJIYUYEeHHOM CMOJIE HOOaRJAJIM 1 MJII CMecu
TFA: M-Kpes3s0Ji: TMOaHM30JI: 2TaHOuTMoJ: HxO0: TpHUM3ONPpONMIICUIIaH
(80:5:5:5:2,5:2,5), M cMechk IepeMemMBalIM B TeueHue 1,5 yacor. B
PeakKLMOHHEM pPacTBOP INOO0aBJANM IOURTUIIOBEM »20Up IJNa oOO0ecClleueHUs
OpelunIuTaluy M OpelUMOIUTaT OIPOMHBAaJIM IIYyTeM IIOBTOPEHMS TpPpM pasa
OEeVICTBMA yHOaJleHUsa CyIlepHaTaHTa I[octie UeHTpupyrmpoBaHusa. Ocalok

skCcTparupoBaau 50% BOIOHEIM pPacTBOPOM YKCYCHOM KMCJOTH U CMOJY
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yoandaan ouibTpalMel, I[IOCJe YeTro NPOBOOMIIM [IpelapaTUBHYH BIXX c

MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHmaA, pacTBOp B: aleTOHUTPWJ, COIepXallun
0,1% TFA, CKOpPOCTBH INOTOKa 8 MJI/MuH, A/B: 3J0OMPOBAaHME JIMHEMHOTO
TpaldreHTa KOHILIeHTpalun 67/33-57/43 (60 MMH) ] . dpakuum,
comepxaBmye TpeOyeMel MNPOAOYKT, cCoOupalyM U JMOOUIM3MPOBAIMU C
nojiyueHuem 15,2 M 0eJjioro IIOpPOIKa.

[0240] Macc—-CrIeKTpoMeTPHUs, (M+H) * 43106, 2 (BEIUMCJIEHO :
4316, 2)

Bpemsa zimompoBaHMAa BOXX: 6,9 MuMH

KoJIoOHKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJIDEHT: MCIIOJIb30BaHMe pacTBopa A: 0,1% TFA-BOoIa, pacTBOpa
B: aleToOHUTPUIJ, comepxammii 0,1% TFA, A/B: s0MpOBaHME JIMHEMHOTO
TpaIlMeHTa KOHIeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTE IOTOKa: 3,0 MJI/MHUH

[0241] MNpumep 13

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-oMePhe-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH2
(SEQ ID NO: 25)

H-Ala-Gln(Trt)-Ala-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuoHyio cMoJly Sieber (0,225 msxB./T, 44,4
MT'), IOJIYyUeHHYK COTIJIaCHO CIPaBOUYHOMY TIIpUMepy 3, OTBENMBaJIM B
PeaklMOHHYD NOpoBupKy U IOoABepTalM HabyxaHMio C I[IoMmombio DME,
Ilocne  ymajieHus DMF  QuiabTpauMeX K CMOJIe  IIOCJIeIOBaTeJIbHO
notasjagaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMrJ) M gumsonponuiaxkapbomnuumMmn (15,9 M), a 3aTeM CMecCh
BCTPAXUBAJINU B TeueHMe 1,5 YacoB. PeaKUMOHHHM pacTBoOp
OTOMIIBETPOBEBAJIM, a 3aTeM CMoJy 6 pas »npoMeeBaln DMF. ITlocioe
IIOOTBEPXIOEHUSA HEeTaTHMBHOCTM B TecTe Kalzepa nobaBjasaian 20%
pacTBOp HOuIepuIMHa B DMF ¥ CMeCbk BCTpAXMBaJIM B TedeHue 1
MUHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU

20% pacrTBOp nunepuivHa B DMF, u cMecCh BCTpAXMBaJXM B TeueHMe 20
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MMHYT. PacTBOp OTOMIIBTPOBHBaIM M cMoJly 10 pas npomeBagu DME.
STOT LMKJ KOHIEHCalUM aMMHOKMCJIOTEL C Fmoc - yhoajleHusda 3alUTHOM
TPYIIIH Fmoc IOBTOPAJIN 0J1s [I0CJIeNOBaTEJIEHOM KOHIeHCaluun
Lys (Boc), Asp (OtBu), Leu, oMePhe, Ile, Aib, Tyr (tBu),
Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe, Thr (tBu) *, Gly,
Glu(OtBu), Aib um Tyr(tBu) (*: peakumusa B TeueHMe HouM). CMOJY
npoMelBasn MeOH, a 3aTeM CymIMJIM [OPpM [IOHMXEHHOM HIaBJIEHUM C
[IoJIydyeHreM 69,1 MI H-Tyr (tBu) -Aib-Glu (OtBu)-Gly-Thr (tBu) -
oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) ~Aib-Ile-oMePhe-Leu-
Asp (OtBu) -Lys (Boc) -Gln (Trt) -Ala-Gln (Trt) -Ala-Glu (OtBu) -Phe-Val-
Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -
Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) ~aMmMaoHO CMOJIEL
Sieber.

[0242] K 69,1 MI' HOOJIYUEHHOM CMOJIE HOOaBRJaAJIM 1 M CMecu
TFA: M-Kpes3s0Ji: TMOaHM30JI: 2TaHOuTMoJ: HxO0: TpHUM3ONpONMIICUIIaH
(80:5:5:5:2,5:2,5), M cMechk IepeMemMBalM B TeueHue 1,5 uyacor. B
PeakKLMOHHEM pPacTBOP INOOaBJANM IOUBTUIIOBEM 320up IJIa oOO0eClledeHUs
OpelunIuTaluy M OpelUMOIUTaT [IPOMHBAJIM IIYyTeM IIOBTOPEHMS TpM pasa
OEeVICTBMA yHOaJleHUd CyIlepHaTaHTa I[ocje UeHTpudpyrmnpoBaHusa. Ocalok
sKcTparmpoBagu 50% BOOHEIM pPacTBOPOM YKCYCHOM KMCJIOTEH M CMOJY
yoajaaay OouibTpaliMel, IIOoCJie Yero MNPOBROIMIM IIpelapaTUBHYy BIOXX c
MCIIOJIb30BaHeM KoOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mm I.D.)
[PacTBOp A: 0,1% TFA-BOmA, pPacTBOPp B: alLUeTOHUTPUII, COIepPXalmi
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0MpPOBaHME JIMHEMHOTO
TpalMeHTa KOHIIeHTpalun 64/36-54/46 (60 MMH) ] . dpakuum,
comepXaBmMe TpebyeMel OPOOYKT, cofupaly U JIUOOMIM3UPpOBaJIM C
nojiyuyeHvem 14,4 Mr 0ejioTo IMIOPOKa.

[0243] Macc-crnekTpoMeTpus, (M+H) * 4356, 9 (BHUMCJIEHO :
4357, 3)

Bpemsa zimompoBaHmMsa BOXX: 7,4 MuH

YCIJIOBMA SJIOMPOBaAHWMA:

KoJIoHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT : MCIIOJIb30BaHMe pacTBopa A: 0,1% TFA-BOIa, pacTBOpa

B: aueToHUTPpUJ, comepxamuit 0,1% TFA, A/B: 3J0MPOBaHME JIMHEMHOTO
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TpaIlMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOoTOKa: 3,0 MI/MHUH

[0244] Tpumep 14

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-Cha-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 26)

H-Ala-Gln(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHyl CcMoJIy Sieber (0,225 msxB./T, 44,4
MT'), HDOJIYYeHHYK COIJIACHO CIpaBOYHOMY IPMMepy 3, OTBellMBaJlM B
PeakLUMOHHYK NpoOMpPKYy ¥ I[oIBepTrayiM HabyxaHuMio C DoMombio DME.
Ilocnme  ymajienus DMF  QuiabTpauMe¥ K  CMOJIe  IIOCJIeIOBaTeJIbHO
notasjagaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMKJ) M gumsonponuiarkapbomnmumMmn (15,9 M), a 3aTeM CMecCh
BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHEI pacTBOp
OTOMIIBETPOBEHBAJIM, a 3aTeM CMoJy 6 pas »npoMeealn DMF. Tlocie
IIOOTBEPXIEHMS HeTaTHMBHOCTM B TecTe Kalzepa Inobarjasaian 20%
pacTBOop oOuMIepuIvHa B DMF ¥ CMeChk BCTpAXMBaJIM B TedeHue 1
MUHYTH. PacTBOp OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBbL I00aBJIAIU
20% pacTBOp ouUIepunnHa B DMF, M CcMechb BCTpAXMBaJIM B TeueHue 20
MUHYT. PacTBOp OTOMIBTPOBHEBAJIM M CMOJy 10 paszs npomeBasin DMF.
9TOT LMKJ KOHIEHCAalMM aMMHOKMCJIOTEL C Fmoc - yIoajleHusd 3alUTHOM
TPYIIIH Fmoc TIOBTOP AJIN 0Jis IIoCJjiefoBaTEJILHOM KOHIeHCaluu
Lys (Boc), Asp(0tBu), Leu, Cha, Ile, Aib, Tyr(tBu), Asp(0tBu),
Ser (tBu), Thr(tBu), oMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib wu
Tyr (tBu) (*: peakumsa B TedeHMe HouM) . CMOJy IHOpoMuBalu MeOH, a
3aTeM CYMWUIM T[IPU IDOHMXEeHHOM »OaBJIeHUM C TIoJydyeHmeMm 71,5 wMr H-
Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) —~aMePhe-Thr (tBu) -Ser (tBu) -
Asp (OtBu) -Tyr (tBu) -Aib-Ile-Cha-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt) -
Ala-Gln(Trt)-Ala-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc) -Leu-Leu-
Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMmOHOM CMOJIHL Sieber.

[0245] K 71,5 MI' mOOJIydyeHHOM CMOJIE HOOaBRJAIM 1 MJII CMecu

TFA: M-Kpe30Ji: THMOAaHM3OJI: sSTa”HguTmosi: HxO: TpHUM3OIpONMIICUIIaH
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(80:5:5:5:2,5:2,5), M cMechk IepeMemMBaJllM B TeueHue 1,5 yacor. B
PEeakKklMOHHEM pacTBOP IOOOARJAIM IUDTUIIOBHM 30up nJd obecledeHUS
OpelUunInTalny M OPeUMINTaT IPOMBEBAJIM [IyTeM IIOBTOPEeHMI TpU pas3a
OeVICTBUA YyIOaJleHUs CyllepHaTaHTa IIocJie LeHTpudyrupoBaHMsa. OcCaIokK
skCcTparupoBaau 50% BOIHEIM pPacTBOPOM YKCYCHOM KMCJIOTH U CMOJY
yoajgaay OouibTpaliMed, IIOCJie Yerlo MNPOROIMIIM IIpelapaTUBHYy BIOXX c
MCIIOJIb30BaHMeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWJ, COIepXalun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0MpPOBaHME JIMHEMHOTO
TpalVeHTa KOHIIeHTpalun 63/37-53/47 (60 MMH) ] . dpakuum,
comepxaBlMe TpebOyeMel OPOOYKT, cofupaly U JIUOOMIM3UPpOBaJIM C
[IoJIydyeHreM 16 MI' 0eJioT'o IIOpOolKa.

[02406] Macc-crnexkTpoMeTpus, (M+H) * 4348,7 (BEIUMCJIIEHO
4349, 3)

Bpemsa zimompoBaHMsa BOXX: 7,5 MmH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIoHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpa
B: aueToHUTpMJ, comepxamui 0,1% TFA, A/B: sJ0MpPpOBaHME JIMHEMHOTO
TpaloueHTa KoOHUeHTpaumuu 95/5-35/65 (10 mMmH)

CKOPOCTL IoToka: 3,0 mi/MuH

[0247] TNpumep 15

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Lys—-aMePhe-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH2
(SEQ ID NO: 27)

H-Ala-GIn(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHyID CMOJIy Sieber (0,225 msxB./T, 44,4
MT'), IOJIydeHHYK COTIJIaCHO CIPaBOYHOMY IIpUMepy 3, OTBEeNMBaIM B
PeaklMOHHYKD OpolupKy M HDOABepTalM HabyxaHMio C »$omombl DME,
Ilocme ymajeHus DMF  QuiabTpauuey K  CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjgaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF

(200 MKJI) M gumMsoHponmikapbommuMmn (15,9 M), a 3aTeM CMecCh



86

BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTBop
OTOMIILTPOBEHBAJIM, a 3aTeM CMoJy 6 pas »npoMmeeajlum DMF. ITlocie
IIOOTBEPXIOEHMS HeTaTHMBHOCTM B TecTe Kalzepa Inobarjasaian 20%
pacTeop oOMIepuIvHa B DMF ¥ CMeCb BCTpAXMBaJIM B TedeHue 1
MUHYTEH. PacTBOp OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBb I00aBJIAIU
20% pacTBOp ouUIepunuHa B DMF, n cMechb BCTpAxXMBaJIM B TeueHue 20
MUHYT. PacTBOp OTOMIILTPOBHBAIM M CcMoJIy 10 pas nopomeBajgmu DME.
SToT UIMKJI KOHIEHCAalUMM aMUHOKMCJIIOTE C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IocJjienoOBaTENIbLHOM KOHIeHCaluu
Lys (Boc), Asp(OtBu), Leu, oMePhe, Lys(Boc), Aib, Tyr (tBu),
Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe, Thr (tBu) *, Gly,
Glu (OtBu), Aib m Tyr(tBu) (*: peakluusa B TeueHMe HouUM). CMOJY
npoMmeiBau MeOH, a 3aTeM CymIMJIM IPpM TIOHWXKEeHHOM HaBJIeHUM C
[IOJIyYEeHVEM 77,9 MI H-Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) -
oMePhe-Thr (tBu) -Ser (tBu) —Asp (OtBu) -Tyr (tBu) -Aib-Lys (Boc) -
oMePhe-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt)-Ala-Gln(Trt)-Ala-
Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc)-Leu-Leu-Lys (Boc) -Gly-Gly-
Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) -
aMMIOHOM CMOJIEL Sieber.

[0248] K 77,9 MI' HOOJIYYEHHOM CMOJIE HOOABRJAIM 1 MJI CMecu
TFA: M-Kpeso0oJI: THMOaHM30JI: STaHOuTMoJI: H20: TpUM3O0NpOonMIICuiIaH
(80:5:5:5:2,5:2,5), U cMech IepeMemMBallM B TeueHre 1,5 yacor. B
PeakIlMOHHEM pacTBOP IOOOABJIANM IMUDTUIIOBHY »oup nJad obecrnedeHUd
OpeluunuTaluy M OpeluuOIuTaT I[IPOMHBAJIM IIYyTeM IIOBTOPEeHMA TpM pasa
OeViCTBUMA YyIOaJleHMd CylIepHaTaHTa II0cJe LeHTpudyrupoBaHusa. OcaIok
sKCTparupoBanu 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoanaan ouibTpaluel, I[I0CJe YeTro NPOBOOMIIM MpelapaTUMBHYH BIXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOpP A: 0,1% TFA-BOma, PacTBop B: aleTOHUTPWUJ, COIepXalluni
0,1% TFA, CKOPOCTBL MNOTOKa 8 MJI/MUH, A/B: 3JI0OMPOBaHME JIMHEMHOTO
TpaIneHTa KOHIIeHTpaluu 65/35-55/45 (60 MMH) ] . dpakunm,
comepxaBlme TpebyeMel OPOOYKT, cofupalu W JUOOUIM3UPpOBaIM C
nojiyyeHvem 13,4 MI 0eJioTo IIOpPOolKa.

[0249] Macc-crnexkTpoMeTpu, (M+H) * 4371,7 (BrumcIieHo @

4372, 3)
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BpeMmsa osimompoBaHma BOXX: 7,1 muH

YCIJIOBMA SJIOMPOBAHWMA .

KoJIoHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJIOEHT: MCIHOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIa, pacTBoOpa
B: aleToHUTpWJ, comepxamuit 0,1% TFA, A/B: 3J0MPOBaHME JIMHEMHOTO
TpalleHTa KOHUeHTpaumn 95/5-35/65 (10 mMuH)

CKOPOCTL IOTOKa: 3,0 MI/MUH

[0250] TMpuMmep 16

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Lys-Cha-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 28)

H-Ala-GIn(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu)-Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHYID CMOJIy Sieber (0,225 msxB./T, 44,4
MI') , IOJIydeHHYK COIJIaCHO CIPaBOYHOMY IIPUMepy 3, OTBEelMBaJIM B
PeaklMOoHHYKD NpoBuMpKYy M HOOBepTalM HabyxaHMio C »Oomombi DME,
[locme  ymajieHus DMF  QuiabTpauMer K  CMOJIe  IIOCJIeIOBaTeJIBHO
nodasjugaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMkJI) M gumsonponuidkaptomummvmn (15,9 wMrJI), a 3aTeM CMecCchb
BCTPAXUBAJIU B TeueHMe 1,5 YacoB. PeaKUMOHHEM pacTBop
OTOMIILTPOBEBAJIM, a 3aTeM CMoJy 6 pas I»OpoMeBaJuM DMF. Ilocie
IIOATBEePXIeHMsa HeTaTHMBHOCTM B TecTe Kalzepa nobaBagian 20%
pacTBOp IOuIepuIMHa B DMF ¥ cMeck BCTpAXMBaIM B TeueHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HulepuivHa B DMF, u cMechk BCTpAxXMBaJMn B TeudeHue 20
MUHYT. PacTBOp OTOMJILTPOBHBaAIM M cCcMoJly 10 pas npomeBaamu DME.
STOoT UMKJI KOHIEHCAUMM aMUHOKMCIIOTE C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IOCJIeNOBATENbLHOM KOHIIeHCaluu
Lys (Boc), Asp (OtBu), Leu, Cha, Lys (Boc), Aib, Tyr (tBu),
Asp (OtBu) , Ser (tBu), Thr (tBu), oMePhe, Thr (tBu) *, Gly,
Glu (OtBu), Aib m Tyr(tBu) (*: peakluusa B TeueHMe HoUM). CMOJY
npoMmeleas MeOH, a 3aTeM CymIMJIM IPpM TIOHWXEHHOM HaBJIEHUM C

[IOJIYyUeHMEM 75,1 MT H-Tyr (tBu) -Aib-Glu (OtBu)-Gly-Thr (tBu) -



88

oMePhe-Thr (tBu) -Ser (tBu) —Asp (OtBu) -Tyr (tBu) -Aib-Lys (Boc) -Cha-
Leu-Asp (OtBu) -Lys (Boc)-Gln (Trt)-Ala-Gln (Trt)-Ala-Glu (OtBu)-Phe-
Val-Lys (Boc)-Trp (Boc) -Leu-Leu-Lys (Boc) -Gly-Gly-Pro-Ser (tBu) -
Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMMOHOM CMOJIBL
Sieber.

[0251] K o 75,1 Mr moJiydeHHOM CMOJIH IOOAaBJSIM 1 MJI CMeCcHu
TFA: M-Kpes30JI: THOAaHM3O0JI: HSTaHguTuoJi: HxO0: TpUU3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5), u cMeck HnepeMemlMBaJ M B TeueHue 1,5 uyacor. B
PeaklMOHHEM pPacTBOP IOOOARBRJIAIM IUDTUIIOBHY »oup nJad obecrnedeHUd
OpeluunuTaluy M OpeluuOIuTaT IPOMHBAJIM IYyTeM IIOBTOPEeHMS TpPpM pasa
OeViCTBUA YyIOaJleHMd CylIepHaTaHTa II0CJe LeHTpUudyrupoBaHMsa. OcaIokK
sKCTparupoBamu 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH U CMOJIY

yoanann ouibsTpaluel, I[I0CJe YeTro NPOBOOMIIM MpelapaTUMBHYK BIXX c

MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOIa, pacTBOp B: aleTOHUTPWUJ, COIepXalluni
0,1% TFA, CKOPOCTBL MOTOKa 8 MJI/MUH, A/B: 3J0OMPOBaHME JIMHEMHOTO
TpalreHTa KOHIIeHTpalu 65/35-55/45 (60 MMH) ] . dpakuny,
comepxaBlre TpeOyeMel OPOOYKT, cofupalu W JUOOUIM3MpOBaIM C
nojiyyeHuem 14,7 MI' 0ejioTo IIOpPOIIKa.

[0252] Macc-crnexkTpoMeTpuA, (M+H) * 4364,7 (BrumcIieHo :
4364, 3)

Bpemsa sinompoBaHua BOXX: 7,1 MmH

YCIJIOBUMA SJIOMPOBaAHMA

KoJIOHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJIOEHT : MCIIOJIb30BaHMUe pacTeopa A: 0,1% TFA-BOIAa, pacTBOpa
B: alLeToOHUTPUIJ, comepxamuii 0,1% TFA, A/B: s0oMpOBaHME JIMHEMHOTO
TpaIlMeHTa KOHIeHTpaummu 95/5-35/65 (10 MuH)

CKOPOCTE IOTOKa: 3,0 MJI/MHUH

[0253] MpmuMmep 17

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-aMeTyr-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH2
(SEQ ID NO: 29)

H-Ala-Gln(Trt)-Ala-Glu (OtBu) -Phe-Val-Lys (Boc)-Trp (Boc) -
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Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMuOHyl CMOJIy Sieber (0,225 msxB./T, 44,4
MT') , IOJIYydeHHYK COIJIaCHO CIPaBOYHOMY IIPUMepyY 3, OTBelMBa M B
PeakKMOHHYD NpoBUMPKY M HOOBepTalM HabOyxaHMi C [$omombio DME,
[locme  ymajieHusa DMF  QuiabTpauuer K  CMOJIe  IIOCJIeIOBaTeJIBHO
notamyagaau Fmoc-Gln(Trt)-OH (61,1 wMmr), 0,5 M Oxymapure B DMF
(200 wMKJ) M gumsoHpomnmaxkapbommummn (15,9 M), a BaTeM CMech
BCTPAXUBAJINU B TeueHMre 1,5 JacoB. PeaKUMVOHHHM pacTBOp
OTOMIILTPOBEBAJM, a 3aTeM CcMoJy 6 pas »OpoMeBaJuM DMF. Ilocie
IIOOATBEPXIEeHMS HeTaTHMBHOCTM B TecTe Kalzepa nobaBaaian 20%
pacTBOp InOuIepuIvHa B DMF ¥ CMeCchk BCTpAXMBaJIM B TeudeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HulepuivHa B DMF, u cMechb BCTpAxXMBaJiL B TeudeHue 20
MUHYT. PacTBOp OTOMJIbBTPOBHBaIM M cMoJly 10 pas npomeBaam DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTEL C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc IOBTOPAJIN s IOCJIeNOBATENbLHOM KOHIIeHCaluu
Lys (Boc), Asp (OtBu), Leu, oMeTyr, Ile, Aib, Tyr (tBu),
Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe, Thr (tBu) *, Gly,
Glu (OtBu), Aib m Tyr(tBu) (*: peakluusa B TeueHMe HoUM). CMOJY
npomeleasu MeOH, a 3aTeM CymIMJIM IPU IIOHMXEHHOM HaBJIEHUUM C
[IOJIyUeHMEM 56,2 MT H-Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) -
oMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Aib-Ile-oMeTyr-Leu-
Asp (OtBu) -Lys (Boc)-Gln(Trt)-Ala-Gln (Trt)-Ala-Glu (OtBu)-Phe-Val-
Lys (Boc)-Trp (Boc)-Leu-Leu-Lys (RBoc) -Gly-Gly-Pro-Ser (tBu) -
Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMUIHOM CMOJIEL
Sieber.

[0254] K 56,2 MI' HOJIYUEHHOM CMOJIE HOOaBRJAIM 1 MJII CMecu
TFA: M-Kpes0Ji: THMOaHM30JI: STaHIMTHoJ: HxO0: TPpUMU3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5), n cMechk NepeMemMBalIM B TeueHue 1,5 yacor. B
PeakKlMOHHEN pacTBOP IOOOARJAIM IUDTUIIOBHY »oup »Jd obecledeHUS
OpelunIuTaluy U OpelUMOIUTaT OIPOMHBAaJIM [IYyTeM IIOBTOPEHMS TpPpM pasa
OeVICTBUA YyIOaJleHMS CyIIepHaTaHTa II0CJie LeHTpUdyTrupoBaHMsa. OcCaIokK
sKCTparupoBanmn 50% BOIHEM pPacTBOPOM YKCYCHOM KUCJIOTH M CMOJIY

yoanann OouibTpaluel, I[IOCJe Yero NPOBOOMIIM IIpeldapaTuBHY BIXX c

MCIIOJIb30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)



90

[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUJ, COIepXallni
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0OMPOBaHME JIMHEMHOTO
TpalreHTa KOHIIeHTpaluu 65/35-55/45 (60 MMH) ] . dpakunm,
comepxaBliMe TpeOyeMel IIPOOYKT, cofupalu W JUOOUIM3MPpOBaIM C
nojgyueHueM 1,4 M 6eJIoTO TIOPOoIKa .

[0255] Macc—-CrIeKTpoOMeTPU, (M+H) * 4373,8 (BHIUMCJIEHO :
4373, 2)

Bpemsa simompoBaHmMsa BOXX: 7,2 MmMH

YCIJIOBMA SJIOMPOBaAHMA:

KoJIOHKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJIOEHT: MCIOJIb30BaHMe pacTBopa A: 0,1% TFA-BoIa, pacTBOpa
B: alLeToOHUTPUJ, comepxammii 0,1% TFA, A/B: s0MpOBaHME JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaummu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MJI/MHUH

[0256] IpmuMmep 18

CuHTes Ac-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH,
(SEQ ID NO: 30)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMUIOHYIO CMOJTY Sieber (0,253 M3KB. /T, 39,5 wm1m),
[IOJIYUEHHYK C MCIOJIb30OBaHMEM I[IOOXONa, aHaJIOTMUHOT'O DTaJIOHHOMY
npuMepy 1, OTBemlMBaJIM B pPeakKUMOHHYI OpOoBUPKY M IOIOBepTaliu
HabyxaHuio C nomombio DMFE. Ilociye ynajeHus DMF (uiabTpalMel K cCMoJie
rIocJienoBaTeJIbHO nobaBJigin Fmoc-Ala-OH (31,1 MT) , 0,5 M
Oxymapure B DMF (200 wMrJ) ¥ guMscHpoluikapdbommmvmn (15,9 wwi),
a 3aTeM CMeChb BCTpAXMBAJIM B TeueHMe 1,5 YacoB. PeaKUMOHHHMN
pPacTBOpP OTOWMJIETPOBHBAJM, a 3aTeM CMOJy 6 pas TI[IpoMeBalu DME.
[IocJjie TIOOTBEPXINeHMS HEeTaTUBHOCTM B TecTe Kalsepa npobariasaimm 20%
pacTBOp INuMOepuIMHa B DMF ¥ CMeCk BCTpAXMBaJIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUIepuIvHa B DMF, u cMecCh BCTpAXMBaJXM B TeueHue 20

MMHYT. PacTBOop OTOMIBLTPOBHBaIM M cMoJily 10 pas npomeBajgu DME.
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STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTE C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc IOBTOPAJIN s IIOCJIENOBATENBLHOM KOHIeHCaluN
Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile¥*,
Aib, Tyr (tBu), Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib u Tyr (tBu) (*: peakums B TeueHUe
HOulM) . HaJsiee N-KOHILIEBVIO TpyHIy Fmoc yIoaJlsaJan obpaboTKoM
OIUIIEPUOMHOM, a 3aTeM K CMoJle IocjiefoBaTeJibHO nmobarBjsiam DMEF (200
MKJI), DIPEA (17,4 wmxjg) m Ac20 (9,4 MKJ) M CMecCchb BCTpAXMBaJIM B
TeueHre 90 MMHYT. PeaKIMOHHHM pacTBOP OTOUILTPOBHBAJIM, a 3aTeM
CMOJIy 6 pa3 mnpoMeBaJlvM DMFE. Ilocjie TOOTBEPXIOIEHUS HEeTaTMBHOCTU B
TecTe Kal3epa, CcMOJy OpoMHBaJu MeOH ¥ CymmaM OPpUM IOHMKEHHOM
DaBJIEeHUM C [oJgydeHuemM 43 wMr  Ac-Tyr (ftBu)-Aib-Glu (OtBu)-Gly-
Thr (tBu) ~-aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtRu) -Tyr (tBu) -Aib-TIle-
Aib-Leu-Asp (OtBu) -Lys (Boc) -Gln (Trt)-Ala-Gln (Trt)-Ala-Glu (OtBu) -
Phe-Val-Lys (Boc)-Trp (Boc) -Leu-Leu-Lys (Boc)-Gly-Gly-Pro-

Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) —aMuOHOM
CMOJIEL Sieber.

K 43 MIr I[OJyYeHHOM CMOJIE JofaBjgam 1 M1 cMecu TFA: M-
KpesoJi: TUOAHMU3OJI: STAHIUTHUO H20: TPUMBOIPONIUIICUIIaH
(80:5:5:5:2,5:2,5), M cMech IIepeMellMBaJlM B TeueHue 1,5 uyacor. B
PeakLUMOHHEM PacCTBOP IOODABJIAIM OUSTUIIOBEM 50up IJd oOecleueHUS
NpelunInTaluy M IIpelUuIUTaT IPOMEBAJIM IIYTeM IIOBTOPEHMSA TpU pasa
OeViCTBUMA YyIOaJleHMd CylepHaTaHTa IIocje LeHTpudyrupoBauHusa. OcaIok
sKCcTparupoBaiau 50% BOIHEM pPacCTBOPOM YKCYCHOM KUCJIOTH M CMOJIY
yoanaan ouibTpaluel, I[I0CJe Yero NPOBOOMIIM MIpelapaTUMBHYH BIXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUJ, COIepXalun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0OMPOBaHME JIMHEMHOTO
TpaIneHTa KOHIleHTpaluu 62/38-52/48 (60 MMH) ] . dpakunmu,
comepxaBlme TpebyeMel OPOOYKT, cofupaly W JIUOOUIM3UPpOBaIM C
noJiyyeHrem 7,8 M OeJIoTO IIOPOIKa .

[0257] Macc-crnexkTpoMeTpus, (M+H) * 4323,4 (BEIUMCIIEHO :
4323,2)

Bpemsa osumompoBaHmMa BOXX: 7,5 muH

YCIIOBMA SJIIOMPOBAHNMA L



92

KoJIoHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpa
B: aueToHUTpUJ, comepxamui 0,1% TFA, A/B: s0MPOBaHME JIMHEMHOTO
TpalueHTa KOHUeHTpaumum 95/5-35/65 (10 mMmH)

CKOPOCTL IoToka: 3,0 mi/MuH

[0258] Tpumep 19

Cunres 0OeH30MJI-Tyr-Aib-Glu-Gly-Thr-oaMePhe-Thr-Ser-Asp-Tyr-
Aib-TIle-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-
Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 31)

H-G1lu (OtBu)-Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMMIOHYO CMOJTY Sieber (0,253 M3KB. /T, 39,5 wm1m),
IIOJIy4YeHHY  COIJIaCHO cpaBOYHOMY  IpuMepy 1, OTBelMBaJIN B
PeaklMOHHYK NOpoBUpKYy, ¥ TNHoOBepralXM HalyxXaHMK C TIIoMomb DMFE,
Ilocnme  ymajeHus DMF  QuiabTpauMeX K  CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjgaam Fmoc-Ala-OH (31,1 wMmr), 0,5 M Oxymapure B DMFE (200
MKJI) M  IOUU3O0NPONUIIKAPOOOUNMUL (15,9 w™xIa), a 3aTeM CMecChb
BCTPAXUBAJIU B TedeHNe 1,5 YacoB. PeaKUMOHHHM pacTBop
OTOUJIL TPOBHBAJM, a 3aTeM CMOJIly 6 pas3s »OpoMeBajau DMFE. TIlocye
IIONTBEepPXOEeHNS HeTaTHMBHOCTM B TecTe Kalszsepa Inobaraaiau 20%
pacTBOop InOuIepunIvHa B DMF ¥ cMeck BCTpAXMBaIM B TeueHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacTBOp HunepunvHa B DMF, u cMechb BCTpAxXuBaJiMd B TeueHue 20
MUHYT. PacTBOp OTOMILTPOBHBaAIM M cMoJly 10 pas npomeBaam DME.
STOoT UIMKJI KOHIEHCAlUMM aMUHOKMCIIOTHE C Fmoc - yIaJlleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IoCJIeNOBaATENbLHOM KOHIIeHCaluu
Gln(Trt), Ala, GIln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile¥*,
Aib, Tyr (tBu), Asp (OtBu), Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peakllMs B TeueHUe
Houm) . HaJiee N-KOHILIEBVYIO TPYIILY Fmoc v OaJlaJin obpaboTkoM
IUIIEPUOVHOM, a 3aTeM K CMOJIe IIOCJenoBaTeJIbHO  IHo0aBJIAU
BeHzoMHYIL KMcIoTy (12,2 mr), 0,5 M Oxymapure B DMF (200 MkJ) u

ouu3onponmakapdonumvmn (15,9 MKJI) M CMeChb BCTPAXMBAJM B TeUeHUE
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HOUM. PeaKUMOHHEIM pacTBOp OTOMUIILTPORBRHBAJM, a 3aTeM CMOJIy 6 pas
npoMelBagn  DME. [Tocaie INOOTBEePXICHNMA HeraTMBHOCTM B TecTe
Kamzepa, cMmosly nOpomelBain MeOH, a 3aTeM CyNMIM IIPM IIOHMXEHHOM
OaBJleHMM C nojydeHueM 54,8 wMmr ©OeHzouma-Tyr (tBu)-Aib-Glu (OtBu) -
Gly-Thr (tBu) -oaMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Aib-
Ile-Aib-Leu-Asp (OtBu)-Lys (Boc) -Gln (Trt)-Ala-Gln(Trt)-Ala-
Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -Gly-Gly-
Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -Lys (Boc) -
aMMIHOM CMOJIEL Sieber.

[0259] K 54,8 MI' HOJIYUYEeHHOM CMOJIE HOOaBRJAIM 1 MJII CMecu
TFA: M-Kpes3s0JI: THMOaHM30JI: 2TaHOuTMoJI: Hx0: TpUM3ONPpONMIICUIIaH
(80:5:5:5:2,5:2,5), n cMeck HepeMemMBalM B TeueHue 1,5 yacor. B
PeakIlMOHHEN pacTBOP IOOOARJAIM IUDTUIIOBHY 3oup njd obecnedeHUS
OpelunIuTaluy M OPpelUMOIUTaT [IPOMHBAaJIM [IYyTeM IIOBTOPEHMS TpPpM pasa
OeVICTBUA YyIOaJleHMS CyIepHaTaHTa I[I0CJie LeHTpUudyrupoBaHMsa. OcaIokK
sKCTparupoBamu 50% BOIHEM pPacTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoadsanay OuiIbTpallMelr, II0cJe Yelo IPOBOIMIIM IIpelapaTuBHYI BOXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: alLeTOHUTPWJ, COIepXalln
0,1% TFA, CKOpPOCTBL INOTOKa 8 MI/MuH, A/B: 32J0OMPOBAaHME JIMHEMHOTO
TpalqueHTa KOHILIeHTpalun 60/40-50/50 (60 MMH) ] . dparuum,
comepxaBmyre TpeOyeMel MNIPOAOYKT, cCoOupaly U JMOOUIM3MPOBAIMU C
nojgiyueHuem 10,1 M 0OeJjioTro IIOpPOIKaA.

[0260] Macc-CrIeKkTpoMeTpus, (M+H) * 4385, 2 (BEIUMCJIEHO :
4385, 2)

Bpemsa szimompoBaHmMAa BOXX: 7,7 MMH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIOHKa: Merck Chromolith Performance RP-18e (100x4,6 MM

SJI0EHT: MCIIOJIB30BaHMUe pacTeopa A: 0,1% TFA-BOIa, pacTBOpa
B: auLeToOHUTPUJ, comepxamumii 0,1% TFA, A/B: sI0MpPOBaHME JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaummu 95/5-35/65 (10 MuH)

CKOPOCTE IHOTOKa: 3,0 MI/MHUH

[0261] MNpmMmep 20

CuHTes 4PyCO-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-
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Aib-TIle-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-
Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NHz
(SEQ ID NO: 32)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMmupoHylo cMmoJy  Sieber (0,253 wMmkB./T, 39,5 w™mm),
IIOJIyYeHHYI COIJIaCHO  CIpaBO4YHOMYy LpuMepy 1, OTBEmMMBaJIN B
PeaklMOHHYD NpoBupKy M I[oABepTaluM HabyxaHMi C I[Iomombio DME.
Ilocne  ymajieHus DMF  oQuiabTpaluyeM K = CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjagaam Fmoc-Ala-OH (31,1 wMr), 0,5 M Oxymapure B DMFE (200
MKJI) M  IOUU3O0NPONUIIKAPOOOUNMUL (15,9 w™MxI), a 3aTeM CMechb
BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTBOp
OTOMIIBTPOBEBAJIM, a 3aTeM CMoJy 6 pas »npoMeBajlivM DMF. ITlociae
IOATBEPXIEHMS HeTaTHMBHOCTM B TecTe Kalzepa nobaBaaian 20%
pacTBOp INOMOepuIMHa B DMF ¥ CMeCck BCTpAXMBaIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUIepuIvHa B DMFEF, u cMecChb BCTpAXMBaJXM B TeudeHMue 20
MMHYT. PacTBOop OTOMIBTPOBHBaIM M cMoJly 10 pas npomeBajgu DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTEL C Fmoc - yZajleHMSa 3alUTHOM
TPYIIIH Fmoc IIOBTOPAJIN s II0CJIENOBATENILHOM KOHIeHCaluun
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile*,
Aib, Tyr (tBu), Asp (OtRu) , Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu) *, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peaklus B TeueHUe
HOuM) . HaJee N-KOHIIEBYIO TPYIIILY Fmoc v OaJlsaIn obpaboTkom
IUIIEPUMOMHOM, a 3aTeM K CMOoJle IIOocJenoBaTeJIJbHO nobaBjsaam 4-
IMPpUAOMHKapOOHOBYK kKuciotry (12,3 mr), 0,5 M Oxymapure B DMF (200
MKJI) ¥ Ioumszonponuikapbonummmn (15,9 MKI), M CMeCchk BCTPAXMBAJIMU B
TeueHNe HOUM. PeaKIMOHHHM pPacTBOP OTOMUILTPORHBAIM, a 3aTeMm
CMOJIy 6 pa3 npoMeBaJvM DMFE. Ilocjie TOOTBEPXIEHUS HEeTaTMBHOCTU B
TecTe Kalszepa, CMOJIy IHnpomeBasgu MeOH, a 3areM CYyIuJIM IIpHu
IIOHMXEHHOM IaBJIeHUM C I[oJydeHreM 62,9 wMr 4PyCO-Tyr (tBu)-Aib-
Glu (OtBu)-Gly-Thr (tBu) -aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -
Tyr (tBu) -Aib-Ile-Aib-Leu-Asp (OtBu)-Lys (Boc)-Gln (Trt)-Ala-
Gln(Trt)-Ala-Glu(OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
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Ser (tBu) -Lys (Boc) —aMMIOHOM CMOJIEL Sieber.

[0262] K 62,9 MI' HOJIYyYEeHHOM CMOJIE HOOaBRJAJIM 1 MJII CMecu
TFA: M-Kpe30Ji: TMOAaHM3OJI: sSTa”HguTuosi: HxO: TpHUM3OIpONMIICUIIaH
(80:5:5:5:2,5:2,5), M cMech IIepeMellMBaJlM B TeueHue 1,5 yacor. B
PEeaKIMOHHEM pPacTBOP IOOOABJIAIM IUDTUIIOBHY »oup nJaa obeclneueHUS
OpeUunIMTaluy M OPEeLUMIUTaT IIPOMHEBAaJIM IIYyTeM IIOBTOPEeHMA TpU pas3a
OeMCcTBUSA YyIOaJleHUs CcyIlepHaTaHTa IocJe LUeHTpudyrupoBaHus. Ocamok
SKCTparupoBau 50% BOOHBEIM PaACTBOPOM YKCYCHOM KMCJIOTH U CMOJIY

yoanaaun ouibTpaliel, I[I0CJe Yero NPOBOOMIIM IMIpelapaTUMBHYH BIXX c

MCIIOJIL30BaHMeM KOJIOHKM Daisopak SP-100-5-0ODS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUJ, COIepXalun
0,1% TFA, CKOPOCTBL INOTOKa 8 MJI/MUH, A/B: 3J0OMPOBaHME JIMHEMHOTO
TpalreHTa KOHIIeHTpaluu 62/38-52/48 (60 MMH) ] . dpakunmu,
comepxaBlMe TpebyeMel OPOOYKT, cofupaly W JIUOOMIM3UPpOBaIM C
nojiyyeHvem 13,3 MI' OeJJoTO IIOpOolKa .

[0263] Macc-cnekTpoMeTpus, (M+H) * 4386, 2 (BrIUMCIIEHO :
4386, 2)

BpeMmsa osmompoBaHmMa BOXX: 7,3 MuH

YCIIOBMA SJIOMPOBAHWMA .

KoJIoHka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT: MCIOJIB30BaHMe pacTeopa A: 0,1% TFA-BOma, pacTeopa
B: aueToHUTpMII, colepxammii 0,1% TFA, A/B: sioMpoBaHMe JIMHEMHOTO
TpalMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MJI/MHUH

[0264] MNpmmep 21

CrHTes cPrCO-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-
Aib-Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-
Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 33)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —ammuaHy® cMojy Sieber (0,253 wmsxe./T, 39,5 wM™D),
[IOJIyYeHHYI COIJIAaCHO  CIpaBO4YHOMYy  LIpuMepy 1, OTBElMBAIM B

PeaklMOHHYD OPOBUPKY, ¥ TI[oOBepTralM HadyxXaHMio C IoMombil DME.
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Ilocnme  ymajienus DMF  QuiabTpauMe¥ K  CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjgaam Fmoc-Ala-OH (31,1 wMr), 0,5 M Oxymapure B DMFE (200
MKJI) M  IOUU3ONPONUIKAPOOOUNMUL (15,9 w™xIa), a 3aTeM CMecChb
BCTPAXUBAJIU B TedeHNe 1,5 YacoB. PeaKUMOHHHM pacTBop
OTOMIILETPOBEBAJIM, a 3aTeM CMoJy 6 pas »nopoMmeleaiu DMF. Ilocie
IIONTBEePXOeHNS HeTaTHMBHOCTM B TecTe Kalzsepa nobaraaiau 20%
pacTBOop IOuIepulIMHa B DMF ¥ cMeck BCTpPAXMBaJIM B TeueHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacTBOp HunepunmHa B DMF, u cMechk BCTpAxuBaJin B TeueHue 20
MUHYT. PacTBOp OTOMJILTPOBHBaAIM M cMoJly 10 pas npomeBaam DME.
STOoT UIMKJI KOHIEHCAUMM aMUHOKMCIIOTE C Fmoc - yZIalleHMsa 3alUTHOM
TPYIIIH Fmoc TIOBTOPAJIN s IoCJIeNOBaATENbLHOM KOHIIeHCaluu
Gln(Trt), Ala, GIn(Trt), Lys(Boc), Asp(OtBu), Leu, Aib, Ile¥*,
Aib, Tyr (tBu), Asp (OtBu) , Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peakllus B TeueHUe
Houm) . HaJjiee N-KOHILIEBYIO TPYIILY Fmoc v OaJlaJin obpaboTkoM
IUIIEPUOVHOM, a 3aTeM K CMOJIe IIOCJenoBaTeJIbHO  IHo0aBJIAIU
LUMKJIONIpOollaHkapboHoBasd kucJjora (8,6 wmr), 0,5 M Oxymapure B DMF
(200 MKJI) Y OUUBOIPONUIIKAPOOIUMMUAL (15,9 w™MkIg), " CMeChb
BCTPAXUBAJIU B TedeHNe HOUMU. PeaKUMOHHHM pacTBop
OTOUJILTPOBHBAJM, a 3aTeM CMOJIy 6 pas3s OpoMeBaau DMFE. Ilocie
IIOOTBEPXIOEeHNS HeTaTUMBHOCTM B TecTe Kalszepa, CMOJIy I[IPOMEBAJIU
MeQOH, a 3aTeM CYIIWUJIM OIPpM IIOHWKEHHOM HOaBJIeHMM C IoJiydeHueM 61, 8
MT cPrCO-Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) —aMePhe-Thr (tBu) -
Ser (tBu) -Asp (OtBu) -Tyr (tBu) -Aib-Ile-Aib-Leu-Asp (OtBu) -Lys (Boc) -
Gln(Trt)-Ala-Gln(Trt)-Ala-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc) -
Leu-Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-
Pro-Ser (tBu) -Lys (Boc) —aMMOHOM CMOJIH Sieber.

[0265] K 61,8 MI' IOJIYUEHHOM CMOJIE HOOaRJAJIM 1 M CMecu
TFA: M-Kpes0JI: TMOaHM30JI: STaHIMTMoJI: Hx0: TPpUM3OIPOIUIICUIIaH
(80:5:5:5:2,5:2,5), M cMechk IepeMemMBalIM B TeueHue 1,5 yacor. B
PeakKlMOHHEN pacTBOP IOOOARJAIM IUDTUIIOBHY 30up IJd obecledeHUS
OpelunIuTaluy M OpelUMOIUTaT OIPOMHBAaJIM IIYyTeM IIOBTOPEHMS TpPpM pasa
OeVICTBUA YyIOaJleHMsA CylepHaTaHTa I[I0oCJe LeHTpudyrupoBaHMsa. OcCaIoK

skCcTparupoBaau 50% BOIOHEIM pPacTBOPOM YKCYCHOM KMCJOTH U CMOJY
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yoandaan ouibTpalMel, I[IOCJe YeTro NPOBOOMIIM [IpelapaTUBHYH BIXX c

MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOHmaA, pacTBOp B: aleTOHUTPWJ, COIepXallun
0,1% TFA, CKOpPOCTBH INOTOKa 8 MJI/MuH, A/B: 3J0OMPOBAaHME JIMHEMHOTO
TpaldreHTa KOHILIeHTpalun 61/39-51/49 (60 MMH) ] . dpakuum,
comepxaBmye TpeOyeMel MNPOAOYKT, cCoOupalyM U JMOOUIM3MPOBAIMU C
nojyiyueHuem 11,7 M 0eJjioTro IIOpPOIKaA.

[02606] Macc—-CrIeKTpoMeTPHUs, (M+H) * 4349, 2 (BEIUMCJIEHO :
4349, 2)

Bpems simompoBaHmsa BOXX: 7,6 MMH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIOHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJIOEHT: MCIOJIb30BaHMe pacTBopa A: 0,1% TFA-Boa, pacTBOpa
B: aleToOHUTPUJ, comepxamumii 0,1% TFA, A/B: s0MpPOBaHME JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaummu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MI/MHUH

[0267] Mpumep 22

CuHTe3s aMunouHO-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-
Aib-Ile-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-
Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH>
(SEQ ID NO: 34)

[0268] H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMuaoHyio cMoJly Sieber (0,253 wmsxB./T, 39,5
MT') , IOJIYydeHHYK COTIJIaCHO CIpPpaBOYHOMY TIIpuUMepy 1, OTBEeNMBaJIM B
pPeaklMOHHYKD NOpoBupKy U I[OoABepTalM HabyxaHMio C I[oMmombio DME,
Ilocne  ymajienus DMF  QuiabTpaluMeM K CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjagaam Fmoc-Ala-OH (31,1 wMr), 0,5 M Oxymapure B DMFE (200
MKJI) M  OUU3O0NPONUIIKAPOOOUNMUL (15,9 w™MxIm), a 3aTeM CMechb
BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTBop
OTOMIIBETPOBEHBAJIM, a 3aTeM CMoJy 6 pas »npoMeBaln DMF. Tlocie
IIOOTBEPXIOEHUS HeTaTHMBHOCTM B TecTe Kalzepa nobarjasaian 20%
pacTBop INOuUIepuIvMHa B DMF ¥ CMeCb BCTpAXMBaJIM B TedeHue 1

MVMHYTEHL. PaCTBOp OT@MHprOBHBaHM, M 3aTeM K HeMy BHOBBL IDOOaBJIAJIM
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20% pacrTBOp HuUIepuIvHa B DMFEF, u cMecCh BCTpAXMBaJM B TeudeHue 20
MMHYT. PacTBOp OTOMIBTPOBHBaIM M cMoJly 10 pas npomeBajgu DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTEL C Fmoc - yZajleHMSa 3alUMTHOM
TPYIIIHE Fmoc IIOBTOPAJIN s II0CJIENOBATEJILHOM KOHIOeHCalun
Gln(Trt), Ala, GIln(Trt), Lys(Boc), Asp(0tBu), Leu, Aib, Ile*,
Aib, Tyr (tBu), Asp (OtBRu) , Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu) *, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peaklius B TeueHUe
HOuM) . HaJee N-KOHIIEBVYIO TPYIIILY Fmoc v OaJisan 0BpaboTroM
OIMIIEPUOMHOM, a 3aTeM K CMoJIe IocjiefoBaTeJibHO nmobarjsaiam DMF (200
MKJI) , N, N -06uc (TpeT-06yTokcukapboHm) —1H-nmnpasojio—1-
kapbokcaMuauH (31 mr) m DIPEA (17,4 MKJ), M CMeChb BCTPAXMBaJIM B
TeueHNe HOUM. PeaKIMOHHHNM pacTBOpP OTOMUILTPORBRHBAJIM, a 3aTeM K
cMoJie TocJiemoBaTeJibHO poBarBjaanam DME (200 wmxi), N,N -0uc(Tper-
fyTokcukapboHmi) —1H-nmpaszsojso-1l-kapbokcammuaue (31 wMr) wm  DIPEA
(17,4 MKJI) , nu cMecChb BHOBBD BCTPAXUBAJIU B TeueHrMe  HOUM.
PeakKLMOHHHM pPacTBOP OTOMIBTPOBHEBAIM, a 3aTeM CMoJy 6 pas
npoMelBagu  DME. [Tocaie IOOTBEPXICHN A HeraTMBHOCTM B TecTe
Kamzepa, cMmosly nOpomeBain MeOH, a 3aTeM CyNMIM IIPM IOHMXEHHOM
oaBJleHMM C noJgydeHueMm 54,7 wMr  BocNHC (=NBoc)-Tyr (tBu) -Aib-
Glu (OtBu) -Gly-Thr (tBu) -aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -
Tyr (tBu) -Aib-Ile-Aib-Leu-Asp (OtBu)-Lys (Boc)-Gln (Trt)-Ala-
Gln(Trt)-Ala-Glu (0OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMuOHOM CMOJIEL Sieber.

[0269] K 54,7 MI' HOJIYUEHHOM CMOJIE HOoOaBRJAJIM 1 M CMecu
TFA: M-Kpes3s0Ji: THMOaHM30JI: STaHOMTMoJI: Hx0: TpUM3ONPpONMIICUIIaH
(80:5:5:5:2,5:2,5), u cMeck epeMemMBaJlM B TeueHue 1,5 yacor. B
PeaklMOHHEN pacTBOP IOOOARJAIM IUDTUIIOBHY »oup njad obecnedeHUd
OpelunIuTaluy M OpelUuOIUTaT IPOMHBAaJIM OYTeM IIOBTOPEHMS TpPpM pasa
OeVCTBUA YyIOaJleHMsd CyNepHaTaHTa II0CJie LeHTpUudyTrupoBaHMsa. OcaIokK
sKCTparupoBamu 50% BOIHEM pPacTBOPOM YKCYCHOM KUCJIOTH U CMOJIY
yoanaan ouibTpaluel, I[IOCJe Yero NPOBOOMIIM MIpeldapaTUMBHYH BIXX c
MCIIOJIL30BaHMEeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOP A: 0,1% TFA-BOImaA, pacTBOp B: aleTOHUTPWJ, COIepXalln

0,1% TFA, CKOpPOCTBH IHOTOKa 8 MJI/MuH, A/B: 3J0OMPOBaHME JIMHEMHOTO
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TpalreHTa KOHIIeHTpalnuu 62/38-52/48 (60 MMH) ] . dpakuny,
comepxaBlue TpebyeMel OPOOYKT, cofupalu W JUOOUIM3MUpOBaIM C
nojiyyenvem 10,7 MI' OeJioT'O IIOPOIIKaA.

[0270] Macc-crnexkTpoMeTpu, (M+H) * 4323, 2 (BrumciieHo :
4323,2)

Bpemsa sunompoBaHuAa BOXX: 7,3 MMH

YCIJIOBMA SJIOMPOBaAHMA .

KoJIOHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT : MCIIOJIb30BaHUe pacTeopa A: 0,1% TFA-BOIa, pacTBOpa
B: auLeToOHUTPUJI, colepxammii 0,1% TFA, A/B: soMpOBaHME JIMHEMHOTO
TpaIlMeHTa KOHIeHTpaummu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MI/MHUH

[0271] Mpumep 23

CuHTes H-NMeTyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-
Aib-TIle-Aib-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-
Leu-Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—NH>
(SEQ ID NO: 35)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc)—aMmupOHyio cMoJy  Sieber (0,253 w»kB./T, 39,5 w™mm),
[IOJIYYEeHHYI  COIJIAaCHO  CIpaBO4YHOMYy  HIpuMepy 1, OTBellMBaJIL B
pPeaklMOoHHYD NpoBupKy M I[DoABepTaluM HabyxaHMi C I[IoMmombio DME.
Ilocne ymajieHus DMF  o¢uiabTpauyeX K CMOJIe  IIOCJIeIOBaTeJIbHO
nodaBjagaam Fmoc-Ala-OH (31,1 wMr), 0,5 M Oxymapure B DMF (200
MKJI) VM  IOUM3O0NPONUIIKAPOOOUNMUL (15,9 w™MxJ), a 3aTeM CMechb
BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTBOp
OTOMIBTPOBEBAJIM, a 3aTeM CMoJy 6 pas »nopoMeBajlIuM DMF. Ilociae
IOOTBEPXIEeHMS HeTaTHMBHOCTM B TecTe Kalzepa nobaBaaan 20%
pacTBOp INOuIepuIvHa B DMF ¥ CMeck BCTpAXMBaJIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUIepuIvHa B DMF, u cMecChb BCTpAXMBaJiML B TeueHue 20
MUHYT. PacTBOp OTOMILTPOBHEAJIM M CMOJYy 10 pas npomeBajin DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCIIOTE C Fmoc - yZajleHMsa 3alUTHOM

T'OYIIIIEL Fmoc IIOBTOP AJIN IOJIA IoCcJIeIOBRaTEeJILHOM KOHIOEeHCall1
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Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(OtBRu), Leu, Aib, Ile*,
Aib, Tyr (tBu), Asp (OtBu) , Ser (tBu), Thr (tBu), oMePhe,
Thr (tBu)*, Gly, Glu(OtBu), Aib mu NMeTyr (tBu) (*: peakuusd B
TeueHMe HOuu) . CvmoJgiy HpowmeiBaJsin MeOH, a 3areM CymIuJIM IIpu
IIOHMKEHHOM MHaBJIEHMM C I[IoJiydueHreM 66,2 wMr H-NMeTyr (tBu)-Aib-
Glu (OtBu) -Gly-Thr (tBu) —~aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -
Tyr (tBu) -Aib-Ile-Aib-Leu-Asp (OtBu)-Lys (Boc)-Gln (Trt)-Ala-
Gln(Trt)-Ala-Glu(OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMuOHOM CMOJIEL Sieber.

[0272] K 66,2 MI' IOJIYUEHHOM CMOJIE HOOaBRJAJIM 1 MJII CMecu
TFA: M-Kpes0Ji: TMOaHM30JI: STaHIMTMoJI: HxO0: TPpUU3OIPOIMIICUIIaH
(80:5:5:5:2,5:2,5), m cMeck NepeMemMBalIM B TeueHue 1,5 yacor. B
PeakKIlMOHHEN pacTBOP IOOOARJIAIM IUDTUIIOBHY 3oup g obeclnedeHUS
OpelunIuTaluy U OPpelUMOIUTaT IPOMHBAaJIM [IYyTeM IIOBTOPEHMS TpPpM pasa
OeVICTBUA YyIOaJleHMsA CyIepHaTaHTa II0CJe LeHTpUdyTrupoBaHMsa. OcCaIokK
sKCTparupoBamu 50% BOIHEM pPacTBOPOM YKCYCHOM KUCJIOTH M CMOJIY

yoanaan ouibTpaluel, I[IOCJe Yero NPOBOOMIIM I[IpeldapaTUBHYH BIXX c

MCIIOJIb30BaHMEM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20 mMm I.D.)
[PacTBOp A: 0,1% TFA-BOHA, pPacTBOp B: alUeTOHMUTPMUII, COIepXaln
0,1% TFA, CKOPOCTbL INOTOKa 8 MI/MMH, A/B: 3J0MPOBaHME JUHEWHOTO
TpangueHTa KOHLIeHTpalun 63/37-53/47 (60 MMH) ] . dpakuum,
comepxaBmme TpebyeMell OPOOYKT, cofupaly U JIUOOMIM3UpOBaIM C
nojiyuyeHrueM 9 Mr 0eJloro IIOPOoIKa .

[0273] Macc—-CcrnekTpoMeTpPus, (M+H) * 4295,1 (BEIUMCJIEHO
4295, 2)

Bpemsa szimompoBaHMsa BOXX: 7,2 MMH

YCIJIOBMA SJIOMPOBAHMA:

KoJIoOHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJI0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpa
B: aleToHUTPpUJ, comepxamuit 0,1% TFA, A/B: s0MpPOBaHME JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOoTOKa: 3,0 MI/MHUH

[0274] TpmuMmep 24
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CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Lys-Tyr-Leu-Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys—-NH,

(SEQ ID NO: 36)

H-Glu (OtBu) -Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu) -Gly-Ala-Pro-Pro-Pro-Ser (tBu) -

Lys (Boc) —aMUIOHYIO CMOJTY Sieber (0,244 M3KB. /T, 41,0 w™M1),
[IOJIYUEHHYK  COIJIaCHO  STaJIOHHOTO  IIpUMepa 1, OTBelMBaJIM B
PeaklMOHHYD NOpoBUpKy, ¥ TMoOBepTralM HalyxaHMIO C TIoOMOombi DMFE.
Ilocne  ymajieHus DMF  QuiabTpaluye¥ K CMOJIe  IIOCJIeIOBaTeJIbHO
nodasjagaam Fmoc-Ala-OH (31,1 wMr), 0,5 M Oxymapure B DMFE (200
MKJI) M  OUU3O0NPONUIIKAPOOOUNMUL (15,9 w™MxIm), a 3aTeM CMechb
BCTPAXUBAJINU B TeueHNe 1,5 JacoB. PeaKUMOHHHM pacTBoOp
OTOMIIBTPOBEBAJIM, a 3aTeM CMoJy 6 pas »npoMeBaluM DMF. ITlociae
IOOTBEPXIOEHMS HeTaTHMBHOCTM B TecTe Kalzepa InobaBaaan 20%
pacTBOp INOUIepuIMHa B DMF ¥ CMeChk BCTpAXMBaJIM B TedeHue 1
MMHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacrTBOp HuUIepuIvHa B DMF, u cMecCh BCTpAXMBaJM B TeueHue 20
MMHYT. PacTBOop OTOMIBTPOBHBaIM M cMoJly 10 pas npomeBajgu DME.
STOT UMKJI KOHIEHCAUMM aMUHOKMCJIOTEL C Fmoc - yZajleHMSa 3alUTHOM
TPYIIIE Fmoc IIOBTOPAJIN nJisa IIocjiefoBaTeJILHOM KOHIOeHCalun
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(0OtBu), Leu, Tyr (tBu),
Lys (Boc) *, Aib, Tyr (tBu), Asp (OtRu), Ser (tBu), Thr (tBu),
oMePhe, Thr (tBu)*, Gly, Glu(OtBu), Aib um Tyr (tBu) (*: peakuus B
TeueHMe HOuHu) . CMmoJiy rHnpowmeiBasin MeOH, a 3areM CymIuaM IIpu
IIOHMXEHHOM IaBJIeHUM C TI[oJiyueHrMeM 66,8 wMr H-Tyr (tBu)-Aib-
Glu (OtBu)-Gly-Thr (tBu) -oaMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -

Tyr (tBu) -Aib-Lys (Boc) -Tyr (tBu) ~Leu-Asp (OtBu) -Lys (Boc) -G1ln (Trt) -
Ala-Gln (Trt)-Ala-Glu(OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-Leu-
Lys (Boc)-Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-

Ser (tBu) -Lys (Boc) —aMMIOHOM CMOJIEL Sieber.

[0275] K 66,8 MI' IOJIy4eHHOM CMOJIEl mobGaBJijgaim 1 my of TFA:m-—
Kpes30JI: TMOaHU30J : 5TaHIUTHOIN : H20 : TOMUB30NIPONMUIICUIIaH
(80:5:5:5:2,5:2,5), M cMech IepeMemMBalM B TeueHue 1,5 uyacor. K

PeakIlMOHHOMY PacCTBOPY HOOBABJAIM IOUSTUIJIOBEM D20MP IJIS IIOJYyUYeHUS
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OpeuunuTaTa M OPelUuIMTaT IIPOMEBAJIM IIYTeM IIOBTOPEeHMUA TpU pasa
OeVCTBMSA IO YyIOaJIeHMI CyllepHaTaHTa I[ocJe LeHTpUudyIMpoBaHMUA.
Ocamok »xcTparupoBaau 50% BOOHEIM PaCcTBOPOM YKCYCHOM KUCJIOTH U

CMOJIy YyIHananu OouiabTpaliuelt, I[IOCJe UYerlo IIPOBOIMIIM I[IpelapaTUBHY

BOXX c wmcnoJbs0OBaHMeM KOJOHKM Daisopak SP-100-5-0DS-P (250x20
MM I.D.) [PacTtBOp A: 0,1% TFA-BOIa, pacTBOp B: aleTOHUTPWI,
comepxamuit 0,1% TFA, CKOPOCTL IOTOKa 8 MI/MUH, A/B: sioMpoBaHMe
JIMHEeMHOTO TrpalueHTa KOHIIEHTpalun 66/34-56/44 (60 MHMH) ] .
dpakumu, conepXxaBlye TpebyeMHl IPOIOYKT, cobupaim u
JIMOOUIM3MPOBAJIM C IIoJIydeHreM 16,1 Mr ©ejjoro MOpolkKa.

[0276] Macc-crnekTpoMeTpus, (M+H) * 4374, 6 (BEIUMCJIIEHO
4374,2)

Bpemsa zimompoBaHMa BOXX: 6,9 MuMH

YCIJIOBMA SJIOMPOBAHWMA:

KoJIoHKka: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpa
B: auleToHUTPpUJ, comepxamuit 0,1% TFA, A/B: sJ0MpPOBaHME JIMHEMHOTO
TpaIMeHTa KOHUeHTpaumm 95/5 - 35/65 (10 muH)

CKOPOCTL IoToOKa: 3,0 mI/MHUH

[0277] TNpmmep 25

Cunres H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Lys—-Tyr-Leu-Asp-Lys-Gln-Ala-Gln-Gln-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-NH:
(SEQ ID NO: 37)

H-G1lu (OtBu)-Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
Lys (Boc) —aMuoHy CcMoJy Sieber (0,244 wmsxB./T, 41,0 w™Mr),
IIOJIYYeHHYI COIJIaCHO CIpaBO4YHOMY  NIpuMepy 1, OTBeMMBaJIN B
PeakLMOHHYK NpoOMPKY ¥ I[oIBeprayiM HabyxaHuMio C DoMomblo DME.
Ilocnme  ymajieHus DMF  QuiabTpauueX K  CMOJIe  IIOCJIeIOBaTeJIbHO
notasjagaam Fmoc-Gln (Trt)-OH (61,1 wMr), 0,5 M Oxymapure B DMF
(200 wMKJI) ™M gumsonponmiakapbtomuumMmn (15,9 MKI), a 3aTeM CMecCh
BCTPAXUBAJIU B TeueHNe 1,5 YacoB. PeaKUMOHHEIM pacTBOp

OTOMIIETPOBEHBAJIM, a 3aTeM CcMoJy 6 pas »nopoMmeeaiu DMF. ITlocie
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IOOTBEPXIOEHMS HEeTaTHMBHOCTM B TecTe Kalzepa nobarjasaan 20%
pacTBop IHOuUIepuIvMHa B DMF ¥ CMeCk BCTpAXMBaJIM B TedeHue 1
MUHYTH. PacTBOpP OTOUILTPOBHBAJIM, M 3aTeM K HeMy BHOBL I00aBJIAIU
20% pacTBOp HuIepuIvHa B DMF, u cMecCh BCTpAXMBaJM B TeueHMe 20
MUHYT. PacTBOp OTOMIBTPOBHBAJIM M CMOJYy 10 pas npomeBainm DMF.
9TOT LMKJ KOHIEHCAalUM aMMHOKMCJIOTEL C Fmoc - yoajleHusd 3allTHOM
TPYIIIE Fmoc TIOBTOP AJIN s nocJjenoBaTeIbHOM KOHIeHCaluu
Gln(Trt), Ala, Gln(Trt), Lys(Boc), Asp(0OtBu), Leu, Tyr(tBu),
Lys (Boc) *, Aib, Tyr (tBu), Asp (OtRu), Ser (tBu), Thr (tBu),
oMePhe, Thr (tBu)*, Gly, Glu(OtBu), Aib u Tyr (tBu) (*: peakuus B
TeueHMe HOuHu) . CMmoJiy HnpowmeiBasin MeOH, a 3areM CymIuJaM IIpu
IIOHMXEHHOM IaBJIeHUM Cc nojyuenmeM 55,0 wMmMr H-Tyr (tBu)-Aib-
Glu (OtBu)-Gly-Thr (tBu) -aMePhe-Thr (tBu) -Ser (tBu) -Asp (OtBu) -

Tyr (tBu) -Aib-Lys (Boc) -Tyr (tBu) ~Leu-Asp (OtBu) -Lys (Boc) -G1ln (Trt) -
Ala-GIn(Trt)-Gln(Trt)-Glu (OtBu)-Phe-Val-Lys (Boc)-Trp (Boc)-Leu-
Leu-Lys (Boc)-Gly-Gly-Pro-Ser (tBu) -Ser (tBu) -Gly-Ala-Pro-Pro-Pro-
Ser (tBu) -Lys (Boc) —aMMIOIHOM CMOJIEL Sieber.

[0278] K 55,0 Mr nojgydYeHHOM CMOJIH »HOOaRJAJIM 1 MJI CMecuc
TFA:m-Kpes30JI: TMOAHM30JI: 3TaHINTKOJI : HoO ! TPUM30NPpONIMIICUIIaH
(80:5:5:5:2,5:2,5) m cMech NepeMelnBaliM B TeueHue 1,5 uacor. K
PeaklLUMOHHOMY PAacTBOPY OOOaBJAIM OURTUIIOBEM 5»0UpP IJS [IOJYyUYeHUS
NpelunuTaTa M IIpeUuuIuTaT IIPOMBBAJIM IIYTeM IIOBTOpPeHUd TpU pas3a
OeVicTBMA IO YyIaJleHMI CylepHaTaHTa I[ocJe LeHTpUudyIMpoBaHMUA.
Ocamok »kcTparupoBaiau 50% BOOHEIM PacTBOPOM YKCYCHOM KUCJIOTH U
CMOJIy YyIaJanu OouibTpaliMel, IIOoCJie UYel'0 [NIPOBOIMIIM IIpelapaTUBHYIO
BOXX c wucCIOOJIb30BaHMeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20
M I.D.) [PacTtBop A: 0,1% TFA-BOHma, pacTBOp B: aleTOHUTPWUI,
comepxamuii 0,1% TFA, CKOPOCTL IOTOKa 8 MI/MUH, A/B: 3J0OMpPOBaHME
JVHEWHOTO TpadueHTa KOHLEeHTpalUun 66/34-56/44 (60 MUH) ] .
dpakumuu, conepXaBlye TpebyeMrl IPOOyKT, cobupam u
JIMOOUMIIM3VPOBAJIM C IOoJIydeHueM 13,7 M ©eJioro MOpOolKa.

[0279] Macc-crnexkTpoMeTpus, (M+H) * 4431,5 (BEIUMCIIEHO :
4431, 3)

Bpemsa simorpoBaHMsa BOXX: 6,9 MuMH

YCIIOBMA SJIIOMPOBAHNMA L
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KoJIoHkKa: Merck Chromolith Performance RP-18e (100x4,6 MM

BJII0EHT: MCIIOJIb30BaHMe pacTeopa A: 0,1% TFA-BOIma, pacTBOpa
B: aueToHUTpUJ, comepxamui 0,1% TFA, A/B: s0MPOBaHME JIMHEMHOTO
TpalueHTa KOHUeHTpaumum 95/5-35/65 (10 mMmH)

CKOPOCTL IoToka: 3,0 mi/MuH

[0280] Tpumep 26

CuHTes H-Tyr-Aib-Glu-Gly-Thr-oMePhe-Thr-Ser-Asp-Tyr-Aib-
Lys-Tyr-Leu-Asp-Lys-Gln-Ala-Gln-Gln-Glu-Phe-Val-Lys-Trp-Leu-
Leu-Lys-Gly-Gly-Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NHz (SEQ 1ID
NO: 38)

H-G1lu (OtBu)-Phe-Val-Lys (Boc) -Trp (Boc) -Leu-Leu-Lys (Boc) -
Gly-Gly-Pro-Ser (tBu)-Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) -
aMMIHYI0 CMOJIy Sieber (0,188 wMoxB./T, 53,2 MT'), DOOJYYEeHHYIO
COTJIaCHO CIpPaBOYHOMY IIpUMepy 2, OTBENMBaJIM B PEeaKUMOHHY
OpoBUPKY ¥ HoOBepralM HadbyxXaHMio ¢ nomomein DME. Iocie ynaleHud
DMF  ¢uibTpaluuen K CcMoJIe rocJyenoBaTeJILHO nodaBiaian Fmoc-
Gln(Trt)-OH (61,1 w™M1), 0,5 M Oxymapure B DMF (200 wMKJ) wu
ouMsonponuiakapbonummMmn (15,9 MKJI), a 3aTeM CMeChb BCTPAXMBAJIU B
TeueHre 1,5 yacoB. PeaKUMOHHHIM pPacTBOP OTOUILTPOBHBAJM, a 3aTeM
cMOJIy 6 pas mnpoMmelBajiM DMFE. Ilocjie NOOTBEPXIEeHUS HeTaTUMBHOCTU B
TecTe Kalzepa znoBarusanamu 20% pacTBop NOuIepunouHa B DMEF U CcMech
BCTpAXUBAJIM B TeueHMe 1 MMHYTH. PacTBOp OTOMILTPOBHBAIM, U
3aTeM K HeMy BHOBL noOaBjusajam 20% pacTBop HOullepunuHa B DMF, wu
CMeChb BCTpPAXMBaJIM B TeueHre 20 MMHYT. PacTBOpP OTOMIILTPOBHBAIU U
cMmoJty 10 pasz mnpomelBajm DMF. 3ToT LIMKJI KOHIEHCALUUM aMMHOKMCJIIOTEH
c Fmoc - yOmajieHMsa  3alMTHOM  TpPyNHneH  Fmoc  HOBTOPSAAM  OJIA
IocjieIoBaTeJILHOM KOoHIOeHcauum Gln (Trt), Ala, Gln(Trt), Lys (Boc),
Asp (OtBu), Leu, Tyr(tBu), Lys(Boc)*, Aib, Tyr (tBu), Asp(0tBu),
Ser (tBu), Thr(tBu), oMePhe, Thr(tBu)*, Gly, Glu(OtBu), Aib wu
Tyr (tBu) (*: peakumsa B TeudueHMe HouM) . CMoOJy TnpoMeBaln MeOH, a
3aTeM CYMWUIM [IPpM IIOHMXEeHHOM »OaBJIeHUM C IIoJydeHmeMm 95,4 wmr H-
Tyr (tBu) -Aib-Glu (OtBu) -Gly-Thr (tBu) ~aMePhe-Thr (tBu) -Ser (tBu) -
Asp (OtBu) -Tyr (tBu) ~Aib-Lys (Boc) -Tyr (tBu) -Leu-Asp (OtBu) -

Lys (Boc)-Gln(Trt)-Ala-Gln (Trt)-Gln(Trt)-Glu (OtBu) -Phe-Val-
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Lys (Boc)-Trp (Boc)-Leu-Leu-Lys (RBoc) -Gly-Gly-Pro-Ser (tBu) -
Ser (tBu)-Gly-Ala-Pro-Pro-Pro-Ser (tBu) —aMuoHOM CMOJIEL Sieber.

[0281] K 95,4 MI' HOOJIyYeHHOM CMOJIE HOOaBRJAIM 1 MJI CMecu
TFA:M-KPes30JI: TMOAaHM30JI: 3TaHOMTMOJ : H20 ! TPUMSONPONMIICUIIaH
(80:5:5:5:2,5:2,5) m cMech IepeMemMBaJM B TeueHue 1,5 uyacom. K
PeaklLMOHHOMY PAacCTBOPY OOOaBJAIM OURTUIIOBEM 5»0UpP IOJS [IOJYyUYeHUS
opeuunuTaTa M IOPpelUUIMTaT IIPOMHBAJIM I[IYTEeM IIOBTOPEeHUI TpM pasa
OeVicCTBMA IO YyIOaJleHMI CylepHaTaHTa I[ocJe LeHTpUudyIMpoBaHMUA.
Ocamok »xcTparupoBaau 50% BOOHEM PacTBOPOM YKCYCHOM KUCJIOTH U
CMOJIy YyIaJanu OouibTpaliMel, II0oCJie UYel'0 [NIPOBOIMIIM IIpelapaTUBHYI
BOXX C wMCIOJIb30BaHMeM KOJIOHKM Daisopak SP-100-5-0DS-P (250x20
M I.D.) [PacTtBop A: 0,1% TFA-BOma, pacTBOp B: aleTOHUTPWUI,
comepxamuii 0,1% TFA, CKOPOCTL IIOTOoKa 8 MiI/MuH, A/B: 61/39-51/49
DIIOUPOBAHUE JIMHEVMHOTO TpalreHTa KOHIIeHTpalun (60 MMH) ] .
dpakumum, conepXaBlye TpeOyeMrl OPOIOYyKT, coBbupanmu n
JIMOOUIM3MPOBAaJIM C HoJiydeHmeMm 20,0 M ©eJioro MHOpOolKa.

[0282] Macc-crnexkTpoMeTpus, (M+H) * 4303,0 (BrIUMCJIIEHO :
4303, 2)

Bpemsa simovpoBaHMsa BOXX: 7,1 MuMH

YCIIOBMA SJIIOMPOBAHNMA L

KoJIOHKa: Merck Chromolith Performance RP-18e (100x4,6 MM

DJI0EHT: MCIOJIb30BaHMe pacTBopa A: 0,1% TFA-BOIa, pacTBOpa
B: auLeToHUTPpMJI, colepxammii 0,1% TFA, A/B: sioMpoBaHMe JIMHEMHOTO
TpaIlMeHTa KOHUeHTpaumu 95/5-35/65 (10 MuH)

CKOPOCTL IOTOKa: 3,0 MJI/MUH

[0283] IpummMep ucnerTauuss 1

OlleHKa akKTMBHOCTM al'OHMCTa B OTHomeHuM GIPR uejioBeka, GLP-
1R dYeJyioBeka ¥ IUIKKAT'OHa R UYeJjloBeKa C WMCIOJIBE30BAHMEM IIOBHIIEHUA
BHYTPUKJIETOUHOM KOHIeHTpaluMy cAMP B KauecTBe IIoKal3aTessd

(1) KoHCTpyMpOBaHME BKCIPeCCHUPVIIEN ILIasMMIOH IJIsT I'eHa GIPR
JeJjioBeKa

T'en GIPR ueJioBeka, MMeIUM IIOCJIEdOBATEJILHOCTL, MISHTUUHYIO

[IOCJIeOOBATEJIbHOCTHY IIOJ  HOMepoM pocTyna GenBank N U39231,

KJIOHMPOBaJIM B BeKTOp PMSRa-neo ¢ nosgydeHmem hGIPR/pMSRo-neo.
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[0284] (2) KoHCcTpyMpOBaHUE KJIETKU, BKCIIPeCCHUpPYIoIen
PelopTepHy ILIasMUOy

PelopTepHEM T'eH JioUMdepass, MMEeKIMM BHIIeJIeXallyld OTBEeUalllylko
Ha CAMP 1ocjienoBaTeJIbHOCTE, BEROOMJIM B KJeTkm CHO-K1 nisa
IoJiydeHmnsa kJjieTok CRE-LUC/CHO-K1.

[0285] (3) KoHCTpyMpPOBaHME PEIIOPTEPHOM ILIaS3MMIOE

UeTHpe KOIMM OTBeuvalmel Ha CAMP [DOCJIemOoBATeJIbLHOCTM M TeH

YCTOMUMBOCTM K 3eO0LMHY BCTpaMBaJM B OCHOBHOM BeKTOop pPGL3(R2.2)

(Promega) oJjisg KOHCTPYMPOBAaHUA pernopTepHoOn IJla3MMU IO Cre-
luc (Zeo) .
[0286] (4) BBemeHMe TeHa GIPR wuyejioBeka B KkileTky CRE-

LUC/CHO-K1 u mojyuyeHMe BDKCIPeCCUPYIIEN KIeTKMU

[InasMuoy hGIPR/pMSRo-neo, OOJYUEHHYH CcoIJjlacHo (1), BBOOMUIIMU
B kJleTkM CRE-LUC/CHO-K1, noJsiydeHHHEe COIJIaCHO (2), C IIoJIydeHMeM
TpaHCPOPpMaHTOB. [Jajilee B KJIETOUHOW JIMHMM MHIOYLUMPOBAJIM SKCIPECCUI
JIoLMbepasH, T.C. kJIeTkr hGIPR/CRE-LUC/CHO-K1 oTlupasu = U3
[IOJIYUEHHEX TpaHCchopMaHTOB nobamjieHmeM GIP.

[0287] (5) KOHCTPpYMPOBaHME DBKCIPECCHUPVIIEN ILIasMMOE IS
reHa GLP-1R uesyioBeka

I'en GLP-1R yeJIOBeKa, MMEeIoIMn II0CJIeIOBaATEJIbHOCTE,
MOEHTUUHY I[IOCJIeODOBAaTEeJILHOCTM IO HOMepoM H»ocTylla GenBank N
NM 002062, wJIOHMpOBaJM B BeKTOp pIRESneo3 c¢ mnojgyueHmeM hGLP-
1/pIRESneo3.

[0288] (6) Beemenme reHa GLP-1R ueJloBeka M pPerIoOpTEepHOM
mwasMmuIOr B KileTky CHO-Kl1 u mnojiyuyeHMe SKCIepeCCHUPYIel KIeTKU

Cre-luc (Zeo), DOJy4YeHHYI coIJjiacHo (3), u mjaasMuigy hGLP-
1/pIRESneo3, MHOOJIYUEHHYI COIJIacHO (5), BBOOMIM B KJIeTku CHO-K1 c
IoJIydeHVeM TpaHChopMaHTOB. [lajiee B KJIETOUHOM JIMHUM MHOYLUUPOBAJIU
SKCIpeccun Jouupepast, T.e. KJIeTKM  hGLP-1R/CRE-luc/CHO-K1
IOABEepTaNM CeJIeKIUM M3 IIOJYUYeHHEX TpaHCchopMaHTOR »noOaBJIeHMEM
GLP-1.

[0289] (7) KOHCTPYMPOBaHME BKCIPECCHUPVIOILSN ILIasMMOH IJIS
T'eHa IUIIOKar'oHa R uenoBeka

I'eH TJOKaroHa R dYeJioBeKa, MMeKIUM I[IOCJIeNOoBaTeJIbHOCTE,

MOSHTMYHYK IIoCJIeodoBaTeJIBHOCTM IIOIO HOMEPpOM OOCTYIla GenBank N
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NM 000160, KJIOHMPOBAJIX B  BeKTOp PpMSRo-neo mojga IIOJIyUYeHUA

hGlucagonR/pMSRa-neo.
[0290] (8) Beemenme TI'eHa IUnoKaroHa R ueJsioBeka B KIIETKHU

CRE-LUC/CHO-K1 u mojydYeHMe SKCIPeCCHUPYIIel KIeTKM

[nasmroy hGlucagonR/pMSRo-neo, MHOJy4YeHHYI corJjiacHo (7)),
BEOOMIIM B KkJjeTku CRE-LUC/CHO-K1, MmoJiydeHHEEe coOIJlacHO (2), cC
IoJIydyeHreM TpaHchopMaHTOB. Jajiee B KJIETOUHOWM JIMHUM VHIYLIMPOBAJIU
SKCHOpeccuno JoLundpepasts, T.e. KJIeTkr hGlucagonR/CRE-LUC/CHO-K1
IoOoBepraJy CceJIeKIUM W3 I[IOJIYUEHHEX TpaHchopMaHTOB mnoBaBJIeHUMEM
TJIOKaTOHa .

[0291] (9) PenopTepHE aHaJINM3

Kimerkr hGIPR/CRE-LUC/CHO-K1 MHOKYJIMPOBAJIM MPU ILJIOTHOCTH

kJeTox 25 wMri/ayHka (5x104 kJIeToK/JIyHKa) B 384-JIyHOUHHII OCJIHM
miadmeT (Corning) ¥ KyJBTHMBUPOBAJM B TeueHMe HOUM B cCcpele Ham
F12, comepxaBmelr 10% sMOPUMOHAJILHYKHD TeJISUubid CHBOPOTKY, 100 E/mMi

neayiyMia u 100 MKT/MJII CcTpenToMMIMHa B MHKyOaTope c COz2 mpu

37°C. Cpeny, comOepXaBIyi MccJelyeMoe COoeOrHeHMe, »HoOaBJISIM K

KRIJIeTKaM B KOHLeHTpall 5 MKJ'I/J'IyHKa n IIOJIYYEeHHEIE KIJIETKM

MHKYyOMpPOBaJIM B TeueHMe 4 uYacoB B MHKyOaTope ¢ COz mpum 37°C mo
OOCTWXEeHMS KOHEeUYHOM KOHUeHTpaumu 1 wMxM. K HuM »DoBaBJidiu
PicaGene LT7.5 (Toyo Ink Co., Ltd.) B koHUeHTpaumyu 30 MKJI/JYyHKa
M CMeChb BCTpAXMBaJM B 3allMIleHHEIX OT CBeTa YCJoBMAX. UYepe3z 30
MUHYT V3MEeP AJIU aKTUBHOCTE Jmouudepa st C MCIIOJIL 30BaHUEM
YCTPpOMCTBAa IOJIS CUMTHBAHMA IJlaHmeToB Envision (PerkinElmer).
AKTUBHOCTE Jioumbepase B OpucyTcTBMM 10 HM GIP onpenesdin Kak
100%, ® aKTMBHOCTE Jouudpepass Opu nodarjeHun DMSO BMeCTO
MCCJIeNyeMOT'0 COeOMHeHUs olpenesaln kak 0%. AKTMBHOCTE al'OHMCTA
GIPR BHUMCIAJIM IO TMOBHIMEHUK BHYTPUKIIETOUHOM KOHIeHTpaluu cAMP B
KadeCcTee IlokKazaTeJid. PesyJibTaTh [IpelCTaBJIeHH B Tabjule 2.

[0292] AxkTHMBHOCTE aroHmcTa GLP-1R aHalM3MpoBaJM aHaJIOTMUHO
TOMY, KaK OIIMCAaHO BHIIe, C MCIOJbL30BaHMeM KkJjleTok hGLP-1R/CRE-
luc/CHO-K1. AKTMBHOCTL Joumbepasw B npucyrcreum 10 HM GLP-1
omnpenejyianu kak 100%, ¥ aKTMBHOCTL JUMdepa3H B pes3yJjbTare
nodasjieHma DMSO BMeCTO MCCIeOyeMOI'0 COeOUMHEHUA OIpenesidjiM Kak

0%. AKTHMBHOCTbB aroHMCTa GLP-1R BHUMCJIIAIIN I10 TIOBEIIEHUIO
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BHYTPUKJIETOUHOM  KOHILEHTpaluM cAMP B KauecTBe IoKa3aTeJs.
PesyJbTaTH HpencTaBJIEHH B Tabiulle 2.

[0293] AKTHMBHOCTD aroHMCTa JIoKaroHa R aHanmsuporasn
aHaJIOTMYHO TOMy, KakK OIIMCaHO BHIIE, C MCIOJb30BaHMEM KJIETOK
hGlucagonR/CRE-LUC/CHO-K1l. AKTMBHOCTEL JolLudepasH B IPUCYTCTBUU
10 BM GLP-1 onpenmensaiau kak 100%, ¥ axTMBHOCTL Jwouubepass B
pesyisTaTe pobaBijeHusa DMSO BMECTO UCCIEeOyeMOI'0 COeIlIMHEeHUS
onpeneynanu kak 0%. AKTMBHOCTEL aroHmcTa GLP-1R BBEUMCIAIM IIO
IO BEIIEHUIO BHYTPUKJIIETOUHOMN KOHILIeHTPpaluuu cAMP B KauecTBe
mokaszaTejii. Pe3yJbTaTH MNpelCTaBJIeHH B Tabauie 2.

[0294] Kak TI@oka3aHO B Tabiule 2, coeIMHeHMe II0 HacTodleMy
n30bpeTeHrio objlajaeT YJYUMeHHHM IeMCTBMeM aKTUBALMM pPelelTopoB
GLP-1 wm peuentopor GIP. KpomMe TOTO, COeIMHEHME IIO HaCTOAMlEMY

nzsobperTeHun obJjlamaeT HUBKKMM OeMCTBMEM aKTUMBALUM pPelelnTopa

TJIOKAaT'OHA .
[0295] [Tabmuua 2]
AKTHMBHOCTE aroHmcTa (ECso)
[TouMep
hGIPR hGLP-1R hGCGR
1 8,1E-12 1,2E-11 >1,0E-06
2 6,8E-12 1,6E-11 >1,0E-06
3 7,1E-12 1,3E-11 >1,0E-06
4 4,9E-12 9,9E-12 >1,0E-06
5 5,5E-12 7,2E-12 >1,0E-06
6 7,3E-12 1,60E-11 >1,0E-06
7 6,9E-12 8,8E-12 >1,0E-06
8 8,0E-12 1,4FE-11 >1,0E-06
9 8,0E-12 1,5E-11 >1,0E-06
10 5,4E-12 8,3E-12 >1,0E-06
11 1,5E-11 2,2E-11 >1,0E-06
12 7,2E-12 1,4E-11 >1,0E-06
13 7,2E-12 1,1E-11 >1,0E-06
14 1,3E-11 2,1E-11 >1,0E-06
15 1,3E-11 1,5E-11 >1,0E-06
16 9,1E-12 1,5E-11 >1,0E-06
17 1,4E-11 1,8E-11 >1,0E-06
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18 2,7E-11 1,3E-10 >1,0E-06
19 2,4E-11 3,7E-11 >1,0E-06
20 2,6E-11 1,3E-10 >1,0E-06
21 2,4E-11 5,5E-11 >1,0E-06
22 1,9E-11 3,5E-11 >1,0E-06
23 1,6E-11 1,6E-11 >1,6E-11
24 9,9E-12 1,1E-11 >1,0E-06
25 1,3E-11 1,4E-11 >1,0E-06
26 1,3E-11 1,5E-11 >1,0E-06
[0296] IMpuMep MUCHOHTaHUS 2

UcneTaHne HelIPePHBHOI'O IIOOKOXHOI'O BBeIeHUA B

CYTOK

TeueHUe 2

AKTHMBHOCTB nonaBJIeHU IUmeBON AKTMBHOCTHU  MCCJIelyeMbM
COeIMHEHVEM MCCJIemoBalJiM CIIOCOOOM, OIMCAHHEM HIUXE.

VNccrnenyeMoe COeOMHEHUe PacTBOPAIM B pacTBOpUTEJIe (50%
DMSQO), UYTOOH IPOMCXOIMJIO 3aMeNJIeHHOe BHEHCBOOOXIOeHMe B nose 10
HMOJIBL/KT'/CYTKM M PpPacTBOPOM 3aloJIHAJAM Hacoc Alzet Pump (DURECT
Corporation, w™MogmeJsb: 1003D). Hacoc, 3aloJIHEHHHM TakuM oOO0pa3oM
PacTBOPOM IJid BBeOeHWUS, HOTPpYyXaJXM B QUIUOJOTUUECKUN PacTBOP OJA
aKTHUBaLUK, a 3BaTeM MCIOJb30BaliM. Hacoc BBOOWMIM  CJEeOYIUM
crnocoboM. Kaxmoro camia Memer C57BL/6J B Bos3pacTe 8-9 Hemelb
(20-26°C, MOB3BOJIANIM OPUHUMATEL NUIY M BOOYy 0e3 OTpaHMUeHWUM; LIUKJI
12 4wacoB Ha cBeTy - 12 YacoB B TeMHOTe) IMOIBEepTrajlM aHeCTe3UlM;
X KOXY BepxXHeM uYacTU CIMHBE HaIpesajy M YIIOMAHYTHM BBIIE HACOC
[IOMellajiM IIOOKOXHO,; pa3pe3s 3allMBajm. [locjie B3BEllMBAHUA STY MHIIb
BO3BpallajiM B KJIeTKy IJISg COoHmepXaHuda (comepXallM OTHEeJIbHO) U
oaBaJiM TIPEelBapUTEJIEHO B3BEMEHHEM KOPM; U3Mepaar YyHoTpebleHUre
KOpMa uYepes 2 CyTOK IIOCJIe Hauvajla BBeleHUs. YIoTpelJlleHMe KopMa
BHUMCJIIAJIM IIYyTeM BEHUWTAHMA KOJIUUECTBa OCTABWLEI'OCS KOpMa M3 MaCCH
BHIIAHHOT'O KOpMa B IeHb Hauajla BBeleHMA. Korma yrnorpeblieHue
KOpMa B KOHTPOJIBHOM TpPyIIe, B KOTOPOM NPOBOAMIIM BBeIOeHMEe TOJIBKO
pacTeoOpuUTeNid, CunTaJm YPOBHEM nonaBJieHU s 0%, aKTMBHOCTB
IOOaBJIEHMSA IMIMIIEBOM aKTUMBHOCTM KaXIOT'O MCCIeOyeMOTO COeIMHEeHUI
OLleHMBaJIM, MCXOLA M3 COBOKYIIHOT'O YIOTpeOJleHMSa KOpMa IIOocJe

HadaJla BBeIcHNA B TeUueHVe 2 CYTOK. ypOBeHb IIOOaBJIEHUA
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yrnorTpebjeHus kopMa (%) IJg HUCCIeayeMoTo COoeIVHeHUS OoIpeleisan
Kak (ynorpefJjieHMe KOpPMa B KOHTPOJIBHOM TpyIIle - YyIoTpedJleHre

KOpMa B TpyIle BBeIeHUS MCCIedyeMOTo CcoeluHeHMs)/YrnorpebieHne

KOpMa B KOHTpPOJIBHOM Tpynne x100.

[0297] Kak mnokaszsaHO B Tabauie 3, CoeIMHeHMe II0 HacTodleMy
n300peTeHU0 obJlamaeT YJIyudleHHBEM nelcTBUeM riomaBJIEHU S
yIoTpeBJieHud KopMa.

[0298] [Tabmuiia 3]

[Ipumep llonarJjieHUe yHOTpeOJIeHUA kopMa (%)
1 42,68
2 64,80
3 46,49
4 57,01
5 60,99
6 65,20
8 43, 34
9 45,23
10 62,04
11 49,99
12 55,07
13 57,12
14 47,47
15 58, 80
16 54,24
17 55,42
19 34,79
22 35,51
23 52,62
24 54,18
25 53,12
26 53,06

[0299] IpmMep MCHOHTaHMUS 3
ViciHTaHMe HEeNPEepHBHOI'O IIOOKOXHOI'O BBEeIEHUSI B TeueHue 2
Hegens y Memierr DIO

AKTMBHOCTD ncaijenyemMoro COeIMHeEHNMA IIpOoTHB OXMPEHNMA
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nccIlegoBasiM CrIocoOOM, ONMCAHHBM HIIXE.
Meme¥ C MHOYLUMPOBAHHHEM PalMOHOM OXupeHueM (DIO) mnojydasu

nyTeM KOopMmJeHMs caMuoB Memed C57BL/6J palMOHOM C  BEICOKMM

conmepxaHreM xupoB (D12451: Research Diets, Inc.). McciaemyeMoe
CoenMHEeHNue pPacTBOP AN B pacrBsopuUTee (50% DMSO) , UTOOH

IPOUCKOOUIIO 3aMelJIEHHOE BHICBOOOXIeHMe B Ino3e 1 HMOJBL/KT/CYTKU U
PacTBOPOM 3aloJHAJaM Hacoc Alzet Pump (DURECT Corporation,
Momesib: 1002). Hacoc, 3aloJIHEHHHM TakyM o0pasoM pacTBOPOM IJIg
BBeOeHUd, [NOTpYyXaJu B OOU3UOJIOTUUECKUM PacTBOP IJ4 aKTHUBalUMK, a

3aTeM MCIOJIb30BaliM. Hacoc BROIWUIIM CJenyiRilyuMm crnocobtoMm. Kaxmoro

camiia wemed DIO-C57BL/6J B Bo3pacTe 35-37 Hemesgsr (20-26°C,
IO3BOJIAM IIPUMHMMATL UMY ¥ BOIOY 0e3 oTpaHWUeHUM; MK 12 YacoB
Ha cBeTy - 12 YacoB B TeMHOTe) IMOAOBepTalM aHeCTe3UM; UX KOXY
BepxXHEeM YacTK CIMHH Halpe3allMd M YIOMAHYTHIN BHIIE HaCOC IIOMEMaJIu
TIOOKOXHO ; paspes 3amUBaJIN . Mocye B3BeMMBaHUI 2Ty  MHIIb
BO3BpamlaJM B KJETKYy MOJIA CcoIepXaHMsa (comepXalM OTIOEJILHO) WU
oaBaJlM [IpedBapUTEJILHO B3BEUNeHHEM KOPM; MaccCy TeJjla W3Mepsau
Kaxnee 1-3 CyTOK Iocjie Hauaja BBeOeHMS. AKTHMBHOCTL KaXIoTo
MCCJIeOyeMOTO COeOMHEHUMS IPOTUB OXUPEeHMSA OLEeHMBaJM, MCXOOS U3
YPOBHSA CHIMWXEHMS MacCCH TeJjla 4Yepe3 2 HeleJu I[OCJe Haudala
BBelleHUsd, I[IpUUeM CKOPOCTL CHMWXEeHMS MaCCH Tejla B KOHTPOJILHOM
Tpynrne, B KOTOPOW MNPpOBOOWJIM BBeIeHMe TOJIBKO pacTBOPUTEJIS,
npuHMMam 3a 0%.

[0300] Kak 1mnokaszaHO B Tabiule 4, coeIMHeHMe II0 HacTOdleMy
nz30bpeTeHMD OoBJlamaeT MPEeBOCXOIOHOV aKTHMBHOCTBIO MIPOTUB OXMUPEHMUS.

[0301] [Tabmuua 4]

[TpuMep sMeHeHMe MacCH TeJla
2 -16,3
24 -11,1
25 -11,2
26 -16,2

[0302] MpmMep wmcneTaHus: 4
HcnrTaHue pacTBOPUMOCTHA
PaCTBOPMMOCTE MCCIEOYyeEMOT'O COeIVMHEeHUSA OlleHMBaJIM CIIOCOoB0oM,

OIIMCAaHHEIM HIVXeE .
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[IopoBOOMIM TOUHOE WU3MEPeHMe OJIA MCCIeOyeMOT'0 COeIMHEHUA
Macco¥ OpUOIM3UTENBEHO 2 MI'. PacTBopuTenau (10 mxi, 20 mxia miam 40

MKJI) C pPas3JIMUHEIMM 3HadeHuUaAMM pH (Oydep Britton-Robinson (pH 3,

5, 7, 9)) mofaBadasM K KaxXiooMy MCCJedyeMOMy CoelMHeHMmo nopu 25°C
¥ pacTBOPUMOCTL MCCJeIOoBaJiM BU3yaJIbHO.

[0303] Kak rIoKasaHo B Tabjmie 5, BCe MCCcJIenyeMble
COoeIMHEeHMA IIPOIEeMOHCTPUPOBAJIM BHCOKYK PAaCTBOPMMOCTL IIPM KaXIOoM

3HaueHuUM pH.

[0304] [Tabmuua 5]

PacTBOPUMOCTEL (MI'/MII)
[TouMep
pH 3 pH 5 pH 7 pH 9
2 >100 >100 >50 >50
24 >200 >200 >200 >200
25 >200 >200 >200 >200
26 >200 >200 >200 >200

[0305] MpmMmep cocrTaBiaeHus: 1

(1) CoemmHeHUe IpuMepa 1 10,0 mMr
(2) JlakToO3a 70,0 wMT

(3) KyKypy3HBM Kpaxmall 50,0 Mmr
(4) PacTBOPUMHM KpaxMmall 7,0 MT
(5) CreapaT MarHuA 3,0 Mr

CoemuHeHue npumepa 1 (10,0 mMr) m creaparT MarHmusa (3,0 M)
TPaHYyJMPYKRT BOIOHEM pPacTBOPOM pacTBOPMMOIO KpaxMmaJa (0,07 i)
(7,0 MI' pacTBOPMMOTO KpaxMmaja), CymaT ¥ CMelMBanT C JaKTo30M
(70,0 Mr) M KyKYypy3HHEHM KpaxmaJioM (50,0 wmr). CmMeck TIIpeccymonT C
roJlydyeHreM TabJIeTKM.

[0306] IMpuMep cocTaBJIeHUsT 2

(1) CoemmHeHUe NnpuMepa 1 5,0 MT
(2) Xjopun HaTpusd 20,0 wMT
(3) IncTuiIMpoBaHHasd BoIa oo ofmero KoOJMUeCTBa 2 MII

CoenmHeHre InpmumMepa 1 (5,0 Mr) wm xjgopun Hatpusa (20,0 wmr)
PacTBOPAORT B IUCTWJUIMPOBAHHOM BOLe M BOIY HOOABJAKLT IO OOmMero
KoJmuecTBa 2,0 MI. PacTBop OMUIBTPYIT M UMM 3allOJHALT aMIyJy

obreMOM 2 MJI B aCelTUUeCKUX YCIJIOBUAX . AMIIYIIY CTeprmiimMm3yrnT "
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IIPOUYHO 3BaKpPHBAT C IOJIydeHMeM pacTBopa OJIS UMHBLEeKLUN.

[IpoMENIIIEHHAST IPMMEHMMOCTD ]

[0307] CoenmMHeHMe IIO HacToAmeMy M300peTeHMI obOJjiamaeT
IPeBOCXOOHOM AaKTMBHOCTBID KOATOHMCTa pelienrtopa GLP-1/peunenrtopa
GIP m 4BjifgeTCcd NPUTIONOHEIM B KauecCcTBe JIEKaApPCTBEHHOTO CpencTBa OJiA
OPOOUIIAKTUKY MM JIeUEeHUS PalzJIMUHEX 3aboJieBaHulM, acCOLUUMMPOBAHHHX
¢ peunenrtopoM GLP-1/peuentopoM GIP, HalopuMep, OXUPEHMUI.

[0308] Bce nyoamuKaumm, [IaTeHTH WM  I[IaTeHTHHEe 3asaBKU,
UUTUPOBAHHEE B  HaCTOAMNEeM  OIMCaHUM, BKJIOUEHH B  HacToAlee
ONMCaHMe B KaueCcTBEe CCHEJIOK B IIOJIHOM OOTLeMe.

[CBOBOIOHEDT TEKCT CIMCKAa IIOCJelOBaTeJIbHOCTENM ]

SEQ D NO: 1: VIckyCCTBEeHHAas IIOCJIENOBATEJIEHOCTE
(cuHTeTHUeckuy nentun (bopmysa (I)))

SEQ D NO: 2 VIckyCCTBEeHHAas IIOCJIENOBATEJIEHOCTE
(CunTeTnueckuy nentmn (C—-kKoOHIeBad II0OCJIEODOBaTEJILHOCTD) )

SEQ D NO: 3: VIckyCCTBEeHHAada IIOCJIEDOBATEJIEHOCTDE
(CunTeTrueckuy nentun (C—-KOHIeBad II0CJIEODOBaTeJIbLHOCTD) )

SEQ D NO: 4. VIcCKkyCCTBEeHHAada IIOCJIEDOBATEJIEHOCTE
(CuHTeTMueckuM nentun (C—-KoOHIEeBad II0CJIeOIOBaTeJIbHOCTD) )

SEQ 1D NO: 5: VIckyCCTBEeHHAada IIOCJIEDOBATEJIEHOCTE
(CuHTeTHueckuy nentun (C—-KoHIleBasd IIOCJIeNOoBaTEeJILHOCTDL) )

SEQ ID NO: 6: VckyccTBeHHaA [I0CJIeDOBAaTEJIbHOCTE
(CuHTeTHueckum nentmn (C—-kxoHIleBasd II0CJIeDOBaTeJIbHOCTDL) )

SEQ D NO: 7 VckyCcCcTBEeHHAasa [IOCJIENOBATEJIEHOCTE
(CuHTeTHueckuy nentmn (C—-kKoHIeBad II0CJIeDOBaTeJILHOCTDL) )

SEQ D NO: 8: VIckyCcCTBEeHHAas IIOCJIENOBATEJIEHOCTE
(CunTeTnueckuy nentmn (C—-kKoOHIeBad II0OCJIEDOBaTEJILHOCTDL) )

SEQ D NO: 9: VIckyCCTBEeHHAas IIOCJIEDOBATEJIEHOCTE
(CunTeTnueckuy nentmn (C—-koOHIeBad II0CJIEDOBaTEJILHOCTD) )

SEQ ID NO: 10: McryccTBeHHAA [IOCJIEOOBATEJIBHOCTD
(CMHTeTHMUeCcKUM HenTul (CHpaBOUHHEM HpuMep 1))

SEQ ID NO: 11: McryccTBeHHAA [IOCJIEOOBATEJIBHOCTE
(CMHTeTHUeCKUNM HenTul (CHpaBOUHHEI NIpUMep 2))

SEQ ID NO: 12: VckyccTBeHHAad [IOCJIEOOBATEJIBHOCTE
(CMHTeTHMUeCKUM HenTul (CHpaBOUHBEM NIpUMep 3))

SEQ 1D NO: 13: VckyccTBeHHas [IOCJIEOOBATEJIBHOCTE
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(Ilpmumep 1))
14: McryccTBeHHAad
(Ilpumep 2) )
15: VckyccTBeHHAas
(Ipumep 3))
16: MckycCcTBeHHad
(Ilpumvep 4))
17: VickyCcCcTBeHHasda
(Ilpmumvep 5))
18: MckyccTBeHHAaA
(Ilpymep 6) )
19: MckyccTBeHHAA
(Ilpumep 7))
20: McryccTBeHHAA
(Ilpumep 8) )
21: McryccTBeHHAaA
(Ilpumep 9) )
22 McrkyccTBeHHAad
(IlpuMmep 10))
23: VckyccTBeHHad
(IIpumep 11))
24 MckycCcTBeHHad
(IlpuMmep 12))
25: MckyccTBeHHAaA
(IlpuMmep 13))
26: MckyccTBeHHAA
(MTpumep 14))
27: MckycCcTBeHHasd
(Tpumep 15))
28: McryccTBeHHAA
(llpuMep 16) )
29: McryccTBeHHAA
(lMlpuMmep 17))
30: VckyccTBeHHAad
(lTlpumep 18))

31: VckyccTBeHHas

I10CJIenOoBaATEeJIELHOCTE

I1ocjienoBaTeJIbHOCTDB

IIOCJIETOBATEJIEHOCTD

IIOCJIeIOBaAaTEeJIbHOCTD

IIOCJIEeNOBATEJIEHOCTE

IIOCJIEeOOBATEJIEHOCTE

IIOCJIEeOOBATEJIEHOCTE

II0CJIeIOBATEJIEHOCTE

I10CJIenOBaATEJIEHOCTE

IocjyienoBaTeJIbHOCTDB

IIOCJIETOBATEJIBHOCTD

IIOCJIeIOBaTEeJIbHOCTD

IIOCJIENOBATEJIEHOCTE

IIOCJIEeOOBATEJIEHOCTE

IIOCJIeOOBATEJIEHOCTE

II0CJIeIOBATEJIEHOCTE

I10CJIeIOBaATEJIBHOCTE

I1ocjienoBaTeJIbHOCTD
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(lMlpuMmep 19))
32: McryccTBeHHAad
(IlpumMmep 20) )
33: VckyccTBeHHAas
(IIpumep 21))
34: MckycCcTBeHHad
(IlpuMmep 22) )
35: MckyccTBeHHAaS
(IlpuMmep 23))
36: MckyccTBeHHAaA
(MTpumep 24))
37: VickycCcTBeHHasda
(ITpumep 25))
38: McryccTBeHHAA

(llpuMep 26) )

I10CJIenOoBaATEeJIELHOCTE

I1ocjienoBaTeJIbHOCTDB

IIOCJIETOBATEJIEHOCTD

IIOCJIeIOBaAaTEeJIbHOCTD

IIOCJIEeNOBATEJIEHOCTE

IIOCJIEeOOBATEJIEHOCTE

IIOCJIEeOOBATEJIEHOCTE
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$OPMYJIA MBOEPETEHNA

1. TlenTurn, HOpelCTaBJIEHHHM [IOCJIeNOBATEeJLHOCTBI, BHOPAHHOM U3
H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Tyr-Leu-
Asp-Lys-Gln-Ala-Gln-Ala-Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys-Gly-Gly-
Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-NH, mamu ee coJu,
H-Tyr-Aib-Glu-Gly-Thr-oaMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Tyr-Leu-
Asp-Lys-Gln-Ala-Gln-Gln-Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys-Gly-Gly-
Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-Lys-NH; muam ee cojymu, U
H-Tyr-Aib-Glu-Gly-Thr-aMePhe-Thr-Ser-Asp-Tyr-Aib-Lys-Tyr-Leu-
Asp-Lys-Gln-Ala-Gln-Gln-Glu-Phe-Val-Lys-Trp-Leu-Leu-Lys-Gly-Gly-
Pro-Ser-Ser-Gly-Ala-Pro-Pro-Pro-Ser-NHy,

WM ee COJM.

2. JlekapCTBEHHOE CpPenOcTBO IJA TMNIPOQMIIAaKTUKM WM JIEYeHUS
OXMpeHUsa uiIM nuaberTa y MIEKONMTaKMeI'o, CcolepXallee IIelTHUI WM eI'o
coJyib o 1m.l.

3. Crnoco6 HNpodMIIaKTHUKM WM JIEUEHUS OXUPeHUd WiIu guabera Yy
MJIEKONIMUTaKIETO, BKJIOUAKINWY  BBeOdeHMe 20OeKTHMBHOTO  KOJIMUeCTBa
IIenTuia WM ero COJM IIo II.l.

4., Cnoocof axkTuBaumMm pelentTopa GLP-1 wm peunenrtopa GIP vy
MJIEKONIUTaKIEeTro, BKJIOUAKINMY  BBeIeHMe 52OOeKTMBHOTO  KOJIMUeCTBa
enTyna WM ero CoJiu o II.l.

5. IlpuMMeHeHMe @HelTuUIa WM €TI0 COJM 0o .1 IJjd I[IOJIydeHUd
JIeKapCTBEHHOTO CpPenacTBa IJIA OPpOOMIaKTHUKM WIM JeueHUS OXUPEeHUS
i ouabeTa y MIeKONMTAaKmeIro.

6. IpuMeHeHMe MHeNTHUIa WMIM e€T0 COJM No .1 g OpoduIaKTUKU
WM JIedeHUSd OXUPeHMS WM IuabeTa y MIEKONUTAaKMeIo.
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